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El cancer de mama triple negativo constituye el 15% de los tumores mamarios
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SEER* Explorer: An interactive website for SEER cancer statistics [Internet]. Surveillance Research Program, National Cancer Institute;
2024 Apr 17. [cited 2024 May 23]. Available from: https://seer.cancer.gov/statistics-network/explorer/. Data source(s): SEER Incidence

Data, November 2023 Submission (1975-2021).
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e Tumor > 2 cm
« Triple negativo, HER 2 +
< « HER 2 +, triple negativo >=ct2 o >=cN1
S « Considerar en cT1, cNO Triple negativo
S
)
a
< « Pacientes con alto riesgo Triple negativo
Q St Ga”eﬂ o HER 2 +
Z
* Neoadyuvancia tratamiento preferido
ASCO inicial en pacientes con EC 2 0 3 HER 2

+, triple negativo

N Engl J Med 2020;382:810-821 DOI: 10.1056/NEJM0a1910549
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Association of Event-Free and Distant Recurrence—Free Survival With Individual-Level Pathologic Complete
Response in Neoadjuvant Treatment of Stages 2 and 3 Breast CancerThree-Year Follow-up Analysis for the I-SPY2

Adaptively Randomized Clinical Trial

Figure 2. Kaplan-Meier Survival Curves
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pCR 330 324 290 230 161 98 6 1 0 pCR 330 325 292 231 161 98 6 1 0

Kaplan-Meier survival curves for event-free survival (EFS) (A), and distant
recurrence-free survival (DRFS) (B), in populations achieving pathologic
complete response (pCR) at surgery (gray) and those with residual disease at
time of surgery (orange). Kaplan-Meier survival curves for EFS among patients

JAMA Oncol. 2020;6(9):1355-1362. doi:10.1001/jamaoncol.2020.2535

achieving pCR (C) and those who did not (D), stratified by hormone receptor
(HR) and ERBB2 subtype (HR* ERBB2*: light blue; HR* ERBB2": dark blue; HR~
ERBB2™: gray; HR™ ERBB2": orange).
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El EFS in patients with pCR stratified by subtype El EFS in patients without pCR stratified by subtype
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Kaplan-Meier survival curves for event-free survival (EFS) (A), and distant achieving pCR (C) and those who did not (D), stratified by hormone receptor
recurrence-free survival (DRFS) (B), in populations achieving pathologic (HR) and ERBB2 subtype (HR* ERBB2": light blue; HR* ERBB2": dark blue; HR~
complete response (pCR) at surgery (gray) and those with residual disease at ERBB2™: gray; HR™ ERBB2": orange).

time of surgery (orange). Kaplan-Meier survival curves for EFS among patients

JAMA Oncol. 2020;6(9):1355-1362. doi:10.1001/jamaoncol.2020.2535
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Vias canonicas

basal 1

Tipo
basal 2

M

MSL

Genes del ciclo celular. Reparacion de ADN
y proliferacion

Senalizacion de factores de crecimiento
(EGFR, MET, Wnt, IGF1R)

Genes involucrados en procesos de inmuni-
dad celular (cancer de mama medular)

Genes relacionados con la movilidad celu-
lar, diferenciacion celular, y con las vias de
receptores que interaccionan con la matnz
extracelular

Comparten procesos biologicos similares

a M, pero con senalizacion de factores de
crecimiento y enriquecido con genes aso-
ciados a la transicion epitelial-mesenquimal
(cancer metaplasico)

Genes relacionados con la senalizacion

del receptor de androgeno (R, DHCR24,
ALCAM, FASN, FKBP5, APOD, PIP, SPDEF
y CLDNS8)

% RPc: porcentaje de respuesta patologica completa.

Figura 1. Caracteristicas moleculares y de respuesta a la quimioterapia necadyuvante de los canceres de mama triple negativo

Modficado de Lehmann ef 2l Y, con permiso de Ia American Society for Chnical Invetigation

http://mww.scielo.org.pe/scielo.php?script=sci_arttext&pid=S1726-46342013000400018&Ing=es&ting=es.
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Tratamiento Neoadyuvante EEmmene [ratamiento Quirdrgico

Antraciclinas Taxanos

Respuesta patoldgica

completa

/

Enfermedad residual

Version 4.2024, 07/03/24 © 2024 National Comprehensive Cancer Network® (NCCN®)
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weeooecuro  Impact of the Addition of Carboplatin and/or Bevacizumab to Neoadjuvant Once-per-Week
Paclitaxel Followed by Dose-Dense Doxorubicin and Cyclophosphamide on Pathologic Complete
Response Rates in Stage II to IlI Triple-Negative Breast Cancer: CALGB 40603 (Alliance)

Arm 1 4 Paclitaxel 80 mg/m? once per week x 12 ddAC x 4

Paclitaxel 80 mg/m? once per week x 12 ddAC x 4

Arm 2 T : S y S *4
Bevacizumab 10 mg/kg once every 2 weeks x 9 SRR
2% 2 ’ XRTT
random assignment  [EHNHHNNRIN mg/m? once per week x 12 ddACx4 | Noteadquant
& etk iz . systemic
Arm 3 » Carboplatin AUC 6 once every 3 weeks x 4 treatment
plannedt

Paclitaxel 80 mg/m? once per week x 12 ddAC x 4
Arm 4 » Carboplatin AUC 6 once every 3 weeks x 4
Bevacizumab 10 mg/kg once every 2 weeks x 9

v

Research biopsies
frozen and fixed

CALGB 40603 (Alliance). J Clin Oncol. 2015 Jan 1;33(1):13-21. doi:
10.1200/JC0.2014.57.0572. Epub 2014 Aug 4. PMID: 25092775; PMCID: PMC4268249.
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A W No carboplatin B No bevacizumab B W No carboplstin B No bavacizumab
Carboplatin B Bevacizumab Carboplatin B Bevacizumab
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No mejoro la SSE a

cinco anos.

CALGB 40603 (Alliance). J Clin Oncol. 2015 Jan 1;33(1):13-21. doi:
10.1200/JC0.2014.57.0572. Epub 2014 Aug 4. PMID: 25092775; PMCID: PMC4268249.
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Neoadjuvant carboplatin in patients with triple-negative and HER2-positive early
breast cancer (GeparSixto; GBG 66): a randomised phase 2 trial (2014)
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A A A A A E' La adicion de carboplatino neoadyuvante a
L s = - -
[] [] [] [] H un régimen de un taxano, una antraciclina
y terapia dirigida aumenta
B A s
significativamente la proporcion de
NERNENENRENEENANEN P e e
NNNENRNENNNNENNNED P e G
Bl Carboplatin Bl Bevacizumab (TMEC)
B Non-peqgylated liposomal doxorubicin [l Lapatinib (HER2 pasitive)
B Paclitaxel & Trastuzumab (HERZ positive)

Figure 1: Trial design
Regimens were without (A) and with (B) carboplatin. TNBC =triple-negative
breast cancer.
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Analisis de supervivencia de carboplatino afiadido a quimioterapia neoadyuvante
basada en antraciclinas/taxanos y la puntuacion deficiencia de recombinacion

