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LO QUE ESTA MUY CLARO Y LO QUE NO LO ESTA TANTO

1. DEFINICION ENFERMEDAD TRIPLE NEGATIVA

2. ESQUEMA DE QUIMIOTERAPIA

3. INMUNOTERAPIA NEOADYUVANTE

4. TRATAMIENTO ADYUVANTE
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Cossetti et al, JCO 2015
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1. éDefinicion de TNBC?
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Triple-negative breast cancer e o o7
(lack of ER, PR, and HER2 by IHCIFISH) o DEfI nicion.
| 2 - Ausencia de expresion de RE/RP
Tarsoipome ) Prosame | ( Gerome ) ( Epgenome ) omure  GRCArlag - Her2 no sobreexpresado/amplificado
PAMS50 subtypes Surface epithelial Mut/CNA p L % inft d
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Mutationsl Signatures . . .
orcarzman * Definicion de estatus RE:
Hypermutation . ey ®
povsmpicon mune snvionment WP de - ER-negativo <1% positividad cels. tumorales
AR-positive Integrative clusters ggg:?:f: moter
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Rivencark, Am J Pathol 2013; Allison, JCO 2020



\

BASES BIOLOGICAS DEL CANCER

E INNOVACION TERAPEUTICA ”Lo QUE NO LO ESTA’ TANTO”

& XV SIMPOSIUM

CUT-OFF RE NEGATIVO: <1% VS <10%

3055 HER2- BC pts who received NACT 2765 HER2- BC pts who received NACT 406 HER2- and ER<10% BC pts who received
(MDACT cohort):! (GBG trials):2 NACT and/or adj therapy (Padova cohort):?
ER <1% 30.5% ER <1% 32.6% - ER<1%90%
- ER1-9%5.6% - ER1-9% 3.4% - ER1-9% 10%
- ER210% 63.9% - ER210% 64%
A 1.0+ =
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§ ' P<o.ooo;R<W % oA Patients Events g LA -
024 S o g s HR strong postve (>10%) 176 372] Logsrank p0.008 g S-years iRFS rate (95% Cl)
T Eee . ::::;::::z::w . :112] Log-ank p=0.951 § 7 erax 74.0% (68.8-79.6)
e = ER 1-9% 73.1% (59.3-90.2) Log-rank p=0.600
i )1 [ Log-rank p<0.001 50 : 2, ‘: é ;

0 12 21 36 48 60 72 B4 96 108 120
Years

1. Fujii T, et al., Ann Oncol 2017; 28(10):2420-2428.© 2017 European Society for Medical Oncology. Published by Elsevier Ltd. All rights reserved; 2.Reprinted from Eur J Cancer 2021,148, Villegas SL, et al. Therapy
response and prognosis of patients with early breast cancer with low positivity for hormone receptors — An analysis of 2765 patients from neoadjuvant clinical trials159-170. Copyright 2021, with permission from Elsevier; 3.
Dieci MV, et al. NPJ Breast Cancer 2021;7:101; available at :https://www.nature.com/articles/s41523-021-00308-7; accessed April 2022. Reproduced under the terms of the Creative Commons Attribution-NonCommercial-No
Derivatives License (CC BY NC ND; available at: https://creativecommons.org/licenses/by-nc-nd/4.0/; accessed April 2022).
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2. Esquema de quimioterapia

- Incorporacion de platino
- Papel de las antraciclinas
- Dosis densas
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Incorporacion de PLATINO

Tratamiento con platino en neoadyuvancia aumenta las tasas de pCR
Los estudios no estaban potenciados para analizar datos de supervivencia

GeparSixto y BrighTNess demostraron aumento de EFS pero no CALGB 40603
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1. von Minckwitz G, et al. Lancet Oncol 2014; 2. Sikov WM, et al. J Clin Oncol 2015; 3. Guarneri V, et al. Ann Surg Oncol 2015; 4. Gluz O, et al. SABCS 2015; 5. Loibl S, et al. Lancet Oncol 2018; 6. Sharma P, et al. ASCO
2019; 7. Schmid P, et al. NEJM 2020.
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“LO QUE ESTA CLARO”

