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—_ ANNALS o
EBSVD=: ONCOLOGY

driing innovation in oncalogy

ORIGINAL ARTICLE

European cancer mortality predictions for the year 2023 with focus on lung
cancer

M. Malvezzi’, C. Santucci’, P. Boffetta’”, G. Collatuzzo’, F. Levi®, C. La Vecchia’™ & E. Negri’
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Total
Tumores 113.662
Tumor maligno del labio, de la cavidad bucal y de la faringe 2451
Tumor maligno del eséfago 1.780
Tumor maligno del estémago 4.838
Tumor maligno del colon 11.021
[ Y Tumor maligno del recto, de la porcién rectosigmoide y del ano 4017

El Céncer de mama es Tumor maligno del higado y vias biliares intrahepaticas 5066
& |a 13 la causa de muerte por Tumor maligno del pancreas 7663

i , . Otros tumores malignos digestivos 2515
g4 cancer en mujeres en Espana Tumor maligno de la laringe 1158
\ 7 Tumor maligno de la traquea, de los bronquios y del pulmén 22438
Otros tumores malignos respiratorios e intratoracicos 476
Tumores malignos del hueso y de los cartilagos articulares 352
Melanoma maligno de la piel 1.056

Otros tumores malignos de la piel y de los tejidos blandos
Tumor maligno de la mama

Tumor maligno del cuello del Gtero

Tumor maligno de otras partes del titero
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RESEARCH ARTICLE Open Access

Pattern of recurrence of early breast cancer is
different according to intrinsic subtype and
proliferation index

Nuria Ribelles’, Lidia Perez-Villa?, Jose Manuel Jerez®, Bella Pajares’, Luis Vicioso?, Begoia JimeneZ',
Vanessa de Luque', Leonardo Franco?, Elena Gallego?, Antonia Marquez', Martina Alvarez*, Alfonso Sanchez-Mufoz',
Luis Perez-Rivas' and Emilio Alba'
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E INNOVACION TERAPEUTICA Pattern of recurrence of early breast cancer is
different according to intrinsic subtype and
proliferation index
Nuria Ribelles', Lidia Perez-Villa?, Jose Manuel Jerez®, Bella Pajares', Luis Vicioso?, Begoria Jimenez',

Vanessa de Luque', Leonardo Franco®, Elena Gallego?, Antonia Marquez', Martina Alvarez*, Alfonso Sanchez-Murioz',
Luis Perez-Rivas' and Emilio Alba'"
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Review Article | Published: 18 December 2018

Beyond 5 years: enduringrisk of recurrencein
oestrogen receptor-positive breast cancer

Juliet Richman &2 & Mitch Dowsett

Nature Reviews Clinical Oncology 16, 296-311 (2019) | Cite this article

@



Diagnosis and 0-5 years of Distant recurrence
primary surgery endocrine therapy™* (beyond 5 years)

» Clinically detectable
breast cancer

Treated primary

No response
owing to
resistance

Women with early
(0-5 years) or late
(>5 years) distant

recurrence

breast cancer

e

-
%= Micrometastases :
50% of women with
micrometastases
Early distant after surgery
d Early recurrence
acquired | 9
resistance Exit dormancy
k
before 5 years
b —_— f — h L
——
40% —_ Partial Enter Exit
response dormancy dormancy
after
5 years
Micrometastases Dormant Late distant
— (distant disease- recurrence
- free at 5 years)
i Maintain
c dormancy
Early ER* 50% of women with residual
breast i
preast. a micrometastases after surgery Women with no
—— distant recurrence
60%
Complete
response ]

Cured

=

Cured Dormant Long-term

dormant

Cure and long-term dormancy are clinically indistinguishable
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Review
Definition of High-Risk Early Hormone-Positive
HER2—Negative Breast Cancer: A Consensus Review

Mattia Garutti ** 0 Gaia Griguolo 2,3,%(0 Andrea Botticelli 4, Giulia Buzzatti °>, Carmine De Angelis 6

Lorenzo Gerratana '), Chiara Molinelli ®, Vincenzo Adamo 7, Giampaolo Bianchini 8?(, Laura Biganzoli 007,
Giuseppe Curigliano 1202, Michelino De Laurentiis '3, Alessandra Fabi ¥/, Antonio Frassoldati 1>,
Alessandra Gennari 1617, Caterina Marchio 181900, Francesco Perrone 2°, Giuseppe Viale 1221, Claudio Zamagni
Alberto Zambelli 23, Lucia Del Mastro 32%+(, Sabino De Placido ®%, Valentina Guarneri 2-3%,

