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Abstract 

Purpose This study seeks to examine the influence of the heartbeat on the position, volume, and shape of the heart 
and its substructures during various breathing states. The findings of this study will serve as a valuable reference 
for dose-volume evaluation of the heart and its substructures in radiotherapy for treating thoracic tumors.

Methods Twenty-three healthy volunteers were enrolled in this study, and cine four-dimensional magnetic reso-
nance images were acquired during periods of end-inspiration breath holding (EIBH), end-expiration breath holding 
(EEBH), and deep end-inspiration breath holding (DIBH). The MR images were used to delineate the heart and its 
substructures, including the heart, pericardium, left ventricle (LV), left ventricular myocardium, right ventricle (RV), 
right ventricular myocardium (RVM), ventricular septum (VS), atrial septum (AS), proximal and middle portions 
of the left anterior descending branch (pmLAD), and proximal portion of the left circumflex coronary branch (pLCX). 
The changes in each structure with heartbeat were compared among different respiratory states.

Results Compared with EIBH, EEBH increased the volume of the heart and its substructures by 0.25–3.66%, 
while the average Dice similarity coefficient (DSC) increased by − 0.25 to 8.7%; however, the differences were not sta-
tistically significant. Conversely, the VS decreased by 0.89 mm in the left–right (LR) direction, and the displacement 
of the RV in the anterior–posterior (AP) direction significantly decreased by 0.76 mm (p < 0.05). Compared with EIBH 
and EEBH, the average volume of the heart and its substructures decreased by 3.08–17.57% and 4.09–20.43%, respec-
tively, during DIBH. Accordingly, statistically significant differences (p < 0.05) were observed in the volume of the heart, 
pericardium, LV, RV, RVM, and AS. The average DSC increased by 0–37.04% and − 2.6 to 32.14%, respectively, with sta-
tistically significant differences (p < 0.05) found in the right ventricular myocardium and interatrial septum. Further-
more, the displacements under DIBH decreased in the three directions (i.e.,− 1.73 to 3.47 mm and − 0.36 to 2.51 mm). 
In this regard, the AP displacement of the heart, LV, RV, RVM, LR direction, LV, RV, and AS showed statistically significant 
differences (p < 0.05). The Hausdorff distance (HD) of the heart and its substructures under the three breathing states 
are all greater than 11 mm.

Conclusion The variations in the displacement and shape alterations of the heart and its substructures during car-
diac motion under various respiratory states are significant. When assessing the dose-volume index of the heart 
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and its substructures during radiotherapy for thoracic tumors, it is essential to account for the combined impacts 
of cardiac motion and respiration.

Keywords DIBH, EIBH, EEBH, Heart and its substructures, Displacement, Volume, DSC

Introduction
The thoracic region is prone to developing malignancies 
such as lung, esophageal, and breast cancer, which can 
be treated with radiotherapy [1–3]. However, this poses 
a significant risk to patient survival time and quality of 
life, with radiation-induced heart damage being one of 
the most common complications [4–7]. Numerous stud-
ies have suggested that radiation-induced heart damage 
might offset the clinical benefits of radiotherapy, under-
lining the importance of early detection [8]. Current 
clinical methodology predicts such damage using dose-
volume indices of the heart obtained from static simu-
lation positioning 3DCT, which ignores the effects of 
breathing and cardiac motion on the heart’s position, vol-
ume, and shape. Studies have indicated that the dose-vol-
ume indices differ significantly from the actual dose [9]. 
In past research, when conducting electrocardiogram-
gated 4DCT scans under end-inspiration breath hold-
ing (EIBH), we observed significant cardiac shape and 
volume changes throughout the cycle, strongly affect-
ing dosage evaluation accuracy [10]. When a patient’s 
breathing state shifts, it changes the thoracic pressure, 
affecting the heart’s range of motion and shape modula-
tion. Unfortunately, few trials have sought to analyze the 
changes in the position, volume, and shape of the heart 
and its substructures under various respiratory states. 
Our study aims to examine these changes in three breath-
ing conditions: EIBH, tidal end-expiratory breath holding 
(EEBH) and deep end-inspiration breath holding (DIBH).

Materials and methods
General study object information
The study included 23 participants, aged between 20 
and 28  years, with a median age of 23  years, compris-
ing 12 males and 11 females, all of whom demonstrated 
a breath-holding capacity of over 20  s during a single 
breath-hold in EIBH, EEBH and DIBH. Prior to partici-
pating in the study, all volunteers gave their informed 
consent, and the study was approved by the Ethics Com-
mittee of Shandong Cancer Hospital.

Acquisition of 4D MR images
All study participants underwent thoracic imaging with 
a GE 3.0  T superconducting MR scanner (Discovery 
750 W, General Electric, USA) while maintaining EIBH, 
EEBH and DIBH, in which electrocardiogram gating was 

utilized to obtain 4D MR images. The scanning sequence 
used was a multislice 2D fast imaging employing steady-
state acquisition (FIESTA). Scans had a slice thickness of 
5 mm and a field of view measuring 50 cm and were per-
formed without a gap. 4D MR images were reconstructed 
over 20 phases, ranging from 0 to 95% in 5% intervals, 
synchronized with the cardiac cycle.