N

A
100% ]
90% 1 o L—th-"m.”"’“‘-}-}—*%h '
o 80%
[
'I 70% 1
§ —y + Censored DFS 86,1% vs
("]
. -~ Logrank P=0.0224 75,8%
g HR PMCb to PM = 0,56, 95% CI (0.34, 0.93), P=0.0244
£ 4% T
% 0% PM 40/157 events
o 20% PMCb 24/158 events
10% -
0 12 24 36 48 60
—PM 157 141 119 88 60 5
-~ PMCb 158 149 135 29 65 6
DFS, months

homodloga como predictor de la respuesta: resultados finales de GeparSixto (2018)

B o —
90% T ' e o T
80% 1
o 70% 1
% co% 1 + Censored SG 91,9 % VS
é s |  Logrank P=0.1060 86,0 %
§ wy | HRPNCDto PM=0.60,95% CI (032, 1.12), P=0.1099
K o PM 26/157 deaths
a0 | PMCD 161158 deaths
10% +
0% + + + + +
0 12 24 36 48 60
—PM 157 152 138 98 62 5
-~ PMCb 158

Las tasas de DFS mejoraron con la adicion de carboplatino,
tanto en tumores no deficientes en HR (cociente de riesgo

0,44, 0,17-1,17, P = 0,086) como en tumores deficientes en
HR (cociente de riesgo 0,49, 0,23-1,04, P = 0,059).
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KEYNOTE-522 Study Design (NCT03036488)

— Neoadjuvant Phase > < Adjuvant Phase =p
Stratification Factors
* Nodal status (+ vs -) Neoadjuvant Treatment 1 Neoadjuvant Treatment 2 Adjuvant Treatment
* Tumor size (T1/T2 vs T3/T4) (cycles 1-4; 12 wk) (cycles 5-8; 12 wk) (cycles 1-9; 27 wk)

+ Carboplatin schedule (QW vs Q3W)

Key Eligibility Criteria
Age 218y

Newly diagnosed TNBC of
either T1c N1-2 or T2-4 N0-2

ECOGPSOor1

Tissue sample for PD-L1
assessment®

Pembrolizumab 200 mg Q3W

Pembrolizumab 200 mg Q3W

S
U
R
G
E
R
Y

Placebo

Primary Endpoints

* pCR (ypTO/Tis ypNO)
+ EFS

Secondary Endpoints
» pCR (ypTO ypNO and ypTO0/Tis) Neoadjuvant phase: starts from the first neoadjuvant treatment and ends
* PCR, EFS, and OS in PD-L1+ population after definitive surgery (posttreatment included)

» Safety

Adjuvant phase: starts from the first adjuvant treatment and includes
radiation therapy as indicated (posttreatment included)
*Must consist of at least 2 separate tumor cores from the primary tumor. ®Carboplatin dose was AUC 5 Q3W or AUC 1.5 QW. “Paclitaxel dose was 80 mg/m?2 QW. YDoxorubicin dose was 60 mg/m? Q3W. ¢Epirubicin dose was 90

mg/m? Q3W. ‘Cyclophosphamide dose was 600 mg/m? Q3W.
This presentation is the intellectual property of the author/presenter. Contact them at p.schmid@gmul.ac.uk for permission to reprint and/or distribute.
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Pembrolizumab— Placebo- Difference in Pathological
Subgroup Chemotherapy = Chemotherapy Complete Response (95% Cl)
no. of patients with response/no. of patients (%) percentage points

Overall 260/401 (64.8)  103/201 (51.2) L —— 13.6 (5.4 to 21.8)
Nodal status :

Positive 136/210 (64.8) 45/102 (44.1) b —— 20.6 (8.9 to 31.9)

Negative 124/191 (64.9) 58/99 (58.6) s, 6.3 (5.3 to 18.2)
Tumor size E

Tlto T2 207/295 (70.2) 84/149 (56.4) | —— 13.8 (4.3 to 23.3)

T3to T4 53/106 (50.0) 19/52 (36.5) % 13.5 (-3.1 to 28.8)
Carboplatin schedule :

Every 3 wk 105/165 (63.6) 47/84 (56.0) —_— 7.7 (=5.0 to 20.6)

Weekl|y 154/231 (66.7) 56/116 (48 3) - ———
PD-L1 status E

Positive 230/334 (68.9) 90/164 (54.9) L —— 14.2 (5.3 to 23.1)

Negative 29/64 (45.3) 10/33 (30.3) & 18.3 (-3.3 to 36.8)
Age i

<65 yr 235/355 (66.2) 95/176 (54.0) | —— 12.2 (3.4 to 21.0)

65 yr 25/46 (54.3) 8/25 (32.0) : % 22.3 (-2.1to 43.5)
ECOG performance-status E

score :
0 215/328 (65.5)  85/173 (49.1) b —— 16.4 (7.3 to 25.4)
1 45/73 (61.6) 18/28 (64.3) G -2.6 (-22.1 t0 18.9)
—EIIO —2|O —iO (I) 1|0 2|O 3IO 4|0 SIO
Placebo— Pembrolizumab—
Chemotherapy Chemotherapy
Better Better

iJuntos somos esperanza de vida!



San Antonio Breast Cancer Symposium®, December 5-9, 2023

EFS at IA4 and |IAG

HR HR
a b
it Events  (95%Cl)  Pvalue L Events  (95% Cl)
Pembro + Chemo/Pembro 15.7% 0.63¢ Pembro + Chemo/Pembro 18.5% 0.63¢
0 48' 0.82 0.000314 (0.49-
Placebo + Chemo/Placebo 23.8% (0.48-0.82) Placebo + Chemo/Placebo 27.7% 0.81)
100 : 100+ :
. ' 84.5% 90 | 81.3%
w 80— : s 80— :
e 1
- 76.8% 2 704
= X ! § E | 72.3%
o 60 1 o 60 1
s ! s -
o 50— : o 50~ :
g g |
"q&; 40- : ‘g 404 1
S 30~ : S 304 !
& ! & !
20 | 20 1
1 |
10~ ! 10+ :
Median follow-up®: 39.1 mo ! Median follow-upf: 63.1 mo :
0 1 1 1 1 1 1 1 1 1 1 1 ; 1 1 1 1 1 0 | | 1 1 I 1 1 1 1 1 1 1
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 0O 6 12 18 24 30 36 42 48 54 60 66 72
Time, months Time, months
No. at risk No. at risk
784 781 769 751 728 718 702 692 681 671 652 551 433303165 28 0 0 784 769 728 702 681 665 654 643 631 612 411 162 0
390 386 382 368 358 342 328 319 310 304 297 250 195140 83 17 0 0 390 382 358 329 311 299 292 286 284 274 189 79 0

2The 4th prespecified interim analysis of EFS was calendar-driven planned to occur ~48 months after the first participant was randomized. "The 6th prespecified interim analysis of EFS was calendar-driven planned to
occur ~72 months after the first participant was randomized. “Hazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covariate stratified by the randomization stratification factors. “Prespecified
P-value boundary of 0.00517 was crossed. ¢Defined as the time from randomization to the data cutoff date of March 23, 2021. Defined as the time from randomization to the data cutoff date of March 23, 2023.

