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Plataformas genémicas , necesidades no cubiertas
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Integracion con otros factores pronaostico y predictivos clinicos
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Plataformas genémicas , necesidades no cubiertas

Cancer de mama luminal

Integracion con otros factores pronaostico y predictivos clinicos




Caso Clinico

Sandra, mujer de 52 afios postmenopausica, sana

Enero Febrero
20125 2025
Cribado mamografico: lesion en mama izquierda o
. . _ _ Cirugia:
Ecografia: masa mamaria lzq de 2 cms. 1 ganglio axilar Tumorectomia +

sospechoso
Biopsia Mama + marcaje

» Carcinoma infiltrante tipo no especial, no ILV

= RE: 100%, RP:50%, HER2:1+, Ki67: 15%, grado 2
Biopsia Axilar + marcaje: infiltracion por carcinoma
TAC-TAP: no enfermedad diseminada
Buena relaciéon mama tumor

Se pauta letrozol ventanay se programa cirugia

Diseccion Axilar dirigida

Carcinoma Infiltrante 2.5 cms
1 ganglio afecto/4 extraidos
Grado 1, No ILV

Ki67-post letrozol: 2%

Estadio 1IB pT2 pN1 MO




Estimacion del riesgo de recidiva en cancer de mama luminal

Riesgo Clinico Expresion Génica

Tamafio tumoral OncotypeDx RS Respuesta a terapia endocrina
Ganglios axilares MammaPrint * Supresion proliferacion (Ki67)

- * PEPI score
Grado, Ki67 Prosigna ROR

Estado menopadusico _
EndoPredict
Herramientas en linea

: Breast Cancer Index
* Predict breast

Afiaden valor prondstico en casos con . »
Valor pronostico principalmente riesgo clinico “intermedio” Puede identificar tumores de buen

Predicen sensibilidad a QT pronostico. Predicen sensibilidad a
\ | hormonoterapia

Una estimacion adecuada del riesgo de recidiva requiere

el uso de variables clinica y plataformas en casos
de riesgo intermedio

Guerrero-Zotano, A. GECIAM Xl symposium 2023



Metaanalisis:

El beneficio de la quimioterapia adyuvante es independiente del estado RE

ER status
507 2076 women (73"6 N+)
Control
41.9%
- 40-‘
£ 348%
e
5 283% Anthracycline
§ 307
E
£
& 204 22:9%
=
e
&
10 RR0-80 (95% C10.69-0.93)
Log-rank 2p«0-003
10-year gain 7-1% (SE 2.3)
0 T T

Death rates (%/year: total rate-rate in women
without recurrence) and log-rank analyses

S433w0mcn86!5 N+)

RR 077 (95% C10-69-0-86)
Log-rank 2p<0-00001
10-year gain 6-4% (SE 1-4)

Control
32.0%
25.6%
Anthracycline
16 7%
12:2%

1] 1

Death rates (%/year: total rate-rate in women
without recurrence) and log-rank analyses

“Low absolute risk implies low absolute benefit, but information was lacking about tumour gene
expression markers or quantitative immunohistochemistry that might help to predict risk,
chemosensitivity, or both”

EBCTG Lancet 2012
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Guias NCCN:

Recomendaciones tratamiento sistémico basado en el uso de Oncotype DX,
obviando otros factores prondsticos

Mujeres postmenopausicas, NO-3, y RS<26: No QT adyuvante

SYSTEMIC ADJUVANT TREATMENT: HR-POSITIVE - HER2-NEGATIVE DISEASEY4b
POSTMENOPAUSAL®® PATIENTS with pT1-3 AND pNO or pN+ TUMORS

