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Farmacos y estrategias, promesas y oportunidades

= De-escalating strategies First line Long term responders

= New HER2 TKIs Pyrotinib, ZN-1041

= Bi-specific agents Zanidatamab

=  AKT/PI3K pathways inavolisib

= ESR1/CDK4/6i (ER+) giredestrant, palbociclib

=" |Immuno-checkpoint inhibitors pembrolizumab, atezolizumab
=  AntiHER3 strategies lumretuzumab, patritumab
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T-DXd — DB09 Primera linea HER2[+]

T-DXd with pertuzumab-matching
placebo

" HERZ*m  Fg altamente probable que T-DXd demuestre

cancer
- Noprior¢ un beneficio en SLP con una senal de SG que

targeted t 5 . . - s
advanced conlleve |la aprobacion de la indicacion
disease A\ J

Standard of care (taxane
[docetaxel or paclitaxel],
trastuzumab and pertuzumab)

Status: Recruiting
Primary Completion Date: December 2024
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Primera linea — Estudio PERUSE

2 o" ”
NMedian (range) Modian Grange) Fendmeno de “largas respondedoras
Treatment exposure duration, months No. of cycles Un 32% de pacientes permanecen
Taxane (n=1428)" 4.2 (0.0-65.6) 6 (1-94) . .

Docetaxel (1=790) 2.8 (0.0-65.1) 5 (1-90) libres de enfermedad a partir de los 3-

Paclitaxel (n=613) 4.2 (0.0-65.6) 6 (1-94) 4 anos de tratamiento y sin eventos

Nab-paclitaxel (n=73) 3.9 (0.0-17.3) 6 (1-25)
PFS probability . . g
T Estas pacientes siguen con tratamiento
0.9- en ausencia de toxicidad inaceptable
0.8
0.7 !
0.64 1.- Si con T-DXd aumentamos esta
054 :I lllllllllllllllllllllllllllllllllllllllllll.‘ tasa’ éCUéI sera' Ia calidad de vidaa
0.4+ . . dos afios 0 mas con esta estrategia?
0.3 = -
0.2 : .

* o ’
0.1_ AN EEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEER® z._tpodrlanalgunasdeestas
0.0 — T T T T T T T T T T T T T 1 pacientes aspirar a la curacion?
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Time (months) é¢Podemos plantear parar tto?

MNo.atrisk 1438

1178 824 648 527 433 360 305 268 241 217 155 04 L3 4

o Miles D et al. ESMO 2020
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T-DXd — DEMETHER: Optimizacidon en Primera linea HER2[+]

> MEDSI

165 patients HER2[+] MBC
|
; ) |
—_— < Induction therapy > < Maintenance therapy > < Post-treatment FU >l
T-DXd PHESGO EoT* Physician's
ira#
4 - 8 cycles? FDCSC* choice
Im 1w THL In :
5 . - - - -
Y
o0 e I i
= Baseline C2D1 C1D1 c2p1 #PD, death, 3 years after T-DXd EoS®
Q induction, otheranti-cancer
8 treatment or discontinuation
A
Treatment regimen:
* T-DXd: 5.4 mg/kg; IV, Q3W - 6 cycles.
#T-DXd is allowed upon progression on PHESGO.
« PHESGOFDCSC: 1200 mg pertuzumab, 600mg trastuzumab (LD) - 600 mg pertuzumab, 600 mg trastuzumab; Q3W.
*Additional HT will be administered in the maintenance phase to patients with confirmed HR[+] status.
S

SAll patients will be followed up until 36 months + 28 days (t 7 days) after T-DXd initiation of LPI, unless premature study termination.

EoS: end of study; EoT: end of treatment; ET: endocrine therapy; FDC: fixed dose combination; FU: follow up; HER2: Human Epidemal Growth Factor Receptor 2; HR[+]: homone receptor-positive; HT: harmone therapy; IVt intravenously; LD: loading dose; LPI
last patient in; MBC: metastatic breast cancer; PD: progressive disease; Q3W: every 3 weeks: SC: subcutaneously: T-DXd: trastuzumab deruxtecan
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First Line HER2 — Long Responders: PHENIX y PRE-PHENIX

> PRE-PHENIX: Determine the prevalence of MRD positive/negative status on Guardant-imphinity)
Minimal Residual Disease test from 43 HER2-positive MBC patients on long HP duration (>4 years).

