| JORNADA TRASLACIONAL
DE ONCOLOGIA DE PREGISION:

A TRAVES DE LAS VIAS DE SENALIZACION
SEVILLA, 6'Y 7 DE FEBRERO DE 2025

PAPEL De LA
NMUNUTERAPIAEN
CANGER DE MAMA

Fernando Henao Carrasco

Hospital Universitario Virgen Macarena. Sevilla.

Servicio de Oncologia Médica

NN - T .| IR $ ImEE
- EEEENDC W N —— LB
U/ e N e
N § I ‘EEEEEn .

I B 'IN I s
1] [ | n [ ]
1 | s EEEnnEEEEEE— N B
1=

Mmwe N e B ‘H
0 | e as '3
Il N (. e
~ WIS W e w1
0 | [N e 1]
. 1 N | L

HEEE N (. e .. . HnEm
S . ~ I R
NN - "l . I $ IEEE
- EEET 0 N NN L
CC/E e
B o D e ] D
= B VEETE N B s
L] [ T] | ‘0 | W I
1 D VR R __ B
DT N = e B ‘H
S | HEE -
I NN 00 O o
VNS e el
I . (N .|
I | | L

HEEEl il (. e . | - Hn .
[ I e
IEm . TN . I  eE

e B VEETTT N B aas
L[] TIy) | ‘0 | I
L B R__ B




I JORNADA '|'R ASLACION AL éETgEAﬁ/AEﬁ?Kc%ﬁViAS (LB | D | I I Nl
DE ONCOLOGIA DEPRECISION: Siiiiioe e e S

| A ERA DE LA INMUNOTERAPIA EN ONCOLOGIA
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Sharma P, Allison JP. Science. 2015;348(6230):56-61
Ribas A. N Engl J Med. 2012;366(26):2517-9
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APROBACIONES ACTUALES DE INMUNOTERAPIA EN GANCER DE MAMA

The NEW ENGLAND JOURNAL of MEDICINE The NEW ENGLAND JOURNAL of MEDICINE

‘ ORIGINAL ARTICLE ’ ‘ ORIGINAL ARTICLE

Pembrolizumab for Early Pembrolizumab plus Chemotherapy
Triple-Negative Breast Cancer in Advanced Triple-Negative Breast Cancer

J. Cortes, H.S. Rugo, D.W. Cescon, S-A. Im, M.M. Yusof, C. Gallardo, O. Lipatov

P. Schmid, J. Cortes, L. Pusztai, H. McArthur, 5. Kimmel, }. Bergh
C.H. Barrics, ). Perez-G

C. Denkert, Y.H. Park, R. Hui, N. Harbeck, M. Takahashi, T. Foukakis,

P.A. Fasching, F. Cardoso, M. Untch, L. Jia, V. Karantza, ). Zhao, G. Aktan

H. lwata, N. Masuda, M. Torregroza Otero

E. Gokmen, S. Loi, Z. Guo, X. Zhou, V. Karantza, W. Pan, and P. Schmid

~ C ~TE T for the KEYNO -355 vestigators®
R, Dent and ), O “:h.mg"rs-nn. for the KEYNOTE-522 Invest gators or the KEYNOTE-335 Inve tigators

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

G Atezolizumab and Nab-Paclitaxel
EUROPEAN MEDICINES AGENCY in Advanced Triple-Negative Breast Cancer

SCIENCE MEDICINES HEALTH

imid, S. Adams, H.S F!u:,’": A, Schneeweiss, C.H. Barrios, H. Iwata, V. Diéras

S.-A. Im, G, Shaw Wright, V. Henschel, L. Molinero, S.Y. Chui, R, Funke

A Husain E.P. Winer, S. Lol and LA. Emens, for the IMpassion130 Trial Invest gators®
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IMPASSION 130

IMpassion130 study design’
/ Key eligibility criteria ) aa
« Histologically documented metastatic or + nab-paclitaxel Treatment
inoperable, locally advanced TNBC 3 untit
* No prior therapy for advanced TNBC® .4 ) Double-blind > progression or
— Prior chemotherapy including taxanes allowed in unacceptable
curative setting if treatment-free interval 2 12 mo toxicity

« ECOG PS 0-1 Placebo + nab-paclitaxel®

* Eligible for taxane monotherapy
» Tumour tissue for PD-L1 testing

\_ (N = 902) )

4 N
Stratification factors ; .
- Liver metastases (yes vs no) Co-primary endpoints:
: 4 * PFS9 and OS (hierarchically tested in ITT and PD-
* Prior taxanes (yes vs no) :
=2 ; L1 IC+ populations)
L PD-L1 IC status (positive vs negative)? l

3aPD-L1IC 2 1% vs < 1% per VENTANA SP142 assay. ® 840 mg IV on days 1 and 15 (28-day cycle). Emens LA. ESMO 2020.

€100 mg/m? IV on days 1, 8 and 15 (28-day cycle). Per RECIST 1.1. Reference: 1. Schmid, N Engl J Med 2018. IMpassion130 Final 0S. 4
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RESULTADOS IMPASSION 130

La adicion de Atezolizumab a Nab-Paclitaxel en primera linea para pacientes con CMMTN
incrementa la SLP y la SG especialmente en pacientes con tumores PDL1+

I T . |

A Progression-free Survival in the Intention-to-Treat Population
Median 1-Yr Rate of
i free i fr

No. of Events/  Prog rrog
No. of Patients  Survival (95% Cl)  Survival (95% Cl)
mo %

Atezolizumab + Nab-Paclitaxel 358/451 7.2 (5.6-1.5) 23.7 (19.6-27.9)
Placebo+ Nab-Paclitaxel 378/451 5.5 (5.3-5.6) 17.7 (14.0-21.4)
100
% Stratified hazard ratio for progression or death,

8 0.80 (95% Cl, 0.69-0.92)

] P=0.0025

=

=

&

o

o

&

8

g

4

&
T
33

No. at Risk

Atezolizumab+ 451 360 226 164 77 34 20 11 6 1 NE NE
nab-paclitaxel
Placebo+ 451 327 183 130 57 29 13 5 1 NE NE NE
nab-paclitaxel

B Progression-free Survival in the PD-L1-Positive Subgroup
Median 1-Yr Rate of
it fre i fre

No. of Events/  Prog Prog
No. of Patients  Survival (95% Cl)  Survival (95% Cl)

mo %
Atezolizumab+Nab-Paclitaxel 138/185 7.5 (6.7-9.2) 29.1 (22.2-36.1)
Placebo -+ Nab-Paclitaxel 157/184 5.0 (3.8-5.6) 16.4 (10.8-22.0)
100-
9% Stratified hazard ratio for progression or death,
2 0.62 (95% Cl, 0.49-0.78)
§ 8 P<0.001
=
s 70
5 60
@  504------=
£ 4
g 30
2 20
10 Placebo+nab-paclitaxel
0+ T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33
Months
No. at Risk