Hazard Ratio

Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
Geyer et al 2022 -0.462 0.3299 11.6% 0.63[0.33, 1.20] -T
Iwase 2019 -2.1203 1.0626 1.1% 0.12 [0.01, 0.96)
Ke da Yu 2020** -0.3425 0.2679 17.6% 0.71(0.42, 1.20) —-
Loibl 2018 -0.5108 0.3207 12.3% 0.60 [0.32, 1.12) -
Quing li 2020** -1.9519 0.8883 1.6% 0.14[0.02, 0.81) S T
Schneeweiss et al 2021 -0.4155 0.2817 15.9% 0.66 [0.38, 1.15) 1
Sikov 2022 0.1133 0.1912 34.6% 1.12[0.77, 1.63] -
Zhang 2016 -0.1744 0.4924 5.2% 0.84 [0.32, 2.20) e
Total (95% CI) 100.0% 0.76 [0.61, 0.95] @
. 2 AT b + + d
Heterogeneity: Chi’ = 11.92, df = 7 (P = 0.10); I’ = 41% 0.001 o1 10 1000

Test for overall effect: Z = 2.38 (P = 0.02)

N =2425 TNBC patients
Higher pCR rates for CDBCA (OR 2.11, p<0.001)
DFS = HR 0.60 (95%Cl 0.47 — 0.78)

0S - HR 0.69 (95%C! 0.50 — 0.95)

Favours [carboplatin] Favours [SOC]
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Pathak N, Breast 2022
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TMC Neoadjuvant Platinum TNBC Study

» TNBC (1% cutoff for ER & PR)

> No evidence of M1
> Fit for anthracycline
> T1-T4, NO-3

-ﬂ

r Stratification j

M
(Pre+Peri, Post)

Clinical Stage

OBC (T, 5,No..o M)
LABC (cT,/N,., M,)

Pacli —>AC/

I L‘ Control

Platinum
' Pacli+Carbo —>AC/EC .

[surgery |3 Raciotnersoy

Breast conserving surgery
[o]:
Mastectomy

Platinum Arm:

Paclitaxel 100/m2 + Carboplatin (AUC-2) once per week X 8w*
followed by

[Doxorubicin (60/m2) or Epirubicin (90/m2)] + Cyclo (600/m2)

every 2 weeks or 3 weeks X 4 cycles

Control Arm: Same as above, without carboplatin

ITT: Pathological RéSponse to NACT by Rx-Arm

100
e N
p<0.001
<0.001 1.
soll 61.9% M Control
]
5 54.5% M Platinum
2
<]
g 40.3%
a 40
20(
0
Path CR Path CR Path CR
‘Ereast + Nodes) (Breast) (Nodes)

Gupta, SABCS 2022
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TMC Neoadjuvant Platinum TNBC Study

Age < 50 years Age > 50 years

100 : 100
P=0.042
- 79.3% o Bl 8
8 Control 735% 73.6%
B Platinum
« 60| e 60 a8 3
§ 2 P=1.0
& 40| g 40 37.5% 38.1%
20 20|
04 o\
Path CR Path CR Path CR
.(MOM” (Broast) (Nodes)

Multivaciable (binary logistic) analysls for factors affecting pCR: Rx-Arm X Age Interaction significant in a model Including Rx-Arm, Age, cT size, cN status, Family History
Gupta, SABCS 2022
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Long Term Efficacy (n=717)

TN Event Free Survival | Overall Survival

o 07 2 HHHH
£ £
= 2z
t 06 5
@ ; @ ———
c 0S5 o
2 £ Platinum Control
t " o 04
O g4 Platinum Control o
e E 5-year OS |74.4% 66.8%
o 03 | |5-year EFS|70.7% 64.1% (95% Cl) |(69.70 - 79.10%) (61.70 - 71.90%)
(95% ClI) (65.8 - 75.6%) (59.00 - 69.20%) 02 4
02 HR (95%Cl)|0.740 (0.565 - 0.969)
HR (85% CI)| 0.798 (0.620 - 1.028) o A=7.6%
A=6.6% -
e p 0.029
‘P’ 0.081 00 |
007 T T T T T T T T T T T T T 0 12 24 36 48 60 72 84 9% 108 120 132 144
0 12 24 3% 48 60 72 8 9 108 120 132 144 156
. Time (months)
Time (months)
Control 356 308 264 218 169 141 101 70 45 19 12 7 Control 356 330 287 229 179 147 106 74 48 20 12 7
Platinum 361 326 284 239 190 159 112 79 47 17 12 10 Platinum 361 339 303 252 201 168 122 8 51 19 14 12
Age < or > 50yrs: 12.5% vs no difference Age < or > 50yrs: 11.2% vs no difference