This presentation is the intellectual property of the author/presenter. Contact them at p.schmid@qgmul.ac.uk for permission to reprint and/or distribute.
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San Antonio Breast Cancer Symposium®, December 5-9, 2023

EFS at IA6 by Disease Stage in Patients With and Without pCR

Stage Il by pCR Status

Stage lll by pCR Status

00t
X 90- 2
¥ g- 4 :
0 80 0 . .
o o T :
g 107 T E
c c ;
@ 60- n ‘ :
o 501 o \\_‘_‘_‘_‘_ iy q
(o) ! o
..g 40 g 40- LLILL H'unm}
- ;
()] ") : 38.2%
> 307 > 307
2 6]
uUJ- 20 : ()] 20 :
W qp-{ Responder HR: 0.56 (95% Cl, 0.30-1.06) h 104 Responder HR: 0.80 (95% Cl, 0.34-1.87)
Non-Responder HR: 0.67 (95% Cl, 0.46—0.97) Non-Responder HR: 0.86 (95% CI, 0.55-1.34)
0 I I I | | | I I I ! I | G I I | I I I I | I ! I |
0 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48 54 60 66 72
No. at sk Time, mo No. at sk Time, mo
Pembro + ChemolPembro Responder 386 386 382 380 376 371 367 366 360 3561 236 90 0  Pembro+ChemolPembroResponder 109 109 102 99 98 97 9 93 91 88 59 30 o
Pbo + ChemolPbo Responder 173 173 471 166 162 162 160 158 157 150 106 42 0  Pho+ChemolPbo Responder 43 43 42 40 38 3T 3T 3 3 3B 24 N0
Pbo + Chemo/Pbo Non-Responder 118 ‘114 100 89 83 75 ;’2 70 69 ‘68 a7 18 0 bbo +Chemo/Pbo Non.Regpoﬁdcr 55 51 4 34 28 25 23 1 u 2 12 8 0

Data cutoff date of March 23, 2023.
This presentation is the intellectual property of the author/presenter. Contact them at p.schmid@gmul.ac.uk for permission to reprint and/or distribute.

N Engl J Med 2020;382:810-821 DOI: 10.1056/NEJM0a1910549
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Neoadjuvant atezolizumab in combination with sequential nab-

paclitaxel and anthracycline-based chemotherapy

IMpassion031 TRIAL DESIGN

Randomised international phase 3 trial

* Unireated stage II/Ill eTNBC
» Primary tumour >2 cm

= cT2—cT4, cNO—cN3, cMO

Stratification:

Atezolizumab® +

e EXPLORATORY ANALYSIS: EFS BY pCR STATUS

Placebo pCR 'Sﬂlghly prognp;hc for long-term outcome
nab-paclitaxe® ) —M- pCR Suhgroup ™

[

12 weeks 80
= Stage ll vs Il _
" PRLTIC <1% vs 21% by SP142 g™ Atezolizumaby: 70/165 (42%)
[15] - i N L]
£ e Non-pCR subgroup o oartes (50%)
Co-primary endpoints: pCR (ypT0/is ypNO} in and FD-L1 B 50 1
-]
Secondary endpoints: EFS. DFS and O3 in ITT and PD-L1+ populations (no 5 “ l
w3
20

Adjuvant systemic therapy in:

o » 20% of patients in the atezolizumab arm
0 3 6 9 12 1518 21 24 27 30 33 36 30 42 45 4B 51 54 57 60 , 330},-’0 II"I the placetﬂj arm
Mo ik Time {manths)
MospCRatesoloamab 70 B3 62 60 55 55 50 A &0 43 43 4 40 X OB I B oM W o2 0
Moe-pCH plaosho 88 92 BE &0 TT T4 BE BS A2 BD S &7 M 41 M M M N 1T N 2
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Tratamiento Neoadyuvante mmmmmndl Tratamiento Quirdrgico

Antraciclinas Taxanos

Respuesta patoldgica

completa

/

Enfermedad residual

Version 4.2024, 07/03/24 © 2024 National Comprehensive Cancer

Network® (NCCN®)

iJuntos somos esperanza de vida!

LA 4



J2
SOLCA

NUCLEO DE QUITO

Patient is diagnosed with nonmetastatic TNEC.

Is the cancer <2 cm and dinically node
negative by exam and imaging?

fes,
stage I

¥

|
Mo,

stage II or III

¥

Treatment sequence:

® Surgical resection, lymph node evaluation, and

pathologic analysis™* 1

» Adjuvant chemotherapy for most tumors &

Treatment sequence:

= For BRCA carriers found on pathologic evaluation to have with pembrolizumab

either axillary nede involvement or a primary tumor =2 cm,

adjuvant claparib is administered

= Necadjuvant chemotherapy with pembrolizumab;
we offer paclitaxel with carboplatin, followed by an
anthracycline and cyclophosphamide, all concurrenthy

® Surgical resection, with lymph node evaluation

Is residual disease present in the surgical specimen?

Yas

L

® For non-BRCA carriers, adjuvant capecitabina.

® For BRCA carriers, adjuvant olaparib {preferred} or
adjuvant capecitabine ¢,

= Pembrolizumakb is administered to complete one year
of treatment. Although we administer it concurrently with
either capecitabine or olaparib, data are limited regarding
combined treatment.

Continue pembrolizumab to
complete one year of treatment

iJuntos somos esperanza de vida!
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Survival probability

Overall survival in the three subcohorts with number at risk and 95% CI

Molecular subgroups = HR+HER2- = HER2+ =~ HR-HER2-

J Molecular Medi verall
1.00 subrouds . ' 95% Cl
HR+/HER2- 43, ths 42.5-44.5
0.75- HER2+ 50, ths 47.6-53.1
. HR-/HER2- 14.8 months 14.1-15.5
1 e e O TR R M
0.25- !
p<0.0001 ‘!
0.00- ‘ : ‘
0 20 40 60 80 100 120

Overall Survival (month)

Eur J Cancer. 2020 Apr;129:60-70. doi: 10.1016/j.ejca.2020.01.016. Epub 2020 Mar 2. PMID: 32135312.

iJuntos somos esperanza de vida!



N

J2
SOLCA

NUCLEO DE QUITO

National
Comprehensive

oo\l Cancer

Network®

Invasive Breast Cancer

NCCN Guidelines Version 4.2024

NCCN Guidelines

Table of Col
DiscL

SYSTEMIC THERAPY REGIMENS FOR RECURRENT UNRESECTABLE (LOCAL OR REGIONAL) OR STAGE IV (M1) DISEASE?

