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;Es necesario realizar un diagnostico gendomico para detectar mutaciones
en el ADN de forma dirigida o mediante un enfoque integral?

Enfoque Dirigido Enfoque Integral

Single gene  Hotspot panels Large panels Genome-wide
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¢ Facilita la secuenciacion genomica integral

el acceso aterapias dirigidas de tipo

"tumor-agnostico"?
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Alteraciones genomicas tumor-agnosticas accionables o | e
en cancer de mama metastasico
Muy poco frecuentes, poca o nula evidencia en cancer de mama
Table 1. List of tumour-agnostic genomic alterations
Gene/Signature” Alteration Estimated prevalence (illustration of ESCAT Drug class References
tumours with high prevalence of the score matched
alteration)
NTRK1/2/3 Fusions 80%-90% secretory breast cancer IC TRK inhibitors Hong et al., Lancet Oncol 2020°
15%-20% Spitzoid melanoma Demetri et al., Clin Can Res 2022°
MSI-H/dMMR* MSI-H/dMMR 15%-20% endometrial cancer IC PD-1 checkpoint Marcus et al., Clin Can Res 2019"
15%-20% gastric adenocarcinoma inhibitors
RET Fusions 7% thyroid papillary cancer IC RET inhibitors Subbiah et al., Lancet Oncol 2022"
2% salivary gland cancer Subbiah et al., Nat Med 2022"
BRAF Mutations 40%-45% melanoma IC BRAF inhibitors +—  Subbiah et al., Cancer Discov 2020’
(p.V60O0E) 5%-6% small intestinal adenocarcinoma MEK inhibitors Salama et al., J Clin Oncol 2020"
FGFR1/2/3 Fusions 20%-40% bladder cancer IC Pan-FGFR TKls Pant et al., Lancet Oncol 2023°
Mutations 3% glioblastoma multiforme
10%-20% urothelial carcinoma
10% endometrial cancer
TMB-H" TMB-H 40% small-cell lung cancer IC PD-1/PD-L1 Valero et al., JAMA Oncol 2021""
checkpoint Friedman et al., Cancer Discov
inhibitors 2022

Mossele M, Ann Oncol 2024
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Fusiones NTRK1, NTRK2 y NTRK3 en cancer de mama memecon, | GE1CATT
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Evento raro, limitado al cancer de mama secretor

« Laincidencia de fusiones NTRK1, NTRK2 y NTRK3 en cancer de mama es muy baja, con una
prevalencia reportada de aproximadamente <0.5%

« Laincidencia en cancer de mama secretor que es de un 80-90%

« Entrectinib y larotrectinib estan financiados en Espana para tumores solidos, incluyendo cancer de
mama, con fusiones en NTRK1/2/3. Datos de eficacia extrapolados de otros tumores tumores

« Se admiten varias técnicas moleculares para el diagnostico:
— NGS basada en RNA
— NGS basada en DNA
— PCR
— FISH

Henry NL, J Clin Oncol 2022, Mosele F, Ann Oncol 2024; Manud SIL. Pathology International. 2022



MSI-H / dMMR en cancer de mama hermacion GEICB.m
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La inestabilidad microsatelites (MSI-H) o el deficit en proteinas reparadora de missmatch son
eventos raros en cancer de mama. Inmunoterapia no financiada

« La deficiencia en proteinas MMR se encuentra en aproximadamente en el %2 de los canceres
de mama triple negativos y es aln menos comun en otros subtipos

* No es necesario NGS para diagnosticar MSI-High:

— Se puede detectar dMMR deficit por IHC, falta de expresion de alguna de las siguientes
proteinas: MSH2, MSH6, MLH1 o PMS2

« Aprobado por la FDA el uso de pembrolizumab o dostarlimab monoterapia en cancer de mama
metastasico MSI-High/ dMMR. No financiado en Espafia

Prasad et al. in JAMA Oncol 4:157-158, 2018; Cheng AS, et al. Breast Cancer Research and Treatment 2020



Tumor Mutation Burden (TMB) en cancer de mama memecon, | GE1CATT
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Ausencia de datos clinicos solidos, no financiado en Espana

« Un 5% de los cancer de mama tienen TMB-high (>10 mut/MB)
« Escasez de datos en CMM, y no estudiada su interaccion con PD-L1

« TAPUR study, estudio fase Il basket evalu6 pembrolizumab monoterapia en 28 pacientes
con CMM y TMB-high (>10 mut/MB)

— 45% TNBC, 96% >= 3 lineas en enfermedad avanzada
— ORR: 21%

— Median PFS: 2.5 meses

— Median 0OS: 7.5 meses

« Barroso-Sousa, 62 pacientes con CMM tratados con ICI +/- QT: High TMB (18%) se asocio
con mejor PFS que Low-TMB (12.5 vs. 3.7 months; P = 0.04)

« Aprobado por la FDA uso de ICI, no financiado en Espaia

Alva AS, J Clin Oncol 2021; Barroso-Sousa R, Clinical Cancer Research 2022



Fusiones de RET, Mutaciones en BRAF y FGFR1/2/3 GElcam
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Ausencia de datos clinicos solidos, no financiado en Espaha

Fusiones en RET

« Las fusiones RET en cancer de mama son extremadamente raras: 0.1%

« Se consideran activadoras, con un caso clinico reportado de respuesta clinica mantenida
« Cabozantinib y selpercatinib no financiados en Espafia para cancer de mama

Mutaciones en BRAF

«  Mutaciones en BRAF V600E/K en cancer de mama <1%

« Falta de datos de ensayos clinicos, la evidencia se limita a escasos casos clinicos
« No financiacién dabrafenib, trametenib en Espaia

Alteraciones en FGFR1/2/3
« FGFR1/2/3 mutaciones o fusiones, presentes en un 10-15% de los canceres de mama
« Valor pronostico, pero no se consideran accionables en cancer de mama

Paratala BS, et al. Nature Communications. 2018; Roa P, Bremer NV, Cancers. 2024; Mooradian MJ, et al. Cancer. 2023; Saridogan T, et al. Scientific Reports. 2023; Turner N, et al. Cancer Res 2010
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;Existen subtipos de cancer de mama
avanzado en los que las mutaciones en el
ADN no sean relevantes para guiar el

tratamiento y, por lo tanto, no sea necesario

realizar NGS?
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NGS en cancer de mama avanzado HER2+ imtrnaciona. GEIC&TTI

En cdncer de mama avanzado HER2+, la NGS no esta indicada debido a la ausencia de
mutaciones que guien opciones terapeuticas

Patients with HERZ+ MBC

Gennari V, Ann Oncol 2021
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I-A}** followed
by trastuzumab—
pertuzumab-ET
until progression

(Al

N

Trastuzumab—
pertuzumab until
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[, B]
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paclitaxel (11, A)]
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until progression
[I.A]
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For 5-10 BMs [ll, B]

Tucatinib—
capecitabine—
trastuzumab
[11, A; MCBS 3;
ESCAT I-A]*®
(preferred)
or
Trastuzumab
deruxtecan
[II; A; ESCAT I-A]"*

Trastuzumab
deruxtecan
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(preferred)
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[1, A; MCBS 4;
ESCAT |-AJ®
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En cdancer de mama avanzado Triple Negativo, la NGS no esta indicada debido a la ausencia de
mutaciones somaticos que guien opciones terapeuticas

Patients with mTNBC

'
Search theragnostic markers ]

! !