Atezolizumab+ 185 146 104 75 38 19 10 6 2 1 NE NE
nab-paclitaxel
Placebo+ 184 127 62 44 22 11 5 5 1 NE NE NE
nab-paclitaxel

C Overall Survival in the Intention-to-Treat Population

Median 2-Yr Rate of
No. of Events/  Overall Survival Overall Survival
No. of Patients (95% C1) (95% CI)
mo %

Atezolizumab + Nab-Paclitaxel 181/451

21.3 (17.3-23.4)
Placebo+Nab-Paclitaxel 208/451

17.6 (15.9-20.0)

42.1 (343-49.9)
39.7 (33.2-46.3)

Stratified hazard ratio for death, 0.84 (95% Cl, 0.69-1.02)
P=0.08

Atezolizumab +nab-paclitaxel

Percentage of Patients
@
3

Placebo +nab-paclitaxel

Months
No. at Risk

Atezolizumab+ 451 426 389 337 271 146 82 48 26 15 6 NE NE
nab-paclitaxel
Placebo+ 451 419 375 328 246 145 89 52 27 12 3 1 NE
nab-paclitaxel

D Overall Survival in the PD-L1-Positive Subgroup

Median 2-Yr Rate of
No. of Events/ ~ Overall Survival Overall Survival
No. of Patients (95% C1) (95% Cl)
mo %
Atezolizumab +Nab-Paclitaxel 64/185 25.0 (22.6-NE) 53.5 (42.3-64.6)
Placebo -+ Nab-Paclitaxel 88/184 15.5 (13.1-19.4) 36.6 (26.4-46.7)
100
9 Stratified hazard ratio for death, 0.62 (95% Cl, 0.45-0.86)
2
§ 80
g i
& 5 Atezolizumab +nab-paclitaxel
o
5,, L e VLT IEERRRERRESSSS S
5 40
30
£ Placebo + nab-paclitaxel
& 2
10
0 T T T T u T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36
Months
No. at Risk

Atezolizumab+ 185 177 160 142 113 61 36 22 15 9 5 NE NE
nab-paclitaxel
Placebo+ 184 170 147 129 89 44 27 19 13 6 NE NE NE
nab-paclitaxel

OS PDL-1:
25.0vs 15.5

Schmid P et al. N Engl J Med 2018;379:2108-2121
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KEYNOTE 300

Key Eligibility Criteria

entral determination of TNBC and Pembrolizumab? + Chemotherapy®

Progressive
diseased/cessation
of study therapy

Placeboc + Chemotherapy®

<4 MEelas
ve autoimmune

Stratification Factors:

» Chemotherapy on study (taxane vs gemcitabine/carboplatin)

*» PD-L1 tumor expression (CPS 21 vs CPS <1)

* Prior treatment with same class chemotherapy in the
neoadjuvant or adjuvant setting (yes vs no)

Cortes J, et al. Lancet. 2020;396(10265):1817-1828.
Cortes J, et al. N Engl J Med. 2022 Jul 21;387(3):217-226.

BT (NI P ] e .

Progression-Free Survival: PD-L1 CPS 210

1004 " HR Pvalue
el eor 1% N Events T esN ) (one-sided)
23.0% Pembro + Chemo  136/220  61.6% 0.65 0.0012
g 80+ : Placebo + Chemo 79/103 76.7% i
o 70+ i
- 1
£ w- | ;
o 1 9.7 months
g Bpe=ee-sen | ;‘ """"""""""""""" 5.6 months
£ 404 ] .
8 30 i i
'
B 20 | i
| 1
10J : i
| '
0 T t T 1 T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36
Time. months
Overall Survival: PD-L1 CPS 210
1007 , N Events |95TCI| :n:émp
a0+ H Pembro + Chemo 155220 70.5% 0,73 0,00930
168.3%
80 (447% | Placebo+ Chemo  BAM03  g1.6% oo
i : 148.2%
o | 34.0%
60+ i
23.0 months
""""""""""""""""""""""""""" 16.1 months

Percentage of Patients
(5]
=
1

0 — T T T T |:

0 3 6 9 12 15
No. at risk

T
18 21

T
24 27 30 33 36 39 42
Time, months

220 314 193 171 154 139 127 116 105 91 84

03 %8 % 77 66 55 46 39 15

*Prespecified # value boundary of 00113 met

3 25

T T T T T T T

45 48 51 54

T 73 5% 43 M 17 2 0
2 @@ 1 12 B 6 2 0
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FUTURO

ASCENT 04: Sacituzumab govitecan + pembrolizumab vs
TPC + pembrolizumab in 1L PD-L1+ mTNBC, NCT05382286

1L mTNBC PD-L1+

Previously untreated,

inoperable, locally T —
reaiea unti

advanced,
OR metastatic TNBC

PD-L1+ (CPS =10, IHC TPC chemotherapy + pembrolizumab toxicity
22C3 assa ) (Pembro dosed as above. TPC: gem 1000

y mg/m? with carbo AUC 2 IV on days 1 and "=
8 of 21-day cycles OR paclitaxel 90 mg/m?

Crossover to SG

N=570 llowed aft
PD-L1 and TNBC status (< 25% de novo) |V ondays 1, 8, and 15 of 28-day cycles glg‘lgfco:ﬁ:r;ed
centrally confirmed OR nab-paclitaxel: 100 mg/m? IV on days 1, progression

8, and 15 of 28-day cycles)
Prior anti-PD-(L)1 allowed

in the curative setting STRATIFICATION FACTORS:

* De novo vs recurrent disease within 6—12 months of treatment in the curative
setting vs recurrent disease >12 months after treatment in the curative setting
* Geographic region (US/Canada vs rest of world)

26 months since treatment
in curative setting

* Prior exposure to anti-PD-(L)1 therapy

BICR-confirmed
progression or NS Long-term follow-up

1L, first-Eine; AUC, area under the curve; BICR, blinded independent central review; Carbo, carboplatin; CPS, combined posmve score; Cl, confidence interval; Gem, gemcitabine; HR, hazard ratio; IHC, i y: IV, i ; mTNBC, triple-negative breast cancer; PD-1,

programmed cell death protein 1; PD-L1, programmed death-Egand 1; PFS, progression-free survival; SG, ; TPC, of ician’s choice. 1. EU Ciinical trial register: EudraCT: 2021-005742-14. hitps://wwy cli i i /cir-

d April 2022.
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¢PUEDEN COMBINARSE ADC + INMUNOTERAPIA?