Gupta, SABCS 2022
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Papel de las antraciclinas
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Sharma P. Clin Cancer Res, 2021
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Anthracycline-containing and taxane-containing
chemotherapy for early-stage operable breast cancer:

a patient-level meta-analysis of 100 000 women from
86 randomised trials

Early Breast Cancer Trialists’ Collaborative Group (EBCTCG)*

A 2469 women B 2469 women A ER-negative (65% node-negative)
1005, -8~ Taxne

100
b/

100 7 —@- Taxane
—m- Taxane plus anthracycline o l 4 2% 504 - Taane plsarthracycline l 1 3 2 %
509 l 8,7% o 509 ’ RR 051 (95% 103610 071) ’
§ Log-rank 2p<0-0001
N ER < 404 - in13- % C1 6. !
£ 40 Hh 058 (o5 G750 £ 40 RR 065 (95%C10-49 t0 0-87) § 10-year gain 13-2% (95% Cl 6-5 to 19-9)
g Log-rank 2p<0-0001 2 Log-rank 2p=0-0034 g
g 304 10-year gain 8:7% (95% C1 45 t0 12.9) 5 307 10-year gain 4.2% (95% C1 0-4to 8) g 397 e -4 268%
I~ ] Y
€ 5] 142% e 200% 2 201 = 209
.- 3
e 123% & P .- 132% i doatant TIOR
104 - 10 & 89% 104 13.0%
93%
0 . : 0 T 0 T T
0 5 10 [ 10 0 5 10
Recurrence rates per year (% [events per woman-years]) and log-rank analyses Death rates per year (% [95% Cl]: total rate-rate in participants without recurrence) Recurrence rates per year (% [events per woman-years]) and log-rank analyses
and log-rank analyses
Allocation Years 0-4 Years 5-9 Years =10 Allocation Years 0-4 Years 5-9 Years =10 Allocation Years 0-4 Years 5-9 Years 10
Taxane plus anthracycline 2.02% (106/5251)  0-66% (17/2580) 0-0% (0/16) Taxane plus anthracycline 1.02% (0-75-1:29) 0-86% (0-51-1-21) 00 Taxane plus anthracycline 312% (52/1664) 0-13% (1/783) 0-0% (0/5)
Taxane  3:04% (161/5302)  1-63% (43/2633) 3-85% (1/26) Taxane  155%(122-1-88)  1.21% (0-80-1-61) 00 Taxane 5.19% (87/1676) 1.03% (8/774) 0-0% (0/9)
RR(95%Cl)  064(049-0-82)  0-42(025-071) 019 (0-00-10-32) RR(95%Cl) 062 (0:44-088)  072(042-123) RR(95%Cl)  054(038-077)  021(0-06-076)
(0-E)/V -27.4/603 ~12:6/147 -04/0-2 (0-E)/V -15:6/32:9 -4-4/13-6 (0-E)V -19-4/316 -3.5/22

Higher cumulative dose and more dose-intense schedules were more efficacious

Lancet 2023; 401: 1277-92
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Dose-dense adjuvant chemotherapy in early-stage breast
cancer patients: End-of-study results from a randomized,
phase lll trial of the Gruppo Italiano Mammella (GIM)

Figure S10. Disease-free survival in triple negative breast cancer patients according to
treatment (dose-dense (Q2) vs standard-interval (Q3)).

100
90
ARM A ARM C
EC x4 cycles ->Tx 4 EC x 4 cycles -> T x 4 cycles =1
q3 wks q2 wks EC : 1
+ Pedfilgrastim T w0
VS § Ay e
S0 e
ARM B ARM D FEC i ol
_ HR 062 (95%Cl 0-37-1-04)
FEC x 4 cycles -> T x4 cycles | FEC x 4 cycles -> T x cycles 4 & o stratified log rank P = 0+07
q3 wks q2 wks
.. 20 Patients Events
+ Pedfilgrastim [+7] 72 25
10 a3 78 35
a3 wks vs g2 wks
0 1 2 3 4 5 6 7 8 9 W0 1 1 13 ¥ 1 1% 17 18 1
- - Time (years)