HR-Negative and HER2-Negative (Triple-Negative Breast Cancer; TNBC)

|

Setting ||SubtypefBiomarker || Regimen
First Line PD-L1 CPS 2109 regardless of germline BRCA Pembrolizumab + chemotherapy (albumin-bound paclitaxel,
mutation status® paclitaxel, or gemcitabine and carboplatin)" (Category 1, preferred)
- g i
E‘Bt;t} OibPS <10% and no germline BRCA1/2 Systemic chemotherapy BINV-Q (5)
) 9 . . p | * PARPI (olaparib, talazoparib) (Category 1, preferred)
PD-L1 CPS <10% and germline BRCAT/2 mutation * Platinum (cisplatin or carboplatin) (Category 1, preferred)
Second Germline BRCA1/2 mutationP PARPI (olaparib, talazoparib) (Category 1, preferred)
Line

Any

Sacituzumab govitecan' (Category 1, preferred)

Systemic chemotherapy BINV-Q (5)

No germline BRCA1/2 mutationP
and HER2 |HC 1+ or 2+/ISH negati\fe‘:I

Fam-trastuzumab deruxtecan-nxki® (Category 1, preferred)

Third Line
and beyond

Biomarker positive (ie, MSI-H, NTRK, RET, TMB-H)

Targeted agents BINV-Q (6)

Any

Systemic chemotherapy BINV-Q (5)

iJuntos somos esperanza de vida!
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Patients with mTNBC

W
Search theragnostic markers

! ! !

W W W
PD-L1+ gBRCAM . SRSE?};L‘E&_W "
]
3 S
Imminent argan failure ] Mo imminent organ failure ]
l T

0 N

Atezolizumab—nab-paclitaxel

[, A: MCBS 3; ESCAT I-AJs=! Preferred: anthracycline-taxane- Preferred: taxane or

based combination anthracycline monotherapy,
Alternative: taxane-bevacizumab with opposite agent used
or capecitabine-bevacizumab at progression

ChT-based therapy PARP inhibitor-based

or (ot |
: (platinum preferred (| therapy (preferred
Pembrolizumab—ChT over ChT) [I, A; MCBS

. ) ot over taxane) [, A
[I, A: MCBS 3; ESCAT |-AJ2=* )L Al 4: ESCAT 1A]*

Previo tratamiento conocer PD-L1,
Mutacion BRCA Y, otros
biomarcadores

GhT: eribulin, capecitabine or vinorelbine

iJuntos somos esperanza de vida!
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Breast Metastatic Metastatic
primary == (first e (heavily
tumour recurrence) pretreated)
T Antigen i Antigen
presentation Cancer cell- presentation
4 Tumour clonality intrinsic T Tumour clonality
! Intratumour features T Intratumour
heterogeneity heterogeneity
................................................. 40% BENEFICIO
= +
SRS T TiLs. CD8" T cells, L TILs, CO8" T cells, NMUNOTERAFIA
DCs Cancer cell- DCs
T Interferon extrinsic ! Interferon
signalling features (TME) signalling
) L1 positivity 4 PD-L1 positivity
T Chemoattractants i Chemoattractants

—

Bianchini, G., De Angelis, C., Licata, L. et al. Treatment landscape of triple-negative breast cancer — expanded options, evolving needs. Nat Rev Clin Oncol 19,
91-113 (2022).
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Table of Col
DiscL

SYSTEMIC THERAPY REGIMENS FOR RECURRENT UNRESECTABLE (LOCAL OR REGIONAL) OR STAGE IV (M1) DISEASE?

HR-Negative and HER2-Negative (Triple-Negative Breast Cancer; TNBC)
Setting Subtype/Biomarker Regimen
First Line PD-L1 CPS 2109 regardless of germline BRCA Pembrolizumab + chemotherapy (albumin-bound paclitaxel,
mutation status® paclitaxel, or gemcitabine and carboplatin)" (Category 1, preferred)
- g i
E‘Bt;t} OibPS <10% and no germline BRCA1/2 Systemic chemotherapy BINV-Q (5)
) 9 . . p || * PARPI (olaparib, talazoparib) (Category 1, preferred)
PD-L1 CPS <10 and germline BRCAT/2 mutation * Platinum (cisplatin or carboplatin) (Category 1, preferred)
Second Germline BRCA1/2 mutationP PARPI (olaparib, talazoparib) (Category 1, preferred)
Line A Sacituzumab govitecan' (Category 1, preferred)
n
y Systemic chemotherapy BINV-Q (5)
No germline BRCA1/2 mutationP o
and HER2 IHC 1+ or 2+/ISH negative® Fam-trastuzumab deruxtecan-nxki® (Category 1, preferred)
Third Line . e
and beyond Biomarker positive (ie, MSI-H, NTRK, RET, TMB-H) | Targeted agents BINV-Q (6)
Any Systemic chemotherapy BINV-Q (5)

iJuntos somos esperanza de vida!
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Combinacion con quimioterapia

funciona

A Progression-free Survival in the Intention-to-Tr]

No. of Events||
No. of Patients

Atezolizumab + Nab-Paclitaxel 358/451
Placebo+Nab-Paclitaxel 378/451
100~

Stratified

P=0.0025

Percentage of Patients
w
o
T

10 Placebo+nab-paclitaxel

at Population
Median 1-Yr Rate of
F H fre F 1 free
8!
Survival (95% Cl) Survival (95% ClI)
mo %

7.2 (5.6-7.5) 23.7 (19.6-27.9)
5.5 (5.3-5.6) 17.7 (14.0-21.4)

hazard ratio for progression or death,

0.80 (95% Cl, 0.69-0.92)

Atezolizumab-+nab-paclitaxel

o
w
o
©
I~}

No. at Risk

Atezolizumab+ 451 360 226 164 77
nab-paclitaxel

Placebo+ 451 327 183 130 57
nab-paclitaxel

29 13 5 1 NE NE NE

B Progression-free Survival in the PD-L1-Positiv

No. of Events/|
No. of Patients|

Atezolizumab +Nab-Paclitaxel 138/185
Placebo+Nab-Paclitaxel 157/184

100 Stratified h:

P<0.001

Percentage of Patients
«
=3
1
|
H
H
H

204

10 Placebo+nab-paclitaxel

0.62 (95% Cl, 0.49-0.78)

Atezolizumab +nab-paclitaxel

ubgroup
Median 1-Yr Rate of
Progression-free F ion-fre
Survival (95% Cl) Survival (95% Cl1)
mo %
7.5 (6.7-9.2) 29.1 (22.2-36.1)
5.0 (3.8-5.6) 16.4 (10.8-22.0)

azard ratio for progression or death,

T T T T
0 3 6 9 12

No. at Risk

Atezolizumab+ 185 146 104 75 38
nab-paclitaxel

Placebo+ 184 127 62 44 22
nab-paclitaxel

15 18 21 24 27 30 33

19 10 6 2 1 NE NE

11 5 5 1 NE NE NE

C Overall Survival in the Intention-to-Treat Popul

No. of Events/|
No. of Patients

Atezolizumab + Nab-Paclitaxel 181/451
Placebo+Nab-Paclitaxel 208/451

P=0.08

40

Percentage of Patients
@
o
T

ion
Median 2-Yr Rate of
Overall Survival Overall Survival
(95% Cl) (95% C1)
mo %

213 (17.3-23.4)
17.6 (15.9-20.0)