::: BEGONIA Study Design

Metastatic TNBC

No prior treatment for
stage IV disease

ECOGPS 0 -1
RECIST evaluable

Patients may have
relapsed from earlier
stage disease but must
be > 12 months since
prior taxane treatment

Arm 6: Locally confirmed
HER2 IHC 1-2+ ( ISH-)

PART 1

v

2: Durva + Pac + Capivasertib (AKT) (n = 30) 4
5: Durva + Pac + Oleclumab (CD73) (n = 30) (%3

6: Durva + DS-8201a (T-DXd) (n = 30)
7: Durva + Novel ADC (n=30)

ARMS 2-6:

Safety run-in: 6 DLT evaluable
patients for 28 days (Arms 2-5)
or 21 days (Arms 6 and 7)
with<1DLT

ORR 2 57% (17/30)

PART 1:

Primary Endpoi
Safety and
tolerability

Secondary
Endpoint: ORR,
PFS, DoR, OS,
PK/ADA

PART 2

Expansion
(TBD)

Durva Combination
=27)
rva Combination
(n=27)

PART 2:

Primary Endpoint:
ORR

Secondary Endpoint:
Safety and tolerability,
PFS, DoR, OS,
PFS6m

NOTE:

* Arms 3 (Durva +
selumetinib + pac) and
Arms 4 (Durva +
danvatirsen + pac) were
removed before patient
enroliment

= Part 1 of this study is
considered Stage 1 of the
Simon 2-Stage design, and
Part 2 of this study is
considered Stage 2

* Amendment for a new arm
(Arm 7) to include a novel
combination of durvalumab
+ a novel ADC (will include
HER2-0 patients)

@ = Enroliment complete;
only Arm 6 is open at
this time

::: BEGONIA: Dato-DXd + durvalumab in 1L m TNBC

Confirmed ORR was 79% (49/62; 95% CI, 66.8-88.3) with 6 CR and 43 PR

100

# Antitumour responses were observed regardless of PD-L1 expression level as

assessed by 2 separate PD-L1 assays and scoring methods

50
PFS 13.8 mo

in target lesion size (%)
)

-50

Best change from baseline

—100 U UnknownMissing

<
5
2 '@| SP263PD-L1TAP 10%cutofl [ LLHLLLLHLLHHLLLLLULLLLLLLLHLLLLLLLLLHELLLLLLLLLLLLLLLLLLLLHLL
e g 22C3PD-L1CPS 10cutofl LLLHLLLLHLLHHLLLLLULLLLLLLLHLLLLLLLLLHLHLLLLLLLLLLLLLLLLLHLHLL
&
|| . u u | ] u
wing! 0Lt
ymproeyes

1L, frst ;3 TNEC,
AP, umour e posiuty.

; PR, parl esponsi;
Fota cuort 02 Fen 2023

Schmid P et al. ESMO 2023
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CANCER DE MAMA PRECOZ. ¢PORQUE USAR INVIUNOTERPIA?

- El cancer de mama triple negativo en
enfermedad localizada normalmente
tiene altos niveles de infiltrado inmune L
(>99%) 757 PD-1
- El infiltrado inmunolégico comprende -
células T con alta expresion de PDL- 25
1/CTLA-4 (y baja expresion de otras 0-
moléculas de control inmunitario N o Mis T AT 1001 "
g]a’hr:?:g(r)rcllzsr)nzrr]n t:dos los subtipos de 5] ¢ —
' = TR 504 %

w% - : 2% | PR A

[ - i %
- La cantidad de infiltrado inmunoloégico §§ o G > %
tiene valor pronéstico: a mayor §5 04| Gmm ruima s - o
cantidad, mejor prondstico en TNBC SE R TNBC

w

tanto enfermedad precoz como
avanzada, y en HER2+, pero no en
HR+ Vo, strik

No LPBEC 220 202 167 156 & 138 134 116 4 3 0
FBC n » 24 23 2 N | n 0 0o

12 24 36 48 60 72 84 96 108 120
Time (months)

(=]

Savas Nat Med 2019; Loi JCO 2013
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Checkpoint Inhibitors in Early TNBC
“

Total patients 1174 (602)
Type of CPi PD1 PD1 PD-11 PD-11 PD-11
Pembro x4 Pembro x 1 year Atezo x 1 year Atezox 8 Durva x 8
Stage Stage /11 Stage /1 Stage II/1N + N3 disease 35% stage |
Anthracycline pre-op yes yes yes No* yes
Included carboplatin no yes No (nab-pac) Yes (nab-pac) no
2wkson, 1wkoff x8
== —————— - =
Improved pCR Yes Yes Yes No Numeric
51.2 v 64.8% 41.1v57.6% improvement
P=0.00055 P=0.0044 (44 v 53%, p=0.18)
Improved EFS NR: Yes NR NR Yes
pCR>nonpCR EFS, DDFS and OS

Nanda et al, JAMA Onc 2020; Schmid et al, NEJM 2020 & ESMO Plenary 2021; Mittendorf et al, Lancet 2020; Gianni et al,
SABCS 2019; Loibl et al, Ann Oncol 2015 & ASCO 2021
*Callari et al, PD10-09:, SABCS 2021: role of anthracycdlines in the modulation of the immune microenvironment
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KEYNOTE 022

Pembrolizumab added to neoadjuvant chemotherapy in early TNBC
KEYNOTE-522

PCR Rates (%)

44— Necadjuvant Phase + =4 Adjuvant Phase ——
Stratification Factors: 100
+ Modal stahs [+ vs -) Meoadjuvant Treaimest 1 Neoadjuvant Treatmeni 2 Adjuvant Troatmant
» Tumor size (T1T2 vs TAT4) [eyclas1.4; 12 waoks) {eyclas 5.8; 12 wasks) [eyclzs 1.9; 3T wesks] an
- Carboplatin schedule [QW vs G3W) o o
. A 13.6% A T.5%
o S Pacl (el=
e - FPembrolizumab 200 mg Q3W
« Ape 318 years g 70 64.8 63
+ Mewly diagnosed TNEC of Pembrolizumab 200 mg Q3W u
cither T1c N1-2 or T2-4 NO-2 R &0
- ECOC PS 0-1 g
» Tissue sample for PD-L1 R S0
assessment’ ¥
Placebo A0
Placebo 10
Primary Endpoints
= PCR[ypTUTiz ypNO)
WS e Neoadjuvant phase: starts from the first nesadjuvant freatmant and ends 20
@condary Endpoints & 1
e DCR (v i yE 0 and vz IO/ Tie) after definitive surgery (post-treatment included) 10
- pCR,EF%, and 0% in PD-L1+ population Adjuvant phase: starte from the firet adjuvant trestment and includes
« Safety radiation tharapy as indicated (post-treatment included) 0
n =602 n=1174
N Pembro+ CT MECT
Schmid P.et al. N Engl J Med. 2020:382(9):810-821. Benefit seen regardless of

Schmid P, et al. N Engl J Med. 2022;386(6):556-567 PD-L1 status
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Percentage of Patients

[ [ [ [N [ | ]
e Bk

184.6%

81.2%

576.4%

72.2%

50+ [ HR? 0.65 (95% CI, 0.51-0.83) ]