Pﬂ:tovﬁ.&m Consider adjuvant endocrine
therapy (category 28)*
MWIMW followed
by endocrine thei !
Not done ——» |(category 1)
or
Tumeor >0.5 cm Strongly endocrine therapy®d:nh#
* Ductal/NST* or consider 21-gene Adjuvant o . Follow-U
* Lobular PNImi (£2 mm axillary RT-PCR assay Recurrence __ Adjuvant e therapy (m.1rp)
-:hud node metastases) if candidate for score <26 (category 1
* Micropapillary or
pN1 (1-3 positive nodes)™* (mm'%"‘ Recurrence_, :;suvmmmﬁ*m
score 226 endocrine therapy %3 h 2 (category 1)
Adjuv. dmnohonpy""“
AEOND 24 ulater) followed
—_— va“"‘"""(camuy‘l)
* For 300ls 10 aid optimal assessment and management of okder
adults, see NCON Guidelines for Otder Adult Oncology. ** Preoperstive/Ad) t y Reg (BINV—L)
9 Principles of Biomarker Testing (BINV-A®), "‘Comdummmm:w risk reduction of distant matasiasis for 3-5 years
'Sa?;:;alCon:’dralmlweruﬂCmnM(SuWa np P duced) with high-nsk node-negative or node-positive
(BINV-J* lm\on
* According 1o WHO, " of NST P musttiple " Two yoars of ant abemacidib in combination with endocrine therapy can be considered
patterns including meduliary patiem, wih 0 patients with HR+/HER2-negative, Ngh-risk Lreast cancer {see eligibilty critaria ksted on
exprassion, and other rare pattems, {BINV-K). In patients ebigible for both aduvant olapanb and abemaciclib, the optimai choice of
= Although WMWMhii-loo%ERMCumcmuo therapy and sequencing is not known,
considered ER-positive and elgile for endocrine theragies. there are  * There are fow data mmdmomnmnmmum
moce nited data on the subgroup of cancers with ER-low-positive axillaty lymph nodes 10 administer adjuvant chemotherapy for this group should be
(19%-10%) resuits. The ER-low-posdive group is heterogenscus with  based on cinical factors
biclogic behavior oftan similar to ER. ive cancers. thus ™™ Othar prog gene exprassion assays may be considered o help assess risk of recurence
individualized of rsks versus du\doam but have not bean validated to pmd'dmponu chemolherapy. See Geno Expresson
therapy and additional aduvant thermpies should be incorporated into Assays for Consideration of Adjuvant Systemic Thorapy (BINV-N').
decision-making. See Principles of Biomarker Testing (BINV-A") ™ Patients with T10 lumors with low-grace and no LVI should be treated with endocrine
“&oMIlondMomp.m(BlNV—O‘) monotherapy as the TAILORXx tnal did not incl patients with such tumors,
™ See Adjuvant Endocrine Therapy and Principles of Aduvant wmwmmdmmmmnmwummmnmmm

Endocrine Tharapy (BINV-K), mutation after compietion of adivant chemaotherapy. See BINV-L



Guias St.Gallen:

Recomendaciones tratamiento sistémico considera también otros factores
biologicos relevantes como la respuesta a Ki67 a HT preoperatoria

Talie 3. Systemic therapy for ER-positive HER2-negative bresst cancer

Anatomic TN Type and duration of Ovarian suppression Chemetheragy /sbemacclib Ohapariy
sage rine therapy ™ e 1} Pos: 4 ! and
postmenagaussl
Stoge | 7136 NO Al Gr Tam, 5 yearr Wa OF% o Wo o
TIcND A or Tam, 5 years Conuder OFS and Al/Tam  Consider 20 Mo for 4 No
for higher rek. particelarly  for faworable biology temors hictogy tumon”
those wamanting nmm' if oot pursiing  Yeu for lews favorabie
themotharapy sge <40 fnclogy tumors
yours, hgh grade. o Yer h I Lavorstie
I MOSate ganoeis biclogy t=mors
scores (e.g cotwTence
score 16.23)
Stage Il NO (sode Commider axtmnded therapy’, OFS st AlTars bor Mghet  Contihnt chamathersgy for No for (morakie Ne
negative) especaly after mitlad 5 pears nsk, panicularly those favorable bicfogy tumors  buology tumors
of tamoesen warmanting chemotherapy,  especially if oot pursiing  Yes for less favorabie
age <40 years, high gracle, OFS" hiclogy tumors
or intermediate goromic  Yes for lem fworable
scores (ng recasrence biclogy tumons
score 325
N1 (13 Extended therapy OFS and AUTam Conuda for favoratie No for favonabie No
w iology temors biclogy tumors
Yes dor lew favorsble Yeu for less favorable
biclogy temors biciogy tumors
Abemucichl for 2 yeunsy Abeacichl for 2
yeurs for hoghorisk
stage 1)
Stage 0 Lareaded therapy OF5 wnd AL/Tem Yes Yes Yes for patieras with 24
Abemacichh for 2 ywery AL ity for hogically ]
3 yoars Feaitive hymph nodes in the
ddjovant setting
Yes for patients ER and/of
PRA-poutve/ IR -negatve
with residual Irmasive
cantw i the brnest anitfor
The tesected ol nodes
{er-gC) andd & CPS nd 1G
soen 23