Paolo Marchetti 2>%0 and Fabio Puglisi 1-26-%

r

Objetivo: Identificar las caracteristicas relevantes actuales que predicen la recaida del
cancer de mama precoz HR+ HER2-



Age ]

Menopausal status —]

Germinal BRCA1/BRCA2 mutations —
Circulating tumoral DNA (ctDNA) —
Histologic grade —|
Lymphovascular invasion —
Perineural invasion —

DCIS amount —

Histotype —

Nodal status —

Tumor size —|

Tumor infiltrating lymphocytes —

Ki-67 —
Expression level of hormonal receptors
(estrogen receptor, progesterone receptor) ~ |

Diagnosis through screening exams —
Residual cancer burden (RCB) —|
Multifocality and multicentricity —|
Endopredict —|

PAM50 —

OncotypeDX —

MammaPrint —

REI EVANCE
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PLOS ONE

RESEARCH ARTICLE

Breast cancer-specific mortality in early breast
cancer as defined by high-risk clinical and
pathologic characteristics

Objetivo: investigar la mortalidad especifica por cancer de mama precoz por subtipo,
incidencia de indicadores de alto riesgo de recurrencia y la diferencia de riesgo de
mortalidad en aquellas pacientes que cumplieron/no cumplieron estos criterios.

@
J



Overall Population of Interest from SEER q

| SEER 1975-2016 n=10440123 |
v
| within 2010-2015 n=2888424 |
¥
| Site = breast n=473202 |
v
| Age >18 n=473173 |
v
l Invasive, Stage I-IV n=363686 |
¥
| EBC, Stage 1 n=342149 |
Mortality Analytic Cohort / \ HR+, HER2- Analytic Cohort
Primary cancer Known HR+, HER2- subtype
n=276517 n=238222
v
Grade known
n=249845 Did not meet Did meet
¥ monarchE criteria monarchE criteria
Size known n=209603 n=28619
n=248886
¥ / \
Ipsilateral axillary nodes positive nodes Stage | and/or node negative Stage I-Iinode positive
=228308 n=179562 n=30041
v
Survival months available
n=228308
L4
Cancer-specific mortality status known
n=228031

Nelson DR, Brown J, Morikawa A, MethodM (2022) Breast cancer-specific mortality in early breast cancer as defined by high-
risk clinical and pathologic characteristics. PLoS ONE 17(2): e0264637
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Nodal status reference,

Node positive 1-3 ips ax nodes +' _— node negative
Node positive 24 ips ax nodes +' =
Grade 2 A Histologic Grade reference,
Grade 3 E— Grade 1
Tumor size 1-1.99 cm 3
Tumor s!ze 2-2.99 cm I Tumor size reference,
Tumor size 3-3.99 cm — <lem
Tumor size 4-4.99 cm [r—
Tumor size 25 cm E—

Nelson DR, Brown J, Morikawa A, MethodM (2022) Breast cancer-specific mortality in early breast cancer as defined by high-
risk clinical and pathologic characteristics. PLoS ONE 17(2): e0264637
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EREMD
2020

[HR+, HER2-, high risk early \
breast cancer

High risk defined as:

« 24 positive axillary lymph nodes (ALN)
OR
* 1-3 ALN and at least 1 of the below:
o Tumor size 25 cm
o Histologic grade 3

monarchE Study Design

\ o Centrally tested Ki67 220% )

Other criteria:

+« Women or men

* Pre-/ postmenopausal

« With or without prior
adjuvant/neoadjuvant chemotherapy

» No distant metastases

5
monarclm:

Abemaciclib (150mg twice daily for up to 2 yearsP®)
+ Standard of Care Endocrine Therapy
(5 to 10 years as clinically indicated)

Standard of Care Endocrine Therapy®

PEA (5 to 10 years as clinically indicated)

* Prior chemotherapy
* Menopausal status
* Region

Endocrine therapy of physician’s choice

Primary Objective: Invasive disease-free survival (STEEP criteria)
Key Secondary Objectives: Distant relapse-free survival, Overall
survival, Safety, Patient reported outcomes, and Pharmacokinetics

aRecruitment from July 2017 to August 2019; ®Treatment period =first 2 years on study treatment after randomization
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Nelson DR, Brown J, Morikawa A, MethodM (2022) Breast cancer-specific mortality in early breast cancer as defined by high-
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XV SIMPOSIUM §
BASES BIOLOGICAS DEL CANCER

