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Fenotipo triple negativo: nuevas alternativas.
é¢Tenemos un estandar mas alla de la primera linea?
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Introduction

Triple negative breast cancer (TNBC) definition:
. Lack of expression of estrogen receptor and progesterone receptor

+ HERZ not overexpressed/amplified

High cell proliferation, poor cellular differentiation, many recurrent copy number imbalances, and TP53 mutations

Heterogeneity
« TNBC includes rare histologies: metaplastic, medullary, adenoid cystic carcinoma, secretory

« Molecular heterogeneity p Nature 2000
erou, Nature

Usually high chemosensitivity
~30% de novo MBC'!
Chemotherapy has been the standard for decades ‘

Most patients received A-T as adjuvant/neoadjuvant treatment

Survival probability

Frequent visceral metastases, poor survival from the onset of MBC

‘ 000

L]
Overal Sunival {morth)

High attrition rate from first to subsequent lines?: a long-term treatment sequence is not possible

BeSt Optlon ﬁl’St, enrolment |n C|InICEl| tl’la|5 hitps:ffwww.cancer.orgicontent/dam/cancerorgfressarch/cancer-facts-and-statistics/breasf-cancer-facis-and- figures/20223-2024- breast-cancer-fact-figures-acs. pdf
Caswal-Jin et al ASCO 2022

1. Grinda T, et al, ESMO Open 2021; 2. Seah DSE, et al. J Natl Compr Canc Netw 2014;12:71-80.



TNBC is a highly invasive subtype associated with high rates of relapse and

metastasis

i-lAZARDS RATIO OF RELAPSES/METASTASIS AT 10 YEARS
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MOST FREQUENT METASTASIS SITES ACCORDING TO
THE MOLECULAR SUBTYPE OF CM 2

Primary breast cancer

Bone (67%)

* Luminal B (79%)
. Lumlnal A (70%)

. Basal llke 40%

Peritoneal metastasis (10%)

’——‘ Contralateral breast (6%)
Liver (40.8%)

0.30+
Braln (12.6%) s Supraclavicular lymph
g 0% Y nodes (1-4%)
] . Basal llke (25%) -
0.25- Mammary internal chain
4 * Luminal B (10—15%) lymph nodes (10-40%)
0.20 (Asxoi:la& :ymph nodes Lungs (36 9%)
A 5 R
a . lumfnal Alike * Basal like 35
& * Luminal B-like * Luminal B (30%)
B 0.15 * HER2+ * Luminal A (25%)
i Triple-negative
5
ko

* TNBC and HER2+ more
frequent than luminal

. Basal llke (35%)
. I.ummal B (30%)

* Lobular carcinoma (up to
40% of peritoneal and
ovarian metastasis)

| — Lymphatic spread

— Haematogenous spread
— Direct or lymphatic spread

- Different chemo sensitivity.
- Different relapse pattern.
- Different prognostic.

1. Foulkes W. et al. N Engl J Med 2010;363:1938-48. 2. Harbeck et al Nat Rev Disease Primers 2019. https://www.nature.com/articles/s41572-019-0111-2
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Evolution of overall survival and receipt of new therapies by subtype among
20 446 metastatic breast cancer patients in the 2008-2017 ESME cohort
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1. Grinda®, A. Antoine”, W. Jacot’, C. Blaye’, l!.-utmm \. Diéras®, F_Ihlun: A Gongalves”, M. Debled”, & Patsouris’,
M- .Lmuqnlu A Mailliez”, F. claroe"’, € m-.«" L-M_ Ferrera™, I, Desmaulins'™, L Uwer™, 1. Petit'”,
€ Souannaud™®, M. Lacrob-Triki™, £, Deluche™, M. Bobain®, €. :uunin-d" 13 1 pachelot™, E. Brain’, b, pérol’

& 5. Delaloge’

Overal survival In the whaole cohort acoording to the Year Of Diagnosis (YOD)
mates

Based on Kapian-Meler esfi

Background: Treatment strategies far metastatic breast cancer [MBC) have made grest nndﬂmr the past 10 years. ook

Bealwarld data allow us to evaliate the actual bensfit of new

Ecanomical)-MBC, a nationwide observational cobort [NCTO3275211], gathers m of -n covternitive MBE patients

wha uimed\hmrmmmmﬂanm Cancer Centres since 2008. wrst

Batients and methods: We evaluated overall survival (OS] in the whole cohart (N = 20 446) and amang subtypes: z

honmane receptor positive, human epidermal growth factor 2 negative (HR-+/HERZ—; N = 13 590), HERZ+ (N = %
H
a

3919), and triple-negative breast cancer [TNBC; N = 2337). We performed multivariable anatyses induding year of 5} m————————
MBE diagnasis as ane of the cowariates, to assess the potential 05 improvement ower time, and we described

exposure to newly released drugs at any time during MBC histary by year of diagnasis {YOD).

Results: The median follow-up of the whole cabart was 65.5 manths (95% O 64.6-66.7). Year of metastatic diagncsis b

appears as a strang independent prognastic factor for OF [Year 2016 HA 089 (35% 1 0.82-0.57); P = 0,008, using 2008

a5 reference]. This effect is driven by the HER + subcohort, where it is dramatic [¥ear 2016 HR 0.52 (5% C1 0.42-0.66); ol

P < 0.001, using 2008 as reference]. ¥0D had, however, no sustained impact an 08 amang patients with TNEC [Year P =

2016 MR 0.93 [95% CI 0.77-1.11); P = 0.41, using 2008 as reference] nor amang thase with HR+/HER2— MBC [Year

046 MR 102 (95% €1 0.91-113); P = 041, using 2008 x reference]. While expasure to newly released anti-HER2 -
therapies appeared very high {e.g. >70% of patients received pertuzumab from 2016 orwards), use of everalimus

or eribulin was recorded in less than one-third of HR-+/HERZ— and TNEC cohorts, respectively, whatever YOD. i
Conclusion: 08 has dramatically improved ameng HER2+ MBC patients, probably in association with the release of

several major HERZ-directed therapies, whase penetrance was high. This trend was not observed in the other

subitypes, but the impact of COK4/6 inhibitars cannat yet be assessed.

