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Key Messages

* No evidence was identified about the clinical effectiveness of hypofractionated whole-
breast radiotherapy as part of breast-conserving therapy in people with breast cancer.

* Four evidence-based guidelines regarding whole-breast radiotherapy as part of breast-
conserving therapy in people with breast cancer was identified.

Research Questions

1. What is the clinical effectiveness of hypofractionated whole-breast radiotherapy as part of
breast-conserving therapy in people with breast cancer?

2. What are the evidence-based guidelines regarding whole-breast radiotherapy as part of
breast-conserving therapy in people with breast cancer?

Methods

Literature Search Methods

A limited literature search was conducted by an information specialist on key resources
including MEDLINE, the Cochrane Database of Systematic Reviews, the International HTA
Database, the websites of Canadian and major international health technology agencies,

as well as a focused internet search. The search strategy comprised both controlled
vocabulary, such as the National Library of Medicine’s MeSH (Medical Subject Headings), and
keywords. The main search concepts were breast cancer, radiotherapy, hypofractionation,
and breast-conserving therapy. CADTH-developed search filters were applied to limit retrieval
to guidelines for a secondary search of the concepts breast cancer and radiotherapy.
Comments, newspaper articles, editorials and letters were excluded. The search was
completed on June 22, 2022 and limited to English-language documents published since
January 2017. Internet links were provided, where available.

Selection Criteria and Summary Methods

One reviewer screened literature search results (titles and abstracts) and selected
publications according to the inclusion criteria presented in Table 1. Full texts of study
publications were not reviewed. The Overall Summary of Findings was based on information
available in the abstracts of selected publications. Open access full-text versions of evidence-
based guidelines were reviewed when available, and relevant recommendations were
summarized.

Results

Four evidence-based guidelines addressing whole-breast radiotherapy as part of breast-
conserving therapy in people with breast cancer were identified for this report.”* No health
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Table 1: Selection Criteria

Criteria Description

Population People (aged = 50 years) with breast cancer who have had breast-conserving surgery (i.e., lumpectomy)

Intervention Q1. Whole-breast radiotherapy delivered with a hypofractionated radiation schedule (i.e., < 25 fractions over < 5
weeks of therapy) as part of breast-conserving therapy

Q2. Whole-breast radiotherapy as part of breast-conserving therapy

Comparator Q1. Whole-breast radiotherapy delivered a with conventionally fractionated radiation schedule (e.g., = 25
fractions, over 5 to 6 weeks) as part of breast-conserving therapy

Q2. Not applicable

Outcomes Q1. Clinical benefits (e.g., local [and regional] recurrence [breast tumour relapse], relapse-free survival, normal
tissue effects, cosmetic outcome [clinician- and patient- reported)], function, quality of life, patient preference)
and harms (e.g., mortality, toxicity, breast pain, breast induration, fatigue, unwanted cosmetic changes, other
adverse events)

Q2. Recommendations regarding best practices (e.g., appropriate time courses of therapy, considerations for
shorter schedules)

Study designs | Health technology assessments, systematic reviews, randomized controlled trials, non-randomized studies,
evidence-based guidelines

technology assessments, systematic reviews, randomized controlled trials or non-randomized
studies were identified about the clinical effectiveness of hypofractionated whole-breast
radiotherapy as part of breast-conserving therapy in people with breast cancer.

Additional references of potential interest that did not meet the inclusion criteria are provided
in Appendix 1.

Overall Summary of Findings

Four evidence-based guidelines addressing whole-breast radiotherapy as part of
breast-conserving therapy in people with breast cancer were identified.™ Whole-breast
radiotherapy is generally considered safe and is recommended as a part of breast-
conserving therapy'2* All guidelines™ recommend a hypofractionated radiation schedule
for people who are receiving whole-breast radiotherapy and have had breast-conserving
treatment. Three guidelines'® discussed the use of a boost for those who are receiving
whole-breast radiotherapy and have had breast-conserving treatment. A detailed summary
of the recommendations and their corresponding strength and evidence quality is
presented in Table 2.