Risk stratification:

‘Favorable biology’:

- Lower-risk genomic signature:
- Recurrence score <25 (node-positive)
- Recurrence score 16-25 (node-negative)
- ‘Low’ 70-gene signature

- Strongly ER-positive with low to intermediate grade

- Lower baseline Ki67 or decrease in Ki67 with preoperati

endocrine therapy

‘Less favorable biology:
- Higher-risk genomic signature:
- Recurrence score >25
- ‘High’ 70-gene signature
- Lower ER expression
- Intermediate to high grade
- Higher baseline Ki67 or lack of decline in Ki67 with
preoperative endocrine therapy

Curigliano G Ann Oncol 2023



Ensayo clinico

Utilidad clinica plataformas gendmicas vs factores clinicos
Este estudio no se ha llevado a cabo

HT +/- QT en funcion de
criterios clinicos
(edad, tamafio, ganglios,
grado, Ki67, respuesta Ki67,
ILV...)

Cancer de mama
RH+/HER2-
Estadio I-11

HT +/- QT en funcioén de
plataforma genémica

Obejtivos: iDFS, DRFS, OS




Plataformas genémicas , necesidades no cubiertas

Cancer de mama luminal

Utilidad en mujeres premenopausicas y en muy jévenes en particular

Cancer de mama HER2-positivo y Triple Negativo




Caso Clinico

Sondin, o RS

pT2pN1MO RH+++/HER2-, Ki67-post letrozol: 5%

Distant recurrence Average absolute

RS result risk at 5 years CTx benefit <254 ET+CTx  95%Cl

=) I === sEEEEEE

With Al or TAM ui
alone RS 025 % ET alone 95% CI
I = =
No apparent &%
69%0 CTx benefit 3
]
(<1%) @
|_
(95% Cl 4, 10) (95% ClI -2.2, 0.6) Z
Clinical factors may =
be considered with 2
the RS when E
making individual o)
treatment decisions %
- . . E
Quantitative single gene scores x
11.6 ER positive 4.8 PgR negative 9.5 HER2 negative L
A 4 A 4 A 4

<3.7 6.5 >125 <32 55 >10.0 <7.6 10.711.5213.0 RECURRENCE SCORE



Plataformas genémicas

No excluyen beneficio en mujeres premenopausicas
Muy escasa representatividad de premenopausicas muy jovenes

4.6% menores
de 40 afos

TAILOR-x

Distant recurrence
>50 years or postmen

Clin high risk 266 007 ne2
N —
1
<50 years or premen i
Clin high risk e —

025 0.5 1
CT + ET better ET better

Distant recurrence at 9 years

8.3% 9.3%

>50 years or postmen

Clin high risk versus

<50 years or premen
Clin high risk

1.8% menores
de 35 anos

MINDACT
DMFS

0.98

DMFS at 8 years

90.2%

-

versus

n -

90%

2.9 % menores
de 40 afos

Rx-PONDER
IDFS

N
078 047 1.2
|
\
——
T

0.25 05 1 2
IDFS at 5 years
91.6% versus 91.9%
2.9% for dist. rec.

Piccart M. Lancet 2021



Proportion DR-free

Estudio SOFT

Las pacientes muy jovenes (<40 afos) tienen peor prondstico independiente del subtipo

100%

DO

40 1

20%

PAM50 Luminal A
Very young vs young

N e dam »

* = Very young, <40 yrs
- Young, <=40 yrs

S dl DS

Patients Events  10-yr DRFI (95% CI)
<40 165 28 82.4 (76.5, 88.8)
>40 583 38 93.1 (91.0, 95.3)
2 “a o ] 10 12

Years since randomisation

Proportion DR-iree

1007% 4

B0

6026 4

A0

20% <

PAM50 Luminal B
very young vs young

Age
Very young, <40 yrs
Young, <=40 yrs

Patients Events  10-yr DRFI (95% ClI)
<40 118 29 74.2 (66.3, 83.0)
>40 167 26 84.6 (79.2. 90.5)
2 “ 6 ] 10 12