Key wards: metastatic breast cancer, reablife, overall survival, HER2, new drugs B
Bassd on Kapian-Meler estimates
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Grinda, T., et al. Evolution of overall survival and receipt of new therapies by subtype among 20446 metastatic breast cancer patients in the 2008-2017 ESME Cohort. ESMO Open 2021 Jun.
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Treatment options for mTNBC are limited, with the median OS “staggered” with
conventional chemotherapy 2

OS IN METASTATIC TNBC, DIAGNOSED IN 2008-20162
Median OS (IC 95%)
Probabilidad 1,00 (months)
de supervivencia
. Afio de diagnéstico _ 5000 — 201 — 2013 — 2015 2008 14,0 {12,3-15,9)
2009 14,4 {12,2-16,6)
0,504
2010 13,8 {11,9-16,4)
0,254
2011 14,2 {12,0-16,1)
oL - . : : . — 2012 13,7 {11,4-16.4)
0 20 40 60 80 100 120 40
Gmero Tiempo (meses)
Pacientes en riesgo : 2013 15,1 {12,9-17,6)
2008 326 106 41 23 17 12 7 1
§ 0 e % 2 i H o 0 2014 15,5 {14,3-18,1)
.E’ 2012 329 120 37 18 5 1] 0 0
o 2013 327 17 48 26 0 0 0 0 2015 14,3 13,2-18,1)
T 2014 336 124 47 16 0 1] 0 0
- A T A T T
0 20 40 60 80 100 120 140 2016 14’2 12’1-16’5)
Tiempo (meses)

CMTNm: cancer de mama triple negativo metastasico; IC: intervalo de confianza; SG: supervivencia global.
1. Mina LA, et al. Inmunotherapy for the Treatment of Breast Cancer: Emerging New Data. Breast Cancer (Dove Med Press). 2019;11:321-328. 2. Grinda T, et al. Evolution of overall survival and receipt of new therapies by subtype among 20 446 metastatic breast cancer patients in

the 2008-2017 ESME cohort. ESMO Open. 2021;6(3):100114.




RegistEM GEICAM mTNBC

RegistEM _GEICAM/2014-03 (2016-19)

+  10% TNBC of 1559 pts in database @Apr 2022

MBC ( 41 (38) 145 (82) 40
ULABG 1 {10) 1(2) 12 (8) a5
Age (years) at diagnosis of ABC 0
Madian (Win; Max) 58 (31;84) &5 (3087 57 (30;88) o
THM stage at EBC diagnosis, n (%) 25
1 1B (17 1B {17) 20
] 57 (50) 57 {50) 15
un 34 (29) - 34 (29) 10
s 5 (4) 5{4) o "
Time to recurrence, n (%) : . ] * ] I e = . 1 I 3 logrank p-value: 0669
012 mo 0 () 10 () .
1224wy 45 (3g) HA 45 (39) First Line Sacond Line Third Line First Line Second Line Thirdl Line E
S B 1513 15{13) RECURRENT BC de nave ABEC 2 "
> 36 mo 45 (39) 45 (39) &
Time o ABC, mo . " ~ B %1 mledian, mo [35% CI):
Madian (inbarguaris 26 (10:62) HA 26 (18:52 = Capecitabine Flatinum-based CT I% #1 = Recusment BC: 21 (14-28)
range) ok = B Taxane 1 Capecitabine + Bevacizumab 1 = do nov ABC: 28 (16-32)
Menopausal Status, Lot ol e ™
Porimancomuat T T 27 (84) 106 (68) i Taxane + immunacheckpaint inhibitor — . T
Pramanopaise 36 (31) 15 (38) 51 (32) Eribulin wVinorelbine " '”1m;rm'm‘ ’
Family Histery of BC andior Ovarian cancer, (%) ® Sequential anthracycline + tlaxane P |
Mo 63 (55) 28 (67) 91{58) pr—mca som @ w
os 47 [41) 11 (28) 58 {37}
Lukncs [—— Sy 21(7) 81%) de novo ABC
B e AR =2 (27%)
Mo B4 (T3 32 (T8) 116 (74) . 2 L
Yes 31 (27) 10 (24) 41{26) Line 1 3 | 2"
Maost Frequently Mutated Genas only In pts with any genetic tost*, n (%) n 106 73 52 40 28 16
BROATZ s21 (24) W7 (14) 628 (21) Pis who reach next line, n (%) 73 (63) 82 (T1) 31 (60) 28 (70} 18 (57) T (44) I
TPE 812 (50) 215 (40) BT (47) o
Slwiaatatic Lusians™, o (%) Lost of follow up, n (%) [1] [4] [1] 1(2) [1] [1]
Bone 37 (32) 12 (29) 48 {31) Patients ongoing, n (%) @ (8) 1{1) 0 4 (10} 3 (1) 1]
Liver 25 (22) 12 (28) 3T (24)
friet 8 42) 2150) 89144 Deaths, n (%) 24 (23) 20 (28) 21 (40) T8 | 93z 9 (56)
Lymph nodes 4B (42) 34 (B1) B2 (52) Median treatment duratisn, me 4 k] 2 5 3 3
e St ity b= mo), median (range) 5 (0-42) 3 (0-23) 3 (0-35) 8(1-31) 3 (0-22) 4 (0-10)
N of n %) PFS, mo [95% CI) 5 (4-7) 3 (3-4) 3 (2-4) B(7-9) | 4(2-5) 4 (1-6)
One 50 (44) 112) 51(33) Median Follow Up, mo (range) 18 (1-61) 19 (2-56)
iy ey 8 oy g re Median Sucvival from ABC. mo [95% CI) 21(14.08) 28(15.32)
Multipha (=3 1o 6) 1 (10} 9 (2 2013}

SABCS 2022, Dra. Sivia Antolin
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First line in mTNBC: IO




First line mTNBC: Chemo + 10

ATEZOLIZUMAB + NABPACLITAXEL AS 1L:
IMPASSION 130

IMPASSION130: OS IN PDL1+
(MFU~19 MONTHS; EVENTS~74%)

O events, n (%) Median OS (95% CI), mo
— AP 120(65) 254 (19.6-30.7)
— PP 138(76) 17.9(13.6-20.3)

v lanﬁ'edllR,Dﬁ?(ﬂS%CLﬂSS—ﬂﬂS)

« Metastatic or inoperable locally

advanced TNBC

e T~
e IMPASSION131: FINAL OS ANALYSIS

« Prior (neo)adjuvant chemo
allowed if TFI 212 months (mFU~15 months; events~40%)

+ ECOGPS 0-1 3ysar OS: AtnP, 36%
PenP, 22%
Stratification factors PD-L1+ ITT
« Priortaxaneuse (yesvsno) | e e,
« Liver metastases (yes vs no) Co- N s
+ PD-L1 status on IC (positive [21%] PES !
vs negative [<1%]) 0s

©8 probsbility (%}

05 probability (%)
e BYERERIZEER

AL ]

-

AmQS =7.5m

ITT population: 18.7 vs 21.0m;
no impact in PD-L1

Final survival rates:

W om om 5 a5 o ,
P CT R T B == E - S ] H 1 o Aleachmt

Paclitaxel/placebo: 28.3 months
Paclitaxel/Atezolizumab: 22.1 months

R at rek

Time {monihs)

Paclitaxel/placebo: 22.8 months
Paclitaxel/Atezolizumab: 19.2 months

Miles D, ef al. Ann Oncol 2021,32(E)-984-1004. © 2021 European Sodaty for Medical Oncology. Published by Elsevier Lid. All rights resarved.