A4
PD-L1-,
PD-L1+ gBRCAm gBRCAm-wild-type

]
e e
Imminent organ failure Mo imminent organ failure

Atezolizumab-nab-paclitaxel . .__._ o
[1I, A; MCBS 3; ESCAT I-A]:2! e Preferred: anthracycline-taxane- Preferred: taxane or
- o ChT-based therapy ||| PARP inhibitor-based based combination anthracycline monotherapy,
- . (platinum® preferred therapy (preferred Alternative: taxane-bevacizumab with opposite agent used
L iple I over taxane) I, A] [}| over ChT) [I, A; MCBS or capecitabine—bevacizumab at progression

[, A; MCBS 3; ESCAT I-AJe<" 4; ESCAT 1-A

Sacituzumab govitecan (preferred) [I, A; MCBS 4] or ChT

ChT: eribulin, capecitabine or vinorelbine

Gennari V, Ann Oncol 2021
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En Espahfa, resolucion de no financiacion

OlympiAD EMBRACA
Olaparib in Patients With mBC and Germline BRCA Mutations (cont) Talazoparib in Patients With mBC and Germline BRCA Mutations (cont)

Olaparib falazoparib

Patients with germline BRCA

mutation and HER2-negative

mBc

* < 2 prior chemotherapy
regimens for mBC

* Prior anthracycline and

300 mg twice daily
(n=205)

1 mg once daily
(n=287)

Patients with germline BRCA1/2
mutation and mB(

taxane

Outcome Talazoparib (n = 287) Standard Therapy (n = 144)
Median PFS, mo 7.0 4.2 Median PES, mo 8.6 56
HR (95% C1) 0.58 (0.43, 0.80; P < .001) HR (95% CI) 0.54 (0.41, 0.71; P < .001)
ORR, % 59.9 28.8 ORR, % 62.6 27.2
Grade 3 AEs, % 36.6 50.5 Grade 3/4 AE, %

* Motivos principales de no financiacion en C. mama avanzado en Espana:

Falta de beneficio en supervivencia global: No se ha demostrado un impacto en SG, excepto para Olaparib en el subgrupo de
pacientes sin quimioterapia previa en enfermedad avanzada.

Contribucion incierta segun el estado de receptores hormonales

« Ausencia de comparacion con platinos

Dificultad para integrarlos en el panorama actual del tratamiento de primera linea

Robson M, NEJM 2017, Robson M. Ann Oncol 2019; Litton JK,NEJM 2018 ;Litton JK, Ann Oncol 2020



Alteraciones somaticas de BRCA1/2 en cancer de mama GEc ATURALMEAT G : Ca

No utilidad en cancer de mama, no puede sustituir a test germinal

« En cancer de mama no hay evidencia del beneficio de iPARP o platinos en pacientes con
mutaciones somaticas en BRCA1/2 o PALB2 (ESCAT nivel IIB investigacional)

« La ausencia de mutaciones somaticas en BRCA1/2 u otros genes asociados a sindromes hereditarios
no descarta la presencia de mutaciones a nivel germinal:

« El estudio somatico puede pasar por alto hasta un 10% de las variantes germinales patogénicas

 Si hay antecedentes familiares de cancer, es necesario realizar un estudio genético germinal, incluso
si el analisis somatico no muestra alteraciones

Chakravarty D, J Clin Oncol 2022; Terraf P, Ann Oncol 2022
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;Se ha descrito mutaciones que predigan

ausencia de beneficio al tratamiento con

ICDK4/6 + HT?




Mutaciones en TP53 mediante ctDNA *w_ GElcam
y PFS en ensayos clinicos fase Ill de HT + iCDK 4/6

Biomarcador prondstico, pero no predictivo

Trial TP53 n mPFS (Study Drug) n mMPFS (Placebo) HR (95% CI)

WT 180 27.63 (24.61 — 30.92) 194  14.69 (13.04-16.72)  0.44 (0.33 — 0.59)
MONALEESA-2
Altered 32 10.22 (5.39 — 22.14) 21  5.52(1.84—7.39) 0.43 (0.23 - 0.83)

WT 148 39.9 71 17.5 0.42 (0.29 — 0.60)
MONARCH 3
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Altered 53 27.0 23 154 0.53 (0.30 — 0.95)
WT 203 24.7 (19.4 — NA) 194  13.0 (11.0 - 16.5) 0.48 (0.36 — 0.65)
MONALEESA-7

Altered 46 9.2 (5.8 — 16.5) 46  7.2(3.7-9.1) 0.47 (0.27 — 0.82)

WT 325 NR 170  NR 0.62 (0.47 — 0.80)

Altered 75 NR 30 NR 0.75 (0.44 — 1.27)

HortbagyiG, et al. SABCS 2017 Poster PD4-06; Goetz M, et al. SABCS 2019 Poster PD2-06; BardiaA, et al. AACR 2019 Abstract CT141; Neven P, et al. SABCS 2018 Poster PD2-05.



Mutaciones en PIK3CA mediante ctDNA

y PFS en ensayos clinicos fase Ill de HT + iCDK 4/6

Biomarcador pronostico, pero no predictivo

SIMPoOsIO
internaciona.

GEICAM, NATURALMENTE

Trial PIK3CA n mMPFS (Study Drug) n mPFS (Placebo) HR (95% CI)
WT 143 29.6 (24.8 —NR) 142 14.7 (13.0 - 19.2) 0.44 (0.31 - 0.62)
o | MONALEESA-2
© Altered 69 19.2 (13.0 - 23.9) 73 12.7 (9.2 - 15.0) 0.53 (0.35-0.81)
©
T
§ S WT 123 NA 60 14.9 0.33 (0.22 — 0.48)
S < | MONARCH-3
SIS Altered 78 27.5 34 24.2 0.70 (0.42 — 1.14)
g
= WT 180 24.7 (22.1 — NA) 170 12.2 (9.2 — 14.6) 0.45 (0.33 - 0.62)
MONALEESA-7
Altered 69 14.8 (11.0 — 19.4) 70 12.9 (7.4 — 15.0) 0.57 (0.36 — 0.90)
WT 265 22.34 (18.79 — NA) 124 16.69 (10.87 — 19.38) 0.67 (0.49 — 0.91)
Altered 135 16.36 (11.01 — 19.09) 76 11.1 (5.32 — 14.69) 0.75 (0.52 — 1.08)
WT 91 20 (14 — NA) 51 12.7 (7.9 — NA) 0.68 (0.42 — 1.09)
.. 2 IMONARCH-2
oS Altered 58 15 (9.4 — NA) 38 5.7 (3.8 - 15) 0.46 (0.27 — 0.78)
S wm
50
g = WT 180 9.9 (9.2 -13.9) 86 4.6 (3.4-17.3) 0.45 (0.31 — 0.64)
L} PALOMA-3
Altered 85 9.5 (5.7 -11.2) 44 3.9 (1.6 - 5.6) 0.48 (0.30 - 0.78)