Years since randomisation

Luen SJ, Ann Oncol 2023; Brown C. ASCO 2023



Recomendaciones de la NCCN

En mujeres pre- con RS<=25 recomienda QT o Supresién Funcion Ovarica,

Menopause ODX RS Recommendations
Pos —M (NO-N1) <26 ET
226 ChemoET
Pre — M(NO) <16 ET
16-25 Consider ChemoET
Or ]
OFS+ET Unclear if chemotherapy
526 CheroET benefit was due to the QFS ET StUdy
OFS effects promoted by designed R0 BHsWER
<26 Consider chemoET chemotherapy these questions
Or

OFS + ET

emoE

NCCN Guidelines® for Breast Cancer (Version 1.2024).
© 2024 National Comprehensive Cancer Network, Inc. Available at: NCCN.org.



OFSET Study

BR009: Schema

* Premenopausal; HR+/HER2- BC
« pNO with RS 16-20 (high clinical risk) or RS 21-25
* pN1 with RS 0-25

Stratification

. Nodal Status (pNO vs. pN1)
+ RS (0-15 vs. 16-25) permitidos
|

Chemotherapy + Ovarian Function Suppression +
Ovarian Function Aromatase Inhibitor*
Suppression + X 5 Years
Aromatase Inhibitor*

X 5 Years * Tamoxifen can be used if Al is not tolerated




Estudio RxPONDER

Niveles de AMH: una mejor manera de identificar pacientes realmente premenopausicas

Las mujeres premenopausicas <55 afios y bajos niveles de AMH no se benefician de la quimioterapia

Low AMH (n=209)

8
El

% .
?o CEY
33 J
;u .‘
=21 No Difference in 5 yr IDFS
S

e CET (n=108; 18 events; 5-yenr IDFS §9.1%)

ET (n=104, 14 events,; S-year IDFS 90 8%)
-8 HR=1.21; 95% C1 0.60-2 43 adjusted for RS
L=}

T ¥ T T T v T v ™ v
1 2 3 4 5 L] 7 L] " 10
Yearns snce randomizalion

o4

Postmenopausal: <10 pg/mL

Category
Low AMH

Age <45

10/348 (2.9%)

Medium/High AMH (n=806)

84

- CET
ig ; ﬁ‘—\h ~——
§ ET
181
i.17.8% improvement in 5 yr IDFS
81 ’ CET (n=383; 41 avents. S-year DFS 95,2%)

ET (n=413; 84 avents; S-year IDFS B7.4%)
2 | HR«0.48, 85% CI 0.33-0 69 adjusted for RS
% 1 2 3_ 4 s 8 7 & % 10
Yoars since randomization
Premenopausal: > 10 pg/mL
Age 45-49 Age 50-54
58/397 (14.6%) 141/270 (52.2%)

Kalinsky K.. ASCO 2023



Caso Clinico

S o Y ST pramenopaGsiEa

Distant recurrence Average absolute

RS result risk at 5 years CTx benefit
With Al or TAM
alone RS0.25

No apparent
6% CTx benefit

(<1%)
(95% Cl 4, 10) (95% CI -2.2, 0.6)

Clinical factors may

be considered with

the RS when
making individual
treatment decisions
Quantitative single gene scores

11.6 ER positive 4.8 PgR negative 9.5 HER2 negative

<3.7 6.5 >125 <3.2 55 2100 <7.6 10.711.5213.0

5-YR RISK OF DISTANT RECURRENCE, %

N
(&)

N
o

[y
(6]

[y
o

(&)

n ET + CTx 95% ClI

ET alone 95% CI

RECURRENCE SCORE




Estudio ADAPT

Integrando respuesta endocrina y OnoctypeDx RS en CM RH+ de alto riesgo clinico

NO-N1 y RS<26 con respuesta HT van bien sin necesidad de quimioterapia, independientemente de la edad

dDFS in age <50 years dDFS in age >50 years

o

© R
8 7 ——, ?3 i
o - X
8 & Ad
= 2
5 =2
g % S
L < -
g 8] g8
o Q
8 . 5y-dDFS age<50 1 . 5y-dDFS age>50
o | @ N
5 2 RS 0-11 group: 96.8% T ? RS 0-11 group: 96.1%
€ =
£ . RS 12-25/ET-responders: 97.4% 2 @ RS 12-25/ET-responders: 95.1%
o 8" i 4 8-
Log-rank p=0.896 RS 0-11 j Log-rank p=0.256 RS 0-11
2 RS 12-25 & Ki-67510% | | < RS 12-25 & Ki-67<10%
o T T T T T T : © T T T T T T
0 12 24 36 48 60 | 0 12 24 36 48 60
Follow-up time (months) ! Follow-up time (months)
Number at risk Number at risk
RS 0-11 260 233 196 185 171 16 | RSO-11 605 566 516 481 442 323
RS 12-25 & Ki-67510% 330 309 275 251 237 172 | RS 12-25& Ki-67<10% 1084 989 867 789 724 517