42.1 (34.3-49.9)
39.7 (33.2-46.3)

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

Atezolizumab +nab-paclitaxel

Placebo+nab-paclitaxel

0 3 6 9 12 15 18 21 24 27 30 33 36

No. at Risk

Atezolizumab+ 451 426 389 337 271 14
nab-paclitaxel

Placebo+ 451 419 375 328 246 14
nab-paclitaxel

Months

6 8 48 26 15 6 NE NE

5 8 52 27 12 3 1 NE

D Overall Survival in the PD-L1-Positive Subgroup

No. of Events/
No. of Patients

Atezolizumab+Nab-Paclitaxel 64/185
Placebo+Nab-Paclitaxel 88/184
100+

904

Percentage of Patients
@
o
T

Stratified hazard ratio for death, 0.62 (95% Cl, 0.45-0.86)

Median 2-Yr Rate of
Overall Survival Overall Survival
(95% C1) (95% C1)
mo %

25.0 (22.6-NE)
15.5 (13.1-19.4)

53.5 (42.3-64.6)
36.6 (26.4-46.7)

Atezolizumab +nab-paclitaxel

Placebo+nab-paclitaxel

No. at Risk

Atezolizumab+ 185 177 160 142 113 61
nab-paclitaxel

Placebo+ 184 170 147 129 89 44
nab-paclitaxel

18 21 24 27 30 33 36

27 19 13 6 NE NE NE
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KEYNOTE-355 Study Design (ncTo2819518)

Key Eligibility Criteria
+ Age =18 years
+ Central determination of TNBC and
PD-L1 expression
+ Previously untreated locally
recurrent inoperable or metastatic
TNBC
Completion of treatment with
curative intent =26 months prior to
first disease recurrence
« ECOG performance status 0 or 1
ancy =12 weeks from
ion
» Adequate organ function
Mo systemic steroids
+ No active S metastases
» Mo active autoimmune disease

Primary Endpoint: PFS and OS in
PD-L1+ tumors and ITT population
Secondary EP: ORR, DOR, DCR,

3W)

y 28 days

ays

and 8 every 21 days
847 pts randomized 2:1 with median

Pembrolizumab? + Chemotherapy®

Stratification Factors:

» Chemotherapy on study (taxane vs gemcitabine/carboplatin)
= PD-L1 tumor expression (CPS z1 vs CPS <1)

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

Progressive
diseasedcessation
of study therapy
Placebo® + Chemotherapy®
Patient characteristics
Age Median 53 years
PD-L1+CPS>1 75.1%

PD-L1 + CPS>10 36.7 - 38.9%
Chemo on study  45% Taxane
55% Gem/carbo

‘Normal saline

Treatment may be continued until confirmation of progressive disease

CHNS=central nervous system; ECOG=Eastern Cooperative Oncology Group;
PD-L1=programmed death ligand 1; R=randomized; TNBC=triple-negative breast cancer

CPS=combined positive score

iJuntos somos esperanza de vida!
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KN355: Pembrolizumab + CT

PD-L1 CPS 210

A Combinod positvseworwnio  HR 0,65 (95% CI 0.49.0.86)
':' | l p=0.0012
k 1
l :_ g on ! 9.7
Lol i { 6
B goef e \L """ \{l?l T e Sy R yves sy 5 -
1 406 ’;\‘ %
Fo P

- |y
- I T Sy VN A
10+ | |

—t—r———r——— T — 71— 71— 1
@ 3 6 9 12 35 W 2 24 2 W 33 )

otk
ggroup 230 17) 12 9K 63 W2 M W O WM 5 [ o
Fgoup 103 U0 4 W a8 s 2 u L) 7 1 1 o

PFS superiority CPS 210
boundary a=0.00411

Pembrolizumab + chemo (n = 220)
Placebo + chemo (n = 103)

38% of patients

PD-L1 CPS 21

B Combined positive sime st

N
1o fa(u an

o

HR 0.74 (95% CI 0.61-0.90)
p=0.0014

[ TUTTETRRN | by PRI

Percertagy of patieess

w] 06 \\ 3w 5.6
:" \ PO ttias .
. % L .
10 lo?\ e T Sk -:1‘
oy g —
6 O 32 1% W 3 24 22 0 3 )6
cat ik

fgep A28 S 202 14 M O 0 S R e 6 o o
feup 211 388 1 M 0 N W N W L 1 1 °

PFS superiority CPS 21
boundary a=0.00111 not met

Pembrolizumab + chemo (n = 425)
Placebo + chemo (n = 211)

75% of patients

ITT population

i ~ HR 0.82 {95% C! 0.69-0.97)
MUE {
HO 1
i 04 i
a iy 4 1
: 7% mwnthy
50 b2, RLGEEEE ST ETREEET e ET PR R TR 'lu
g \ Y Y-
40+ "\‘J'vln
10 \ .L;q
54 Jow"“\——;‘ A
10- e S B I.
: ) L\ " \J (- ) \J A \J \J \J
0 ¢ SR 9 12 % R N 24 W W 3 A6

Mk Hime fmonths)

yowup 566 40 260 14 1B B 70 57 W w6 6 0 o
yowup 28 24 08 68 W 29 24 W WMo o0 s 1 ]

Significance not tested according to
hierarchical statistical design

Pembrolizumab + chemo (n = 566)
Placebo + chemo (n = 281)

iJuntos somos esperanza de vida!
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Who Were Alive

Percentage of Patients

Overall Survival in the CPS-10 Subgroup
HR for death, 0.73 (95% Cl, 0.55-0.95); P=0.0185

100+
Median follow-up, 44.1 mo
80+
Pembrolizumab + Chemotherapy
60+
4o~ 23,0 meses
Placebo + Chemotherapy
20+
D e i e e e SR
0 6 12 18 24 30 36 42 16,1 meses
Months
Overall Survival in the CPS-1 Subgroup
HR for death, 0.86 (95% Cl, 0.72-1.04); P=0.1125
100+
Median follow-up, 44.1 mo

80+
g
= Pembrolizumab + Chemotherapy
P
o
2 w0 17,6 meses
=
= ~ Placebo + Chemotherapy

0 s e e S /RN R Jus Sy S e e

0 6 12 18 24 30 36
16,0 meses
Months

Percentage of Patients

Grade =3 Treatment-Related
Adverse Event

Any Treatment-Related
Adverse Event

Placebo

Pembrolizumab  Placebo Pembrolizumab

Tumores expresan PD-L1 con un CPS de 10
o mas, la adicion de pembrolizumab a la
guimioterapia resultd en una
supervivencia general significativamente

mas prolongada que la quimioterapia sola

iJuntos somos esperanza de vida!
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OlymplAD: Study Design EMBRACA: Study Design