Correlate MRD status with clinic-pathological characteristics.
» Patients collected from 7 Spanish Centers

» Patients Criteria:
v" Informed consent for biobank plasma and tumor donation

v Metastatic (Stage IV required) BC with confirmed HER2-phenotype
v/ On 1L trastuzumab + pertuzumab (+/- ET) with a minimum of 72 doses (48 months)

v TC or PET/TC showing no evidence of progression over the last 6 months
» Determinations: 2 plasma samples will be collected in two different cycles (in between 9 weeks)
* Blood analysis including Ca 15.3, CEA and CTCs determination
* Plasma sample for Guardant-Infinity
*  Plasma sample for biobanking
» Study open in November 2023




First Line HER2 — Long Responders: PHENIX y PRE-PHENIX

HER2[+] MBC

4

Inclusion criteria

*HR-Known, HER2[+] MBC

*ECOR0-1

*On maintenance first line
Trastuzumab — pertuzumab (+/-
Endocrine therapy) for >72
cycles (4 years)

*No evidence of progression by
PET-Scan or Ct-Scan (last
month)

*LVEF >55%

*Tumor sample for biobank

*Plasma sample for GUARDANT
Test + Biobank

*Informed consent

N

5

HITOS ,

ONCOLOGICOS: pe™"

GUARDANT INEINITY TEST
L
r i I | I |
BASAL 3mo 6 mo 12 mo 18 mo 24 mo
1 1 1 1 1
[ No treatment*

GUARDANT
INFINITY

ctDNA

DETECTED

N=XX ?

I CT/PET : CT/PET

HP REINTRODUCED (PHESGO)**

HP MANTAINED** -

dn-mo|jo4 syluow gg

* ER[+] will maintain Endocrine therapy accordingly with investigators criteria
** ER[+] should also maintain or reintroduce endocrine therapy

Patients on arm A require a radiological —
clinical — histological evidence of disease by
standard methods to be considered as a PFS
event (independent of ctDNA result or
Phesgo reintroduction)

Primary Clinical Objective
* Arm A-—24 mo. PFSrate
Co-Primary biological objective:

* Arm A —ctDNA not-detected r

ate at 24 mo. test

Secondary Objectives

* Arm A —24 mo. ctDNA-not detected and HP free PFS rate.
* 24 months PFSrate for groups Avs. B
* 24 mo. Qol test for arm A vs. B
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New HER2 — TKis: ZN-1041
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Efflux transporter

Compound AUC,, /AUC,, substrate (P-gp/BCRP)
ZN-1041: HER2 — TKI Tucatinib 0.004 Yes
. . Lapatinib 0.01 Yes
» Different PK and PD to other TKis
ff Neratinib 0.013 Yes
» High CNS penetrance Pyrotinib 0.024 Yes
» Potent single activity and synergism in Epertinib 0.08 Yes
. . ZN-1041 0.47-0.77 N
preC/Inlcal mOdeIS AUC, area under the curve; BCRP, breast cancer resistance protein; P-gp. P-glycoprotein; TKI, tyrosine kinase inhibitor_ 0
250007 300
‘g; 20 000 - Vehicle, po bid*21 ; - Vehicle, po bid*21
‘w 150001 -+ Capecitabine, 400 mg/kg, .
§ po qd=21 1p Tucatinib 50 mg/kg,
% 100007 . 2 po bid*21
] Capecitabine + trastuzumab, _g
£ o001 = * 400 + 15 mg/kg, po + IV, s ZN-1041 50 mg/kg,
5 : & qd*21 + qw"3 ¥ 1000 po bid*21
g 3000 Capecitabine + trastuzumab + -
8 20004 + ZN-1041,400 + 15+ 15mgkg, & - ZN-1041 75 mgikg,
= 1000 po + IV + po, qd*21 + qw*3 + = po bid*21
0 bid*21
0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21
Time after grouping (days) Time after grouping (days)

bid, twice per day, [V, intravenous; po, by mouth. od, every day; ow, every week




New HER2 — TKls: ZN-1041 a0 pon
./**-/‘\\

R

19 pacientes con HER2[+] M1-BM
- RO cerebral: 78,9%

Unbound concentration (nM)

- DCR 100% i Cellutar 1Cay
- 3 RC en SNC (2 confirmadas) 1
- Niveles en plasma y LCR similares o ’ oy *
Overall tumor size changed from baseline CNS tumor size changed from baseline
0 N 0
-10 D -10
: HHMHHHHHHHHHH P HHHH
: JILI o il
c —40 —40
P i : i
2 &0 RN 60 ~HEg
—70 l —70 = B
—al I I I I —al L
90 -90
=100 =100

BCEM, brain cancer braim malastasis; CHE, centml nervous sysient THL fyosne Knase inhisior,
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New HER2 — Biespecifics: zanidatamab

Zanidatamab’s Unique Binding Geometry Promotes:

* Biparatopic — targets two distinct HER2 epitopes and results in HER2 binding
across a range of expression levels (low to high)

« HER2- r cross-linking, cl ring, internalization, an wnregulation
HER2 protein receptor cross-linking, clustering, internalization, and downregulatio

* Enhanced receptor clustering on cell surface (cluster internalization, receptor
downregulation)
- ECD2 |

* |nhibition of cellular proliferation
Fc-mediated cytotoxicity: ADCC, ADCP, CDC

“"ﬁ ..:‘ ---3ECDA4 .' Dual HER2-Binding of Zanidatamab Drives Unique MOA
\ .

zanidatamab

The geometry of zanidatamab prevents

it from binding to the same HERZ2
molecule
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New ADCs