Q@ @ eam mm wm BE 2EH NG 0N O BO5 M6 M@ ) @) DE) NET) N N4 W) 0N
Q3 7@ Tvm eNm  Mm 0 M A0 N0 NG B0 DN RN NI 2006 UDN) TES) e M MY o)

SEGUIMIENTO 15 ANOS
N+ early breast cancer patients = 2091 (HR+ or HR- tumors)

DFS 61-1% (95% Cl 57-5-64-5) vs 52-5% (48-8-56-0) : DD vs standar
— ongress
R ESMD' Del astro L Lancet Oncol 2022; 23: 1571-82




: T2 XV SIMPOSIUM
g 1 ’ : BASES BIOLOGICAS DEL CANCER
B : E INNOVACION TERAPEUTICA

3. Inmunoterapia neoadyuvante
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INMUNOTERAPIA EN NEOADYUVANCIA
PRINCIPALES ENSAYOS CLINICOS

a XVSIMPOSIUM g

68.9% 68.8%

70 -

60 - 60%* s8%

Pathologic complete response (%)

CTa  CTa+ PlaceboDurva Placebo Durva CTe+ CTe+  CTo+  CTet CTé CTé+ CT¢  CTe+ CTe CT+ CT®  CTe+

Pembro +CT> +CT®  4CT> +CTo Placeb Pembro PlaceboPembro Atezo Atezo Atezo Atezo
T PD-L1+ oITT PD-L1+ T PD-L1+ L T PD-L1 +
-SPY2! L GEPARNuevo? L KevnoTe-5222 — NeoTRIPaPDL1* IMPASSION031®
PD-L1+(TC or IC IHC SP263 21%):87% PD-L1+(CPS IHC 22C3 21): 83% PD-L1+(IC IHC SP142 >0): 56% PD-L1+(IC IHC SP142 >0): 47%
a. Pac —DC; b. Nab-Pac— EC(dd); c. Carboplatin+Pac — EC/DC; d. Carboplatin+Nab-Pac (anthra given after surgery); e. Nab-Pac-> DC(dd) m

*Estimated probabilities of pCR.
1. Nanda R, et al. JAMA Oncol 2020; 2. Loibl S, et al. Ann Oncol 2019; 3. Schmid P, et al. NEJM 2020; 4. Gianni L, et al. SABCS 2019; 5. Mittendorf EA, Lancet 2020.
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4+ Ne0adjuvant Phase > < Adjuvant Phase e

K EY N OTE_S 2 2 Neoadjuvant Treatment 1 Neoadjuvant Treatment 2 Adjuvant Treatment
(cycles 1-4; 12 weeks) (cycles 5-8; 12 weeks) (cycles 1-9; 27 weeks)

Carboplatin® + Doxo9/Epirubicine+
Paclitaxel® Cyclophosphamidef
= Pembrolizumab 200 mg Q3W

Key Eligibility Criteria

Age 218 years Pembrolizumab 200 mg Q3W
Newly diagnosed TNBC of
either T1c N1-2 or T2-4 N0-2

ECOG PS 01
Carboplatin® + DoxoY/Epirubicine +

Tissue sample for PD-L1 v g
assessment? Paclitaxelc ). Cyclophosphamide!

Placebo

Placebo

Stratification Factors:
* Nodal status (+ vs -)
* Tumor size (T1/T2vs T3/T4)

+ Carboplatin schedule (QW vs Q3W)

Neoadjuvant phase: starts from the first neoadjuvant treatment and ends after definitive surgery (post treatment included)
Adjuvant phase: starts from the first adjuvant treatment and includes radiation therapy as indicated (post treatment included)

3aMust consist of at least 2 separate tumor cores from the primary tumor. dDoxorubicin dose was 60 mg/m2 Q3W.
bCarboplatin dose was AUC 5 Q3W or AUC 1.5 QW. eEpirubicin dose was 90 mg/m2 Q3W.
cPaclitaxel dose was 80 mg/m2 QW. fCyclophosphamide dose was 600 mg/m2 Q3W.