Median follow-up: 75.1 months

; LI 1 Il 1

0lII
0 6 12 18

No. at risk
784 769 728 702
390 382 358 330

24 30 36 42 48 54 6D 66
Time, months

72 78 84

681 665 654 644 633 625 618 602 409

312 300 293 287 285 278 273 264

178

164
76

0
0

Pembro +
Chemo/Pembro

Placebo +
Chemo/Placebo

Pts w/
Event

20.3%

29.2%

P. Schmid ESMO 2024
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100~ i
904 - Ll 1L .:
1 T, — T Ty
£ 80+ T ——
= 1
% d :5 te (95% Cl) Pts w/
1 5-yr rate (95% S W,
% 60— ! 86.6% (84.0-88.8) Event
o 50- HR2 0.66 (95% Cl, 0.50-0.87) 181.7% (77.5-85.2) Pembro + 14.7%
> P=0.00150" " Chemo/Pembro
£ 407 : : Placebo + 21.8%
g 30- ! Chemo/Placebo
& 204 :
1
10 : _
Median follow-up: 75.1 months 1
0 1 1 1 1 1 1 1 | 1 ) | 1 1 1
0 6 12 18 24 3D 36 42 48 54 60 66 72 78 B4
Time, months
No. at risk
784 777 760 742 720 712 698 693 683 677 670 656 448 176 0
390 389 385 366 354 345 336 328 321 318 313 300 199 82

P. Schmid ESMO 2024
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36 SEGUN LA RESPUESTA

100 — e T i e — PCR Yes
1 %" - HR (95% Cl)
90— ! 94.4% | 0.69 (0.38-1.26)
m oy
-g 80 : N
— - 1 pCR No
E 70 : - HR (95% CI)
& 60+ " 0.76 (0.56-1.05)
o] 1 =
o 504 .
g 40- Pembro + Chemo/Pembro Responder :
% Placebo + Chemo/Placebo Responder I
o 304 :
g 1
o 20- .
I
104 . 1
Median follow-up: 75.1 months :
0 T T T T T T T 1 T I T T T 1
0 6 12 18 24 30 36 42 48 54 60 o66 72 78 84
No. at risk Time, months
405 495 490 484 482 481 476  A74 469 468 465 460 318 130 0
217 217 216 212 209 209 206 205 204 202 201 193 133 54 0

P. Schmid ESMO 2024
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PCR: PDLTNO PREDICE EL BENEFICIO A TRATAMIENTO

pCR, % (95% Cl)

A 13.6 (5.4-21.8)°
P=0.00055

|
64.8% ’

Pembro + Chemo

Tx7t8 Placebo + Chemo

260/401
ypTO/Tis ypNO

PCR, % (95% Cl)

m—zan jo

68.9% ‘

A@.s-se.a)a

45.3%

90/164

230/334
PD-L1-Positive (83.7%)

PD-L1-Negative
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Grade Pembro + Placebo +
12 35 Chemo/Pembro  Chemo/Placebo
. All Treatment-Related (N =783) (N = 389)
Pembro + Chemo/Pembro . Lx Any grade 98.9% 59 7%
Placebo + Chemo/Placebo . Grade 3-5 77.1% 73.3%
T Led to death 0.5%2 0.3%°
= Wlscs . sss Led to discontinuation 27.6% 14.1%
54.8° of any drug

|| DS |
I T . |

P. Schmid ESMO 2024

Incidence, %

Grade
1-2 35

Pembro + Chemo/Pembro . .

Placebo + Chemo/Placebo .

5.2

Pembro + Placebo +
Chemo/Pembro  Chemo/Placebo
(N =783) (N = 389)
Any grade 35.0% 13.1%
Grade 3-5 13.0% 1.5%
Led to death 0.3%2 0
Led to discontinuation of 7.7% 1.0%

any drug

Immune-Mediated AEs with Incidence 210 Patients in Either Treatment Group
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GQUIEN NECESITA PEMBROLIZUMAB ADYUVANTE?

Key Eligibility Criteria
* Age 218 years
+ Newly diagnosed TNBC of

either T1c N1-2 or T2-4 NO-2
+ ECOGPS 0-1

+ Tissue sample for PD-L1
assessment®

Stratification Factors:
*+ Nodal status (+ vs -)

Phase Adj Phase

‘ — Diseno KN522
(cycles 1.4; 12 weeks) (cycles 5.8; 12 weeks) (cycles 1.9; 27 weeks)

Una segunda randomizacion podria haber dado informacion
gttt sobre la duracion del tratamiento

Patientes con pCR
El beneficio de pembro es minimo, si lo hay

Pembrolizumab 200 mg Q3W

s
u
R
G
13
R
)

Placebo

* Tumor size (T1/T2 vs T3/T4)
« Carboplatin schedule (QW vs Q3W)

Patientes con no-pCR

@rall Survival by Pathologic Complete Response (yp T0/Tis ydNO) / La separacion de las curvas podria deverse

1004
90
80+
704
60
50+
40+
30
204
104

Percentage of Patients

Pembro + Chemo/Pembro Responder
Placebo + Chemo/Placebo Responder

Median follow-up: 75.1 months

. } solamente por el tratamiento neoadyuvante
— HR (85% CI)

0,69 (0.38-1.26)

}
HR (35% CI)
0.76 (0.56-1.05)

0 6

T 1 1 T 1 1 T
12 18 24 30 36 42 48 54 60 66 72 78 84

No. at risk Time, months
495 495 490 484 482 481 476 474 469 468 465 460 318 130 0
217 217 26 212 200 209 206 205 204 202 201 193 133 54 0
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VVALOR DE LA ADICION DE INMUNOTERAPIA ADYUVANTE

/ iDFS | DDFS 0s \

—~ 100%4 100% F R 100% 4 S B
2 B S T ST z
T 90%1 s 90% 4 __90%
g 80% 4 & 80% § 80% A
£ ou; £ 0% & T0%1
& 60% ‘% 60% 4 S 60%-
§ 50% 4 g 50% A E 50% o
; + Censored '2‘. + Censored 0 + Censored

40%9  Placebo, non pCR 15/48 events & 40% Placebo, non pCR 14/48 events ® 40% 4 Placebo, non pCR 11/48 events
§ 30%4  Durvalumab non pCR 9/40 events s Durvalumab non pCR 6/40 events 2 30%4 Durvalumab non pCR 3/40 events
2 Placebo, pCR 7/38 events 2 30%1  placebo, pCR 6/38 events o Placebo, pCR 4/38 events
e 20% 4 Elll"lilukllllh.op‘:‘::;1 2/47 events E 20% Durvalumab, pCR 0/47 events 20% A Durvalumab, pCR 0/47 events

ogrank p= 0. € X

§ 10% ﬁ ke Logrank p= 0.0012 10% Logrank p= 0.0023
2 2
- 0%0 X 60' e 0% T T T T 1 0% T T T T 1