E INNOVACION TERAPEUTICA

1.00+

4
-

""" il l
el b bl 1 4 s
TTTTTT TrorrTTY ""lln

0.95+4

0.90+
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0 20 40 60 80

Survival Months

1: HR+, HER2- EBC and did not meet monarchE (Stage | and/or node negative) =
2: HR+, HER2- EBC and did not meet monarchE (Stage II-Ill and node positive)
3: HR+, HER- EBC and did meet monarchE (Stage II-1ll and node positive) —
4, TNBC —

Nelson DR, Brown J, Morikawa A, MethodM (2022) Breast cancer-specific mortality in early breast cancer as defined by high-
risk clinical and pathologic characteristics. PLoS ONE 17(2): e0264637
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Contents lists available at ScienceDirect 2 M
BREAST
The Breast m
journal homepage: www.elsevier.com/brst .
Original article
Risk of recurrence among patients with HR-positive, HER2-negative, 4 )
early breast cancer receiving adjuvant endocrine therapy: A ke

systematic review and meta-analysis

Elizabeth M. Salvo °, Abril Oliva Ramirez “, Jenilee Cueto “, Ernest H. Law ©, Aaron Situ “,
Chris Cameron ”, Imtiaz A. Samjoo *"
4 EVERSANA, Burlington, Ontario, Canada

® EVERSANA, Sydney, Nova Scotia, Canada
© Patient & Health Impact, Pfizer Inc, New York, NY, USA
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Contents lists available at ScienceDirect T
BRE/\ST
The Breast H
journal homepage: www.elsevier.com/brst
Original article
Risk of recurrence among patients with HR-positive, HER2-negative, )
early breast cancer receiving adjuvant endocrine therapy: A SR

systematic review and meta-analysis

Elizabeth M. Salvo °, Abril Oliva Ramirez ?, Jenilee Cueto ©
Chris Cameron ”, Imtiaz A. Samjoo =~

4 EVERSANA, Burlington, Ontario, Canada

P EVERSANA, Sydney. Nova Scotia. Canada

< patient & Health Impact, Pfizer Inc, New York, NY, USA

, Ernest H. Law ©, Aaron Situ ?,

e 21 estudios, de los cuales: 8 ECA y 4 RWD fueron finalmente incluidos.
* Riesgo de recurrencia a los 5 afios de 17.2% (95% credible interval: 14.6%—20.3%).

1 de cada 6 mujeres N+ con HR+ HER2- BC recidivd o murid antes de los 5 afios.



i & XVSIMPOSIUM
' 1 BASES BIOLOGICAS DEL CANCER

E INNOVACION TERAPEUTICA

Real worid data in stage Il and Il HR+/HER2- EBC showed that
the risk of recurrence in patients with stage Il is also high

» The real-world risk of recurrence with adjuvant ET was high in patients with
stage Il/lll HR+/HER2- EBC (O’Shaughnessy et al, SABCS 2022)

- Stage Il BC was 4 times as common as stage Ill and had a 41% risk of
invasive disease recurrence within 10 years of starting adjuvant ET

2-Year Event 3-Year Event

10-Year Event

5-Year Event Risk

Population  Risk (95% Cl), %  Risk (95% CI), % (95% CI), % Risk (95% CI), %
Overall 11.1 (10.1-12.3) 16.3 (15.0-17.7)  26.1 (24.5-27.9) 45.0 (42.7-47.3)
(N = 3133)

Stage I

s 9.4 (8.3-10.7) 13.8 (12.4-15.2)  22.7 (21.0-24.6) 40.5 (38.0-43.1)
Stage I

18.4 (15.5-21.8) 27.1 (23.6-31.0)

(n = 598)

40.4 (36.2-44.9) 62.9 (57.9-67.9)
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EEEESMD” " PALLAS: Phase Ill open-label study of palbociclib
and adjuvant endocrine therapy

ArmB
> Endocrine Treatment
141 * Aromatase inhibitor or tamoxifen, +/- LHRH agonist

Primary Endpoint: invasive Disease-Free Survival (iDFS)
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NATALEE vs MonarchE Study Population

NATALEE! MonarchE?2

AnatomicStage Group 111 Anatomic Stage Group [P Cohort 1
= 1-3 pALM AND

= Centrally tested Kig7
220%

= Mot grade 3 or tumor
size 25 cm

If any of the
following:

= Tumos size 25 ocm
OR
= Histolegicgrade3

= MammaPrint High R
= EndoPredict High R

Eligible Eligible
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Comparing the NATALEE and monarchE Patient Populations

MNATALEE
|

maonarchE monarchE !
L

Incidence’-? ~10%

Stage at diagnosis i
Nodal status a 7 N1** N2/3

Increasing risk of recurrence

NATALEE included node-negative patients and, overall, a broader population of Stage |l and lll patients than monarchE
*In NATALEE ([with additional oriteria for Stage 1IAY11B#); not in monarchE
**|n NATALEE; only in MenarchE if histolegical grade 3 or Ki-67 220 % (except T3 which is in both studies)
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Review ‘ Published: 06 February 2022

Refining risk stratification in HR-positive/HER2-
negative early breast cancer: how to select patients for
treatment escalation?