INAL SYMPOSIUM

Hortbagyi G, et al. SABCS 2017 Poster PD4-06, Goetz M, et al. SABCS 2019 Poster PD2-06, Bardia A, et al. AACR 2019 Abstract CT141,Neven P, et al. SABCS 2018 Poster PD2-05,
Tolaney SM, et al. AACR 2019 Abstract 4458, O’Leary B et al. Nature Communications 2018



Mutaciones en RTK mediante ctDNA meracons. | GE1CATT

y PFS en ensayos clinicos fase Ill de HT + iCDK 4/6 = Ukl
Biomarcador prondstico, pero no predictivo
Trial RTK n (Study Drug) mPFS (Study Drug) n (Placebo) mPFS (Placebo) HR (95% CI)
MONALEESA-2 WT 189 24.84 (22.21 - 30.92) 23 14.39 (12.85 — 16.46) 0.46 (0.35-0.62)
@ Altered 187 21.29 (5.52 — NR) 28 11.43 (9.07 — 19.15) 0.73 (0.35 - 1.54)
©
o g MONARCH 3 WT 175 36.4 77 17.6 0.52 (0.37-0.73)
5 <
& ?%’ Altered 26 NA 17 10.9 0.20 (0.09 — 0.47)
E MONALEESA-7 WT 198 27.5 (19.3 — NA) 206 145 (11.0 - 16.9) 0.5 (0.37-0.67)
Altered 51 14.6 (7.6 — 16.6) 34 5.7 (1.9-9.0) 0.26 (0.14 — 0.47)
WT 315 NR 166 NR 0.61 (0.47 — 0.80)
Altered 85 NR 34 NR 0.82 (0.50 — 1.35)

In MONARCH 3, data for EGFR and FGFR1 were reported separately, data here is for EGFR only. 1. Hortbagyi G, et al. SABCS 2017 Poster PD4-06. 2. Goetz M, et al. SABCS 2019 Poster PD2-06.
3. Bardia A, et al. AACR 2019 Abstract CT141. 4. Neven P, et al. SABCS 2018 Poster PD2-05.



Alteraciones gendmicas accionables en cancer de mama mecona. | GEICA
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Actualmente solo existen 4 mutaciones accionables con valor predictivo en cancer de mama luminal avanzado

Table 3. List of genomic alterations level I/Il according to ESCAT in advanced breast cancer
Gene Alteration Estimated prevalence ESCAT score Drug class matched References
ERBB2 Amplifications 15%-20% 1A Anti-HER2 monoclonal antibodies Baselga et al., N Engl J Med 2012
HER2 TKis Krop et al., Lancet Oncol 2014°"
Anti-HER2 ADCs Lin et al., J Clin Oncol 2020"’
Saura et al., J Clin Oncol 2020°*
Rugo et al., JAMA Oncol 2021
Hotspot mutations 4% 1B Pan-HER TKls Hyman et al., Nature 2018™*
Anti-HER2 ADCs Smyth et al., Cancer Discov 2020
Li et al., Ann Oncol 2023
PIK3CA Hotspot mutations 30%-40% IA (ER-positive t-specific PI3K André et al., N Engl J Med 2019
HER2-negative ABC) inhibitors* Rugo et al., Lancet Oncol 2021%*
Turner et al, N Engl J Med 2023"°
ESR1 Mutations 30%-40% IA (ER-positive SERDs Bidard et al., J Clin Oncol 2022%"
HER2-negative ABC Bardia et al., Cancer Res 2023
resistant to Al)
BRCA1/2 Germline pathogenic/likely 4% IA PARP inhibitors Litton et al., N Engl J Med 2018"°
pathogenic variants Robson et al., Eur J Cancer 2023"’
Somatic mutations 3% 1] PARP inhibitors Tung et al., J Clin Oncol 2020
PTEN Mutations/deletions 7% i/ AKT inhibitors Schmid et al., J Clin Oncol 2020
Turner et al., N Engl J Med 2023
AKT1 Mutations (p. E17K) 5% /1 AKT inhibitors Kalinsky et al., JAMA Oncol 2021""
Turner et al., N Engl J Med 2023
PALB2 Germline pathogenic/likely 1% 1B PARP inhibitors Tung et al., J Clin Oncol 2020%°
pathogenic variants Gruber et al., Nat Cancer 2022"°

Mossele M, Ann Oncol 2024
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Mutaciones en
PIK3CA/AKT1/PTEN

como biomarcador predictivo
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Las alteraciones en PIK3CA, AKT1y PTEN suelen ser merecone. | GE1CAITL
mutuamente exclusivas

INA Al SYMPOSIUM

PIK3CA 42%*

AKT1 4%" [ | [r—

PTEN 5%" - B

Genetic Alteration B Inframe Mutation (putative driver) M Missense Mutation (putative driver) ¥ Splice Mutation (putative driver) B Truncating Mutation (putative driver) No alterations
A B Neither ANotB E NotA Both Log2 Odds Ratio p-Value g-Value ~ Tendency
PIK3CA AKT1 178 136 1 1 <-3 0.016 0.049 Mutual exclusivity
PIK3CA PTEN 177 134 12 3 -1.598 0.107 0.161 Mutual exclusivity
AKT1 PTEN 299 12 15 0 <-3 1.000 1.000

Mutual exclusivity

Breast Invasive Carcinoma (TCGA, Cell 2015) RE:positive/HER2:negative by IHC
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Las mutaciones en PIK3CA incluyen tanto mutaciones patogénicas mtermaciona.
localizadas en hotspots como otras variantes de significado incierto =~ =™

(VUS), cuyo impacto clinico aun no esta bien definido

PIK3CA mutaciones somaticas oncogenicas
H1047R/L/Q and 3 more
895 °
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Estudio SOLAR-1