T T T
K 12 4 2. B 0 12 2 36 48 60 0 12 2 36 48 60 /

\ GEPARNUEVO & NEOPACT
e e Excellent outcomes without

Treatment (18 weeks) I-—OI | | Follow-up |
Carboplatin (AUC 6) [ Adjwant | adjuvant aPDI

every 21 days X 6 cycles therapy 5
at provider 2
| discretion 5
No adjuvant E
pembrolizumab E
e per protocol [

¥ T aa a1 Residual disease

T -' o + ™ T

6 12 18 % 0 £
Months since diagnosis

Loibl et al. Ann Oncol 2022, Sharma et al. JAMA Oncology 2024
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:: OptimICE-pCR

Pembrolizumab x 27 wks

Key Eligibility:
PCR after preop chemo x min 6
cycles with pembrolizumab

Observation

Stratification Factors:

* Baseline nodal status
* Receipt of anthracycline chemotherapy: yes vs. no
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Event-free survival, %

Event-free survival, %

= Debe anadirse pembrolizumab adyuvante a
Capecitabina u olaparib? Ambos son
tratamiento estandar

" Nuevas estrategias para pacientes con RCB 2

A RCB-0 B RCB-1
100 ——— 194.7% 1007
907 192.6% 90
H
80 H 80 -
70 ] 70
v
60 2 60
£
50 g 50
40 40
H
30 Il’.l 304
20 20
10 10
L e e e S B e e e e S B L A D 0 0 S N
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51
No. at risk Time, months No. at risk Time, months
497 497 47 493 487 486 452481 476 474 463390 310223124 18 0 O 69 69 68 67 67 65 62 61 61 60 59 50 38 24 9 1 0 0
219 219 219 218 216 209 208 205 202 202 199 167 132 89 58 10 0 0 45 45 45 44 44 43 42 41 41 39 38 32 25 18 11 1 0 O
RCB-2 D RCB-3
=
=
F3
. z
50 i 55.9% :
40 £
H
30 &
20
10+
0

and 3 -> ADCs, nueva generacion de
inmunoterapia?

L e B e e A
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51
No. at risk Time, months

145 145 143 140 132 126 123 117 114 112107 90 70 46 26 9 0 0
79 79 78 74 69 65 57 53 49 46 45 40 29 24 7 2 0 0

— Pembro + Chemo

0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51

No. at risk

40 39 38 31 23 22 18 17 15 131211 6 3 3 0 0 O
26 26 262219 1513 13121110 8 7 7 5 3 0 0

— Placebo + Chemo

Time, months

Pusztai et al. Ann Oncol 2024
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DESESCALADA DE TRATAMIENTO. ANTIPD1TSIN ANTRACICLINAS

-

| Median follow-up 24.4 months | \

. e

2-yearEFS
1
100
Treatment (18 weeks) I-—'l Surgery | l Follow-up |
[ Adjuvant | ©
g
therapy 5
at provider 2 80
discretion 5
' H
No adjuvant % v
pembrolizumab £
per protocol [
Residual disease
L i
12 2% 30 K
Months since diagnosis
/ 80
arma N=53 pCR
R Cycles 1-4 * 14-28 days afrer last
A Nivol b 240 mg Nivol b 360 mg D1 Q3W x 4 cycles dose of paciitavel 60
: 2 weeks Lead-in | Carboplatin AUCS D1 Q3W x4 cycles End of Trestment 50
o Paclitaxel 80 mglm’ x D1, 8, 15 Q3W x 4 cycles visit 30 days after
M surgery. *® 40 -
| —
s arm s N=55 Safety follow-up 30
A 100 days after last
T Cycles 1-4 dose of study 20
' Nivolumab 360 mg D1 Q3W x 4 cycles treatment
Nivolumab 240 mg
(o] Carboplatin AUCS D1 Q3W x 4 cycles * 34:28 days after a5t 10
N Paclitaxel 80 mg/m” x D1, 8, 15 Q3W x 4 cycles dose of Nivolumab o

/
=~

Overall Stage | Stage High PD-L1

I/l TiLs positive
M Lead-in M Concurrent © Total

S2212: Shorter
Anthracycline-free
Chemoimmunothe
rapy Adapted to
pathological
Response in Early
TNBC (SCARLET),
n=2,400

Sharma et al. JAMA Onc 2024
Zdenkowski et al. SABCS 2023



A TRAVES DE LAS ViAS [ [ (B U HE I
W . W BN

DE ONCOLOGIA DE PRECISION: 0t ¥esRo st zces NN EEE | [ e S R

POTENCIAL DEL GTONA PARA GUIAR EN LA DESESCALADA

= tumor-informed circulating-tumor-DNA analyses, Signatera

(n=25) I No clearance
= 25/30 (83%) patients with detectable ctDNA at baseline ) R Clasiaion
64.0
ctDNA clearance at 4 weeks
30
I Noclearance g 80 ;
B Clearance 2 o E
B No ctDNA s . - ; :
201 at baseline z ;
] 9 Z
2 T
B 1.0
b
a
Exploratory data from i~
BELLINI phase I trial
0.125
04 i
Baseline +4 weeks
Timepoint

Nederlof et al. Nat Med 2024
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NO TRATAMIENTO SISTEMICO PARA NO, ALTO TILS CMTN

1.00 ~_—" Solo 2% de enfermedad metastasica a
distancia a |5 anos sin quimioterapia
£ o075
E 0.50
7 oas {Podemos usar los TlLs para personalizar el tratamiento para cancer
de mama triple negativo de buen prondstico!?
0.00
0 S 10 15
Number at risk
TIL <30% 247 165 151 142
TIL30%- 75%{ 127 105 100 95
TIL =2 75% 107 104 101 98
0 5 15
Time (years)

De Jong et al. JCO 2022. See also: Park et al. Ann Oncol 2019, Leon-Ferre et al. JAMA 2024
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TRATAMIENTO EN CANCER DE MAMA TRIPLE NEGATIVO LOCAL

Capecitabina:
Paclitaxel-Carboplatino + AC/EC No pCR

Olaparib:

M precoz de rieso | o

Pembrolizumab Pembrolizumab
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CANCER DE MAMA LUMINAL
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INMUNOTERAPIA EN RE+ METASTASICO TIENE TASAS DE RESPUESTAS BAJAS

KN-028: single agent pembrolizumab in later N
line metastatic ER+ disease PD-L1 CPS =1 ) /
(n=25) 2 ORR 12%

Durvalumab+tremelimumab: later line
metastatic HER2- MBC (11 evaluable ER+
and 7 TNBC) > ORR 0% ER+ (43% TNBC)

Eribulin +/- pembrolizumab: randomized

study (n=88) in heavily pretreated metastatic , | 1 ,
ER+ breast cancer - no difference in y
PFS/OS in ITT or PDL1+ cohort

Frenel et al. JCO 2017
Santa-Maria et al. Oncotarget 2018
Tolaney et al. JAMA Oncol 2020
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PDLTY TMB ESTATUS EN LOS DIFERENTES SUBTIPOS DE CANCER DE MAMA

PDL1 levels lower in ER+ BC Average TMB lower in ER+ BC, but proportion of
r— = hypermutated (ie TMB 210) similar across subtypes

0.003

75%

50%

Percent of Count

25%

Tumor Mutation Burden (log10 scale)

0%

HER2+ TNBC

HER2+ ,

I e o - -

TNBC

Danziger et al Oncologist 2023 Barroso-Sousa et al Ann Oncol 2020
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TILS EN CANCER DE MAMA LUMINAL ENFERMEDAD LOCALIZADA

Los TILs son mas bajos en los canceres de mama luminales, pero una mayor cantidad
de TILs se asocia con mayores tasas de respuesta patolégica completa (pCR) a la
guimioterapia neoadyuvante.