Schmid P, N Enlg J Med 2018, 379:2108-2121
Emens LA, Ann Oncol 2021;32(8):983-993. © 2021 European Society for Medical Oncology. Published by Elsevier Ltd. All rights reserved.



First line mTNBC: Chemo + 10

N
4B ' OVERALL SURVIVAL:
PEMBROLIZUMAB + CT FOR 1L: KEYNOTE 355 PD-L1 CPS >10

ants HR Povalue

. N & (one-sided)
!1568.3% Pembro + Chemo 158220  70.8% [ 10’.95\ 0.0083°
144.T% o Placebo s Chemo  B4/103  B1.6%

148.2%

e monthe No significant difference in

CPS=1and ITT

T T T T
18 21 24 27 30 33 36 39 42 45 48 51 54
Time, months

220 214 193 171 154 139 127 116 105 91 B4 78 73 59 43 M 17 2 0

4 39 35 30 25 22 2 17 12 B 6 2 O

Key Eligibility Criteria 100
3 By 00
Pembrolizumab® + Chemotherapy®
z 807
e
Progressive 2
disease‘/cessation £
of study therapy B
-]
Placebo® + Chemotherapy® g 404
H
£
20
Stratification Factors: Primary endpoints: 10
+ Chemotherapy on study (taxane vs gemcitabine/carboplatin) PFS and OS to be tested according to 0 — T
+ PD-L1 tumor expression (CPS 21 vs CPS <1) hierarchical statistical design 0 3 & 9 1215
« Prior treatment with same class chemotherapy in the CPS 210 > CPS21 S I
neoadjuvant or adjuvant setting (yes vs no) ( ) No. at risk
103 98 91 77 66 G55
*Pembrolizumab 200 mg IV q3w; “Praspecified P value boundary of 0.0113 met
bchemotherapy dosing regimens are as follows: Nab-pacitaxel 100 mglmz IV on Days 1, 8, and 15 every 28 days; paciitaxel 90 mg}m’ IV on Days 1, 8, and 15 every 28 days; Hazard ratic (G1) analyzed based on a Cax regression model wilh ireatment a3 a covariate siratified by ihe randomization siraification faciors. Data cuioff: June 15, 2021
gemcitabine 1000 mg/m,/carboplatin AUC 2 on Days 1 and 8 every 21 days;
cnormal saline;
“treatment may be d until ion of disease.

Cortes J. et al Lancet 2020,396(10265).1817-28. - Rugo H, ESMO 2021. By permissian of Prof Hopa S. Rugo.

“Standar” for 30-40% mTNBC
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Do we have a standard after the first line?




New drugs in mTNBC

TNBCs

o ST Imhibitors ® PI3Ka
3 Anti-PD-1/PD-L1
Ipatasertib PD-L1 e Pembrolizumab
" SERDs ER-low Atezolizumab
Elacestrant (RAD1901) triple negative
Giredestrant (GDC-9545) , ARP
Camizestrant (AZD9833) ! Olaparib |
Amcenestrant (SAR439859) Talazoparib
Etc. Niraparib
o 1rop-2 ADCs Tron.? HERZ low e ls%DcS(?i N
Sacituzumab govitecan "o SYD985
Dato-DXd

Therapies in bold have been approved for the treatment of TNBC.

ADC=antibody-drug conjugate; AKT= protein kinase B; BRCAm=breast cancer mutation; ER=estrogen receptor; HER2Z=human epidermal growth factor receptor 2; PARPi=poly {ADP-ribose) polymerase inhibitor; PD-L1=programmed death ligand 1;
PI3Ka=phosphatidyl inasitol-4,5-bisphosphate 3-kinase; SERD=selective estrogen receptor degrader; TNBC=triple-negative breast cancer; Trop2=trophoblastic cell surface antigen 2.




ADCs- Key Components

Target antigen Recogn"ion of tafgel
cancer cells

Guidance «
uiGance s

stem for

Bridge between antibody
and drugs and to control
the release of drugs
inside cancer cells

Linker

l Cytotoxic drug ~ Warhead for destroying

cancer cells

Chau el at. Lancet 2019; 394(10200) Fu et al.
Signal Transduction and Targeted Therapy 2022; 7(33)
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SACITUZUMAB GOVITECAN

+ Humanised anti-TROP2 antibody

+ TROP2: epithelial antigen highly expressed on most
epithelial cancers, including TNBC; minimal
expression in normal tissues

Linker for SN-38
* Hydrolyzable linker for
payload release

* High drug-to-antibody
ratio (7.6:1)

. Hydrolysable linker for payload release % -
. High drug-to-antibody ratio (7.6:1) 2
SN-38 payload
. o . > — . mgmite of Topo |
. Payload: SN-38, topoisomerase | inhibitor (active i et ons @ * SN-38 more poert
. « uman anti-1ro| n parent compound,
metabolite of irinotecan; 100-1000-fold more potent) antibody = iinotecan
X 2 : * Directed toward Trop-2,
+ Sacituzumab govitecan delivers SN-38 to tumour an epithelial antigen
. Aiva expressed on many
cells at a much higher level than irinotecan solid cancers
Rugo HS, et a. Future Medicine 2020;16(12):705-715. Available at- htips:(www.futuremedicine.comidoi/10.2217/§on-2020-0163: accessed April 2022. Reproduced under the ferms of an Atfribubon-NonCommercial- m

NoDerivatives 4.0 Unported License (available at: hitp://creativecommons. org/icanses/by-nc-nd4. (0 Accassed April 2022).




Phase 3 ASCENT Trial: Sacituzumab Govitecan vs TPC in mTNBC

Metastatic TNBC Sacituzumab Govitecan (SG) Endpoints
(per ASCO/CAP) 10 mg/kg IV »r
mary
22 chemotherapies for cays 188, ‘::fzra,;]z 1-day cycle wm"":ﬂ + PFst
advanced disease progression —»  Secondary
[no upper limit; 1 of the required " or » PFS for the full
prior regimens could be from Treatment of Physician’s w populationt
progression that occurred within Choice (TPC)* « 08, ORR,
a 12-month period after (n=262) DOR, TTR,
completion of (neo)adjuvant safety
therapy)]
N=529 Stratification factors Data cutoff: March 11, 2020
Number of prior chemotherapies (2-3 vs >3)
NCT02574455 + Geographic region (North America vs Europe)
* Presence/absence of known brain metastases (yes/no)
* TPC options: capecitabine, eribulin, gemcitabine, vinorelbine
12,6% 53,1% 14,5% 19,8%

Bardia A, et al. N EnglJ Med. 2021;384:1529-1541.