Ladiratuzumab vedotin LIV1 MMAE Monotx Ph 1, NCT01969643

(SGN-LIV1a) SGN-LIV1a+atezo Ph1/2, NCT03424005
SGN-LIV1a+pembro Ph1/2, NCT03310957

Enfortumab vedotin Nectin-4 MMAE Monotx Ph 2, NCT04225117

CX2009 CD166 DM4 Monotx and combination Ph 2, NCT04596150

Patritumab deruxtecan HER3 DXd Monotx Ph1/2, NCT02980341

(U3-1402)

BA3021-001 (CAB-ROR2 ROR2 Undisclosed Monotx Ph 1/2, NCT03504488

ADC) Monotx and PD-L1 inhibitor

Zilovertamab vedotin ROR1 MMAE Monotx Ph 2, NCT04504916

(VLS-101/MK-2140)

DS-7300 B7-H3 DXd Monotx Phase 1, NCT04145622

AZD8205 B7-H4 Topli Monotx Phase 1, NCT05123482

XMT-1660 Microtubule inhibitor Phase 1, NCT05377996
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The future of ADCs
Future
Perspectives
First generation Next-generation 1) Bispecific M T
ADCs ADCs e |
ADCs
2) Dual-payl
e.g. T-DM1 - Ttherapeutic index —— A)DCl;a bayioad
- hystander effect; * *
- Ttissue agnostic profile. * &
#:* *i 3) ADCs with
immune-
-New linker technologies (T DAR); e.g. T-DXd stimulating B
-improved conjugation chemistry; e payloads >
-membrane-permeable payloads
(e.g. TLR8 agonist)
4) Radionuclide
ADCs

Tarantino et al. Ca Cancer J Clin 2022;72:165-82.
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Nuevas dianas y estrategias, el reto de los ADCs

CMTN

= Consolidando estrategias ADCs - ICls

= Nuevas dianas gpNMB, FGFR2, CDK2, WeeO1
= Viejos conocidos Papel de Bevacizumab

= SERMs — SERDs El reto de la primera linea

= Nuevos CDK4i, PI3Ki, AKTi

DIANAS COMUNES
= HER2 Low — TROP2 Hay limite a los ADCs (?)
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ATRACTIB Phase Il trial:
Atezolizumab — Bevacizumab and paclitaxel in the first line TNBC

m Treatment period (28-day cycle) Post-treatment follow-up period

Day -28

KEY ELIGIBILITY CRITERIA

* Male/female =18 years.

* Unresectable locally advanced
or metastatic TNBC regardless
of PD-L1 status.

+  DFI 212 months if
(neo)adjuvant taxane-hased
chemotherapy and/or
immunotherapy and/or anti-
angiogenic agent.

« Evidence of measurable
disease as per RECIST v.1.1 or
non-measurable disease.

*Did n

#Centrally assessed using SP142 (ICs) and 22C3 (CPS) antibodies.
ATZ, atezolizumab; BVZ, bevacizumab; CBR, clinical benefit rate; CPS, combined positive score; DFI, disease-free interval; DoR, duration of response; ICs, tumor-infiltrating immune
cells; IHC, immunohistochemistry; IV, Intravenous therapy; ORR, overall response rate; OS, overall survival; PD, progressive disease; PD-L1, programmed cell death-ligand 1; PFS,
progression-free survival; PTX, paclitaxel; RECIST, Response Evaluation Criteria in Solid Tumors, TNBC, triple-negative breast cancer; TTR, time to response.

Day -1

Day 1

Atezolizumab
840 mg IV on Day 1 and Day 15
+
N=100 Paclitaxel
— 90 mg/m? IV on Days 1, 8, and 15
+
Bevacizumab
10 mg/kg IV on Day 1 and Day 15

Day 28

EoT

L —

Until PD, unacceptable toxicity,

death, or withdrawal

EoS

Primary Endpoint
Investigator-assessed PFS

Secondary Endpoints
Investigator-assessed ORR, CBR,
TTR, DoR, best percentage of
change in target tumor lesions, OS,
and safety.

Exploratory Endpoints
Investigator-assessed PFS and
ORR as per immune-related
RECIST; analysis of
predictive/prognostic biomarkers and
sensitivity/resistance mechanisms

Maria Gion, RyC Hospital

SAIEES

DECEMBER 5-9, 2023 | @SABCSSanAntonio

SAN ANTONIO
BREAST
CANCER
SYMPOSIUM
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WIN-B study: Phase | - Il:
Debio0123 (Wee-1i) + Sacituzumab-Govitecan in HER2[-] MBC

/KEY INCLUSION CRITERIA: \ Stage | Stage Il
* Age 218 years old (" PRIMARY ENDPOINTS: )
+ Locally advanced/metastatic TNBC or ) )
ER+/HER2- breast cancer * 6-mo PFSrate in all patients
+ TNBC: Prior exposure to taxane-based SACI-GOV + SECONDARY ENDPOINTS
therapy in the metastatic setting — Debio-0123 IN EACH COHORT:

+ ER+/HER2- : Refractory to or relapsed

I
after at least 2, and no more than 4, I | 1 + PFSin mTNBC patients
prior systemic chemotherapy regimens N=12 N Cohort 1 I 1 1 . PF_S in.mERHHERZ_ patients
for MBC including: = | 1 | EoS + Objective Response Rate (ORR)
- At least 1 prior anti-cancer hormonal SACI-GOV r » - Overall Survival (OS)
treatment + E > | : : » Safety and Toxicity
. ) 1
- At least 1 CDK4/6i in the metastatic - = .
= 1 TRANSLATIONAL ENDPOINTS:
oy Debio-0123 I | :
* No previous treatment with a TROP2- - TBD
directed ADC in any setting 1 SACI-GOV + . J
+ Brain Metastases will be allowed if Debio-0123
gtable in_the 4 weeks previous entry | ﬂreatments:
into the trial B i | | | Sacituzumab govitecan: 10 mg/kg IV on days
+ ECOG PS0-1 Go to Stage Il if Cohort 2 1 1 | 1 and 8 of each 21-day cycle
- Ability to provide a fresh tumor biopsy 512 pts alive without 1 1 | (DB A pEF D D EHIEnle
or an FFPE from last tumar progression PD at 6 months | | | End of Study:
+ Wilingness and ability to provide liquid + PD, death, toxicity or other reasons for
\ biopsy at the established time points / BASELINE c2D1 EoS discontinuation
] [} ] o
Abbreviations: EoS: end of study, FFPE: Formalin-Fixed \’/ ] — ] - \'/ ] - Samples Collected:
Paraffin-Embedded; IV: intravenously; PD: Progressive disease; Lt Lt Lt

L)
- § s
PFS: progression-free-survival, PS: performance status; TBD: \\/ Tissue (FFPE) ] Blood Stoal

to be confirmed; TNBC: friple-negative breast cancer.

f? MEDSIR [(J GILEAD ‘ DebiopharmGrou 350ty Robinson. U. Bristol, UK

WE DEVELOP FOR PATIENTS
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Mechanisms of action of new anti-estrogen therapies

Als
Androgens l Estrogens

O

SERMs SERDs PROTACs CERANs SERCAs

Aromatase

Cytoplasm l j
B <
} I
bk
MNucleus J J
Co#A CaR CoR CoR
m |72\ ERE

it m—

Gene Transcription Patel R. npj Breast Cancer (2023)
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New Anti-estrogens — First Line Studies

SERENA-4 persevERA
N=1342 N=978
+ ER+/HER2- LA/ABC o PES » ER+/HER2- LA/ABC o PFS
* No prior systemic tx  No prior systemic tx
for ABC Anastrozole 1mg

for ABC Letrozole2.5mg

Palbociclib 125mg Palbociclib 125mg
Camizestrant-matched PLA Giradestrant-matched PLA
NCT04711252 NCT04546009
N=1180
N =1066
- ER+HER2- LAJABC Prs  ~ ERYHER2-LAABC 0 PFS
« No orior svstemic tx  No prior systemic tx
e ) Letrozole 2.5mg for ABC Letrozole 2.5mg
for ABC Palboci dib‘i Palbociclib 125mg
A trant m25mg| IPLA Amcenestrant-matched PLA

NCT04478266 NCT04478266
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SERENA-6: Camizestrant “First Line” Molecular progression

ESR1m Detection Phase STEP 1 (N=2000)

First Screening ESR1m Surveillance
Period Period *

SOC Tumor assessment

v

*  Pre-and postmenopausal
women and men with
HR+/HER2- locally

advanced (inoperable) or
MBC +

(Every 2 to 3 cycles per SOC)

*  Treatment duration with
CDK4/6i+Al+lHRHaz 6
months with no evidence
of disease progression

ctDNA test for ESR1m

\4 v

Evaluable disease per
RECIST 1.1

No evidence of disease

progression by investigator

assessment

ARM A:

AZD9833 +CDK4/6i (PAL or
ABE) + Placebo for Al (LET
or ANA)

Negative Positive for
for ESR1m ESR1m

ARM B:

Al(LET or ANA) +CDK4/6i
(PAL or ABE) + Placebo for
AZDO833

Study Treatment Period

Disease and
survival follow-

Randomized Treatment Phase STEP 2 (N=300)

Second Screening Period

up




ER[+] MBC

Key inclusion criteria:

. ER[+]/HER2[-] MBC
2. No prior therapy for
advanced disease
. Postmenopausal or
premenopausal*

. Endocrine sensitive

criteria: -
= Rolapse »12 mo. from N =486 Randomization (1:1)

| T
Updated Overall Survival

g __PFS | .