60 [ Low (0-10%)
X Intermediate (11-59%)
[ High (260%)
50
40
S D
g 397 | !
[=5
| |
20 ! !
! !
104 | |
! !
I I
0 1 T ' '
All patients I_LuminaI—HERZ-negative HER2-positive TNBC
————— wll
Breast cancer subtype

Denkerk et al Lancet 2018
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2 ESTUDIOS PRESENTADOS EN ESMO 2023

KEYNOTE-756: Phase 3 Study of Neoadjuvant
Pembrolizumab or Placebo + Chemotherapy

Followed by Adjuvant Pembrolizumab or Placebo
+ Endocrine Therapy for Early-Stage High-Risk
ER+/HER2- Breast Cancer

Fatima Cardoso’, Heather McArthur?, Peter Schmid?3, Javier Cortes?, Nadia Harbeck®, Melinda L Telli®,
David W. Cescon’, Joyce O’ Shaughnessy?®, Peter A. Fasching®, Zhimin Shao'?, Delphine Loirat!!, Yeon

Hee Park'2, Manuel Gonzalez Fernandez'3, Zhenzhen Liu', Hiroyuki Yasojima'5, Yu Ding'é, Liyi Jia'®, MADRID ongress
Vassiliki Karantza'®, Konstantinos Tryfonidis'é, Aditya Bardia'” 2023

'Champalimaud Clinical Centre/Champalimaud Foundation, Lisbon, Portugal; 2University of Texas Southwestern Medical Center, Dallas, TX, USA; 3Centre for
Experimental Cancer Medicine, Barts Cancer Institute, Queen Mary University London, London, UK; “International Breast Cancer Center, Quironsalud Group, Barcelona

. . . .
Spain and Universidad Europea de Madrid, Faculty of Biomedical and Health Sciences, Department of Medicine, Madrid, Spain; 5Breast Center, Dept. OB&GYN, LMU
University Hospital, Munich, Germany; éStanford University School of Medicine, Stanford, CA, USA; "Princess Margaret Cancer Centre, Toronto, Ontario, Canada; ra n OI I I]Ze ou e - ] n r] a O n ] VO u I I la VS
8Baylor University Medical Center, Texas Oncology, US Oncology Network, Dallas, TX, USA; ®University Hospital Erlangen, Comprehensive Cancer Center Erlangen- )

EMN, Bavarian Cancer Research Center (BZKF), Erlangen, Germany; '°Department of Breast Surgery, Fudan University Shanghai Cancer Center, Department of

. .
Oncology, Shanghai Medical College, Fudan University, Shanghai, China; "Institut Curie, Paris, France; '2Samsung Medical Center, Sungkyunkwan University School lace bo W'I t h n eoad uva n t C h e rT]Ot he ra fo l lowed b
of Medicine, Seoul, Republic of Korea; '*Hemato Oncélogo, IMAT-Oncomedica, Monteria, Colombia; "Department of Breast Disease, Henan Breast Cancer Center,

Affiliated Cancer Hospital of Zhengzhou University & Henan Cancer Hospital, Zhengzhou, Henan, China; '*Department of Surgery Breast Oncology, NHO Osaka

National Hospital, Osaka, Japan; ®Oncology, Merck & Co., Inc., Rahway, NJ, USA; '"Massachusetts General Hospital, Harvard Medical School, Boston, MA, USA adj uva n t end OC ri n e th e ra py ,i n pati e n tS W.i th h .i g h _ r.i S k :
ER+ HER2- primary breast cancer

Sherene Loi," Giuseppe Curigliano,?3 Roberto Salgado,'# Roberto Ivan Romero Diaz,> Suzette
Delaloge,® Carlos Ignacio Rojas Garcia,” Marleen Kok,® Cristina Saura,® Nadia Harbeck, 1
Elizabeth A. Mittendorf,'" Denise A. Yardley,'? Lajos Pusztai, '3 Alberto Suarez Zaizar,'* Andrei
Ungureanu, ' Felipe Ades, '® Rajalakshmi Chandra,'¢ Raheel Nathani,'® Misena Pacius,'® Jenny
Qun Wu,'¢ Heather McArthur'?

Peter McCallum Cancer Center, Melbourne, Australia; European Institute of Oncology, IRCCS, Milan, Italy; *University of Milan, Milan, Italy; “GZA-ZNA Hospitals,
Antwerp, Belgium; *Consultorio de Oncologo Médico, Oaxaca, Mexico; ‘Institut Gustave Roussy, Villejuif, France; 7Bradford Hill Investigacion Clinica, Region
Metropolitana, Santiago, Chile; ®Netherlands Cancer Institute, Amsterdam, The Netherlands; Vall d’"Hebron University Hospital, Vall d’Hebron Institute of
Oncology (VHIO), Barcelona, Spain; '°Ludwig Maximilians University Hospital, Munich, Germany; ''Dana Farber Cancer Institute, Boston, MA, USA; '2Sarah Cannon
Research Institute and Tennessee Oncology PLLC, Nashville, TN, USA; *Smilow Cancer Hospital at Yale, New Haven, CT, USA; "“CENEIT Oncoldgicos, Mexico City,
Mexico; ""Radiotherapy Center CLUJ S.R.L., Floresti, Romania; '“Bristol Myers Squibb, Princeton, NJ, USA; ""University of Texas Southwestern Medical Center,
Dallas, TX, USA

Presentation number LBA20
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CHECKMATE /FL: AG/T +/- NIVOLUMAB EN RE+

Screening

Key inclusion criteria
Newly diagnosed ER+ HER2- breast

cancer
Confirmed ER+ breast cancer
T1c (tumor size 2 cm only)-T2,
cN1-cN2 or T3-T4, cNO-cN2
Grade 3 with ER > 1% or grade 2
with ER 1-10%?