LOS PACIENTES DEL ESTUDIO ASCENT ERAN COMPARABLES
A LOS OBSERVADOS EN LA PRACTICA CLINICA HABITUAL

Caracteristicas de la poblacion general (n=529)2

Table 1. Baseline Characteristics and Previous Treatment of Patients without Brain Metastases ®

Sacituzumab:
Govitecan Chemetherapy
Characteristic {M=235) M =233)5
Sex — no. (%)

Female 233 [o) 233 {100}
Male 20 o
Median age [range} — yr 54 [29-82) 53 (27-81)

Race ar ethnic group — no. (%)}

White 184 {80} 141 {78}

Black 2 (12 2812

Aslan 5 j4) 5 48)

Other or not specified 16 g4} 1% {g)
ECOG performarce stats scone at sereening — no. [%)§

] 108 j46) 58 {42}

1 127 [54) 133 ()
Germiline BACAT or BRCAZ mutation status — ra. (%)

Megative 133 [57) 128 {4

Fusitive| 16 [7) 18 (8}
Triple-negative breast cancer at initial diagrasis — na. (%)

ez 165 (70} 157 {67}

Mo 0 (30} 78 (33
Median time from diagnosis of metastatic disease to enroliment (range) 158 [0-202.9) 15.2 (0-180.1)

—matt

Mzjar tumor locations — no. (%}

Lung 104 {46 57 {4z}

Liver 54 42 161 {3}

Aaillary lymph nodes 57 24 (31

Bone" w 35 (24)
Median no. of previows antkancer regimens (range) 99 1 [1-16} 1{1-12)
Frevicus chematherapy regimens — ne. (%)

Zard 188 |71 164 {70}

=3 5 20 €5 {30
Presvicuis chematherapy dnsgs — ne. (%)]]

Taanes 235 (100} 233 {100)

Anthracydines 151 (&1) 153 (B5)

Cyclophosphamide 152 {82 152 (2

Casboplatin 147 (63 160 (69)

Capecitabine 147 [63) 155 (6}
Presicus use of BARP imhibitars — no. (%) 17 (%) 18 (8}
Frevious use of P01 or PO-L1 inhibitors — no (%) &7 [29) 60 (26)

.

PARP denotes poly|ade
death ligand 1.

diphasphate ) paly

capecitabine (31}, and gemeitabne (29)
Race was reported by the patients.

-

D1 programmed death 1, and POLLL programmed

The chematharapy group included patients randomly assigned ta receive eribulin (126 patients). vinarel bine (47)

MEDIANA
DE EDAD RAZA
Blanca Negra
anos
(rango: 27-82) 79% 12%
ESTADO MUTACIONAL
R POSITIVO DE BRCA1/2
LOCALIZACION DE LAS METASTASIS: (N=339)
—
& =
I
Hepaticas Cerebrales —
— — —
— — —
— — —
— — 0
8%

S
N
X

—
N
=

BRCA: gen del cancer de mama; ECOG: Eastern Cooperative Oncology Group. .
1. CADTH. CADTH Reimbursement Review of Sacituzumab Govitecan (Trodelvy). Disponible en: https://www.canjhealthtechnol.ca/index.php/cjht/article/view/pc0254r/619. Ultimo acceso:
mayo 2023. 2. Ficha técnica de TRODELVY. Febrero 2023. Disponible en: https://ftgileadspain.com/filesRepositorio/57/FT_Trodelvy_publicidad.pdf.

ESTADIO
ECOG

MMl
AN -

B
o
X

57%

UNICO TRATAMIENTO
PREVIO EN EL
CONTEXTO
METASTASICO

-
%
i

MEDIANA DEL TIEMPO DESDE
EL DIAGNOSTICO DEL ESTADIO
4 HASTA INICIO DEL ESTUDIO

16,2
meses
(rango:-0,4 a 202,9 meses)

TERAPIA PREVIA
CON INHIBIDORES
DE PD-1/PD-L1

N
4
I


https://ftgileadspain.com/filesRepositorio/57/FT_Trodelvy_publicidad.pdf

Sacituzumab Govitecan (SG): PFS and OS

PFS

BICR Analysis

SG (n=235) | TPE (n=233)

No. of events

HR (95% Cl), P-value

166 150

0.41 (0.32-0.52), P<0.0001

" \h‘“\__‘-
a4 !
8 w-
] .
£
3 40
* " 55

oS

SG (n=235) |FPCIn=2s8)

No. of events

HR (95% CI), P-value

155 185

0.48 (0.38-0.59), P<0.0001

Sacituzumab approved for metastatic TNBC with at least one line of prior Tx

A. Bardia, NEJM 2021




ASCENT STUDY: SAFETY

Summary of treatment-related adverse events in the safety population

Sacituzumab-govitecan Chemotherapy

Any G G3 G4 Any G G3 G4
Neutropenia 63% 34% 17% 43% 20% 13%
Anemia 34% 8% 0 24% 5% 0
Leukopenia 16% 9% 1% 1% 4% 1%
Thrombocytopenia 5% 1% 1% 1% 1% 0
Febrile neutropenia 6% 5% 1% 2% 2% <1%
Diarrheoa 59% 10% 0 12% <1% 0
Nausea 57% 2% <1% 26% <1% 0
Vomiting 29% 1% <1% 10% <1% 0
Fatigue 45% 3% 0 30% 5% 0
Alopecia 46% 0 0 16% 0 0

Bardia &, af al N EnglJ Med 2021;384:1529-1541,
S



Sacituzumab Govitecan (SG): First-in-Class Trop-2-Directed ADC

ASCENT-03 (NCT05382299):! PD L1 negatlve )
N=540 B

First-line therapy Sacituzumab govitecan e
* PD-L1 neg TNBC

= TNBC Rxd with 10
in early stage

TPC: paclitaxel, nab-
paclitaxel, gem/carbo

ASCENT-04 (NCT05382286):! PD L1 posutlve )
N=570 i

SG + pembrolizumab

(SG: 10 mg/kg IV on days
1L mTNBC PD-L1+ 1 and 8 of 21-day cycles;

Pembro: 200 mg IV on day

* Previously untreated,
inoperable, locally advanced,
OR metastatic TNAC

* PD-L1+ (CPS =10, IHC 22C3
assay)