T SABCS 2023 - oral presentation ]

Median follow-up of 32 months

-

Treatment
until
progressive

w

IS

disease per
investigator

or

Intolerable

80 80 -
oy
§ 70 70
2 =
E 60 -] = 0|
@ £
3 sof S 50
© = -
5 40 -Letrozole + Palbociclib:  mPFS, 32.8 months T 40 %ofOSevents 3-year OSrate
@ . o
g o . 3 - Letrozole + Palbociclib: 21% 77.1%
E 30 - Fulvestrant + Palbociclib: mPFS, 27.9 menths 309 _Fulvestrant + Palbociclib: 21% 79.4%
20 20 Hazardratio, 1 (95%Cl, 0.68 —1.48), Two-sided p=0.986
Hazard ratio, 1.13 {95%Cl, 0.89 — 1.45} [0.89 < Non-Inferiority Margin {1.21) < 1.45]* -1 b P
10 10
*The Non-Inferiority Margin is included in the Cl, result is inconclusive regarding the non-inferiority hypothesis
o] ©]
o 3 6 a 12 15 18 21 24 27 30 a3 36 39 a2 a5 48 51 54 o 3 6 -] 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Time (Months)
N Time (Months) Number at risk
Number at risk Palbociclib-Fulvestrant
Palbociclib-Fulvestrant 243 235 232 232 216 209 198 193 182 167 141 114 96 71 44 24 10 3 o
243 223 204 187 174 159 141 131 121 107 8 63 S1 36 20 £l 7 2 ] Palbociclib-Letrozole
Palbociclib-Letrozole 243 236 233 227 219 214 204 194 184 165 141 116 87 64 35 20 6 1 0
L 243 227 212 198 182 173 151 143 131 113 92 63 51 32 23 13 3 ] J K J

Llombart A, et al. Lancet Oncol 2021
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PONTIAC: T-DXd vs. CDK4/6i First line in High-Risk ER[+] MBC %> MEDSIR

f KEY INCLUSION CRITERIA N\

+ Adult patients with HR-positive, HER2-negative BC.

+ Locally recurrent inoperable or metastatic disease.

+ Biopsy from metastatic site at relapse from the last
90 days classified as non-luminal by gene
expression profiling.

+ Evaluable and/or measurable disease as defined by
RECIST v1.1.

+ Patients must have received ET for at least 6 months
in the early breast cancer setting.

+ Patients must have not received prior freatment with
any systemic therapy in the advanced setting.

+ Patients must have not received prior freatment with
T-DXd  and/or  fulvestrant. Patients  treated
with CDK4/6i in the adjuvant setting are allowed if
more than 1 year from the last dose.

+ LWVEF > 50% measured by echocardiogram or

+ ECOG performance status: 0-1.
kAdequate hematologic and organ function.

MUGA.

Stratification factors:
Intinsic subtype (HERZ-enrniched vs Basal-like)*
Visceral vs Non-visceral disease
HER2-0 vs HER2-How (predefined exploratory analysis in HER2-0 population)

*According to gene expression prefiing. Sequencing platforms such as HTG.

N =100
T-DXd
N = 200 (R 1:1)
" EoS
Non-luminal MBC
(by gene expression
profiling) N =100

CDK4/6i+
Fulvestrant
Metastatic tumor biopsy:

Central HER2 testing/gene expression profilling

TREATMENT

Fulvestrant: 500 mg, IM, on days 1, 15, 29, and once monthly thereafter
CDKA/Gi: to be determined (TBD)
T-DXd: 5.4 mglkg, IV, Q3W

MEDICA SCIENTIA INNOVATION RESEARCH

( PRIMARY ENDPOINTS h

+ PFSat2y
- in HER2-low patients
- in all comers

SECONDARY
ENDPOINTS
+ OS
+ ORR
+ CBR
+ DoR
+ HRQoL
+ Time to first subsequent
chemotherapy
+ Safety and toxicity
(CTCAE 5.0)

EXPLORATORY
ENDPOINTS

.+ TBD )

Pre- and permenopausal women randomized in the COK4/6i + fulvestrant arm must receive LHRH agonists

EoS: Until PD, unacceptable toxicity, discontinuation, or death

Abbreviations — ABC: Advanced breast cancer; BC: Breast cancer; CBR: Clnical benefit rate; CDK4/6i: CDK4/6 inhibitor; CTCAE
Common Terminclogy Criteria for Adverse Events; DoR: Duration of response; ECOG: Eastern Cooperative Oncology Group; BoS: Bnd of
study; ET: Endocrine therapy; HR: Hormone receptor; HRGolL: Health-related quality of Ife; IM: ntranmus cularly; IV: Intravenous; LHRH:
Luteinizing hormone-releasing harmone; LVEFR: Left venfricular sjection fraction; MUGA: Mulligated acquisiion; ORR: Overall response
rate; OS: Overall survival, PD: Progressive disease; PFS: Progressiondree survival, QIW: Every three weeks; RECIST: Response

evaluation criteriain solid tumors; TBD: To be discussed; T-DXd: Trastuzumab derustecan.
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Elacestrant — EMERALD: ESR1-mut Tumors: PFS by Duration of CDK4/6i