Respuesta endocrina: Ki67<=10% tras 3-4 semanas de terapia endocrina

Nitz UA, J Clin Oncol 2022



Plataformas genémicas , necesidades no cubiertas

Cancer de mama luminal

Utilidad en el contexto de iCDK4/6




Estudio ADAPT
Integrando respuesta endocrina y OncotypeDx RS en CM RH+ de alto riesgo clinico

Los pacientes con RS12-26 & no respuesta a TE tienen peor prondstico a pesar de recibir QT adyuvante

2 Age <50 years
37 ——
\ o &
s = | 5y dDFS:
% 8] ETinEl -responders 97% [95% Cl: 94-99]
@ o | CT+ET in ET non-responders 92% [89-95]
£3
2
§ £ | 42.5% had ET-response
g ¥ 23.3% had baseline Ki67 < 10%
S e 36.1% had N1
0 &
ET & Ki67<10%
2 | Log-rankp=.032,p=.03inN1 CT & Ki67>10%
o Ll T T T L T
0 1 2 3 4 5
Follow-up time (years)
Number at risk
ET & Ki67s10% 330 309 268 249 234 17
CT&Ki67>10% 447 387 345 318 292 152

" Age >50 years
8 .
3 8] OV dDFS:
S @ | ETinET-responders 95% [93-96]
3 .
% £ | CT+ET in ET non-responders 94% [88-97]
£ 3
b
g £ | 81.6% had ET-response
5 25.6% had baseline Ki67 < 10%
§ .| | 29.1% had N1
n <
o
ET & Ki6710%
3 Log-rank p=.533 CT & Ki67>10%
o T T T LJ T T
0 1 2 3 4 5
Follow-up time (years)
Number at risk
ET & Ki67<10% 1084 982 845 780 719 367
CT&Ki67>10% 243 197 161 139 128 72

Nitz UA, J Clin Oncol 2022



Estudio ADAPT

Integrando respuesta endocrina y OncotypeDx RS en CM RH+ de alto riesgo clinico

Las pacientes con respuesta endocrina tienen peores tasas de pCR a la QT neoadyuvante
independientemente del OncotypeDx RS

Il ET response
Il ET non-response

¢ P=09
1

RS > 26 RS <25

Gluz O et al. Ann Oncol 2023



Estudio ADAPT cycle

Obejtivo: Reemplazar quimioterapia por iCDK4/6 (ribociclib) en poblacion luminal de “riesgo intermedio”
definida por respuesta ET Ventana + OncotypeDX RS

Clinical routine / Screening > Trial treatment Follow-up
N=5274 screened N=1684 Ribociclib, 600 mg/d Endocrine th
domized (2 years) ndocrine therapy
randomize o at investigator's
Induction Biopsy (neo) Aromgtase inhibitor .
. . endocrine I surgery (adj) (+ GnRH in premenopausal)
Diagnostic thera ADAPT . . : . . :
biopsy L Py Endocrine —p intermediate Therapy setting (neoagjjuvant vs adjuvant) delecm.!ed by investigator.
s at investigator's response sk * Recommended neoadjuvant treatment duration: 6 months.
pre-ET choice assessment Staticat s
- ratimcaton: N
(=14 days) (K|-6?m_Er) Menopausal status; (16-24 Endocrine therapy
C/pN, RS, ET response at investigator's choice

Eligibility criteria weeks)
« Luminal-B-like early breast cancer
+ c/pNO-1 with additional risk factors ADAPT intermediate risk
- High clinical risk: (i) Grade 3 and/or * RS <25 and Ki-67pogter >10%

