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Oligometastases - Definitions and concepts

- Introduced for the first time in 1995

- Commonly used to describe an intermediate state of cancer spread between localized
disease and widespread metastases

- Patients show only a limited number or regions involved

- No more than five total lesions

Hellman S, Weichselbaum RR. J Clin Oncol 1995
Weichselbaum RR, Hellman S. Nat Rev Clin Oncol 2011

Schema of oligometastases

. Primary lesion

@ Distant metatases/
recurrences
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Oligometastases
Characterization and Classification

Characterisation and classification of oligometastatic NY()
disease: a European Society for Radiotherapy and Oncology m
and European Organisation for Research and Treatment of

Cancer consensus recommendation

Matthias Guckenberger, Yolande Lievens, Angelique B Bouma, Laurence Collette, Andre Dekker, Nandita M deSouza, Anne-Marie C Dingemans,

Beatrice Fournier, Coen Hurkmans, Frédéric E Lecouvet, Icro Meattini, Alejandra Méndez Romero, Umberto Ricardi, Nicola S Russell,
Daniel H Schanne, Marta Scorsetti, Bertrand Tombal, Dirk Verellen, Christine Verfaillie, Piet Ost

Guckenberger M, et al. Lancet Oncol 2020
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Oligometastases — Characterization and Classification

Q4: Is the patient under active systemic therapy at the time of oligometastatic disease diagnosis?
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Oligometastases — Characterization and Classification

Q5: Are any oligometastatic lesions progressive on current imaging?
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Guckenberger M, et al. Lancet Oncol 2020
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Oligometastases — Characterization and Classification

Dynamic oligometastatic state model

Cancer history without previous diagnosis
of oligometastatic disease

+

De-novo oligometastatic disease

—>

Synchronous oligometastatic disease

Metachronous Metachronous
oligorecurrence oligoprogression

+

Repeat oligometastatic disease

Repeat oligorecurrence
—>

> Repeat
oligoprogression

Benefit of Local Therapy on Survival

aseasiponelseawk|od

Repeat
oligopersistence

A

Increasing Effectiveness of Systemic Therapy

Induced oligometastatic disease

Adapted from Punglia RS, et al. N Engl J Med 2007

r Fl Contribution of improved locoregional control to
inducedoligopersstence 4| Induced oligoprogression survival depends on the effectiveness of
systemic treatment and viceversa

Guckenberger M, et al. Lancet Oncol 2020
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Oligometastases — Definitions and concepts

Cancer Treatment Reviews 110 (2022) 102462

Contents lists available at ScienceDirect

Cancer Treatment Reviews

-~ B3

journal homepage: www.elsevier.com/locate/ctrv

ELSEVIEI

Hot Topic

Oligometastatic breast cancer: Dissecting the clinical and biological
uniqueness of this emerging entity. Can we pursue curability?

Federica Miglietta®", Luca Visani ¢, Sabrina Marini *", Gaia Griguolo *°, Grazia

Maria Vernaci®”, Michele Bottosso ”°, Maria Vittoria Dieci ®", Icro Meattini ©°,

Valentina Guarneri >>"

2 Department of Surgery, Oncology and Gastroenterology, University of Padova, Padova, Italy

> Division of Oncology 2, Istituto Oncologico Veneto IRCCS, Padova, Italy

¢ Radiation Oncology Unit, Oncology Department, Azienda Ospedaliero Universitaria Careggi, Florence, Italy

4 Department of Experimental and Clinical Biomedical Sciences “M. Serio”, University of Florence, Florence, Italy

Miglietta F, et al. Cancer Treat Rev 2023
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Oligometastases — Definitions and concepts

Genuine OM-BC entities

‘ @ : SYNCHRONOUS % OLIGORECURRENT
(or DE-NOVO) OM-BC ' BC
o a identification of metachronous
} oligometastatic disease at oligometastases subsequent to
‘ initial presentation definitive management of a
k [ \& j non-metastatic tumor

4 INTERMEDIATE S1
* up to 5 lesions* between a localized tu
G widespread dise:

w not necessarily in the
& same site/organ K B

e o *
%Q/'\ all potentially amenable to localized '\"*
—

( ablative treatment disease ’ \ :
over
@3 . - QN8 metastatic BC
- : o b i
*up to 3 metastatic lesions may better recapitulate OM-BC micrometastatic disease

Miglietta F, et al. Cancer Treat Rev 2023
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Oligometastases — Definitions and concepts

DAUGHTER
METASTASIS-TO-METASTASIS DISSEMINATION

Metastases represent an additional
source of seeding.

Multiple parallel seeding events @
occur both from primary tumor B\ -~

and metastatic sites e

7

PARENTAL
METASTASIS-TO-METASTASIS DISSEMINATION

Primary tumors is the

parental source of seeding
°

@ PRIVATE MUTATIONS
wider genomic heterogeneity within the metastatic lesions than the matched primary tumor

Miglietta F, et al. Cancer Treat Rev 2023
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Oligometastases — Definitions and concepts
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CORNERSTONES

Metastatic disease is associated with
wider genomic variability of metastases as
compared to the primary tumor

RE-SAMPLING

re-profile BC phenotype
(if feasible)
RADIOLOGICAL

CONFIRMATION

To confirm the oligo-

Modern imaging techniques allow a @
reliable identification of true OM disease

Not defined yet the actual clinical utility -
of molecular relapse-driven treatment 5

EVOLVING THE
CONCEPT OF OM-BC A

May molecularly
detected relapse (ctDNA)
be assimilated into OM- BRINGING
BC definition? FORWARD OM-BC

DIAGNOSIS
To maximise the likelihood
of response to first-line
systemic treatment
(especially TN PD-L1+ MBC)

No specific follow-up protocol is currently

METASTATIC TISSUE | MULTIDISCIPLINARY

To confirm diagnosis and | Discuss each case at MDM
metastatic nature of o To document tumor
advanced disease C response

\Q ABLATIVE

recommended for early distant relapse diagnosis

Enter an informed discussion with the
patients to define: global patient’s prognosis,
treatment goals, expected benefit

DISCUSSION

to personalize treatment

STANDARD
FIRST-LINE SYSTEMIC
TREATMENT

‘ ! Start standard first line systemic

therapy according to tumor biology

Current evidence does not support
Q ablative approach of metastatic sites
&

as a standard approach

LOCOREGIONAL
tx of METASTASES
To disrupt the daughter
SURGERY of the metastasis-to-metastasis
PRIMARY TUMOR dissemination

To disrupt the parental
metastasis-to-metastasis
dissemination

Current evidence does not support surgery of

the primary tumor as a standard approach

RESEARCH AGENDA

Miglietta F, et al. Cancer Treat Rev 2023
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Radiation and New Drugs
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Radiation and New Drugs

100+

— Tumour 5

- ==+ Normal tissue .

Concept of therapeutic index

Increasing the effective ionizing radiation dose by
just 10% will increase tumor control rates by 5-30%

Response/toxicity rate (%)

Radiation dose (Gy)

Sharma RA, et al. Reviews Clinical Oncology 2016
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Recommendations on integration of radiation therapy with targeted treatments for breast cancer
consensus
Florence, Italy — June 16-17 — Hotel Mediterraneo
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Recommendations
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with targeted
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for breast cancer
consensus meeting
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