—
Inclusion Criteria

* Men and postmenopausal women with
advanced/metastatic breast cancer

* ER-positive,® HER2-negative

* Progressed or relapsed on or after 1 or 2 lines of
sndocring therapy for advanced dissase, one of which
was given in combination with a CDK4/6i

* 21 line of chemotherapy for advanced disease
* ECOGPS0or1

Elacestrant
400 mg daily®

-

PDor
withdrawal
criterion”

Two Primary
Endpoints:®

Follow Up * PFSin all pts

Investigator's choice (SOC):
Fulvestrant
Anastrozole
Letrozole
Exemestane

* PFSin ESRI-mut

100: 1

)
80 1
S \
Py
&
2 60
(=]
Z
S 40
E-3
[
a
20

@ Elacestrant
0 Standard of Care

At least 12 mo
CDK4/6i

0 5

10 15 20 25 30
Time (months)

Elacestrant 78 42 31 24 20 16 11 9 8 7 6 5 5 1 1 0
SOC 81 26 12 10 9 5 2 1 1 0
At Least 6 Months At Least 12 Months At Least 18 Months
(92.3%) (71.6%) (50.0%)
SOC SOC

Elacestrant Hormonal Elacestrant Hormonal Elacestrant Hormonal

(n=103) Therapy (n=78) Therapy (n=55) Therapy

(n=102) (n=81) (n=56)

Median PFS, months 4.14 1.87 8.61 1.91 8.61 2.10

(95% C1) (2.20-7.79) (1.87-3.29) | (4.14-10.84) | (1.87-3.68) | (5.45-16.89) | (1.87-3.75)

Hazard ratio (95% Cl)

0.517
(0.361-0.738)

0.410
(0.262 - 0.634)

0.466
(0.270-0.791)
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MEDSIR

Elacestrant — ADELA: Second Line in ESR1mut patients
Randomized, double-blind, placebo-controlled, phase Ill trial

m»—

7

L organ function

KEY INCLUSION CRITERIA
Adult men and pre- (with LHRH
agonist) or post-menopausal women
Locally advanced/metastatic
BC H[+]/HER2[-]

Centrally confirmed ESR1m
Progressing on firstline treatment
with a CDK4/6 inhibitorplus either
fulvestrant oran aromatase inhibitor
(> 6 mo),or

Metastatic relapse on adjuvant
CDK4/6i +IA (morethan 1 yearor
withinthe 12 months after).

No prior chemotherapyin the
advanced/metastatic setting

No prior treatment with elacestrant,
everolimus or other investigational
SERDs/ER antagonist and/or
PI3K/AKT/mTOR inhibitors

LVEF >50% by ECHO/MUGA scan
ECOG Performance Status of 0-1
Adequate hematologic and

28-day cycle x 2

Elacestrant

(400 mg/day orally)
= :
Everolimus

(10 mg/day orally™)

RP3D**

Randomization 1:1#

N~6-18

*Starting dose
**RP3D agreed after SC meeting and
evaluation of safety run-in results

#Stratification Factors:
* Presence of visceral metastases (Yes vs. no)
+ Duration of prior CDK4/6 inhibitor-based

_/

therapy (= 12 months vs. <12 months)

Stage 2;
Randomized phase

Until PD, unacceptable toxicity,
discontinuation, ordeath

|

|

>

Elacestrant
(RP3D)
+
Everolimus
(RP3D)

N =130

Elacestrant
(RP3D)
+

Placebo

N =130

Z
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PRIMARY ENDPOINT
. PFS

SECONDARY

ENDPOINTS

+ ORR,CBR,
DoR, TTR, OS

+ Safety

EXPLORATORY

ENDPOQINTS

+ Biomarkers of
sensitivity/resistance

Interim analysis monitored by
an Independent Data Monitoring Committee
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T-DXd - HER2 O/ultralow - DESTINY-Breast15 Study

Patient Population Cohort 1: HR/HER2-low mBC Primary Endpoint: TTNT
= All Patients: (n = 100) Key Secondary: 'wPFS
+ mBC Secondary Endpoints:
« HERZ2 status « TTD
. IHCO Cohort 2: HR-/HER2 IHCO mBC . QoL/PROs

« HER2-low: IHC 1+; IHC 2+/ISH- (n =50) + Tolerability
+ Upto 2 pLOT in metastatic setting * ORR
« Inclusion to ensure ethnic diverse population Exploratory Endpoints: pathology/
« HR+ (Early Progressors) translational research plan
+ Recurrent disease <2 years from initiation Descriptive stats of primary endpoint
of adjuvant endocrine therapy OR Cohort 4: HR+/HER?2 IHCO mBC for FAS in subgroups:

» Progression within 12 months of completion (n = 50) . Br_alin mets
of adjuvant CDK4/6i «  PriorlO use

- Progression within the first 12 months +  Prior sacituzumab govitecan
of CDK4/6i in the first line metastatic setting + Bone metastases only

* HR- |
« 2pLOT capped at 25% of cohort and only EREAN LSathion A I OO SV
allowed if one of the lines included SG | 1 2-year follow-up I
' ' v
Fresh/archival biopsy & ctDNA | | Biopsy (C2D1) & ctDNA | | Progression biopsy (optional) & ctDNA

ciDNA, circulating tumor deoxyribonucleic acid; FAS, full analysis set; ISH, in situ hybridization; 10, immuno-oncology; ORR, objective response rate; pLOT, prior line of therapy; PROs, patient-reported ouicomes;
Q3W, every 3 weeks, QoL, quality of life; rwPFS, real-world progression-free survival, G, sacituzumab govitecan; TTD. time to treatment discontinuation; TTNT, time to next treatment.



