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Mean Heart Dose

. Mean Body Dose

n: Number of radiotherapy fractions

METHODS

Systematic review and meta-analysis

« Databases: PubMed, Embase

* Risk of bias tool: Newcastle-Ottawa Scale

« Statistics: random-effects meta-analysis with
prespecified subgroup analysis

Institutional cohort study (PACIFIC regimen)

« Ethics approval granted

« Comparison of baseline characteristics
between low and high EDIC groups:
Wilcoxon rank-sum (continuous) and Chi-
square (categorical) tests

* Longitudinal changes in absolute lymphocyte
counts (ALC) over time: repeated-measures
mixed model

* Time-to-event outcomes: Cox proportional
hazard regression with Kaplan-Meier
estimation

« Binary outcomes: logistic regression

Absolute lymphocyte count over time
Individual trajectories (grey) with mean = SE by EDIC group

EDIC group =e= Low EDIC == High EDIC

Overall survival by EDIC dose (continuous, Cox model)
Cox model-predicted survival at representative EDIC doses (HR 1.21 per 1 Gy, p = 0.048)

EDIC dose === Low (4.7 Gy) === Median (7.4 Gy) High (11.2 Gy)

Progression-free survival by EDIC dose (continuous, Cox model)
Cox model-predicted survival at representative EDIC doses (HR 1.20 per 1 Gy, p = 0.023)

EDIC dose === Low (4.7 Gy) === Median (7.4 Gy) High (11.2 Gy)
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Lymphopenia Esophagitis

Incidence of grade =3 lymphopenia by EDIC dose (continuous, logistic regression
OR 1.29 per 1 Gy (95% Cl 0.93-1.89, p = 0.145); ticks = individual patients
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Any-grade pneumonitis by EDIC dose (continuous, logistic regression)
OR 1.44 per 1 Gy (95% C1 1.09-2.02, p = 0.019); ticks = individual patients
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Any-grade esophagitis by EDIC dose (continuous, logistic regression)
OR 1.33 per 1 Gy (95% CI 1.02-1.83, p = 0.049); ticks = individual patients
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Characteristics (N= 47)

Low EDIC (n=23)

High EDIC (n=24)

Age, median (IQR) 69.0 (63.5-75.5) | 68.5(62.8-71.5) 0.59
Baseline ALC, median (IQr) | 1.72 (1.46-2.00) 1.68 (1.07-2.11) 0.65
GTV, median cc (IQR) 69.6 (29.2-110.5) | 146.5 (64.0-262.4) | 0.002
T1-T2 / T3-T4 17% [/ 74% 30% / 66% 0.80
NO-N1 / N2-N3 31% / 69% 12% / 88% 0.34
EDIC, median Gy (IQR) 6.0 (5.2-6.7) 9.0 (8.1-10.5) <0.001
Lymphopenia, grade 2 3 70% 92% 0.07
Pneumonitis, any grade 30% 42% 0.62
Esophagitis, any grade 48% 62% 0.47
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