Patient Population

c - -
« HER2-negative MBC N =302 Olaparib tablets $ Talazoparib 1 mg PO daily
o ER-positive and/or PR-positive 300 mg twice daily @
o TNBC &
(=%
* Deleterious or suspected deleterious Chemotherapy TPC 7;
e * Capecitabine s Patients with locally advanced d |
* <2 prior chemotherapy lines in i 5::;‘[:’:”“ £ or metastatic HER2-negative Treatment (21' ay cyc es)
[EEMIC Seing continues until progression or

breast cancer and a germline
BRCA1 or BRCA2 mutation

* Prior anthracydline and taxane unacceptable tOXiCity

* HR-positive patients who have

progressed on 2 1 endocrine therapy, or =% S .
not suitable Primary Sornadsy Ersdid Physician's choice of
« If patients had received platinum Endeint SOy chaps nts Stratification factors: thera Py (PCT)'.
o No evidence of progression during G Xy . . 2 .
treatment in the advanced setting X OS 1. Number of prior chemo reginens (Oor21) capecitabine, eribulin,
o 2 12 months since (neo)adjuvant * Time to second 2. TNBC or hormone receptor positive (HR+) 3. gemcitabine or vinorelbine
treatment progression or death History of CNS mets or no CNS mets
PFS (RECIST 1.1,
BICR) o
* Global HRQoL (EORTC- Phase 3, international, open-label study randomized
QLQ-C30) 431 patients in 16 countries and 145 sites
« Safety and tolerability

No mas de 3 lineas, taxano o
antraciclinas

N Engl J Med 2017;377:523-533 DOI: 10.1056/NEJM0al1706450
N Engl J Med 2018;379:753-763 DOI: 10.1056/NEJM0a1802905
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EMBRACA Primary Endpoint:

/ OlympiAD: Olaparib Improves mPFS and ORR  PFS by Blinded Central Review

mPFS % TALA Overall PCT
Olaparib: 7.0 months 59% vs 28% o e
" p— P % = 100 Events, no (%) 186 (65%) 83 (58%)
100, Standard therapy: 4.2 months i ——— i ST Median, mo (95%C1) | 8.6(7.2,9.3)
» HR 0.58; P < .001 60 i [T
o m Standard ;g P <.0001
£ 50 - andar
3 0 X Therapy f, 50
s 0 Hazard ratio, 0.58 (5% C), 0.43-0.80) _‘5 40 & 40
s <04 P<0.001 5 30
3 404 Olaparib (N=205) % 30 ot
g * Standard therapy i 20 10
™ (N-gn o T .z as ol as s ol s T as 2l
104 10 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Ao 123 45 67 8 9100111213 14151617 18192021 22 23 24 25 26 27 28 29 30 0 - Duration of PFS, Months
Mﬂ“.hm Ob‘ec'ive Response '“:l:" b QO'.'?‘;\M‘I'O\ RN 9 (MNDT) BSITN) @ ) g D@ "o 0 W) LYl J(s) 1 (0 0 (Ve 0 O
No. at Risk rcY .\u-ac 'e‘mt-«. Mooy 2 em;‘ () » 70) .4 )'v~ ..‘ ;u\nl :;\;ov L :J-.\E) 0 108y 0 o8, 0N 0 ey
Olapand 0501 17719914109107100 %4 7 S Sl 0 ¥ 2121 NN 114 33221110
Standardtherapy ¥ S8 ) 46 M4 B B M2 DN 8 7 4 4411112112121 21000D00
ORR: Tasa de respuesta objetiva - 1’}"’;’ s 217% ‘-’51502% "
El riesgo de progresion de la enfermedad RN TOROWHR UG LL.L OIS
o muerte fue un 42% menor con la
monoterapia con olaparib ;
P P ORR fue talazoparib 62,6% frente a 27,2%.

N Engl J Med 2017;377:523-533 DOI: 10.1056/NEJM0al1706450
N Engl J Med 2018;379:753-763 DOI: 10.1056/NEJM0a1802905
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National

comprehensive NCCN Guidelines Version 4.2024
Invasive Breast Cancer

oo\l Cancer
Network®

NCCN Guidelines

Table of Col

DiscL

SYSTEMIC THERAPY REGIMENS FOR RECURRENT UNRESECTABLE (LOCAL OR REGIONAL) OR STAGE IV (M1) DISEASE?

HR-Negative and HER2-Negative (Triple-Negative Breast Cancer; TNBC)
Setting Subtype/Biomarker Regimen
First Line PD-L1 CPS 2109 regardless of germline BRCA Pembrolizumab + chemotherapy (albumin-bound paclitaxel,
mutation status® paclitaxel, or gemcitabine and carboplatin)" (Category 1, preferred)
- g i
E‘Bt;t} OibPS <10% and no germline BRCA1/2 Systemic chemotherapy BINV-Q (5)
) 9 . . p | * PARPI (olaparib, talazoparib) (Category 1, preferred)
PD-L1 CPS <10% and germline BRCAT/2 mutation * Platinum (cisplatin or carboplatin) (Category 1, preferred)
Second Germline BRCA1/2 mutation® PARPI (olaparib, talazoparib) (Category 1, preferred)
Line

ny

Sacituzumab govitecan' (Category 1, preferred)

Systemic chemotherapy BINV-Q (5)

No germline BRCA1/2 mutationP
and HER2 |HC 1+ or 2+/ISH negati\fe‘:I

Fam-trastuzumab deruxtecan-nxki® (Category 1, preferred)

Third Line
and beyond

Biomarker positive (ie, MSI-H, NTRK, RET, TMB-H)

Targeted agents BINV-Q (6)

Any

Systemic chemotherapy BINV-Q (5)

Version 4.2024, 07/03/24 © 2024 National Comprehensive Cancer Network® (NCCN®)
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ASCENT: A Phase 3 Confirmatory Study of Sacituzumab Govitecan in Refractory/Relapsed mTNBC

NCTOZ574455

Metastatic TNBC

=2 chemotherapies for
advanced disease

One of the required prior
regimens could be from
progression that occurred
within a 12-month period
after completion of
(neojadjuvant therapy

Patients with stable brain
metastasis were allowed
(n=529)

468

Stratification factors

Treatment of physician’s choice
(n=262)

Sacituzumab govitecan
10mglkg IV

Days 1 and 8, every 21 days
(n=267)

-Number of prior chemotherapies (2 or 3 vs =3)
Geographic region (Morth America vs, Europe)
Presencefabsence of known brain metastases (Yes/Ng)

N EnglJ Med 2021;384:1529-1541 DOI: 10.1056/NEJM0a2028485

—

Continue treatment
until progression or
unacceptable toxicity

iJuntos somos esperanza de vida!