Schmid P, et al. ESMO 2019. By permission of Prof P. Schmid.
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PCR rate in KEYNOTE-522

Primary Endpoint: ypT0/Tis ypNO By PD-L1 Status: ypT0/Tis ypNO
100" 1001 A 14%

A 14%
80+ I 801 9% A 18%
68.9% |

64.8% —_
o 45.3%
(=] . (]
X 60
)
X
o 407
(8]
Q.
201
260/401 103/201
ypTO/TisypNO B pembro + chemo -
B placebo + chemo PD-L1 Positive PD-L1 Negative
o Pembrolizumab + Chemotherapy Placebo + Chemotherapy
Characteristic (n = 784) (n = 390)
Median age, yrs (range) 49 (22-80) 48 (24-79)
ECOG PS 1, n (%) 106 (13.5) 49 (12.6)
PD-L1 CPS 21, n (%) 656 (83.7) 317 (81.3)

Schmid P, N Engl J Med, 2020; Schmid P, ESMO 2021
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Event-free survival Overall survival

b i 00
100
90 H 1 89.7%
+ ; 90—
80— ! 1
0 80 | 86.9%
70— 176.8% :
1 70— !
'
— 1
* “ : o 60— i
. 1
@ 50— ! & 50 1
w H o I
40— - H
! 40 i
30— H 30— i
H 1
1 1
20 ] 20 :
' I
10— ] 10— i
Median follow-upe: 39.1 mo ) 1
i N s S T O S S S TR N O OT—T T T T T T T T T T T T T T T T7T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
No. at Risk W No.at Risk Wonths
Pembro + Chemo/Pembro 784 781 769 751 728 718 702 692 681 671 652 551 433 303 165 28 0 0 Pembro + Chemo/Pembro 784 782 777 770 759 752 742 729 720 712 701 586 461 323 178 30 0 0
Pbo + Chemo/Pbo 390 386 382 368 358 342 328 319 310 304 297 250 195 140 83 17 0 O Pbo + Chemo/Pbo 390 390 389 386 385 380 366 360 354 350 343 286 223 157 89 17 0 O
HR HR
Events P-value
(95% CI) Events (95% CI) P-value
Pembro + Chemo/Pembro 15.7% 0.63* 0.00031® Pembro + Chemo/Pembro 10.2% 0.72* 0.03214°
(0.48-0.82) g g :
Pbo + Chemo/Pbo 23.8% Pbo + Chemo/Pbo 14.1% (0.51-1.02)

Schmid P, N Engl J Med, 2020; Schmid P, ESMO 2021
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IMpassion031 - Atezolizumab plus Chemotherapy in Stage II-1ll TNBC

= Randomized, double-blind, placebo-controlled phase Ill trial
pCR (95% Cl), ypTO/is ypNO

Stratified by disease stage (stage Il vs stage lll), 100-
PD-L1 IC status (2 1% vs <1%)
I . . — A 16.5%
1 Atezolizumab + Atezolizumab + doxorubicin .
! . . Atezolizumab 80+ P= 0044
. ) . v nab-paclitaxel + cyclophosphamide — Surgery — 11 doses :
Patients with previously / 12 wk 8 wk 5
untreated stage II/11l * 60
TNBC; tumor >2 cm; Hy
PD-L1 status by IHC =
(N =333) \ Placebo + Placebo + doxorubicin & 407
nab-paclitaxel + cyclophosphamide g V17:aend  Observation o
12 wk 8 wk 20
n/N = 95/165 69/168
= Primary endpoint: pCR using AJCC staging system in ITT population and PD-L1+ subpopulation 0 Atezo + CT Pbo + CT

= Key secondary endpoints: EFS, DFS, OS in all patients and PD-L1+ subpopulation, safety

ESMO Breast Cancer 2023

After ~39 mos’ median follow-up, EFS, DFS and OS numerically favoured atezo consistently across key clinical subgroups

Mittendorf, Lancet 2020, Harbeck, ESMO 2020, LBA11, ESMO BREAST 2023 LBA1
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4. Tratamiento adyuvante

- Inmunoterapia

- Capecitabina

- Olaparib
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Keynote 522

“LO QUE NO LO ESTA TANTO”

Event-free survival by pCR (ypTO0/Tis ypNO)