1 of 21-day cycles)

= PD-L1 and TNBC status TPC chemotherapy +
centrally confirmed pembrolizumab
* Prior anti-PD-(L)1 allowed in _ (Pembro dosed as above, TPC: gem 1000 mg/m?
the curative setting N=570 with carbo AUC 2 IV on days 1 and 8 of 21-day
= =6 months since treatment in (s25% de novo) cycr(:’s gR 7;::;":1 90l m%/;ns u\; on ::ays 'i 8,
a o “day cycles nab-pac 1taxel:
curative setting 100 mg/m* IV on days 1, 8, and 15 of

28-day cycles)



ESMO guidelines

Patients with mTNBC

I Search theragnostic markers I

vi.1 - May 2023

v v v
PD-L1+ gBRCAmM PD-L1-, gBRCAm-wild-type
[ Imminent organ failure ] [ No imminent organ failure ]

Atezolizumab—nab-paciitaxel [il,
A; MCBS 3] (a, b, e, ) or

Pembrolizumab—-ChT [1, A; MCBS
4] (3, c-f)

|

ChT-based therapy (platinum (g) PARP inhibitor-based therapy
preferred over taxane) [I, A] (preferred over ChT) [, A; MCBS
4; ESCAT I-A] (e, f)

|

Preferred:
anthracycline-taxane-based
combination Alternative:

taxane—bevacizumab or
capecitabine-bevacizumab

Sacituzumab govitecan
(preferred) I, A; MCBS 4] (c, €) or
chT

If HER2-low: Trantuzumab
deruxtecan [MCBS 4] (e)

ChT. eribulin, capecitabine or
vinorelbi




DESTINY-Breast04
An open-label, multicenter, phase 3 study (NCT03734029)*3

T-DXd Primary endpoint
5.4 mg/kg Q3W * PFS by BICR (HR+)
Patients2 (n=373)

Secondary endpointsd

* PFS by BICR (all patients)
* OS (HR+ and all patients)
* PFS (investigator)

* HER2-low (IHC 1+ vs IHC 2+/ISH-),
unresectable, and/or mBC treated
With|1-2 prior lines of chemotherapy |
in the metastatic setting

HR+ = 494
HR- = 63

+ |HR+ disease considered endocrine . TPC ,, * ORR (BICR and investigator)
Capecitabine, eribulin, . DOR (BICR)
refractorv gemcitabine, paclitaxel, nab-
paclitaxel® » Safety

Stratification factors (n=184) + Patient-reported outcomes (HR+)e
* Centrally assessed HER2 status® (IHC 1+ vs IHC

2+/ISH-) Exploratory analysis subgroups (all patients)
e 1versus 2 prior lines of chemotherapy * Prior CDK4/6i use (HR+ cohort; yes, no) * Number of prior lines of chemotherapy (1, 2)
* HR+ (with vs without prior treatment with « Disease burden (low = 0-2; high = 3+ sites) » Age (<65, 265 years)

CDK4/6i) versus HR-
* Rapid progression (disease progression <6 months of neo/adjuvant * Baseline CNS metastases (yes, no)

therapy)

¢ HER2 status (IHC 1+, IHC 2+/ISH-) * Prior anthracycline treatment (yes, no)

aIf patients had HR+ mBC, prior endocrine therapy was required. PPerformed on adequate archived or recent tumor biopsy per ASCO/CAP guidelines using the VENTANA HER2/neu (4B5) investigational use only [IUO] Assay system. cTPC
was administered according to the label. 9Efficacy in the HR- cohort was an exploratory endpoint. ¢The patient-reported outcomes analysis was conducted in the HR+ cohort (per the statistical analysis plan) since the primary
efficacy endpoint was evaluated in the HR+ cohort.

1. Modi S et al. N Engl J Med. 2022;387(1):9-20. 2. Harbeck N et al. Presented at: San Antonio Breast Cancer Symposium 2022; December 5-9, 2022; San Antonio, TX. Poster P1-11-0. 3. Prat A et al. Presented at: San Antonio Breast Cancer
Symposium 2022; December 5-9, 2022; San Antonio, TX. Poster HER2-18.

(U Daiichi-Sankyo  AstraZeneca



DESTINY-Breast04: January 11, 2022, DCO

Exploratory endpoints: PFS and OS in HR-

. . OS in hormone receptor-negative
PFS in hormone receptor-negative P 9

LE CROER ) TPC (n = 18) T-DXd (n = 40) TPC (n =18)
mPFS (95% Cl), mo 8.5 (4.3-11.7) 2.9 (1.4-5.1) mOS (95% Cl), mo 18.2 (13.6-NE) 8.3 (5.6-20.6)
Hazard ratio (35% Cl) 0.46 (0.24-0.89) Hazard ratio (95% Cl) 0.48 (0.24-0.95)

1001

[ay
o
S

80 1 80 1

O\O
2
5 S
g z
e e
[a o
5 S
. —
a .g T-DXd (n = 40)
>
g 40 S 401
T n |
] — — — — —— —
s © I
‘n 201 O 90 - L — —
_ = >
2 T-DXd (n = 40) 3 1|
(@)}
e TPC (n = 18) | TPC (n=18)
D- O L Ll Ll Ll Ll Ll Ll Ll Ll Ll Ll Ll Ll Ll Ll Ll Ll Ll Ll Ll Ll Ll Ll Ll Ll Ll Ll Ll Ll Ll O h T T T T T T T T T T T T T T T T T T T T T T T T 7' T T T T
012345678 910111213141516171819202122232425262728 012345678 910111213141516171819202122232425262728
No. at Risk Months No. at Risk MOﬂthS
T-DXd(n=40): 40 39 33 29 28 25 212019 1813 13111110 8 7 5 5 4 4 4 4 3 1 0 T-DXd (n=40): 40 39 38 37 36 34 34 32 31 3028 27 26 26 2323 1914 13 9 9 8 7 7 6 6 5 4 4
TPC(n=18): 181711 7 6 4 3 3 2 2 2 2 2 2 1 1 11 1 1 0 TPC(n=18): 18 17 16 14 14 14 131110 8 8 8 7 6 6 5 55 5 3 3 2 2 2 0

For efficacy in the hormone receptor negative cohort, hormone receptor status is based on data from the electronic data capture corrected for misstratification.
Modi S et al. N Engl J Med. 2022;387(1):9-20. Supplement.