Adequate organ function

Tissue available for biomarker
assessment

* ECOG PS 0-1

Randomization

Stratification factors
PD-L1IC (2 1% or < 1%) by SP142
Tumor grade (3 or 2)

Axillary nodal status (positive or
negative)
AC frequency (Q3W or Q2W)

IIT n=510
Primary endpoint: pCR

Secondary endpoints: pCR and RCB by PDL1 status, safety
Exploratory endpoints: other pCR, ORR, EFS, OS, DFS, DMFS, PDL1

analysis, PKs, PROs

Loi et al ESMO 2023

Neoadjuvant phase Surger
(double-blind) reery

mITT population (primary endpoint)

Adjuvant phasec Follow-up

PTX cycles 1-4
1 cycle = 3 wks

NIVO 360 mg Q3W +
PTX QW

NIVO PBO Q3W +
PTX QW

60
i A 10.5 (4.0-16.9)>>
AC cycles 1-4 Adjuvant cycles 1-7 50 A ;
1 cycle = 2 or 3 wksb 1 cycle = 4 wks g Odds rﬂt“;i-g50((]12-1€9-3-27)""
3*40
)
®30
NIVO 360 mg Q3W + -
AC Q3w NIVO 480 mg Q4W + = 20 1
ar Surgery investigator’s a B
NIVO 240 mg Q2W + choice ET4 Safety 10 | .59 RS
ol follow-up 0 63/257 35/253
30 days Arm A: Arm B:
100 days NIVO + NACT PBO + NACT
Long-term
follow-up
NIVO PBO Q3W + (12 months
AC Q3W )

NIVO PBO + post-surgery) o .
a0 Surgery Investigator’s PD-L1 IC 2 1%¢ (secondary endpoint)
NIVO PBO Q2W + choice ET* A 24.1 (10.7-37.5)af
AC Q2W 60 1 Odds ratio 3.11 (1.58-6.11)cf

50 A
[}
240
=
230
2
c
220
Q
a
10 A 20.2%
0 17/84
Arm A: Arm B:
NIVO + NACT PBO + NACT
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BIOMARCADORES RE, RP.KIG6/

pCR - e ——— . —————

100 - _ WArm A (NIVO + NACT)  WArm B (PBO + NACT) , WArm A (NIVO + NACT) ~ WArm B (PBO + NACT) 100 - HArm A (NIVO + NACT)  ®Arm B (PBO + NACT)
1
£27.0 :
(7.0to 53.1) !
80 - — A29.3 80 - 1
(8.2-47.2) 80 - H
—_— —_ 1
o O i
A21.8 —_
32 32 £24.7 = !
B 60 1 (4.837.2) 060 1 (9.5.38.1) A21.1 et i
< -~ — (5.2-35.7) in 60 - |
A v A13.7 2 ! A 8.4
b 2 | £15.3
© 1 aA107 A9.2 o 1 a107 (3.7-23.5) 5] ' _
£ 40 (3.9-17.4 036 AT7.4 A6 o 40 (3.9-17.4) A3e A4S " $t3 313 1 5 A10.7 : (2.5-27.7) (-3.6 t0 19.8)
x — = (0-4-14.4) 03149 & — (41t011.3) (-3.3t012.2) 013.1) c 401 (3.917.4)
(=% - o ') _— 1
e i
20 - 20 A !
é ﬁ ﬁ = é i N :
1
1
. 1
0- 0- . !
Overall ER > 10%| ER < 50%| ER > 50% ER < 80% ER > 80% Overall {PR < 10%|PR = 10% [PR < 10%|PR 2 10% PR < 50% PR 2 50% 0. i
n/no 63/257 EJIZSJE 10/18 4/14 52/233 31/237 20/39 9/41 42/212 26/210 23/56 11/57 39/195 24/194 n/no 63/257 53/2535 29/71 10/64 31/175 25/’177: 20/57 8/57 31/173 23/171 30/117 14/117 21/113 17/111 Overall E < 20% > 20%
' Grade 3 tumors? ' Grade 3 tumors® Grade 3 tumors,® ER > 10% n/no  63/257  35/253 ! 19/72  8/72  31/107  20/97
1
! Ki67
Beneficio con Nivolumab mayor con baja expression de Ki67 no asociado con
receptores hormonales beneficio a

Loi et al SABCS 2023 Nivolumab
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KEYNOTE-/56: AC/T +/- PEMBROLIZUMAB EN RE+ PRECO/

4 Ne 0adjuvant Phase = = Adjuvant Phase =—p-

Pembro 200 mg Q3W x 4 cycles +

Paclitaxel® x 12 weeks Pembr(; 2o rtr;lg (ERLY Primary Endpoint
| X m:n s
PemEro 200 mg:- Endocrine Therapy®

AR Doxo! lEplr.ublcm + up to 10 years 100 1 1
Eligibility Cyclophosphamide x 4 cycles
* Locally confirmed invasive Dual Primary Endpoints % 1

ductal breast carcinoma » PCR (ypTO/Tis ypNO) 80 A
« T1c-T2 (= 2 cm) cN1-2 or RT if indicated' + EFS

70 1

T3-4 cNO-2

* Centrally confirmed
ER+/HER2- grade 3 A 8.5 (4.2-12.8)?
P =0.00005

\ Uil Placebo Q3W x 4 cycles +
Paclitaxel® x 12 weeks Placebo Q3W
. ! x 6 months 0 /—\
+
o,
i Endocrine Therapy® 30 - 24.3%

PCR, % (95% Cl)
(&)
o

PCR, % (95% Cl)

Doxot/Epirubicinc +
Stratification factors Cyclophosphamidet x 4 cycles up to 10 years
1. Eastern Europe — PD-L1 status (CPS 21 or <1) 20 A
2. China — No further stratification 10
ies — . " . . 7 Pembrolizumab Arm

8. A”fthﬁgff;'ztzfjs (CPS 21 or CPS <1) Neoadjuvant phase: starts from the first neoadjuvant treatment and ends after definitive surgery 1541635 100/643 Placebo Arm

2. Nodal status (Positive vs Negative) (post-treatment included) 0 -

3. AC/EC (Q2W vs Q3W, . ) . . e i

4. ER+ (159% vs 210%)) Adjuvant phase: starts from the first adjuvant treatment and includes radiation therapy as ypTO0/Tis ypNO

indicated (post-treatment included)

Primary endpoint: pCR + EFS
Secondary endpoints: other pCR, OS, PDL1 status, safety
Exploratory endpoints: RCB

Cardoso et al ESMO 2023
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ANALISIS DE BIOMARCADORES: PDLTY ESTADO RE

Pembrolizumab Arm

100 Placebo Arm
40 A17.4 (5.1-29.1)
80

A 13.2 (4.9-21.4)

A 9.8 (4.4-15.2)°
42.3%
29.7%

19.6%

53.6%

36.4%

A 6.4 (0.4-12.7)a

15.7%
- D“

36/229 21/230

A 4.5 (-0.4-10.1)

7.2%
.6%

PCR Rate, % (95% Cl)
n
=
1

67/125 471129

11153
PD-L1 CPS <1

4/154

PD-L1 CPS 1-9 PD-L1CPS 21 PD-L1 CPS 210 PD-L1 CPS 220

Benefit highest in ER-low, PDL1CSP 21

Cardoso et al SABCS 2023

PCR Rate, % (95% CI)

1004

- N W A O N ® ©
© © © © © © © © ©
R ! T A s T () A |

Higher PDL1 status associated with
higher pCR rates (to both arms), BUT
also associated with greater
pembrolizumab benefit

PD-L1 CPS <12

Pembrolizumab Arm
Placebo Arm

PD-L1 CPS 21
A 24.2 (1.0-45.1)

© o
£S5
I

57.6%

@
=]
1

A 9.2 (3.7-14.6)

=

27.6%

@ =N
P

A 4.6 (-0.4-10.2)°

@
=}
1

?