(il) Ki-67 e 7 220% and/or (iii) c/pN2- | * RS >29 and Ki-67po e <10% in ¢/pNO-1

Primary outcomes
+ iDFS « dDFS
Secondary outcomes

' - + RS =25 and Ki-67 £10% in c/pN2-3
3 and/or (iv) c/pT2-4c © oot postET = P + OS « QoL « treatment adherence
. articipation of premenopausal N1 and NO with RS 16-25, .
« Recurrence Score® assessed with imespective of ET-responder status, allowed by the investigator's decision, * pCR - clinical response rate

1l I only if | risk factors. .
Oncotype DX® test PoSTREnopatee only TR R e « breast-conservation therapy rate




Estudio RIBOLARIS

Objectivo: evitar quimioterapia en pacientes con ROR bajo tras 6 meses de iCDK4/6 neoadyuvante

ROR at surgery?3*

100

24 weeks of letrozole ketrozole +

+ ribociclib) LHRH

20

X
o
ROR low cohort Ribocicib > 80
Key Inclusion criteria (ROR-Jow after 400 mg +
BC s 24 weeks of letrozole Sebocole ET & LHRH o
L + ribociclib) LHRH [N}
Ribocicid 600 mg'ay : 8 60
{3 weeks on/1 week off) £ — =
+ letrozole = LHRH R T
y ROR medihigh cohor Ribociclib — 40
! (ROR med/high after 400 mg + ET+ LHRH <
@
©)
@

Primary endpoint

« S-year DMFS in ROR-low cohort
(DMFS of >90.6% will be
considered clinically relevant)

L.

Expected Current

® ROR-low



Estudio CARABELA, CM luminal de alto riesgo

No se pudo demostrar la equivalencia de OncotypeRS>25
HT+ Abema (12m) vs QT neo para RCB 0-1 predictor beneficio

Letrozole/Abemaciclib

RS<25 RS>25
abemaciclib=QT QT mejor que abema
hracyclines +
((LHRH analogs) Anthracyclines + Taxanes

= OR 0.59 (0.23-1.52)
e p=0.2716

N=100

Residual Cancer Burden (%) [C195Y%] ITT 30% l |
|RCB-0+I 13(7.1;212) 18 (11.0; 26.9) 25%
! ;; ;4;.7; ;;;;

RCB- 60 (49.7; 69.7)

-
o 20%
RCB-III 25(16.9; 34.7) 23(15.2;32.5) 3 OR 1.35(0.21-8.86)
Not available 2 2 4 19% p=0.7538
P-Value 0617 R o )
sul\u K‘;‘"ﬁ‘:‘
. 6%
RS<25 RS>2
n=40; n=32 n=51, n=61

m Letrozole + Abemaciclib ®AC —Taxane

Martin M, CCR 2025 in press



Estudio RxFINE-low CM

¢, Se puede reemplazar la QT por ICDK4/6 + HT en mujeres postmenopadusicas con alto riesgo clinico pero
bajo riesgo genémico?

Eligibility Treatment Arms
* Postmenopausal ArmA
* ER-pos/HER2-neg breast cancer (control arm)
* Primary surgery completed Chemo = ET plus ribociclib

» Stage I1: pT3NO, 3/3 LN without ALND
* Stage IlIA: pT3N1, pTO-3N2

* Low genomic risk by Oncotype RS 0-25 Arm B
(Central testing: Oncotype Dx performed by (investigational arm)
Exact Sciences) ET plus ribociclib

Cc

Primary: Non-Inferiority of iBCFS




Plataformas genémicas , necesidades no cubiertas

Cancer de mama luminal

Utilidad en el contexto de inmunoterapia

Cancer de mama HER2-positivo y Triple Negativo




MammaPrint 70 genes test
Mas alla del estudio MINDACT

HIGH RISK LOW RISK

HIGH 2 (H2) HIGH 1 (H1) ULTRALOW
1.000 to -0.570 0,569 to 0.000 +0.356 10 +1.000

: NEO(ADJUVANT) CT BENEFIT | NO NEO(ADJUVANT) CT BENEFIT

2 ET BENEFIT 0-5 YEARS ‘ ‘

: ; . SOME WITH

! INCREASED | NO INCREASED | EXTENDED ET REBENENITSEYERND
| SENSITVITYTO | SENSITIVITY TO ' BENEFITUPTO

| IMMUNOTHERARPY, | IMMUNOTHERARPY, | 10 YEARS

| PARP INHIBITOR, | PARP INHIBITOR, '