No relevant literature was found regarding the clinical effectiveness of hypofractionated
whole-breast radiotherapy as part of breast-conserving therapy in people with breast cancer;
therefore, no summary can be provided.
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Table 2: Summary of Recommendations in Included Guidelines

Summary of recommendations Quality of evidence and strength of recommendations

Meattini et

al. (2022) "

“Moderate hypofractionated whole breast irradiation should be
offered regardless of:

age at breast cancer diagnosis
pathological tumour stage
breast cancer biology

IV. surgical margins status

V. tumour bed boost

VI. breast size

VII. invasive or pre-invasive ductal carcinoma in situ
disease.

VIII. oncoplastic breast-conserving surgery

IX. use of systemic therapy.”

Rather than grading evidence and evaluating the strength of
recommendation, consensus from the panel was established.

91.3% Consensus agreement; Strong consensus
91.3% Consensus agreement; Strong consensus
91.3% Consensus agreement; Strong consensus

IV. 100% Consensus agreement; Unanimous consensus
V. 100% Consensus agreement; Unanimous consensus
VI. 91.3% Consensus agreement; Strong consensus
VII. 91.3% Consensus agreement; Strong consensus
VIII. 91.3% Consensus agreement; Strong consensus
IX. 95.6% Consensus agreement; Strong consensus

“Ultrahypofractionated (26 Gy in five fractions) whole breast
irradiation can be offered as (1) standard of care or (2) within a
randomized controlled trial or prospective registration cohort.”

86.9% Consensus agreement; Consensus

Biganzoli et al. (2021)?

“WBRT remains the standard of care for most older patients
following BCS and omission of radiotherapy in low-risk patients
can be safe and reasonable; in patients older than 60 years,
the use of a boost is advised only for those at higher risk of
recurrence.”

Level 1 (requires at least a RCT as part of the collection of
studies, with overall good quality and consistency, and support
for the clinical recommendation)

“Hypofractionated schedules (40 Gy in 15 fractions over 3
weeks, 42.5 Gy in 16 fractions over 3.5 weeks or 26 Gy in five
fractions over 1 week) are recommended for older patients.”

Level 4 (requires expert judgment, particularly in the absence of
good quality, relevant clinical studies)

with breast cancer who have undergone breast-conserving
surgery with clear surgical margins and who require post-
operative whole breast radiation therapy.”

Cancer Australia (2020)3
“In patients who have undergone breast-conserving surgery and | NR
who are at high risk of local recurrence (age <50 years with any
grade, age 51-70 years with higher grade, or a positive margin),
offer radiation therapy boost following whole-breast radiation
therapy.”
“Offer a hypofractionated course of radiation therapy to women | NR
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Summary of recommendations

Brazilian Society of Radiotherapy (2018)*

Quality of evidence and strength of recommendations

“Hypofractionated radiotherapy is considered to be safe and
effective for women who meet the following criteria:

* have underwent conservative treatment for breast cancer
® are over 50 years old

* have invasive carcinoma of no special type, grades | and Il
* have clinical stages T1 and T2

* have negative axillary lymph nodes

* experience no particularity regarding the laterality of the
affected breast

® experience no restriction regarding the immunohistological
profile (patients with positive hormone receptors, HER2
super-expressed or triple negative)”.

Level of agreement: 100%
Level of evidence: Strong

“The models of moderate fractionation of 42.5 Gy in 16
fractions and of 40 Gy in 15 fractions are equally safe and
effective.”

Level of agreement: 100%

Level of evidence: Strong

BCS = breast-conserving surgery; HER2 = human epidermal growth factor receoptor-2;
radiotherapy.

NR = not reported; RCT = randomized controlled trial; WBRT = whole-breast
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Health Technology Assessments
No literature identified.

Systematic Reviews
No literature identified.

Randomized Controlled Trials
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Non-Randomized Studies
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