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Dear Sir,

The authors of the Budapest randomised'tdapartial breast irradiation (PBI) recruited ayww-risk patients
(TINO, Grade 1 or 2). Their small sample size (18}2%as a little more than 1/{®f the TARGIT-A
randomised trial (n=2298) published in the BMJet they fail to mention it. TARGIT-A comparedkiadapted
single-dose targeted intraoperative radiotheragyRGIT-IORT) during lumpectomy vs whole breast
radiotherapy (EBRT). TARGIT-IORT achieved compaedloing-term outcomes to EBRT for local control,
distant control, breast preservation and breasteramortality, along with a significant and subsi@reduction
in non-breast-cancer mortality by 4.4% by 12 yé&r$1% vs 9.85%,p=0.005). With this magnitude of/sal

benefit, a new cytotoxic agent would achieve higbfife rapid adoption!

They also fail to correctly cite the trial of detayIORT (n=1153) reported in JAMAONcolddy Instead, they
selectively refer to the hypothetical and erronestasistics from a correspondence letter, withating our
robust rebuttdl’ - their fundamental error was not recognising TARGIT-A was a non-inferiority trial. The
median follow-up was 9 years (they wrongly stajears, and give an incorrect p-value in Table Agyr
overlook that the 10-year local recurrence-fre@igal was not statistically different (80.16% vs
84.36%,p=0.052), and mastectomy-free survival wasally identical (83.79% vs 83.82%,p=0.38). We

repeatedly stress our strong preference for TARGIRT during the initial lumpecton?*.

Then they fall prey to the temptation of compariARGIT-A with the PRIME-II trial of ‘no-radiotherap vs
EBRT. Unlike the wide eligibility for TARGIT-A% 45 years<3.5cm invasive ductal carcinoma), PRIME-I
recruited only ultra-low risk patients65 years. In fact, three-quarters of the TARGIPaient$ would not have
been eligible for the PRIME-II trial because they were either too young or had nod¢iymé22%), grade 3
(20%) or ER/PR negative (19%) disease! Yet, evahigultra-low risk PRIME-II trial, the reductidn local
control in the absence of radiotherapy was dramaitt a local recurrence of 9.8% vs 0.9% at 1062ABCS

2020 https://www.abstractsonline.com/pp8/#!/9228pntation/579). PRIME-II found no hint of a redioretin

mortality- the benefit of avoiding radiation wagipaps nullified by the harm from the large increskecal
relapse. On the other hand, when TARGIT-IORT igiduring lumpectomy (higher-risk patients, mucsiydéa

trial), there is no reduction in the patient’'s cbaof being free of local recurrence, preservimglteast, or
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cancers.

PBI whether with brachytherapy wires/balloon oreemtil beam, is very cumbersome to patients, rexgiri
several hospital visits or even an in-patient stéflese approaches inevitably deliver significaattered
irradiation to the nearby organs at risk (OARs)sas the heart and the IIngARGIT-IORT involves much
less travel, delivers the least dose to OARs, édsaed toxicity, less pain and improves qualitfifefand
cosmetic outconfé . To quote many patients, single-dose TARGIT-IORTw@red during surgery is a “no-

brainer”.

The elephant in the room is something we have haivated as an advantage: TARGIT-IORT is a highuga
treatment, saving substantial sums (e.g. $1.®biltiver 5 years in the 3% to the healthcare system. However,
from the perspective of the healthcare providers¢hsavings result in a substantially lower incatneam for the
department or the individual, compared with anyeothethod of radiotherapy. These considerationsnexasrse

with the introduction of a value-based system &mnuneration.

As an editorial in this journal pointed dyt‘Many careers have been built around fractionaseliation therapy
for breast cancer, and it comprises a substantigigotion of the practice of the average contemparadiation
oncologist. Depending on your perspective, intraaipes radiation therapy is thus either a veryaesithreat or

a quantum leap forward.”.

260 centres in 38 countries worldwide have alrdegted 45,000 patients with TARGIT-IORT, whichisw

included in several national and international gliites (https://targit.org.uk/targit-iort-in-guidieds).
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