Stefania Morganti, Antonio Marra, Edoardo Crimini, Paolo D'Amico, Paola Zagami & Giuseppe Curigliano

Breast Cancer Research and Treatment 192, 465-484 (2022) ‘ Cite this article

Objetivos:

)

i)
ii)

Identificar las caracteristicas clinicas, patologicas y gendmicas actuales que
contribuyen a definir el riesgo de recurrencia en el EBC HR+

Explorar el papel potencial de la biopsia liquida para |la evaluacion del riesgo.

Discutir perspectivas futuras y estrategias innovadoras para optimizar la estratificacion
del riesgo y seleccionar pacientes para la intensificacion del tratamiento.



ET +/- CDK4/6i CT+

ET ONLY (+/-CT) ET +/- CDK4/6i

Tumor diameter: 2 - 5 cm
Nodal status: N1
HR level: low/intermediate
Grade 2

Tumor diameter: <2om Proliferation Index: intermediate Tumor diameter: >5 cm
Nodal status: NO Genomic risk: intermediate Nodal status: N2
HR level: high HR level: low
Grade 1 Sona
At Proliferation Index: high
Genomic risk: high/intermediate

ctDNA: positive
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Review
Definition of High-Risk Early Hormone-Positive
HER2—Negative Breast Cancer: A Consensus Review

1t

Mattia Garutti '**%, Gaia Griguolo **%, Andrea Botticelli %, Giulia Buzzam , Carmine De Angelis ©,
Lorenzo G: cmm i ) Adamo 7, Gi i %90, Laura Bi i 10
Curigli. 1,12 ichelino De L iis 13, Al d Fabl 140, Antonio Frassoldati 15

Alessandra Gennari %17, Caterina Marchio 519

Alberto Zambelli 2, Lucia Del Mastro 524+
Paolo Marchetti 254 and Fabio Puglisi 1264

, Sabino De Placido ®4, Valentina Guareri 234,

, Francesco Perrone %, Giuseppe Viale 1221, Claudio Zamagni 2,

Menopausal status —|

Germinal BRCA1/BRCA2 mutations —]
Circulating tumoral DNA (ctDNA) —|
Histologic grade —]
Lymphovascular invasion —
Perineural invasion —|

DCIS amount —

Histotype —|

Nodal status —

Tumor size —

Tumor infiltrating lymphocytes —

Ki-67 —|
Expression level of hormonal receptors
(estrogen receptor, progesterone receptor) |

Diagnosis through screening exams —
Residual cancer burden (RCB) —
Multifocality and multicentricity —

Endopredict —
PAMS50 —
OncotypeDX —
MammaPrint —
| | | | | |
1 2 3 4 5 8

RFI FUANCF
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ‘

21-Gene Assay to Inform Chemotherapy
Benefit in Node-Positive Breast Cancer

K. Kalinsky, W.E. Barlow, J.R. Gralow, F. Meric-Bernstam, K.S. Albain, D.F. Hayes,
N.U. Lin, E.A. Perez, L.J. Goldstein, S.K.L. Chia, S. Dhesy-Thind, P. Rastogi,
E. Alba, S. Delaloge, M. Martin, C.M. Kelly, M. Ruiz-Borrego, M. Gil-Gil,
C.H. Arce-Salinas, E.G.C. Brain, E.-S. Lee, J.-Y. Pierga, B. Bermejo,
M. Ramos-Vazquez, K.-H. Jung, ].-M. Ferrero, A.F. Schott, S. Shak, P. Sharma,
D.L. Lew, ). Miao, D. Tripathy, L. Pusztai, and G.N. Hortobagyi
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Adults with HR+/HER2- EBC and l
1-3 positive LN without distant mets*;
able to receive adjuvant taxane _~"
and/or anthracycline-based CT';
axillary staging by SLNB or ALND;
RS 0-25¢% \
(N =5015)

B Invasive Disease—free Survival, Postmenopausal Participants

Chemotherapy followed by ET Baseline
(n=2509) characteristics
— generally well
ET alone balanced between
treatment arms