®
o
2
2
&
w

No. at Risk

Pembro + Chemo/Pembro Responder

Pbo + Chemo/Pbo Responder

Pbo + Chemo/Pbo Non-Responder

- pCR Yes
1 .
|
]
:
| 67.4% 7
70 ; Ny - - ‘”:‘”“ By um 1
— » . ! ™~
60 ‘\muum.’“ Ly, pCR No
50— 156.8% L
1
1
40~ :
|
30 !
1
20— i
|
10— |
1
1
0 —rrarrrraaeerriaaaatrrI
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Months
404 494 494 489 483 482 478 47T 472 470 460 387 307 220 122 18 O 0
27 217 217 216 214 207 206 203 200 200 197 165 130 87 56 9 0 0
173 169 165 152 144 135 122 116 110 104 100 85 65 5 27 8 0 0

Schmid P, N Engl J Med, 2020; Schmid P, ESMO 2021
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100 —

100 —————— 1 | 94.7% 90 —| 84.4%
90 —| -

92.6% _ 8 83.8%
80 ) £ 70

£ 70 H

s £ 60

Z 60 — >

H @ 50—

@ 50 — 2

& £ a0
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£ o] RCB 0 L RCB |

b 20 —|
20
10 —| 104
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Identifying breast cancer patients at risk of relapse despite
pathological complete response after neoadjuvant therapy

Jens Huober'*'®, Marion van Mackelenbergh (', Andreas Schneeweiss®, Fenja Seither’, Jens-Uwe Blohmer®, Carsten Denkert (Y,

Hans Tesch®, Claus Hanusch®, Christoph Salat'®, Kerstin Rhiem'", Christine Solbach'?, Peter A. Fasching ('3, Christian Jackisch (3'*,

Mattea Reinisch (3'?, Bianca Lederer®, Keyur Mehta®, Theresa Link'é, Valentina Nekljudova®, Sibylle Loibl (°> and Michael Untch'’

Parameter Hazard Ratio p-Value
(95% C1)
eparTrio eparQuattro eparQuinto eparSixto eparSepto atients
G Ti G Quiatt GeparQuint G Sixt G Sept All patient:
Plological ubtype I o N=298 N=370 N=636 N=296 N =466 N =2066
TNBC (N=758) vs HER2-/HR+ (N=391) 1.53(0.98, 2.4) 0.063 = = = = = =
HER2+/HR+ (N=378) vs HER2-/HR+ (N=391) —r i 1.18 (0.70, 2.0) 0.538
HER2+/HR- (N=365) vs HER2-/HR+ (N=391) +——— 1.45 (0.88, 2.4) 0.147
Histological tumor type
Lobular subtype (N=56) vs non-lobular (N=1836) —— 1.95(1.0,3.7) 0.043
rading
G3 (N=1175) vs G1/2 (N=717) — 0.77 (0.55, 1.1) 0.109
) 0178 N 2066 pac.
€T2 (N=1133) vs cT1 (N=409) —a— 0.99 (0.65, 1.5) 0.988 L.
€T3/4 (N=350) vs cT1 (N=409) ——!— 1.40 (0.86, 2.3) 0.181 Segu|m|ento 58 meses
cl
N+ (N=847) vs cNO (N=1045) —a— 2.29(16,3.2) <0.001 I
0.552
41-59 (N=1153) vs <40 (N=429) T 1.26 (0.82, 1.9) 0.285 . N o
260 (N=310) vs <40 (N=429) — 1.33(0.70, 2.5) 0384 - Menor DFS, DDFS, 0OS: Subtlpo LObUII"ar/ CN(+)
BMI 0.195
25-29 (N=582) vs <25 (N=1005) i 1.37(0.97, 1.9) 0.071
230 (N=305) vs <25 (N=1005) —-— 1.13(0.73,1.8) 0578
Menopausal status
post- (N=752) vs premenopausal (N=1140) —— 0.82(0.55, 1.2) 0.344
anned No. of cycles _ . 1
| [rTTeTTe g PR — oot 0110 . | Mayor DFS, DDFS, OS: > 6 ciclos tto. Neoadyuvante
T dierzZaTtye 0.949
PR (N=1329) vs CR (N=370) 1.11(0.74,1.7) 0.614
SD (N=174) vs CR (N=370) 1.03 (053, 2.0) 0.933
PD (N=19) vs CR (N=370) I L 1.30(0.30, 5.6) 0.724
03 05 1 2 4 6
Longer DDFS Shorter DDFS

npj Breast Cancer (2023) 23
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éExpresion de TILs?