DESTINY-Breast15 Study Design (NCT05950945)

Patient Population Cohort 1: HR-/HER2-low mBC
« All Patients: (n=100)
- mBC
+ HER2 stat
oo Cohort 2: HR-/HER2 IHCO mBC

(n = 50)

* HER2-low: IHC 1+; IHC 2+/ISH-
* Upto 2 pLOT in metastatic setting
* Inclusion to ensure ethnic diverse population
* HR+ (Early Progressors)
* Recurrent disease <2 years from initiation

of adjuvant endocrine therapy OR Cohort 4: HR+/HER2 IHCO mBC
* Progression within 12 months of completion (n = 50)

of adjuvant CDK4/6i
* Progression within the first 12 months
of CDK4/6i in the first line metastatic setting

¥ v

Primary Endpoint: TTNT
Key Secondary: rwPFS
Secondary Endpoints:

« TTD

* QoL/PROs
+ Tolerability
+ ORR

Exploratory Endpoints: pathology/
translational research plan

Descriptive stats of primary endpoint
for FAS in subgroups:

+ Brain mets

* Prior 10 use

« Prior sacituzumab govitecan

* Bone metastases only

Fresh/archival biopsy & ctDNA Biopsy (C2D1) & ctDNA

* HR- |
» 2 pLOT capped at 25% of cohort and only T-DXd treatment, 5.4 mg/kg Q3W

allowed if one of the lines included SG I I 2-year follow-up I

¥

Progression biopsy (optional) & ctDNA

ctDNA, circulating tumor deoxyribonucleic acid; FAS, full analysis set; ISH, in situ hybridization; 10, immuno-oncology; ORR, objective response rate; pLOT, prior line of therapy; PROs, patient-reported outcomes;

e
S

Q3W, every 3 weeks; QoL, quality of life; rwPFS, real-world progression-free survival, SG, sacituzumab govitecan; TTD, time to treatment discontinuation; TTNT, time to next treatment.

- ~ 4
DESTI NY‘ Breast15 CONFIDENTIAL — Not for Distribution u DBIIChI-Sank_yO AStrazeneca 2



https://classic.clinicaltrials.gov/ct2/show/NCT05950945?term=NCT05950945&draw=2&rank=1
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Genetic determinants of resistance to CDK4/6i

Alterations in cell-cycle mediators Oncogenic sighaling pathways activation
e — FGFR1/2
R o & &

CDK®6
upregulation

\
B— O

o | A - T d—
Hippo signaling pathway l SHP2
E]_' @ s e EE] PTEN loss and 1CCNE1/2 and
\ @ + AKT1 activation CDK2 activation
st -
432-5p /\ ! \
AKT

CDK4/6 Cyclin ek ;
inhibitc/ws E":iE2 m in:lE::or —| @ inhibitor
@ amplif I AURKA | 4
/\ /\ v | upreguiation m;ﬁﬁor J— m k. r_yi
4 G1 S
AURKA

CHKI1 CDK2

inhibitor inhibitor W inhibitor RAS/MAPK M G2
activation p\

Biallelic
RB1 loss

MAPK signaling PI3K/AKT/mTOR signaling

4N
ﬁ
-t

Lloyd M et al. Clin Cancer Res 2022;28:821-30
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Capitello 291: + Fulvestrant +/- Capivasertib (AKTi)

San Antonio Breast Cancer Symposium®, December 6-10, 2022

A Overall Population

CAPItello-291: Study overview 100

50+
Phase lll, randomized, double-blind, placebo-controlled study (NCT04305496) 30
& 1 e Capivasertib-fulvestrant
= 704 Placebo-fulvestrant e
= e o
I LS e i e Capivasertib A‘Q’i‘jy:‘g:'";j:yf‘iﬁ Dual primary endpoints = 60 No. of No. of

+ Men and pre-ipost-menopausal women PFS by investigator assessment S Patients Deaths
+ Recurrence or progression while on or <12 500 mg: cycle 1, days 1 & + Overall = 404

months from end of adjuvant Al, or Fulve: 9 ! * AKT pathway-altered tumors 3 . ‘

progression while on orior Al for ABC e ey ok (21 qualifying PIK3CA, AKTY, or 2 304 Capivasertib-Fulvestrant 155 87
+ 2 lines of prior endocrine therapy for ABG PTEN alteration) = 20 Placebo—Fulvestrant 53 108
. Stratification factors: 1 : :