(U Daiichi-Sankyo  AstraZeneca



DESTINY-Breast04: January 11, 2022, DCO

Confirmed ORR and best overall response
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100 4
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-20 -

g0 THCL+
THC 24/ISH-

-100 -

¢k
*Patients with HR- disease

Hormone receptor positive

Hormone receptor negative

1
|
60— 042
92.6% | 50.0%32 I Complete Response
50 | 36 | | Y Partial Response
|
o 40|
& |
=
c 30 |
5 2 16.3% I 475 16.7%
o 20 0.6
I 56
107 157 I
111
o |
T-DXd (n = 333) TPC (n = 166) | TRC (n=18)
Progressive disease, % 78 211 ! 125 333
Not evaluable, % 4.2 127 : 75 56
Clinical benefit rate,” % 72 343 ; 625 278
| 86 49

Duration of response, months

10.7 6.8

aHormone receptor status is based on data from the electronic data capture corrected for misstratification. PAnalyses of the HR+ cohort and all patients were secondary endpoints; analyses of the HR- cohort were exploratory endpoints. ‘The clinical benefit rate is defined as the

sum of complete response, partial response, and more than 6 months’ stable disease, based on blinded independent central review.

Modi S et al. N Engl J Med. 2022;387(1):9-20. Click here to view cORR from Modi S et al. Presented at American Society of Clinical Oncology (ASCO) 2022, June 2022, LBA3

AstraZeneca

(U Daiichi-Sankyo

ES-21822 (DICIEMBRE 2022)




Datopotamab Deruxtecan (Dato-DXd)

Dato-DXd is an ADC with 3 components?:2:

+ A humanized anti-TROP2 IgG1* monoclonal antibody attached to:
« Atopoisomerase | inhibitor payload, an exatecan derivative, via
« Atetrapeptide-based cleavable linker

Humanized anti-TROP2 o4
IgG1 mAb Deruxtecan=

I

| I
a w 9 w 0 H g
\$ " }HW"“H’Y"#&“E""”
® o {j
HyC
Cleavable tetrapeptide-based linker F

Topoisomerase | inhibitor payload
(Dxd)

Payload mechanism of action:
topoisomerase | inhibitor -1

High potency of payload 2

Optimized drug to antibody ratio =4 <1
Payload with short systemic half-life b-¢2
Stable linker-payload b2
Tumor-selective cleavable linker b2

Bystander antitumor effect 2.5

# Image is for illustrative purposes only; actual drug positions may vary. & The dinical relevance of these festures is under investigation. ¢ Based on animal data.

1. Okajima D, et al. AACR-NCI-EORTC 201%; [abstract C026]; 2. Makada T, et al. Chem Pharm Bull. 2019;67(3):173-185; 3. Daiichi Sankyo Co. Ltd. 05-1062. Daiichi Sankyo.com. Actessed October 6, 2020
hitps:fiwwwi.daiichisankyo.comimedia_investorsfinvestor_relations/ir_calendanfiles/005438/D5-1062%205eminar%205lides_EM_pdf; 4. Krop |, et al. SABCS

2019 [abstract G51-03]; 5. Ogitani ¥, et al. Carcer Sci. 2016;107(7F 10:38- 1046.




GBG

’ Dato-DXd: TROPION-PanTumor01 TNBC Cohort?

GROUP

+ Advanced/metastatic HR-/HER2-negative
breast cancer (TNBC)?

« Relapsed/progressed on standard treatment Median follow-up: 7.6 months (range, 4-13 months)

* Unselected for TROP2 expressiont

* Measurable disease (per RECIST
version 1.1)

Dose level
8 mgfkg
l' & mg/kg
* Prior sacituzumab govitecan
2 patients recelved 8 . _
prior o T Prior DXd-based ADC
selection of the &6- . All Patients
mg/kg dose for dose Patients, n (%) (n=44)
expansion
ORR 15(34)
Primary objectives include: CR/ER (confirmed) 14 (32)
« Safety, Tolerability CR/PR {pending confirmation)® 1 (2}
i . Non-CR/non-PD 3(7)
S d bject {[T:[-H
econdary objectives include Stable disease 17 (39)
+ Efficacy, Pharmacokinetics Not evaluable 2(5)
Disease control rate 34(77)
PD £(18)

Bardia A, et al. Presented at ESMO Breast 2021



TROPION-Breast01

NCT05104866

ey Eigibility Criteria Dato-DXd
Bmg/kg IV 03w Dual primary endpaints
*  HRpositive, HERZ-negative inoperable metastatic breast cancer N=350 PFS (BICR], 05
with disease progeession following 1 oe 2 nes of chematheragy
|& progressed an, or not suitable for, endocrine theragy] Secondary end
Secondary endpaints
+ Targeted agents (1., inhibitars of snTOR, PD-1/P0-L1, CDR4/E, PFS (inw), ORR, DaR,
PAAP} and endocrine theragies do not count as prior lines of 11 DCR, PRO, Safety,
chemotherapy Investigator's Choice | Tolerabilty, X, and
+  Mtleast 1 measurable lesion of Chemotherapy Imrmunogenicity
[Eribulin, Vinorelbine,
* FFEi e Capeitabine or Explaratory endpoints
*  Aderuate pegan function Gemitabing) TROPZ HC
N=350
Stratification factors:
+ 1. 2 previous lines of thematheragy in the Sl AR
inoperablemetastatic setting To strargly contrul the mikywisz type | eor rete at the 5.0% level {2-sided], an
. | alpa lewel of L% wil be abated w the PFS dual pri E and the
+ Geogrphic bocation {US/Canada/fEL vs rest of world] m:“mm.mtmﬂmh;emmema;:: s
+ Previous CDX 4% inhibitor use

Respone sesirneni: Scan DEW for 48 wests, then D3W entil RECSTL disesse progression |2 pssessed by i, regarchess of mady ion or siartal
anlicantes thergy. Folowing drese progressisn, 1 addionsl falow-up scan should be performed os perImaging schedels

» 2939 ing therapy for HR+/HER2- mBC
+ Completed accrual

TROPION-Breast02

NCT05374512

Dual primary endpaint:
PFS (BICR] and 05

Stratification factors:

Key eligibility criteria:

Geographic location

ent inoperable or DFI {de novo 3700
ic TNBC s DFI >12 month) Secondary endpoints:
PES i £
@ No prior ch 5 {in
eted 5y
t Dato-DXd
L1 inhibitor therapy 11

@ Measurable diszase a5 defined
by RECISTv1.1

® ECOGPSOorl P

Investigator’s choice of

0 Adequate hematologic and
end-ongan function

chematherapy

+ 1stline therapy for TNBC
* PD-L1 negative



Patritumab Deruxtecan(U3-1402): a HER3-directed ADC

has been observed in several studies:

Pancreatic
Breast 43,18
Colorectal 17,70, 21

Gastric 59, 34
Melanoma 65
Ovary 53
Headandneck 9
Cervix 56

High HER3 expression measured by immunohistochemistry

Structure of HER3-DXd (Antibody-Drug Conjugate)

Muman anti MER)
IgG1 mAb'

;Q ° [¢(\/vy WA YK/YV

-humanized anti-HER3 mAB
-topoisomerase 1 inhibitor, exatecan derivative
-tetrapeptide-based cleavable linker

Adapted from Ocafia et al., INCI: 2013;105:266-273

Krop et al, ASCO 2022




Clinical activity of her3-DXc across BC subtypes |

HR+/HER2- TNBC HER2+
Outcomes (BICR per RECIST 1.1) (n=113) (n=53) (n=14)
HER3-High and -Low HER3-High HER3-High
) 30.1 226 429
. B % (95% CI*)
Confirmed ORR, % (95% CI%) (21 8-39 4) (12 3.36 2) (17.7-71.1)
Best overall response, %
PR 30.1 226 429
SD 504 56.6 50.0
PD 115 17.0 71
NE 8.0 3.8 0.0
r.2 59 83
(95% ClI) i ;
SIS, SERIY (P i) o (5.3-NE) (3.0-8.4) (2.8-26.4)
3 74 2.5 10
. an (05%
PFS, median (95% Cl), mo (4.7-8.4) (3.9.6.8) (4.4-16.4)
535 38.2 516
- s O QK0 O
6-month PFS rate, % (95% CI) (43 4-62 6) (24 2-52 0) (22 1-74 8)
146 146 195
3 2 Q5% C
0S8, median (95% Cl), mo (11 3-19.5) (11.2-17.2) (12 2-NE)
HER3-DXd demonstrated durable antitumor activity across BC subtypes
* Confirmed ORR for all patients (N=182), 28.6% (95% Cl, 22 1%-35.7%). median DOR, 7.0 mo (95% CI, 5.5-8.5 months)
! mpiete response. DOR a f response. NE. not evaluable. ORR. oblective response rate O oversll survival. PFS progression-free survival. PR partal response. SD. stable disease
& Sean
- 2 . Response Summary Irrespective of
ORR and CBR were not higher for patients with HER3 Membrane Expression
HERS3 expression 275% compared with patients with
HER3 expression 25% to 74%. HR+ TNBC
(N=29) (N=19)
ORR, n (%) 12 (41.4) 4(21.1) . 5
95% CI 23.5.61.1) | (6.1,45.6 Krop et al, ASCO 2022

ata cutoft

2 ASCO

Erika P. Hamilton, MD




Will Need to Understand Sequencing of ADCs
ADC, ADC,

%

ADCY

T-DXd e
ADC X e

Need comparison and sequencing studies
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[ BAcKarOouwo ]
* Antibody-drug conjugates (ADCi)nlou
Y octnd
improving efficacy and ummy comparod ho
standard chemotherapy.
* The recent approvals of saciuzumab govitecan
(SG) for HR+/HER2- and triple
metastatic broast cancer (MBC) and trastuzumaby
deruxtecan (T-DXd) for HER2-low MBC make

many patients candidates for more than one
ADC

* Optimal seq gis @ven p

for crom based on or

y target
payload (Coates et al., cuubuoov 2021)
* This study evaluated the efficacy and safety of
patients with HER2-negative MBC who received
ADC after ADC

Al patients were treated with 2+ ADCs for MBC at
a single academic institution (HR+/MER2-, TNBC)
HER2+ (amplified) MBC was not included. T-DM1
was not counted as an ADC

+ “Cross-resistance” was defined as progressive
disease atbefore first restaging on second ADC.

+ PFS estimation was done using the Kaplan-Meler
estimator
* Pairwise comparnsons were performed using &
Wilcoxon Rank Sum test
+ Significance was declared as a type | error less
than 0.05.
Same antivody
Sarpet
—
Change in payload
Crange n
aniody teget
—_—
Same payloat

Sequential Use of Antibody-Drug Conjugate after Antibody-Drug Conjugate for
Patients with Metastatic Breast Cancer: ADC after ADC (A3) study

" Laura M. Spring’, Geoftrey FelF, Phoebe K Ryan', Neslrma Vidula®, Seth Wander',
Arele J Mediord', Ekzaboth Abraham’, Sioven J sakof’, Beverly Moy', Ledf W. Elisen’, Adtya Barda’
‘Massachusetts General Hosptal Cancer Certer. Harvard Medical School. Boston, MA. “Dana Farber Cancer insttute wwwmm

Jonrler Shin'

HARVARD
Mepicat ScHool

Table 1: Demographics

MBC patents reated with ADCs "
Mgl ADCy s
Broast cancer subtype
HRe/MER2- 15 (42.9%)
TNBC 20(57.1%)
HERZ-Jow 24 (68.6%)
Modan sge &t second ADC 50 yeary
Modian prior ines of restment
HRHER2- 7
™OC b)
Aoy teget of ADCY
HER2 0 @2.%)
Trop2 26 (743N
Onner 129%)
Antibody taeget of ADC2
HERZ M (40 0%)
Trop2 19 (543%)
Othar 257w
Payload of ADC1
Topomomerase-1 nhitstor 35 (100%)
Microtubule hdstor 0
Other [
Payoad of ADCZ
Toponomensse-1 wihistor 31 (88.0%)
Mcrotutade rhestor 2057
Other 28%)
et Feut
DN g
saasie
ras waalovs
o2
Orrama e

EBEREE

Cross-Resistance with ADC1 vs. ADC2

a2
Sevw A Mget  Duww AL lege.  Owge b A8 O v A
e paytend g b peyiond e s —p g
B o

PFS with ADC1 vs. ADC2

PFS with ADC1 vs. ADC2, by Subtype
HRMER2- (N*15) TNBC (N+20)

— 0§ — W Y - OC 1 L] m——

ADCY i
- W Y AL | — - M S5 AL ) —
ADC2 :
f B |
- . -t v '
PFS with T-DXd after SG (and vice-versa), by Subtype
L S0 == TOX4 (N1T) T-OXdwme §G (N#17)
i W L —
e A Snmn 4 + § Srame

~s

. Opundmmgd%nmmdmmodmlmmngm

PO as more are app d for a wider population
» 2 s « A subset of px had cross- atfirst ging. Others had
-;'." durable resp: Aaty if a diff & i antigon
was targeted
» Further s 1o validate these findings and determine

mechanisms of resistance 1o guide optimal ADC sequencing

T i 3 e r— ey 4 Pe A — i b A S L U3 s . v S S




PARP inhibitors

OLYMPIAD

EMBRACA

PARP inhibitors

in aTNBC

Pts with HER2-negative MBC with deleterious
or suspected deleterious gBRCA mutation;
previous anthracycline and taxane, < 2
previous lines of CT* for metastatic disease; if
HR+, not suitable for ET or progressed on = 1
ET, no PD from prior platinum 212 m since
(nec)adj (N = 302)