Endpoints

Primary
PFS

Secondary

‘PF5 for the full
population

.05, ORR, DOR, TTR,
Qol, safety
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1

Progression-free Survival (%)

No. at Risk
Sacituzumab govitecan
Chemotherapy

A Progression-free Survival among Patients without Brain Metastases

00~
or death, 0.41 (95% Cl, 0.32-0.52)
304 P<0.001
Sacituzumab govitecan

60 —— Chemotherapy

40+

20

O T T T T T T T 1

No.of No. of]
Patients Events|

Sacituzumab Govitecan 235 166
Chemotherapy 233 150

Hazard ratio for disease progression

Median
Progression-
free Survival
mo (95% Cl)
5.6 (4.3-6.3)
1.7 (1.5-2.6)

235 154 91 49 28 15 9
233 39 14 5 1 1 0

£
=
£
2
3
[
]
]
>
(o]
No. at Risk
Sacituzumab govitecan
Chemotherapy

Sacituzumab Govitecan 235 15
Chemotherapy 233 18

B Overall Survival among Patients without Brain Metastases

Median
No.of No.§}f Overall
Patients Everfjs Survival

mo (95% Cl)
12.1 (10.7-14.0)
6.7 (5.8-7.7)

Hazard ratio for death, 0.48

100y~
(95% Cl, 0.38-0.59)
304 P<0.001
Sacituzumab govitecan
60 —— Chemotherapy
40+
204
c T ¥ T T T T T T 1
0 3 6 9 12 15 18 21 24 27
Months
235 214 190 153 107 70 37 13 0
233 173 117 74 45 30 11 3 1

125
100

ne (%)

Reduccion del riesgo de

muerte del 52%

C Change in Tumor Size among Patients without Brain Metastases

Sacituzumab Govitecan

Chemotherapy

§
]
-]
£ 0
& [
Q
@ 50
©
<
v

-100

Patients

Progression-free Survival (%)

No. at Risk
Sacituzumab govitecan
Chemotherapy

Sacituzumab Govitecan 267 190

D Progression-free Survival in the Full Population

Median
No.of No. off Progression-
Patients Eventd] free Survival
mo (95% Cl)
4.8 (4.1-5.8)
Chemotherapy 262 171 § 1.7 (1.5-2.5)

100- Hazard ratio for disease progression
or death, 0.43 (95% Cl, 0.35-0.54)
80 P<0.001
Sacituzumab govitecan
607 —— Chemotherapy
404
20+
0 T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27
Months
267 145 82 38 23 14 8 !
262 41 13 6 2 1 0 0

N EnglJ Med 2021;384:1529-1541 DOI: 10.1056/NEJM0a2028485
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Trastuzumab Deruxtecan in Previously Treated HER2-Low Advanced

Breast Cancer

DESTINY BRO4: 58 patients with TNBC (HER2-low)

PFS oS

gl (= Median T-DXd TPC Hazard ratio o
- : Medan T-DXd TPC Hazard ratio
£ (95% Cl) (n = 40) (n=18) (95% CI) ™ \ H‘\_\ (95% Cl) (n = 40) (n=18) 95% Cl)
" Pamary analysis BS5mo 29mo 046 ﬁl‘L_L p 1
80 « nmary 82mo B3Imo 048
(yBICRe)' | (43117) | (1461) | (024.089) e " ]'l analysss' | (136NE) | (56200) | (024095
70
Updated analysis 6.3 mo 29 mo 0.29 AdE l Updated 17.1 mo 8.3mo 0.58
oy (by Investigator) (4.2.8.5) (1.442) (0.15-0.57) w0 | analysis (13.6-23.0) (8.6-20.4) (0.31-1.08)
i *PFS by mvestigator was not analyzed for the 1 l
o HR~ cohort &t the tme of the prmary analysis ; 80 24 month Landmark (#5% CI)
\ | VDX 32 6% (V8.5-47.5%)
! 40 40 | l TPC1L0% R0V 2%)
w 12-month Landmark (95% Ch)
% H T-OXe 26.9% (12.6-30.0%) - l - _—\“—’—
' .
20 ] 1 E = \ »—1_“—“
10 S Comared l 10 4 Carnomm) l ——
_— :‘I.:X::‘m ;:ﬂl l _— :‘l‘lhl " ‘:Ua
_ = . lj - . b
0 TR N R R A e AR G SO @R W . R R R e S Ve T P e 0 ' g | g e —— = e R
D 1 2 3 4 5 6 7T 8 9 0 01 12 13 14 08 10 8 AT 19 20 21 22 2 24 25 2 0 2 4 6 8 0 12 4 W W 20 22 02 20 2 30 2 M M M 2 W

2022 Jul 7;387(1):9-20. doi: 10.1056/NEJM0a2203690

iJuntos somos esperanza de vida!



J2
SOLCA

NGCLEO DE QUITO ASCO 2024, SACITUZUMAB TIRUMOTECAN

N

Patients with locally recurrent
or metastatic TNBC

+ Relapsed or refractory to 2 or more
prior chemotherapy regimens for
unresectable, locally advanced or
metastatic disease

« For prior therapy, 1 could be in the
(neo)adjuvant setting, provided
progression occurred during treatment or
within 12 months after treatment
discontinuation

+ Received taxane(s) in any setting

Stratification factors

+ Line of prior therapy (2-3 vs >3)
+ Presence of liver metastases (yes vs no)

Tumor response was assessed using RECIST version 1.1

Sac-TMT,
5 mg/kg IV, every 2 weeks

Physician's choice of
chemotherapy:
eribulin, capecitabine,
gemcitabine, or vinorelbine

—

OptiTROP-Breast01: Randomized, Controlled, Open-Label
Phase Ill Study (NCT05347134)

Treatment until
disease
progression,
unacceptable —
toxicity or any
other reason for
discontinuation

Endpoints?®
Primary

- PFS by BICR

Secondary

« OS

» PFS by investigator
assessment

*« ORR, DOR

« Safety

Tumor assessment
« Every 6 weeks for the first year and every 12 weeks afterward.

BICR, binded independent central roview, DOR, duration of response, IV, intravencus, ORR, objective response rate; OS, overall survival, PFS, progression-free survival, R, randomizabion, RECIST, Response Evaluation Critersa in Sold Tumors, TNBC

npie-negatve breast cancer

2024 ASCO #ASCO24 presenteo sy: Binghe Xu, MD, PhD

Froventaton i pesperty of e suhor e ASCO Parmnscn roguned K feuss. COnact Darmasons Sancs ong

iJuntos somos esperanza de vida!
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10

Progression-Free Survival by BICR (Final Analysis)

Sac-TMT significantly improved PFS over chemotherapy with a 68% lower risk of disease progression or death.