19 estudio en demostrar mutaciones en PIK3CA como factor predictivo respuesta a iPI3K (Alpelisib)
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100 = . » Cenmoring Thnes
Alpelisib 300 mg QD PO PIK3CAmut PFS D oo el
NCT02437318 r— +Fuvesiran 500 mg I % |
= Men or postmenopausal mutant 1'_21 = 2
women with HR+, HER2- ABC cohort : Placebo 5 801
5 : (n=341) g
Recurrence/progression on/after + Fulvestrant 500 mg IM2 E
prior Al-based therapy n=172 g 04
= Identified PIK3CA status (in Stratified by presence of liver/lung <
archival or fresh tumour tissue) mesastases abd poor LA 29
: : > o treaimert Alpelisib 300 mg QD PO
Measurable disease or =1 P g
predominantly lytic bone lesion PIK3CA- * Fulvestrant 500 mg IM® 04
= ECOGPS =1 non-mutant R n=115 012345678 0NNUNUBETUNDNLDNEBT B3P
(N=572) cohort 1:1 Placebo Time (Months)
=231 e S T B s v
= + Fulvestrant 500 mg o bt R B R
TS ; :
= No benefit of alpelisib in the PIK3CA WT 1001 PIK3CAmut OS
» 5.5 months benefit in PFS (median 11m vs 5.7m)
= 8 months benefit in OS (median 39m vs 31m; ns)
= 60-50% dose reduction due to AEs: 25% dose discontinuation due to AEs 80+
=  Only 35 patients (7%) pre-treated with CDK 4/6i 3
(BYLleve study. Alpelisib + fluvestrant post-CDK4/6: mPFS 7.3m) £
= a
é 80
=3
g
= 404
2
| No_events, n (%) 87(515) 9% (547)
207 | Censored, n (%) 82485) 78453)
A subsequent subgroup analysis revealed a significant improvement in PFS for patients with PIK3CA- Median 0, mo (35% CI mﬁg, mja'f, 3
mutant ctDNA Therascreen Test, regardless of their PIK3CAmut status in tumor tissue at study HR (95% CI 085 (0.64-1.15) .
screening O  [Onbotacied ¥ O s
O 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 3 38 40 42 44 48 48 50 52 54

A Time (Months)
Alpelisib + FUL 18° 162 15ﬂ 1‘5 us m 138113 121211211106 103102 %4 51 85 68 5 47 35 26 19 9 & 1 O
André F, NEJM 2020; Rugo H, Lancet Oncol 2021; Andre F. Ann Oncol 2021 Placebo « FUL 172 164 155 150 149 143 133128 119 115111104 98 92 85 80 74 73 60 49 42 2 20 13 7 6 3 0




Secuenciacion de todo PIK3CA detecta un 20% mas de

simeosio =
. internaciona. GElcaI I l
mutaciones que e[ Test de PCR-HotSpot GEICAM NATURNLMENTE | 165 CEcAM INTERNATIONAL SYMPOSILM

Los pacientes con otras mutaciones no en SOLAR-1 podrian derivar también beneficio de Alpelisib

Flatiron Health-Foundation Medicine clinico-genomic database; NGS

C A All predicted pathogenic PIK3CA mutations B OTHERmM only
SOLARTmM
Tissue biopsy Liquid biopsy N =318 1.00 "wPFS : 5.9mvs 3.1m 1.00 'WPFS: 4.0m vs 2.5m
N =33977 SOLAR1m N = 1,587 (20%)
N =825
PIK3CAm N = 11,767 (24%) » PIK3CAm N =470 SOLARIm & == Alpelisib + Fulvestrant, n = 182 (107 events) L = Alpelisib + Fulvestrant, n = 32 (19 events)
) OTHERmM = Fulvestrant, n = 119 (94 events) == Fulvestrant, n = 27 (21 events)
ARIm & N=62 (&%) 0.75 0.75
e NoctDNA detected  ruem
V= i?h’,a (4" N=101 (6%) E Log-rank Log-rank
P a \\P< 0.0001 [ P =0.0054
o
S 050 0.50
w - [
8 40% (2 _;
mTissue OLiquid a i
8 3% L
= 30% 0.25 0.25 ‘
S |
Q 25% |0 |4 e
“— 0.00 — 0.00
O 15%
o) 0 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24
% 10% Progression-free survival (mo) Progression-free survival (mo)
et
g 5% Number at risk Number at risk
% 0% 181 116 62 32 17 4 7 0 ) 0 0 2 21 0 0 0 (
(]
~ N nOX = s 0 116 48 23 13 6 4 2 2 1 1 1 1 P8 6 9. 2 1 1 1 1 0
N T R T S T :
BESSSNESELXSQEB:E.%&O%@;E:03393553._30(!: 0 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24
—wuwzZzosw c W~ - w NQg - - 3
T T 3 <WE CCcozuw 3 megnizwwOImwsg
»
= PIK3CA mutation 2<
e 52
= <

Rugo HS. Clin Cancer Res 2023




Estudio INAVO-120 mameena. | GE1CAM

GEICAM, NATURALMENTE 16" GEICAM INTERNATIONAL SYMPOSIUM

Inavolisib en PIK3CAmut (NGS) en 12 linea de CMM con resistencia a HT adyuvante

r o= == T AEm eEm T . - TN IR AEE TER AR AR AR TS GEe .. 1 H . R
p Key eligibility criteria \ Enrolment period: December 2019 to September 2023
. : S
: Enrichment of patients with poor prognosis: [ Inavolisib (9 mg QD PO)
* PIK3CA-mutated, HR+, HER2- ABC by central i + palbociclib (125 mg PO QD D1-D21) a
I CtDNA* or local tissue/ctDNA test i + fulvestrant (500 mg C1D1/15 and Q4W)** 23
I'* Measurable disease [ UntilPD | 2 g
I+ Progression during/within 12 months of | or toxicity x -
\  adjuvant ET completion / Placebo (PO QD) » O
T ————— — + palbociclib (125 mg PO QD D1-D21) w
, -
* No prior therapy for ABC + fulvestrant (500 mg C1D1/15 and Q4W)
L * Fasting glucose <126 mg/dL and HbA,. <6.0%
Stratification factors: Endpoints
® Visceral Disease (Yes vs. No) * Primary: PFS by Investigator
* Endocrine Resistance (Primary vs. Secondary)? * Secondary: OS* ORR, BOR, CBR, DOR, PROs

* Region (North America/Western Europe; Asia; Other)

301 (92.6%) pts were enrolled per ctDNA testing (284 [94.4%] centrall 17 [5.6%)] local) and 24 (7.4%) were enrolled per local tissue testing

Foundation One Liquid

Jhaveri K, SABCS 2023
———————————————————————————————————————————————————————————————————————



Valor pronostico de las mutaciones en PIK3CA mracona. | GE1CAIN

GEICAM, NATURALMENTE 16" GEICAM INTERNATIONAL SYMPOSIUM

Las mutaciones en PIK3CA estan asociada a peor pronostico particularmente cuando
son detectadas en plasma

Median PFS (months)
; -1.78
Unadjusted o
. -1.25
Adjusted for study treatment e
Adjusted for study treatment (ful vs. not ful) P
Adjusted for PIK3CA testing i
methodology (ctDNA vs. tissue testing)
_ , , -1.86
=> Among studies using ctDNA testing .
0.13
:> Among studies using tissue testing .
4 3 2 ! 0 ! 2
Months
Worse outcomes with mutated PIK3CA + > Worse outcomes with wild-type PIK3CA

Bhave M. Breast Cancer Research and Treatment 2024; Fillbrunn, M. et al. BMC Cancer. 2022




Estudio INAVO-120

SIMPOSIO

nternacionav GE lcam

GEICAM.NAYURMMENYE 16" GEICAM 1t INAL SYMPOSIUM

Inavolisib + Palbociclib + Fulvestrant en PIK3CAmut (NGS) en 12 linea de CMM con resistencia a HT

adyuvante

6-month  12.month  18-month

Inavo+Palbo+Fuly Pho+Palbo+Fuly

{00+ ‘ (n=161) (n=164)
829% ! No. of avents, n (%) 82(50.9) 113 (68.9)
\ Median (95% CI), mo 150(113,205 73(5693)
151 Stratified hazard ratio (95% CI) 0.43 (0.32, 0,59)
o p<0.0001
2
g 501
254 — Inavo+Pao+Fulv o -
| = PoosPalbosFily
+ Censored - P
0 K| 6 9 12 15 18 21 24 21 30 33 ¥
Time (mo)
Pm.insl i Wwellty'
oy O M R 6 & 4 N » N o 5 Median follow-up:
PhosPatosFul WM om % & 2 ¥ ® 12 6 3 3 1 21,3 months

Updated INAVO120 Trial Data Show Overall Survival Improvement with
ltovebi Combination in Certain Type of Advanced Breast Cancer

Jhaveri K, SABCS 2023

;La eficacia de inavolisib se mantiene en
mutaciones no HotSpot/VUS?