18.4%

PCR Rate, % (95% Cl)

w
S
I W

7.2%

PN
S o
1

i
-4
ES

(=}
I

124/449

83/450

o
I

11/152 4/150

ER+ <10% ER+ 210% ER+ 210%
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FUTURO

ASCENT-05 / OptimICE-RD: Phase lll, Randomized, Open-label, Study of Adjuvant
SG + Pembrolizumab vs TPC in TNBC Patients with Residual Disease After
Neoadjuvant Therapy and Surgery

TROPION-Breast03 Study Design
Phase 3 Dato-DXd +/- Durvalumab in Adjuvant Residual Disease TNBC

KEY ELIGIBILITY CRITERIA

Sacituzumab Govitecan +

Primary Endpoint

Residual invasive TNBC in Pembrolizumab x 8 cycles Endpoints * Histologically confirmed invasive TNBC (ER<1%, PR<1%, HER2-negati Dato+D iDFS
ags * Completed at least 6 cycles of neoadjuvant therapy containing an
Breast or P(fsmve Node(s) $G: 10 mg/kg IV on d 1 and 8 of 21-d cycles f’:;‘;s'vﬁsas er STEEP v2.0) anthracycline and/or a taxane with or without carboplatin, with or without Secondary Endpoints
After Neoadjuvant Therapy Pembro: 200 mg IV on d 1 of 21-d cycles P 3 pembrolizumab. Deto*Durv T DOF
and Surgery d Secondary * Residual invasive disease after neoadjuvant therapy
) . 0S * No evidence of locoregional or distant relapse
* History of ¢T1,cN1-2 or ¢T2-4, * dDFs « Radiotherapy delivered before the start of study treatment
cNO-2 disease * Incidence of TEAEs and clinical * No adjuvant systemic therapy 2:1:2
. laboratory abnormalities AR
* Received at least 6-cycles of * TTW of Qol based on FACT-B TOI * ECOGPSOor1
neoadjuvant anthracycline- ScOres * Adequate bone marrow reserve and organ function
and/or taxane-based * No known germline BRCA1 or BRCA2 mutation
chemotherapy with or without Exploratory Biomarkers ),
an aPD-(L)1 agent : . * Trop-2,PD-L1 STRATIFICATION FACTORS: Investigator’s
P " * TIL, ctDNA - Pri v parkeait b (Ye No): cap No at 40% mm— Choice of
* TNBC diagnosis: ER and PR Stiaufication Factons: B e achcwie s Therapy (ICT)*
<10%, HER2 negative per * Prior aPD-(L)1 therapy (yes vs no) Qols 0 R_esidual disease (< 1cmvs = 1 cm); cap < 1cm
ASCOICAP * Prior anthracycline-based therapy (yes vs no) * PRO-CTCAE (in the absence of lymph node involvement) at 20%

*capecitabine, pembrolizumab,

* gBRCA mutants excluded * Pathologic nodal status at the time of surgery (ypNO vs ypN+) * FACT-B * Prior neoadjuvant platinum chemotherapy (Yes vs No) O Cipatitabiie + pembroliaamab

* Geographic region (US vs East Asia vs RoW) ° EQ-5D-5L
. = o « N
TBO04 Study Design: Ph3 Dato-DXd + Durva in Neoadjuvant/Adjuvant TRO;@N_B,Wm
TNBC Neoadjuvant Adjuvant
Key Eligibility Criteria ] A Du:l primary
i i Experimental Arm endpoints:
« Histologically confirmed Stage Il or IlI 9 cyck
unilateral or bilateral primary invasive —| Dato-DXd + durvalumab — i, ;‘he:‘/n;:rapy PCR and EFS
breast cancer. Q3W x 8 (24 weeks) abe
+ TNBC (ER and PR < 1%) or hormone ;L:&%ry
receptor-low breast cancer (ER and/or PR SNAPOINS:
1% to < 10%, neither hormone receptor I Control frry OS, DDFS, safety
may be 2 10%), and HER2-negative. * ! 141 Pembrolizumab + and tolerability,
+ No evidence of distant disease. carboplatin + paclitaxel Pembrolizumab PROs, PK,
+ No prior surgery, radiation, or systemic QWi (12 veess) - x9 cycles immunogenicity
anticancer therapy. Bambroliimab & +- che.nl(:merapy il
+ ECOGPSOor1. |  doxorubicin or epirubicin ; Exploratory i
+ Adequate hematologic and organ function. + cyclophosphamide sndpoints include
Q3W x 4 (12 weeks) but are not limited
to:
Stratification factors: TROP2, PD-L1¢
« Lymph node status (positive versus negative)
Endocrine therapy is permitted for participants with hormone receptor-low tumours. No adjuvant CDK4/6 inhibitor
» Tumour stage (cT1 to cT2 versus cT3 to cT4 (em ‘abemacichib, ribocichib).
A b Adjuvant may be given with for iy ‘with residual dseose
.k ptor status e options at discretion of either. followed by paciitaxel
[ER and PR < 1%)] versus hormone reoeplof-low (ER + carboplatin, doxorubicinepirubicin + cyclophosphamide followed by pacitaxel, c!hwhln + pacitaxel, capecitabine
and/or PR 1% to < 10%, neither hormone receptor £ Qhopets "'y“”"mm“,‘:""‘s"'” OORCADOSING Wil sl hease S
may be = 10%)]) asamolmmomr
- Geographic region (US/C = mm«ﬁxmmmmmmwmm PD-L1and TROP2:
versus Rest of World). f. BRCA mutation is allowed.
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1.- Inmunoterapia en CMMTN Metastasico: Estandar. Aumento en SLP y SG en PDL1+

2.- Enfermedad Precoz: Pembrolizumab + quimioterapia muestra beneficio en SLP y SG en CMMTN

3.- Toxicidad y Seleccion de Pacientes

4.- Desescalada de Tratamiento: El uso de ctDNA para guiar la desescalada y el uso de
inmunoterapia sin antraciclinas esta mostrando prometedores resultados en pacientes de buen

pronostico. TILS

5.- Resultados prometedores en cancer de mama luminal

6.- Futuro: Nuevas combinaciones de inmunoterapia con ADC podrian revolucionar el tratamiento del

cancer de mama.
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