51 line of chemotherapy for ABC » Liver metastases (yes/no) 104 Adjusted hazasd ratio.for. desil,
+ Prior CDKA/G infibltors allowed (at least 51% - Prior CDKA/6 inhibitor (yes/no) 0.74 (95% Cl, 0.56-0.98)

requnrfd) " = Region’ Key secondary endpoints [i] T T T T T T T T T T T T T 1
2 o prior S, MmO innibior, Flot Overall survival 0 2 4 6 85 10 12 14 16 1§ 20 2 24 26 28

: . Twice dail - Overall 3 R

* Hio 8% 60, it e il  AKT pathway-ahered tumors Months since Randomization

FFPE tumor sample from the “g}'ﬂ:r';;' response rate Mo. at Risk

e K et e 500 mg: cycle 1, days 1 &  AKT patway-aitered umors Capivasertib-fulvestrant 355 343 327 313 306 295 258 198 144 95 63 33 9 2 0

15; then every 4 weeks

Placebo—fulvestrant 353 334 316 301 283 274 237 181 134 90 59 30 11 0 0

B Patients with AKT Pathway—Altered Tumors

s s recsived 8 inizng hoemone s —
T prusaniztan  ha tect prspan of i autorpresarae Coniat e 3 ko pamissn i apee ancie Sae T
504
& 4 Capivasertib-fulvestrant
& 704 s
rg 60 Placebo-fulvestrant Hm—— No. of No. of
3 504 Patients Deaths
= 40
é’ 30 Capivasertib—Fulvestrant 155 41
204 Placebo—Fulvestrant 134 46
Adjusted hazard ratio for death,
104 0.69 (95% CI, 0.45-1.05)
0 T T T T T T T T T T T T T 1
0 2 4 ] 3 10 12 14 16 18 20 22 24 26 28
Months since Randomization
No. at Risk
Capivasertib-fulvestrant 155 153 144 13% 131 125 111 83 60 45 30 14 3 1 (1]
Placebo—fulvestrant 134 127 122 112 101 9% 87 62 46 31 2 13 3 0 0
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New PI3K inhibitors in clinical development 3? MEDSIR

MEDICA SCIENTIA INNOVATION RESEARCH

Inavolisib

MEN1611

Gedatolisib

RLY-2608

RLY-5836

LOXO-783

TOS-358

Type of inhibitor

ATP-competitive PI3Ka inhibitor

ATP-competitive PI3Ka, 3, y-selective
and &- sparing

ATP-competitive pan-class | isoform
PI3K and mTOR inhibitor

Allosteric, pan-mutant, isoform-selective
PI3Ka inhibitor

Allosteric, pan-mutant, isoform-selective
PI3Ka inhibitor

Mutant-selective, brain-penetrant
allosteric PI3Ka H1047R inhibitor

Covalent PI3Ka inhibitor

Clinical Trial

INAVO120 (NCT04191499)
INAVO121 (NCT05646862)
Phase | with paclitaxel (EudraCT 2020-005057-24)
TAPISTRY: multiple PIK3CAmut (NCT04589845)
MORPHEUS: Combo with giredestrant (NCT04802759)

SABINA: combo with eribulin (NCT05810870)

VIKTORIA-1: Ph 3 combo with palbo + fulv (NCT05501886)

Ph | single agent or Fulv combo (NCT05216432)

Ph | single agent and combos (NCT05759949)

PIKASSO-01: Ph | single agent (NCT05307705)

FIH (NCT05683418)
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New CDK inhibitors in clinical development // MEDSIR
PF-07104091 CDK2 ASCO 2023 #3010 (PD) NCT04553133
PF-07220060 CDK4 - NCT04557449
PF-07220060 +
PF-07104091 CDK4 + CDK2 - NCT05262400
BLU-222 CDK2 ASCO 2023 #3095 NCT05252416

Combination with giredestrant NCT04802759
Samuraciclib CDK7 Combination with elacestrant TBD
Phase Il with fulvestrant TBD
Gl AEs; activity in pancreatic cancer (ESMO 2021)
RGRONS SRLY Combo with Fulv in BC: ASCO 2023 #3081 NI 2T
XL102 CDK7 Gl AEs, combos ongoing (Patnaik A et al, SABCS 2022) NCT04726332
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» EL cancer de mama Avanzado deviene una patologia de gran complejidad para la
busqueda de nuevos farmacos o indicaciones

» En HER2[+] el posicionamiento final de T-DXd va a reajustar todas las lineas vy
escenarios — Oportunidad para estrategias y combinaciones mas que nuevos
farmacos

» En CMTN las combinaciones de ICls, ADCs y otras terapias dirigidas (PARPs,...) van a
generar oportunidades en la primera linea, pero no se identifica nada radicalmente
nuevo en préximos afos.

» La incorporacion de biomarcadores dindmicos va a permitir generar estrategias mas
individualizadas, pero complica estrategias de registro y aumenta las necesidades de
los clinicos tras aprobaciones regulatorias.

Conclusiones
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