;La eficacia de inavolisib se mantiene en
mutaciones en PIK3CA detectadas solo en
tejido?



Estudio CAPITELLO-291 T e

Alteraciones en PIK3CA/AKT1/PTEN predictivas beneficio 100 -

. . 90 Adjusted HR (95% ClI): 0.50 (0.38-0.65)
de capivasertib & = :
’g 70
Patients with HR+/HER2- ABC 400 mg twice dail & 07
atients wit + - : : mg twice daily, :
Capivasertib S days on, 3 days off g %0
* Men and pre-/post-menopausal women 8 ” Capivasertib + fulvestrant
» Recurrence while on or <12 months from g 30 A g \\
end of adjuvant Al, or progression while on Fulvestrant ® o9
pnor Al for ABC E on Placebo + fulvm\»--\
« <2 lines of prior endocrine therapy for ABC i & 0 e —
L SO ABC Stratification factors: 0
R i R1:1  Liver metastases (yes/no) 0 2 4 6 8 10 12 14 16 18 20 22 24 26
 Prior CDK4/6 inhibitors allowed (at least 51% SN - Prior CDK4/6 inhibitor (yes/no) Tons Srom randomisation (monihe)
required) * Region’
« No prior SERD, mTOR inhibitor, PI3K
inhibitor, or AKT inhibitor . .
« HbA1c <8.0% (63.9 mmolmol) and diabetes Placebo - Twice ga(','z .
not requiring insulin allowed .o, ¥ Y00+
* FFPE tumor sample from the . g

retrospective central molecular testing Fulvestrant 5‘1)2"@;2'2'; '4d3§|:s&

Progression-free survival (%)
e

Turner N, NEJM 2023




Estudio CAPITELLO-291 e | GEICAM

GEICAM, NATURALMENTE 16" GEICAM INTERNATIONAL SYMPOSIUM

Eficacia de capivasertib se mantiene en los 3 genes implicados en la activacion de la via

PIK3CA alteration only AKT1 alteration only PTEN alteration only

Caplvasertib plus fulvestrant Placebo plus Tulvestrant Capivasertib plus fulvestram Placebo plus fulvestrant Capivasertib pius fulvestrant Placebo pius fulvestrant
(n=110) (n=92) (n=18) (n=15) (n=21) (n=16)
Madian (Se% 5.6 (4.2-7.4) 2.1(1.9-36) 9.1 (2.2-NC) 3.7 (1.7-9.5) 9.1 (5.5-11.1) 3.6 (1.8-6.7)
Adjusted hazard ratio (95% CI) Hazard ratio (95% Cl) Hazard ratio (95% Cl)
0.51 (0.37-0.70) 0.51 (0.22-1.12) 0.43 (0.21-0.88)
1 100 )
40 80
= ) 0 ]
i ) 0 0
-';: ) 50 )
":E 10 40 10
) 0 ]
ral) 20 Fal)
10 10 1 l—‘
v T T T T T T T T T T T T ! T T T T T T T T T T T T ) T T T T T T T T T T T T

0 2 4 g 8 10 12 14 16 18 20 2 24 0 2 4 6 8 10 12 4 16 18 20 22 24 0 2 4 6 8 10 12 14 16 18 20 2 M4
Patients
at risk

Caplvasertib
WS 110 90 65 51 40 37 21 7 13 7 2 1 0 8 W 12 12 108 6 6 6 4 1 1 1 20 18 VW 33 126 3 3 2 1 9 0 O
Ml o2 48 31 23 18 16 13 @ &5 2 1 1 0 o5 L Dl et el e D el gl e L e e 6. 4% U8l 2l 2 al kel e e led kel 0

Tirrs from randomization {months) Torw from randosmization (rmanths) Time froen randomezation (months)

*Algunos estudios preclinicos y con un numero limitado de pacientes sugieren que la inactivacion de PTEN puede actuar como un
mecanismo de resistencia a los iPI3K (Juric D. Nature 2015, Jhaveri K. Clin Cancer Res 2021)

Howell SABCS 2023
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Mutaciones en ESR1 como factor predictivo

de respuesta a SERD




Mutaciones ESR1 como biomarcador predictivo a SERDs
Estudio EMERALD, mutaciones en ESR1 predicen beneficio a Elacestrant

» Las mutaciones mas frecuentes y patogénicas se situan en el
dominio de union a ligando de ESR1
» Y537S y D538G son las mutaciones mas prevalentes y estan

Todos los pacientes
PFS>12m a iCDK4/6 previo

SIMPOSIO
internaciona.
GEICAM, NATURALMENTE

CFicam

16" GEICAM ERN \ MPOSIUM

ESR1 mut
PFS>12m a iCDK4/6 previo

1004

asociadas con mayor resistencia a la terapia hormonal 100 =
i
~ %) "
4 Yy
X E o | & g 3
Y5375 3 ' “\ﬁ.\
¥537C o ) -
V537N - Ty e .
Y5370 E '\“»\_ » 1
5 angengem——
1536 ¢ I8 g - r— '
L536H o] St of e o] Seesacre
Va22del L536R D538G 0 5 10 15 2 3 » 0 3 10 15 2 3 )
Time (months) Time (months)
E380Q S463p Bttt 150 % @ X 24 23 5 11 $ 8 7 6 6 Q et 72 Q@ N M X ¥ 21 9 8 7 6 5 S 0
SOC60 S5 X% 8 ) 6 - M - 3 ) SOC 81 26 12 20 9 1 0
SOC SOC
Elacestrant | Hormonal Elacestrant | Hormonal
Therapy Therapy
Median months 3.78 191 Median months
(95% Q) (2.33-6.51) | (1.87 - 3.58) (95% q)pps' (4_1:_'?1 84) | (1 .8;'?;68)
PFS rate at 12 months, % 25.64 7.38
(5% Q) (16.49 - 34.80)}(0.82 - 13.94) e ] P
0.613
o b (0.453 - 0.828) Hazard ratio (95% CI) - anr
Receptor Estrogenico (R)

Estudio EMERALD:
ESR1 mutational status was evaluated in ctDNA uisng the Guardant360 CDx
ESR1 mutations were defined as any missense mutation in codons 310-547

Bidard F, et al. J Clin Oncol 2022
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;Se ha descrito mutaciones que predigan

ausencia de beneficio al tratamiento con

Elacestrant?