' PLATINUM PLATINUM

Knauer, NBRST, STO-3, I-SPY: Knouer NBRST,STO-3.LSPY2  MoAmbB4s OEAL MNDACT, STO3

References: Knaver (Breast Cancer Res Traat 2010), NBRST (Whitworth, Ann Surg Oncol 2022). STO-3 (vant Veer, Breast Cancer Res Treat, 2017, Esserman, JAMA Onc 2017), 1-SPY2 (hitps /'www ispytrials org/-spy-platform/-
spy2: Pusztal, Cancer Coll 2021), MINDACT (Piccart, Lancet Oncol. 2021: Lopes Cardozo, JCO, 2022), NSABP-B42 (Rastogi, ASCO 2021), IDEAL (Liefers, SABCS 2022)



I-SPY2 trials:

MammaPrint High 2 HR+/HER2- se benefician de inmunoterapia neoadyuvante

I-SPY2 trials: improved rates of pCR observed when immune checkpoint inhibitors were
administered as a component of neoadjuvant chemotherapy (NACT) in MP High 2 tumors

MP High 1 MP High 2
NACT 10 A NACT 10 A
Pembrolizumab 13% 18% 5% 21% 61% 40%
Pembrolizumab + SD-101 10% 17% 7% 21% 45% 24%
Durvalumab + Olaparib 9% 10% 1% 22% 66% 44%

Reference. Nanda et al., JAMA Oncol, 2020; Wolf et al., Cancer Res, 2022; Pusztai et al., Cancer Cell 2021



Estudio SWOG $2206

Objetivo: evaluar la capacidad predictiva de MammaPrint High2 de beneficio inmunoterapia

Breast Cancer

Clinical Stage II-lll Hormone Receptor Positive, HER2-Negative
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ImPrint (agendia)

Plataforma expression génica derivada de ISPY-2 como predictor de respuesta a inmunoterapia
en HR+/HER2-, superior a MammaPrint High2
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Plataformas genémicas , necesidades no cubiertas

Cancer de mama HER2-positivo y Triple Negativo

HER2Dx 'y TNBCDx




HER2DX

Extensa validacion y claro valor prondstico en CM estadio precoz HER2-positivo

Utilidad clinica no establecida

3y T GR

SR Relapee e wcore o

B ° ’ ’

Aas Low riak of recurtencs gh chance of pC& Hgh ZROOE: rRANA

C Residual disease at surgery (n=694)

Evidence-based clinical considerations Tissue

Decision-making
guided by HER2DX results

100~ w
Z 754 ;
B 577 188
|
p i Low risk  High risk
E 254 | Events, n (%) 19(68%) 79091%)
| Stratified hazard ratio 317(1-90-529),
! (95%C1) p=0-0001
v 1 1 1 L
0 2 4 g § 10 1
Tirne (yoars)

= Nochange = Change

= |Lessintense chemo

= |ess intense chemo + anti-HER2

= Less intense anti-HER2

= Lessintense chemo + more anti-HER2
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“ More intense chemo + anti-HER2

= More intense anti-HER2

Estimated total cost-savings per patient (98000€ /295pts): 333 €/pt

Villcampa, G,. Lancet Oncolo 2025, Tolaney SM. ESMO Open 2024; Martinez Saez O, ESMO Open RWD 2025



pPCR rates (%)

TNBCDX

Predictor de pCR en CM triple negativo ' :0-9°ﬂ°c::;mur:unn§si9:::m
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ONCOLOGICOS: b ™ ;

| |
Conclusiones

» Lainformacién clinica y patoldgica “clasica” incluyendo la respuesta a HT ventana puede permitir
un uso mas sensato de las plataformas de expresion génica

= Las plataformas gendmicas no estan indicadas en pacientes premenopausicas <40 afios

»= Las plataformas gendmicas no permiten descartar el beneficio de QT en mujeres
premenopausicas

= La integracion de Oncotype Dx_RS, respuesta a HT ventana y niveles de AMH puede ayudar
identificar mujeres premenopausicas que no se benefician de QT

= Eninvestigacion el uso de platformas gendmicas para omitir QT en el contexto de iCDK4/6
= Eninvestigacion si MammaPrint-High2 puede identificar pacientes RH+/HER2- sensibles a 10

» HER2Dx y TNBCDX, plataformas emergentes. Precisan validar la utilidad clinica

..
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