TNBC frequently show intermediate/high TILs
High TILs in TNBC are independently associated with:
+ Improved pCR rates after NACT
« Improved survival in pts undergoing NACT (baseline TILs)
« Improved survival in pts with no-pCR after NACT (RD TILSs)
« Improved survival in pts undergoing anthra-based adjuvant CT
+ Improved survival in pts not receiving adjuvant CT

EMD ==

SPECIAL ARTICLE

Early breast cancer: ESMO Clinical Practice Guidelines
for diagnosis, treatment and follow-up'

International Agency for Research on Cancer

Y} World Health
{.‘ﬁ,} Organization

Association of Circulating Tumor DNA and
Circulating Tumor Cells After Neoadjuvant
Chemotherapy With Disease Recurrence in Patients
With Triple-Negative Breast Cancer

Preplanned Secondary Analysis of the BRE12-158 Randomized Clinical Trial

Milan Radovich, PhD, Guanglong Jiang, MS, [...], and Bryan P. Schneider,
MD

ﬂ Association of ctDNA and CTCs with DDFS

100 H—|
" CtDNA negative and CTC negative

CtDNA negative and CTC positive
CtDNA positive and CTC negative

CtDNA positive and CTC positive

DDFS, %

0 6 12 18 24 30 36 42 48 54 60

Time, mo
No. at risk
ctDNA negative and CTC negative 31 30 22 14 5 1 0 0 0 0 0
CtDNA negative and CTC positive 15 12 10 6 - 3 - | 0 0 0
CtDNA positive and CTC negative 35 29 18 10 1 1 0 0 0 0 0
CtDNA positive and CTC positive 31 20 14 8 8 5 1 0 0 0

Radovich et al. JAMA Oncol 2020

Denkert C, Lancet Oncol 2018; Dieci MV, Ann Oncol 2014; Luen S, Ann Oncol 2019; Loi S, J Clin Oncol 2019; Park JH, Ann Oncol 2019; de Jong VMT, J Clin Oncol 2022
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Additional capecitabine use in early-stage triple
negative breast cancer patients receiving standard
chemotherapy: a new era? A meta-analysis of
randomized controlled trials

Feng Ye # 1, Lei Bian # ', Jiahuai Wen # 2, Ping Yu 3, Na Li !, Xiaoming Xie 4, Xi Wang °

A B
Study Study
mn DFS (9% CN) Weight
) 08 (95% C1) Waygh
USO-01062 (2015) ——— 0X1 (057, 1.15) 1689
USO-01062 (2015) _—— 062 (041,09¢) 2262 CREATE-X (2017) 055(039,087) 129
CREATE-X 2017) (—0— 0.52 (0.30, 0.90) 129 GENCAM (2015) e — L1907, 208) 727
CIBOMA (2019) ————t—— 0.92 (086, 1.28) 1549 CIBOMA (2019) ——— 0K (063, 106) 307
CICSG-010 (2000) ——— 08T 07,122 e FINXCX 2017) e EILem 78
CRCSG010 () —— 046 (044,09 1288
SYSUCCO00) (2000) S —— 075047, 1L.19) 154
SYSUCO00! (2020) —— e re— 064(042,095 12
bl e e O BRI 0. . Overall (I-squared = 20.5%, p=027) < > 0.74 (064, 085) 10000
v
3 1 333 3l 1 323
-7 RCTs
(USO 01062, FinXX, GEICAM/2003, CREATE-X, CIBOMA/2004, CBCSG-010 and SYSUCC-001)
- N 3329 pac

BMC Cancer. 2022; 22: 261
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Triple-Negative PAM50 Non-Basal Breast Cancer
Subtype Predicts Benefit from Extended Adjuvant
Capecitabine

Karama Asleh?, Ana Lluch®#®, Angela Goytain', Carlos Barrios®7, Xue Q. Wang', Laura Torrecillas’8,
Dongxia Gao', Manuel Ruiz-Borrego®?, Samuel Leung’, José Bines’'°, Angel Guerrero-Zotano>",