Mutaciones en ESR1 y PIK3CA detectadas por ctDNA memecons. | GE1CATT
y su relacién con la PFS en el estudio EMERALD

El beneficio de Elacestrant es independiente de la presencia de co-mutaciones en ESR1 y TP53

Prior ET+CDK4/6i 212 months with Prior ET+CDK4/6i 212 months with
= - & i b
100 100 - W
Elacestrant SOC Elacestrant SOC
(n = 32) (n =29) (n = 45) (n = 52)
80 mPFS, months 8.61 1.87 80 mPFS, months 7.39 1.91
(95% ClI) (3.65-24.25) (1.84-3.52) (95% CI) (3.78-10.84) (1.87-3.75)
§ 60 - HR (95% CI), 0.300 (0.132-0.643) ;g 60 HR (95% CI), 0.511 (0.290-0.884)
7 7]
a 40 o 40-
20 I—I 20 -
o i 1) T L ] T T T Ll o A
0 5 10 15 20 25 30 0 5 10 15 20 25 30
Time (months) Time (months)
Elacestrant 32 16 13 10 8 6 5 4 4 4 3 3 3 0 Elacestrant 45 25 17 13 11 9 5 4 4 3 3 2 2 1 1 0
SOC 29 8 2 1 1 0O SOC 52 1810 9 8 5 2 1 1 0

Bardia A, Clin Cancer Res 2024




Mutaciones en ESR1 y PIK3CA detectadas por ctDNA ﬂ—i%)“a GEICam
y su relacién con la PFS en el estudio EMERALD

El beneficio de Elacestrant es independiente de la presencia de co-mutaciones en ESR1 y PIK3CA

Prior ET+CDK4/6i 212 months with Prior ET+CDK4/6i 212 months with
100 { = 100 - ESR1-mut and PIK3CA wild-type
Elacestrant SOC Elacestrant sSOoC
80 - (n=27) (n = 35) 80 - (n =51) (n = 46)
mPFS, months 5.45 1.94 mPFS, months 9.03 1.87
. (95% Cl)  (2.14-10.84) (1.84-3.94) _ (95% Cl)  (5.49-16.89) (1.87-3.71)
® o HR (95% C1), 0.423 (0.176-0.941) £ % HR (95% CI), 0.364 (0.206-0.631)
£ 2
a &

40- LLL 40 -

20- B L 20 A LI

o— T 0" T T T T T
5 10 15

0 5 10 15 20 25 30 0 20 25 30

Time (months) Time (months)
Elacestrant 27 13 7 6 5 § 2 2 2 2 2 2 2 0O Elacestrant 51 29 24 18 15 11 9 7 6 5
SOC 35 10 6 5 4 3 1 0 SOC 46 16 6 5 5 2 1 1 1 0

Bardia A, Clin Cancer Res 2024
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;Se ha descrito mutaciones que predigan

ausencia de beneficio al con Trastuzumab-DXd
en RH+/HER2-low?




. . simPosio .
La eficacia de Trastuzumab-DXd en CMM HR+/HER2-low es mermeciona. | GE1CALT]
independiente de la presencia de mutaciones oncogénicas

PIK3CA Status
— TPC-WT TPC: Mut — T-DXa: WT — T-DXet: Wt
Figure 1. ORR According to Baseline Biomarker Status iia
100 B 75 wr 1BoRS-122 < 0.50 @.36-0.70
w - A | —
% ; ’ Mt 080 00097
g 50 e - ~
80 — 3 d—r 2
% 25 N ~ AT
) ; —
X 60 . 4 === ' .
.: I L DRl P ] TR Sl I I ikt "J“L’_'u‘.l‘., m
o 40
o T-Oxa Wt " 138 113 7] &0 o) 17 10 . 1 e
(o] : , )
20
' ' . ESR1 Mut
— TPC: WT TPC: Mut — T-DXd: WT ~ — T-DXd: Mut
0- S
LuminalA LuminalB  HER2 Mut WT Mut WT Positive  Negative w mPFS (95% CY) Hazard Ratio
enriched - T-DXd TPC (95% CI)*
o . . °© . » @
Intrinsic subtype ESR1 PIK3CA CDK4/6i & - wr e S3N0TH  1043(029-082)
resistance & 9.8 ©2-12.0)
marker" s 149 0.67 (0.47-0.97)
> B0-semceaaac N S _
T-DXd, n 92 107 20 142 135 100 177 153 61 Z :
TPC, n 48 39 12 74 63 57 80 73 31 3 25 |
‘CCND1, CCNE1, COKB, FGFR1/2 amplification; RB1, PTEN, RAS, AKT1, ERBB2, and FAT1 mutations. o
Dashed horizontal Ines show ORR in the overall HR+ cohort.® & L =

0 3 6 9 12 15 18 21 24 27 30
Number at risk Months
TPC: WT 63 a3 22 1" 7 2 0 0 0 0 (4}

T-DXd: WT 135 103 89 67 45 31 15 7 4 0 0

M0d| S ASCO 2023 T-DXd: Mut 142 115 92 70 46 30 15




infETnacions GEICélm

;Facilita el NGS integral el acceso de las

pacientes a ensayos clinicos que podrian

beneficiarlas?




Estudio SAFIR: NGS para seleccionar el tratamiento de B
P ‘ Cricam

internaciona.

mantenimiento en CMM HR+/HER2- i | G

Terapia dirigida de mantenimiento mejor que QT, beneficio restringido a ESCAT.I/ Il;

PFS in patients with ESCAT 11l genomic afferations {7 = 115)

Proceso ineficiente 1.00 ]
3 3 (o) = Maintenance chemotherapy
1.462 pacientes—> randomizados 238 (16%) o Bty
Potencial benificio clinico en 7% de los pacientes e
HR adjusted for stratification factors:
- 0.41 {80% CI: 0.27, 0.61)
W 050 P < 0.001
0.25 +
04 |
0 & 12 18 24 30 36 42 48 51 80
Frozen or FFPE fresh Months
biopsy, frozen or FFPE
biopsy <12 months or c::ma{::e 40 9 5 o 0 (4 0 0 0 0 o
CtONA sample hedd ¥
Targetedtherapy 75 46 22 9 6 3 1 1 1 1 0
matchad to
genomic alteraticn
c PFS In patients presenting genomic aitaration beyond ESCAT VIl {n = 123)
1.00
= Maintenance chemotherapy
0.75 4 = Targeted therapy matched to
’ genomic altération
Unadpusted MR
£ o0s0- 1.15 (95% CI: 0.76, 1.75)
0.25 -
0
0 B8 12 18 24 30 36 42 48 54 60
Months
Maintenance 41 9 2 2 1 1 1 0 0 0 0
chemothorapy
Targetedtherapy 82 20 4 2 1t 0 0 ©0 0 0 0
matched to
ESCAT I (uso estandar con biomarcador validado): olaparib - PARP; Alpelisib - PI3K @enomic atteration