(n = 2506)

C Invasive Disease—free Survival, Premenopausal Participants

L0 ’ 1.0+ Chemoendocrine
Endocrine only
32 ] 0.3 Chemoendocrine v 0.8+ Endocrine only
§ 2 5-Yr Invasive S % ;
Ea 064 ] > 5 5-Yr Invasive
' 0.0 o. of Disease-free e 0.6 :
‘*—5 @ N - f  No.of D c i : 2 06 No.of  No.of Disease—free
= Participants Events  Survival ig Participants Events  Survival
Z¢ 04 . * 24 044 %
3 g Chemoer_ldocrme 1658 163 91.3 E § Chemoendocrine 829 57 93.9
£a 0.2 Endocrmé Only‘ 1_671 _ 169 9.9 g g Endocrine Only 826 92 89.0
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monarchE: Baseline Characteristics

Abemaciclib + ET ET Alone S Abemaciclib + ET ET Alone
isti Characteristic, %
Characteristic (n =2808) (n=2829) (n =2808) (n=2829)
Median age, yrs (range) 51 (23-89) 51 (22-86) Pathologic tumor size
= <65 84.4 85.4 = <2cm 27.8 27.0
= >65 15.6 14.6 = 2-5cm 48.8 50.2
= >5cm 21.7 216

North America and

Europe/Asia/other % 52.4/20.4/27.2 52.3/20.6/27.1

Histologic grade at diagnosis

Pre/postmenopausal, % 43.5/56.5 43.5/56.5 =2 4 48
=2 48.9 49.3
Prior CT, % =3 38.8 37.7
= Neoadjuvant 37.0 37.0 = Not assessed 4.5 4.9
= Adjuvant 58.5 58.2 e
_» o Noe 45 4.7 Ki-67 index < 20/> 20 33.9/44.9 34.4/43.6

Prior neoadjuvant/ T stake (derived)
adjuvant RT % 2.5/93.3 2.9/92.9 = |A 0.1 0

. = |IA 115 12:5
Positive axillary LN, % = |IB 13.9 1z
=0 0.2 0.2 = |IIA 36.6 36.2
=13 39.9 40.4 = ||IB 3.7 3.2
=>4 59.8 59.3 = ||IC 33.8 34.0
ER/PgR positive, % 99.1/86.2 99.2/86.7 O]

Johnston. JCO. 2020;38:3987. Slide credit: clinicaloptions.com




Adjuvant chemotherapy is
associated with an overall
survival benefit regardless of age
in ER+/HER2- breast cancer pts
with 1-3 positive nodes and
oncotype DX recurrence score
20 to 25: an NCDB analysis
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Xun Luo***, Amanda L. Amin**® and Alberto J. Montero*



X SIMPOSIUM

BASES BIOLOGICAS DEL CANCER
E INNOVACION TERAPEUTICA

A B
1,00 ————r————— 1.00
. —— m:r\_\_
i
|
- P 0.751 h
L -
p=0.0005 p<0.001
0.50 0.50 1
0.25+ 0.251
0.00+ 0.00 1
T T — — T — T ' I — y T 1R T T T T T T T T T T
0 12 24 38 48 60 72 84 96 108 120 0 12 24 36 48 60 72 84 96 108 120
Time (months) Time (months)
----- endocrine therapy alone endocrine + chemotherapy | — ===+ endocrine therapy alone endocrine + chemotherapy
FIGURE 3
Overall survival compared between endocrine therapy alone versus endocrine therapy plus chemotherapy in pathological stage I-1ll HR+HER2-

breast cancer patients with 1 — 3 positive nodes and RS 20-25. (A) premenopausal patients. (B) postmenopausal patients).
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CONCLUSIONES

* Laidentificacion de pacientes con Cancer de Mama precoz HR+ / Her2- con criterios de
Alto Riesgo de recidiva permite adaptar el tratamiento adyuvante con el fin mejorar el
Prondstico en estos casos.

* Los criterios de Riesgo empleados en el Ensayo MonarchE en adyuvancia identifican
un grupo de pacientes de peor prondstico en los que es necesario mejorar los
resultados del tratamiento

* Préximamente se conoceran los resultados del Ensayo Natalee, con una poblacion mas
amplia, que podrian identificar pacientes de alto riesgo no incluidas en el MonarchE

* Permanece por definir el papel que los Perfiles de Expresion Génica en pacientes con
Criterios de Alto Riesgo Clinico-Patoldgicos y Bajo Riesgo Gendmico en la decision de
tratamiento con CDK4/6i adyuvante
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