100 ~
Sac-TMT Chemotherapy
(n =130) (n=133)
3 804 PFS events, n (%) 79 (60.8) 108 (81.2)
3_’ Median PFS (95% Cl), mo  6.7(55,80) 25(1.7,2.7)
.g 9-month PFS rate, % 34.0 59
g 60
)
§ ------------------------------------------------- HR 0.32 (95% CI: 0.22, 0.44)
“g' 40 - Nominal P < 0.00001
@ mPFS: 6.7 mo
S 2 mers:25mo-
o
Sac-TMT ——— Chemotherapy
0 T 1 1 T ] I I 1 Ll ] 1 I 1
0 1 2 3 4 S 6 7 8 9 10 1 12
Time (Months)
No. at Risk
Sac-TMT 130 122 97 83 80 67 54 42 33 20 10
Chemotherapy 133 119 62 32 30 17 10 7 5 4 4

» PFS by investigator assessment (secondary endpoint): Median 6.5 vs 2.6 mo; HR 0.32 (95% CI: 0.24, 0.44)

Data cutoff: Nov 30, 2023; the protocol-specified final analysis of PFS. Median follow up was 10.4 months.
BICR, blinded independent central review; Cl, confidential interval, HR, hazard ratio; mPFS, median progression-free survival.
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ESTUDIOS EN DESARROLLO

SACITUZUMAB GOVITECAN DATOPOTAMAB DERUXTECAN

ASCENT-04 TROPION-Breast05
SG+ pembro vs TPC+ pembro in Dato-DXd +/- durva vs TPC + pembro in
1L PD-L1+ mTNBC 1L PD-L1+ mTNBC

Dato-DXd ~

SG + pembrolizumab Key Eligibliity Criterla + Durvalumab
(5G: 10 mg/kg IV on days ¢ Previously unirested metastatc or localy (n=278)
;-"'. MTNBC PD-L1+ { 1 and 8 of 21-day cycles dvanced incperatle TNBC (ER<1%, PR<1%
* Previownly untreated, Pembro: 200 mg IV on day HER2neg) e ——
noperable, locally advanced 1 of 21.d o v -
Of mbtastatic THEC of 21-day cycles) .“::“ ¢ Moasurable dsease as defined by RECIST vi 4 N=625 QMW‘W"‘ .
: :’n‘"" (CPS 210, MC 22C3 * R + Adequate ECOG, hematologic and end-organ function Pombrokzumab
ptable |}
o POLY and THBC statun TPC chemotherapy + \as oy + PDALYS (CPS 2 10 INC 22C3) by contrad lesting N (ne278)
centralty contymed 1 pembrolizumab -
o Priot anth-PD-(L)1 allowed ®  (Pemiwro dosed s above, TRC: pivn 000 g/ v ‘“'"-""‘;” " ¢ Noachve brain metasiases : R e i R S
the curative setlin N-S70 WLh G AUC 2 IV 00 das | ol B of 20 ey wltowed aftee
s s xR (s35% o move) (y;:‘(:;\;.m’:t:! N;‘C/:’xma:z:‘l WA confromed + DFI2 6 mo since roatment in curative selting ; ’6 S
dwy (¢ y gl o ey . --
Qe Wt 100 g /o0 IV 60 chis 1, 8, e 15 of Prior PO-1/PD-L1 Westment for early slage TNOC 1 (ne78)
18 dwy o) alowed H
.-
Stratification factors
Steatification factors: + Do novo, prior OFLE 10 5 12 mo', prior OF1 >12 ma
o 0w novo W reowrtent dneae wihin & 17 manths of treatmend 0 the owative
WLHING V3 FeCuTent Saneie » 17 manths after Lreatment 01 the (urat ive setting | ¢ Oeographic region (US/Canada/tiwiope vs Deto-OXd
o Geograghic region (US/Canada vs rest of workd) monotherapy am envoling countres v ROW)
o Prioe exposre 1o 8 PO (L)Y Uwragy [+ Priee POAPOLY treatment for sacty stage TNDC

iJuntos somos esperanza de vida!



G N

J2
SOLCA

NUCLEO DE QUITO

SACI 10 TNBC:

SG +/- pembro in PD-L1- 1L mTNBC

mINBC:
No Prior Chemo
No Prior PD-1/11

PD-L1 <1% by SP-142
ER < 5%

PR < 5%

HER2-

Exclude prior: PD-1/L1, SG,
irinptecan

sacituzumab govitecan
10mg/kg IV d1,8 g21 days

ﬁ +
pembrolizumab

9- 200mg/kg Q3wks
N=110 pts
sacituzumab govitecan
10mg/kg d1,8 q21 days
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"% Radiotherapy and cryoablation  Immunotheraples Landscape of anti-PD-
Stereotactic Ablat Rad : :
Braw rekobecsy or s e baueaiitiol s 1/anti-PD-L1 Chemotherapy
IORT Talmogene La TVEC :
Cryoablation AZenovu:lQ-me’:a?:?ﬁ'g( ) combinations in TNBC Nab-pacitaxel
Microwave ablation Intratumorally injected Autologous DC ?OCG:G*C:
High intensity focused ultrasound Dg:g‘:x& =
Epirubicin
(Local therapy )  (Fasting-like approach)  Feoyaiediposomal dowoikin
Anﬂanglogemﬂc py 5 Pegylated liposomal irinotecan
Bevaczumab . : Cyclophosphamide
Lenvatinib N / Cisplatin
Seane @ntlangiogenetlc) e _ . -»(Chemotherapy) Carbopiatin
Cabozantinib Y Anti-PD-1 Enbulin mesylate
Aniotinib : p dvmeraneaid
Ab ant-VEGFR-2 Anti-PD-L1 Gemchaoine
Surufatnib 4 ~a Fluorouracil
(Targeted therapy)‘ Gmmunotherapy) Dacabkine
Molecular targettheraples PARP Inhibitors T-celltargeted mm:m:cn:gulators
MEK inhibitors
. COX2 inhibat
mh:):::m Inhibitor E ST U D I O M E D I O LA : Re(omlm:an?:n!eﬂevm alfa-2b
. Activating the TLR-3 receplors
bt sppd e Durva+Olaparib ANti-CD73
AXL Kkinase inhibitor Anti-OX40 agonistic antibody g:":g":gw"
Antiprogestin Anti-CD40 agonistic antibody s ':“0';‘* e
Selective Androgen Receptor Modulator Antibody drug conjugates ong-acting inter
receptor inhibitor Sacituzumab govitecan Anti-TGFD
Muiti- Ladiratuzumab vedotin Cancer vaccine gﬂ%(ws Inhibitor)
Trastuzumab denutecan Autologous whole cell cancer STSSRE (e
mm Multi-peplide therapeutic cancer Pol-ICLC
(Probody driig conpiomie) Neoantigen personalized ANti-IL-6 receplor
Genetically engineered whole-cell Soluble LAG-3 fusion protein
Modified Ankara-Bavarian Nordic m human hematopaletic cytokine

Bianchini G, ESMO Breast 2023

iJuntos somos esperanza de vida!



NN

J2
SOLCA

NUCLEO DE QUITO

CONCLUSIONES

La neoadyuvancia constituye una practica que mejora la sobrevida global y sobrevida libre de
progresion

El tratamiento adyuvante demuestra beneficio sobretodo en pcientes sin pCR
En enfermedad metastasica previo a iniciar tratamiento ideal PDL1 y mutacion germinal BRCA

Inmunoterapia mas quimioterapia es una alternativa en primera linea en pacientes PDL 1 con puntaje
mayor o igual a 10

Se deben buscar alternativas en la enfermedad metastasica que mejora la sobrevida libre de
progresion, hay estudios interesantes con anticuerpos conjugados (ADC)

Pacientes con recaidas menores a 6 y 12 meses?? IMpassion 132 (negativo)
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Gracias %or su atencion

O DM (©soLcAaQuITO @ SOLCAQUITO.ORG.EC
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