ESCAT Il (evidencia sélida, pero no estandar en clinica): capivasertib - AKT; bicalutamide - AR+; sapitinib - HER2

ESCAT Ill (evidencia preliminar, sin validacién suficiente): vistusertib - m-TOR; AZD4547 - FGFR; sapitinib- EGFR; selumetinib- MEK; vandetanib- EGFR Ande F, Nature 2022




Conclusiones GElcam

GEICAM, NATURALMENTE

La secuenciacion genomica integral o el uso de paneles con multiples genes no es
necesaria actualmente para guiar el tratamiento del cancer de mama avanzado

» El cancer de mama avanzado no se beneficia de biomarcadores genémicos tumor-agnésticos

* En los subtipos HER2+ y triple negativo, no existen biomarcadores genémicos que guien las
decisiones terapéuticas

« En cancer de mama luminal avanzado, las Unicas mutaciones accionables y predictivas,
utilizadas como criterio para el uso de terapias dirigidas, se encuentran en cuatro genes:
PIK3CA, AKT1, PTEN y ESR1

« El resto de mutaciones implicadas en cancer de mama pueden tener valor pronoéstico, pero no
predictivo de ausencia de beneficio a las terapia dirigidas actuales, y no pueden reemplazar a
los factores clinicos clasicos en la toma de decisiones
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o o o s »lh POSI(C
Incidencia de mutaciones en ESR1 en cancer de mama smeciona. GEICam
avanzado RH+/HER2-

La incidencia de mutaciones en ESR1 12 linea
enfermedad avanzada se incrementa en resistencia
primarias y secundarias a HT adyuvante sobretodo tras
exposicion |A

La incidencia de mutaciones en ESR1 en enfermedad
avanzada se incrementa tras la exposicion a IA por mas
de 1 ano y sobre todo tras IA + iCDK4/6

ESR1 alteration prevalence post-Al b ------ -~ R -~~~ -~~~ -~~~ - {RS gy n=n== QRS e = =l -
1yr
.S (nfm)‘ .—*
S o5 { i [x30% 2
- >2yrs
2 o2 1 i
0 20 40 60 F 15
#
' . E 10 - B .
ESR1 alteration prevalence post-Al+CDK4/6i o
1
§ ot { -
£ 3z I ’
3 (h=32) ~55% I
2 (2t | I
- (n=26) ! ' . 1 .
0 20 40 60
Median prevalence post-treatment (%) Primary ET  Secondary ET Denovo Al TAM only
resistance Resistance Erensltwe fnaive (+{- OFS) (+/- OFS)

Chaudhary N. npj Breast Cancer 2024; Guerrero-Zotano , SABCS 2023




o o ° . . SIMPOSIC
La presencia de mutaciones en ESR1 confiere resistencia a infernaciona. GElcam

IA + iCDK4/6 pero no a Fulvestrant + iCDK4/6

rwPFS of HR+/HER2- MBC patients receiving
1st-line AI+CDK4/6i by ESR1mut status

o, OG" Median: 21.4 vs. 8.1
;‘.:;.-' HR 1.93 (95%CI 1.16-3.19); p=0.011
L0
8075+
o
Q.
L14]
2 o50-
c
S .
]
® 0.25+ - \\H
g
a ESRTWT
0‘00_ ESRT mut
0 6 12 18 24 30 36 42 48
Months from Tx Initiation
Number at risk
£ memm 550 434 329 237 168 109 72 52 29
Fwmm 2 14 6 4 3 1 1 1 1
0 6 12 18 24 30 36 42 48

Months from Tx Initiation

Bhave M. Breast Cancer Research and Treatment 2024

GEICAM NAT'URNMENYE 16" GEICAM INTERNATIONAL SYMPOSIUM

rwPFS of HR+/HER2- MBC patients receiving
1st-line Fulvestrant+CDK4/6i by ESR1mut status

- 1.00- Median: 14.1 vs. 11.2
= HR 1.28 (95%C10.91-1.79): p=0.16
0

o
4:9:0.75-

Q.

@
& 0.50-

c
o

a

® 0.25-

o

2
- ESRT mut

0.00~

0 6 12 18 24 30 236 42 48
Months from Tx Initiation
Number at risk

£ mmmm 289 197 133 92 65 51 37 25 18
%—5940191384222

0 6 12 18 24 30 36 42 48
Months from Tx Initiation



Elacestrant vs Fulvestrant en el estudio EMERALD e, | GEICAMN

GEICAM, NATURALMENTE 16" GEICAM INTERNATIONAL SYMPOSIUM

Elacestrant monoterapia es superior a Fulvestrant monoterapia
en el grupo con mutacion ESR1

All Patients Patients with Tumors Harboring m£SR7

100 Elacostrant Fulvestrant 100 4 Elacestrant Fulvestrant
90 4 | [n = 239) {n = 165) e {n=1185) (n=83]
804 e _ | Eveots NOUIN | tese03) XTI e N S |-~ | - | [ __fmm | mouy_ |
S ' HR (95% C1) 0.68 {0.52 t0 0.90) 80 - HR (95% C) 0.50 {034 to 0.74)
= B 0049 - 109 [ 0005
= 601 8-month PFS, % 343 229 * e & month PFS, % 40.8 208
w 50 (95% CI) {27.2 10 41.5) {1615 1o 30.57) ; (95% C1) (30.1 10 51.4) (10.68 10 30.83)
a 12-month PFS, % 223 102 w507 & 12-month PFS, % 268 84
40 1 . % (85% C1) (15.2 10 20.4) 13410 16.9) et , . 195% C1) (16.2 10 32.4) 10.2 to 16.6)
ol %'--.-Q” il t"l - - 0
20 A | m E “o--- N
—©— Elacestrant Ve 20 —&— Elacestrant %- Cene %
101 ’O'F“m"""‘. et gk anats A R 10 1 = O = Fulvestrant .y )
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 16 16 17 18 19 20 21 22 23 24 25
| Time (months) Time (months)
No. ot risk: : No. ot risk
Jlacestrant 239 106 60 42 34 27 19 n 7 6 2 2 0 Elacestrant 115 54 35 26 2 16 n 7 5 4 1 1 o
ulvestrant 165 62 3 21 14 5 2 1 Fulvestrant 83 29 16 10 8 3 1 0

Bidard FC, et al. J Clin Oncol 2022



Abemaciclib + Fulvestrant vs Fulvestrant en el estudio memecona. | GE1CATT
post-MONARCH

El beneficio de abemaciclib + fulvestrant post-iCDK4/6 es independiente de la presencia de
mutaciones en ESR1, PIK3CA,AKT1 o PTEN