Pts with HER2-negative LABC or MBC with
deleterious or suspected deleterious gBRCA
mutation; previous anthracycline and taxane, <
3 previous lines of CT* for metastatic disease
stratified by previous lines of CT*

o1 1

21 100
Olaparib 300 mg PO BID %0

/ (n = 205)
80
70
\ CT' on 28-d cycles £60
=97) g 50
40
30
21 20

T e

CT = Chemotherapy of physician's choice (Gemcitabine or Vinorelbine or Eribulin or Capecitabine) **no gemcitabine in

OlympiAD**

Robson et al NEJM 2017; Robson et al Ann Oncol 2019; Robson et al EJC 2019; Robson et al SABCS 20

OlympiAD (Olaparib)

Embraca (Talazoparib)

*
Median PFS 7.0 vs 4.2 months § Median PFS 8.6 vs 5.6 months
L (HR 0.58; p = 0.0009) g 2' (HR 0.54; p < 0.0001)
1 \
\ e
3 o
E
: 104 e iy, TS
01 _—'
4 6 8 10 12 14 16 18 20 22 24 26 28 0 3 ¢ 2 5 B A N T P B B B R
Respo e rate U D13 pra e .
PARPI 60% 62.6%
Chemo 29% 27.2%

Robson M, et al. ASCO 2017, Litton J, et al. SABCS 2017



Efficacy of PARP inhibitors in patients with somatic BRCA1/2 alterations or PALB2 mutations

f

u PALB2
BRCA1

Somatic Best Overall Response

m BRCAZ

m ATM
» Other

m.n,m
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Tung, J Clin Oncol, 2020



DORA maintenance trial design

* Inoperable locally
TNBC?

clinical benefit after
1st- or 2nd-line
platinum-based
therapy®

« No prior PARPi or

metastasis

advanced or metastatic

« Investigator-assessed

anti-PD-(L)1 therapy
* No known active CNS /

Mandatory blood
and tissue banking
(archival or fresh

biopsy)

R
A
N
D Oral olaparib 300 mg bid
o
M
: Oral olaparib 300 mg bid
_‘: IV durvalumab 1500 mg q4w
1
: 1
N
Stratification factors:
* Line of
chemotherapy
+ Study site

Treatment
continued until
disease
progression,
unacceptable

toxicity, or consent

withdrawal

it

Optional
progression
biopsy tissue

banking

Sammans et al. SABCS 2022

0S probabilty

03
02

01

0.0-

EC-DORA: QOverall survival

08 probabiity
104

Olaparib 00
alone

0+D combination
therapy

21.7 02 18.3
(95% CI7.7-NE) o1 (95% Cl 8.2-NE)
™ T v — ™ ™ 1 0.0. - ; - - T + T o — ™ v
0 2 4 6 B W 12 M 18 1B N 2 M B 2 0 2 4 6 8B 10 12 M 6 18 N0 2 M X B
Time from randomization (months) Time from randomization {manths)

No,at sk
12 0 [ 5 I 0 Odomraon?2 2 2 B 58 0

Sammons et al. SABCS 2022



Mutations in the regulatory subunit of PI3K (PIK3R1)

g 1500 HR+HERZ- HER2* TNBC UN
E '.‘”ﬂ (n = 381) in=30) n=182) in=24
's Eﬂ]
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fi
AKT inhibitors in patients with TNBC

Trial (NCT Phase Disease Breast Line of Patients  Treatment Results in patients Refs
identifier) setting cancer therapy with with TNBC
subtype TNBC (n)
AKT inhibitors
PAKT I Metastatic  TNBC First 140 Paclitaxel plus either PFSin ITT: HR 0.74,95% Cl o
(NCTOZ423603) capivasertib or placebo  0.50-1.08 (one-sided P=0.06);
PFSin patients with PIK3CA/
AKT1/PTEN alterations:

HR0.30,95% Cl0.11-0.79
(P=0.01); mPFSin ITT: 5.9 mo
vs 4.2 mo; mPFSin patients
with PIK3CA/AKT1/PTEN
alterations: 9.2 mo vs 3.7 mo

LOTUS n Metastatic  TNBC First 166 Paclitaxel plu!.ti‘lher PFSin ITT: HR 0,60, 95% CI w
(NCTD2162719) ipatasertib or placebo  0.37-0.98 (P=0.04); PFS

in patients with PTEN==

tumours: HR0.59, 95% O

0.26-1.32 (P=0.18} mPFSin

ITT: 6.2 mo vs 4.9 mo: mPFS

in patients with PTEN=
tumours: 6.2 mo vs 3.7 mo
IPATunity130 i Metastatic  TNBC (with  First 255 Paclitaxel pluseither PF5:HR 102, 95% C10.71-145 -
(NCT03337724) PIK3CA/ ipatasertib or placebo (P=0.92); mPF5: 7.4 mows &1
AKT1/PTEN moORR: 39% vs 35%
alterations)
FAIRLANE (] Early stage THBC MNeoadjuwant 151 Paclitaxel plus either pCR ratein ITT: 17% vs 13%; o
(NCT0Z301988) 11 ipatasertib or placebo pCR rate in patients with

PTEN"* tumours: 16%vs
13%; pCR rate in patients
with PIK3CA/AKT1/PTEN
alterations: 18%vs 12%

No validation of the efficacy in phase Ill trial so far
Bianchini, NRCO



éTenemos un estandar mas alla de la primera linea en cancer de

mama metastasico TN?
i |

* Sacituzumab Govitecan es el farmaco que ha demostrado una evidencia mas robusta con
beneficio en PFS y OS en pacientes pretratadas con CMM TN (ASCENT).

 T-DXd ha demostrado actividad en pacientes HER2 low con RH negativos (DestinyB-04).

e Otros ADCs (anti-TROP2, antiHER3) presentan una actividad prometedora:
— Datopotamab-deruxtecan (TROPION).
—  Patritumab-deruxtecan.

* Necesidad de estudiar las secuencias.

* Alt en PIK3CA/AKT muy frecuentes en TNBC — Estudios Flll con inh AKT: negativos
(capivasertib, ipatasertib).

* iPARP: actividad en mutaciones somaticas BRCA 1/2 y gPALB?2.
* Quimioterapia: Platinos, Eribulina, +Bevacizumab.....



Muchas graciay " -

sdelacrs@navarra.es
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