Jose Angel Garcia-Saenz*"2, Juan Miguel Cejalvo®*®, Jesus Herranz®, Roberto Torres”",
Juan de la Haba-Rodriguez*''%, Francisco Ayala®'6, Henry Gémez”'”'8, Federico Rojo*'92,
Torsten O. Nielsen', and Miguel Martin®2%%

A PAMS50 Basal-like B PAMS50 Non-basal
== Observation —— Capecitabine == Observation == Capecitabine
1.0 10
08 B o8
% & 3
H 2
'E 06 ﬁ 06
g 04 % 04
o o HR = 0.88 (0.62-1.25), P=0.48 a HR, 0.44; 95% CI, 0.2-0.96; P = 0.04
2 02
0.0 00
0 2 4 6 8 10 0 2 4 6 8 10
Time (y) Time (y)
Number at risk Number at risk
Observation { 274 232 210 176 84 15 Observation { 47 35 32 27 1 a
Capecitabine { 279 226 205 189 99 12 Capecitabine { 58 52 47 42 21 4
0 2 4 6 8 10 0 2 4 6 8 10
Time (y) Time (y)

Lluch A. et al. JCO 2020
Asleh et al. Clin Cancer Res. 2023
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A 98.0 95.0 928 89.8
100
E% Olaparib, 75 deaths
: y 5 e - . 2 g 80 5% 5% Y, %64 Placebo, 109 deaths
Overall survival in the OlympiA phase Il trial of adjuvant olaparib in : ok BN
& . e . : z = = g Oiference: 3year O rate

patients with germline pathogenic variants in BRCA1/2 and high-risk, i, Joemaneoess
early breast cancer ] S

S 20
C. E. Geyer, Jr."%, ). E. Garber?, R. D. Gelber***, G. Yothers"®, M. Taboada’, L. Ross®, P. Rastogi'?, K. cm’a A. Arahmani®®. S S S A S

Months since randomization
No. at risk

Olaparb 921 862 844 809 778 672 560 437 335 228
Placebo 915 868 843 808 752 647 530 423 333 218

3
8

=
38

Olaparib, 134 events
Placebo, 207 events

Difference: 4-year IDFS rate
7.3% (95% C1 3.0% 10 11.5%)

Difference: 3-year IDFS rate
8.8% (95% C15.0% t0 12.6%)

Stratified hazard ratio, 0.63
(95% C10.50-0.78)

3
3

HER2-negative early-stage breast cancer as follows
Surgery first (adjuvant)

2
&

Invasive disease-free survival, patients (%)

TNBC: node-positive or tumor = 2 cm

HR-positive: = 4 positive nodes o & 12 1 20 3 % 4 48 s

Months since randomization

No. at risk

i Olaparib 921 825 777 738 694 603 495 382 293 204
Chemmra py ﬁrSt (neoadluvant) Placebo 915 807 765 715 656 571 459 370 293 187
TNBC: residual disease at surgery c
" N R 100 94.4 90.6 88.0 865
HR-positive: residual disease and a CPS + EG score = 3 g k
2 Olaparib, 107 events
5 8 Placebo, 172 events
g 90.3 84.0 81.0 79.1
El Difference: 4-year DDFS rate
E 60 7.4% (95% Cl 3.6% to 11.3%)
i Difference: 3-year DDFS rate
£ 4 7.0% (95% CI 3.5% to 10.6%)
8 Stratified hazard ratio, 0.61
2 (95% CI 0.48-0.77)
T 20
H
2
3
o
] 6 12 18 24 30 36 42 48 54
Months since randomization
No. at risk

Olaparib 921 828 784 746 698 609 501 391 302 209
Placebo 915 818 777 728 670 582 471 379 300 193

C. E. Geyer et al. Ann Oncol 2022
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CONCLUSIONES/ CUESTIONES

Lo que estd muy claro
- No hay nada claro
Lo que no lo estd tanto
- No correcta definicion. Debemos englobar a los tumores TN “RE low”?

- No sabemos cual es el esquema idoneo:
¢ dosis densas + concomitancia de taxanos/antraciclinas + incorporacion de platino? (combinado con Inmunoterapia)

¢ platino en >50 anos?
¢ abandonar las antraciclinas?

- Qué haremos tras neoadyuvancia
pCR: ¢ mantenemos inmunoterapia?
no pCR: ¢ monoterapias? ¢ combinaciones de fdrmacos?
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