Abemaciclib + Placebo +
Fulvestrant Fulvestrant
N=182 N=186
ctDNA Evaluable Population 161 (88%) 159 (85%)
Biomarker Status ESR1 mutation 40% 51%
PIK3CA or PTEN or AKTT1 alteration 46% 52%
Subgroup n events HR (95% CI) Interaction p-value
ctDNA Evaluable Population 320 230 —— 0.77 (0.59 to 1.00)
ESR1 0.98
Detected 145 110 —— 0.79 (0.54 to 1.15)
Not detected 175 120 —a— 0.79 (0.55 t0 1.13)
PIK3CA or AKT1 or PTEN 0.55
Detected 156 118 —— 0.86 (0.60 to 1.23)
Not detected 164 112 —_— — 0.73 (0.51 to 1.06)

| | | |
0.25 0.5 1 2

-
Abemaciclib Arm Placebo Arm
Biomarker ctDNA by GuardantINFINITY assay

Kalinsky K, ASCO 2024
=S —————————————«———————0 88V V LSS ———— ] —DV VU ° = ———————-
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Subgroup Analysis: Investigator-Assessed PFS by Visceral Metastasis

No visceral metastasis Visceral metastasis

Abemaciclib+ Placebo + Abemaciclib+ Placebo +
Fulvestrant Fulvestrant Fulvestrant Fulvestrant
(N=70) (N=77) 100 (N=112) (N=109)
100 1
Events 32 53 90 4 Events 85 88

Median (95% Cl),
months

11.1 5.6
(6.3- NR) (5.3-92)

0.53 (0.34 - 0.83)

Median (95% Cl);
months

HR (95% Cl)

54 3.7

(387-59) | (20-54)
0.87 (0.64—1.17)

HR (95% CI)

Progression—-Free Survival (%)
8
Progression-Free Survival (%)

GEiCam

16" GEICAM INTERNATIONAL SYMPOSIUM

404 401
30 307
201
104 104
0 - v ~ \ 0 + - v o - v \
0 3 (] 9 12 15 18 21 0 3 8 9 12 15 18 21
Time (months) Time (months)
Number at rnisk Number at risk
et 70 56 40 X 15 5 1 0 - 112 68 40 28 6 < 1 0
-— T 55 0 25 i B 2 ° —_ 109 59 32 22 9 3 1 0
2024 Asco #ASCO24 eresewten g Kevin Kalinsky, MD, MS ASCO renmvprise A
ANNLUAL MEETING Prenasiston i proporty of e mdhor aned ASCO Parmessen sgaeed Iof sne contct permssona fescn o1g ENOWLEDGE CONOUENRS CANCER




Estudio FAKTION, analisis de eficacia segin NGS mermecone. | GE1CAIM

GEICM NATURALMENTE 16" GEICAM INTERNATIONAL SYMPOSIUM

El beneficio de capivasertib restringido
Original Biomarker:

a PI3K/AKT/PTEN alterado por NGS « ddPCR of tissue/plasma of four PIK3CA mut (exén 9 and 20)
« |HC of low PTEN expresion

(T R

. Po:t:nmpauadm e Fulvestrant
+ ER+/HER2- metastatic orunlmehb!, ctable loca ly loading dose
ldvumdbms‘tuu';eer Exapanded Biomarker:
+ Progression on advanced breast cancer q . . .
or relapse on adjwentAl « Foundation One in Tissue or Guardant in plasma
= Maximum 1 Mcfohﬂmoﬂmm N=71
metastatic breast cancer (mBC) S
Fulvestrant 500 mg every 4 weeks +
msmammwwnﬂc loading doss
mn“ g Placebo twice daily 4 days on/2 days ONQII'IBI |
& WNWUP!WAKI’MTORM 1:1 allocation balanced on Expanded
*Participants were recruited from 2015-2018 and had mutation/low PTEN expression) esl resu .
":e exposure 'Z'%E{':“f inhibitors, V":'C:‘ :;ed :2:'“;"3“ « Measurable/no-measurable disease
vy i i i s Over actvating 1 yyers g4z ] PTEN ateration ] PTENIHC toss [] Pathway non-attered

ES42K, EB45K, H1047L or H1047R PIK3CA mutation’

FAKTION: primary results reported in 20201 Pathway =l Patimay

£ Y acebo capivasertib placebo
altel’ed 9) T,: = ]b” non-a'tered :n =30) fn=34)
Modian Median
+ At primary analysis (data cut off [DCO] Jan 2019), the addition of capivasertib to fulvestrant more than ?,2, i ?,g.‘ o
doubled PFS compared to fulvestrant alone in women with ER+/HER2- advanced breast cancer 1004 = 1004~ Adusted 0.86 (95% C10.49-1.52);
(median PFS 10.3 vs 4.8 months; HR 0.58; p = 0.004) L‘?'L__i ‘..,“"""" £ =0.005 T-‘L HR p =060
2 804 “ £ 801 )
» OS data were immature but suggestive of improved outcomes (median OS 26.0 vs 20.0 months; HR £ ‘-\1*-& f &b&.
0.59; p = 0.071) £ oo Yor,. T 2 0] %
] 9 1
« PI3K/AKT/PTEN pathway alteration status (identified using assays that were employed at the time)* = 40 g G é 404 i
did not appear to influence the benefit of capivasertib addition to fulvestrant g N iy RN 3 .
204 ﬂ\_ﬁ o 201 '«N‘t‘ .
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Jones RJ, et al. Lancet Oncol 2020; Howel SJ, et al Lancet Oncol 2022



Caso Clinico ietoaciona GEIC&TTI

GE!CAM NﬂTURMMENYE 16" GEICAM INTERN/ WAl SYMPOSIUM

ctDNA NGS_FoundationOne Liquid

Test Status: Pass The following Clinical Trial Assay(s) (CTA) were performed on ORD-2063170-01 based on
* FoundationOne®Liquid CDx
This is a compilation of results of the analysis from this specimen

Laboratory Findings: Genomic and Biomarker

FINDING FINDING DETAILS VAF
Blood Tumor Mutational Burden 1 Muts/Mb
49 anos ctDNA Tumor Fraction High (48%)

2021 CDI pTZpNO MO Microsatellite status AMSI—High Not Detected
RH+++/HER2-, Oncotype )% CCND1  amplification - equivocal
RS: 12

Variants and Biomarkers of Unknown Significance

En Curso de Tamox'ifeno + FINDING FINDING DETAILS VAF
aLHRH metéStaSiS éseas CALR S189T NM_004343.3: c.566G>C(p.S189T), 566G>C, chr19:13051130 52.74%
ml:l lt] pleS CDKN2A S12L NM_000077.4: c.35C>T(p.S12L), 35C>T, chr9:21974792 0.16%
. . KDR D8IN NM_002253.2: c.241G>A(p.D8IN), 241G>A, chr4:55984888 49.77%
PCR-Cobas tumor primario: ~
MRET]
P| K3CA WT F214L NM_005590.3: c.640T>C(p.F214L), 640T>C, chri1:94209474 3196%
(MRETIA)
NOTCH1 V77G NM_017617.3: c.230T>G(p.V77G), 230T>G, chr9:139418342 50.71%

NOTCH2 N1207K NM_024408.3: c.3621C>A(p.N1207K), 3621C>A, chr1:120478129 45.83%