Outlining of the heart and its substructures
Using MIM Maestro 7.1.5 (MIM, USA), the 4D MR 
images were manually segmented for different respira-
tory phases. In each image phase, the heart, pericardium, 
ventricular septum (VS), left and right ventricular myo-
cardium (LVM and RVM, respectively), left ventricle 
(LV), right ventricle (RV), atrial septum (AS), proximal 
and middle portions of the left anterior descending coro-
nary branch (pmLAD), and the proximal portion of the 
left circumflex coronary branch (pLCX) were segmented.

The upper boundary of the heart and pericardium 
is defined as the roof of the left atrium, and the lower 
boundary is the apex of the heart. The upper boundary of 
the left and right ventricles is the top of their respective 
chambers, and the lower boundary is the bottom of their 
chambers. The upper and lower boundaries of the left 
and right ventricular myocardium are the same as those 
of their corresponding chambers. The upper and lower 
boundaries of the interventricular septum are the same 
as those of the left ventricular myocardium. The upper 
boundary of the interatrial septum is the roof of the right 
atrium, and the lower boundary is the junction of the 
left atrium and left ventricle. The left anterior descend-
ing branch of the coronary artery starts at the bifurcation 
of the left main stem and ends at the bifurcation of the 
second diagonal branch. The left circumflex artery begins 
at the bifurcation of the left main stem and ends at the 
midpoint between the left margin of the heart and the 
posterior interventricular groove. All delineations were 
performed by two physicians jointly, and in case of any 
doubts, a third physician was involved in the discussion 
to determine the delineations.

Comparative analysis
We compared the displacement in the center of mass 
of the heart and its substructures in the left–right (LR), 
anterior–posterior (AP), and cranio-caudal (CC) direc-
tions during the cardiac cycle across the different 
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respiratory states. Additionally, we compared the mor-
phological and volumetric changes in the heart and its 
substructures. We calculated the volumetric variations by 
dividing the difference between the maximum and mini-
mum volumes by the minimum volume. We evaluated 
the change in shape using the dice similarity coefficient 
(DSC).

here A refers to the volume of the region of interest (ROI) 
at the reference phase (0%), while B represents the vol-
ume of the ROI at other phases. The overlapping volume 
between the two is represented as |A ∩ B|.

The Hausdorff distance (HD) is a measure of the simi-
larity between two sets of points. It is a definition of the 
distance between two point sets: Suppose there are two 
sets A = {a1,…, ap}, B = {b1,…,bq}; then, the HD between 
these two point sets is defined as:

HD is measured in millimeters (mm), and the higher 
the HD is, the greater the difference.

Statistical methods
SPSS 25 (IBM, Chicago, USA) software was used to 
analyze the data, and the results are presented as the 
mean ± standard deviation ( x  ± s). We applied paired t 
tests to compare normally distributed data and Mann‒
Whitney U tests to compare nonnormally distributed 
data. Significance was indicated if p < 0.05.

Results
Analysis of the movement of and morphological 
changes in the heart and its substructures during EIBH 
at end‑expiration
During EIBH at end-expiration, the heart and its 
substructures were displaced by an average of 1.4–
10.73  mm, 0.68–12.57  mm, and 2.31–13.18  mm in 
the LR, AP, and CC directions, respectively (Table  1). 
The volume variations ranged from 13.45 to 136.53% 
(Table  2), the DSC variations ranged from 6.75 to 
2318.06% (Table  3), and the  HDMAX ranged from 11.8 
to 27.28  mm (Table  4). The RVM exhibited the great-
est displacement in the left–right direction (10.73 mm), 
while the pmLAD showed the greatest displacement in 
the AP and CC directions (12.57  mm and 13.18  mm, 
respectively), and the pericardium demonstrated 
the smallest displacement in all directions (1.4  mm, 
0.68 mm, and 2.31 mm, respectively). The LV displayed 

DSC =
2|A ∩ B|

|A| + |B|

HA,B = max max

a∈A

min

b∈B

a− b , max

b∈B

min

a∈A

b− a

the largest volume variations (136.53%), and the peri-
cardium displayed the smallest (13.45%). The AS DSC 
exhibited the greatest change (2318.06%), and the peri-
cardium DSC exhibited the least (6.75%). Statistically 
significant differences (p < 0.05) were observed between 
the maximum and minimum values of each structure’s 

Table 1 Comparison of the displacement of the centroid of the 
heart and its substructures under three respiratory states

LR left–right, AP anterior–posterior, CC cranio-caudal

LR AP CC

HEART 

EIBH 1.86 ± 0.60 1.03 ± 0.33 2.81 ± 1.17

EEBH 1.79 ± 0.58 1.07 ± 0.38 3.31 ± 0.77

DIBH 1.38 ± 0.45 1.02 ± 0.54 3.08 ± 1.14

Pericardium

EIBH 1.19 ± 0.54 0.64 ± 0.28 2.21 ± 1.05

EEBH 1.40 ± 0.51 0.68 ± 0.28 2.31 ± 0.89

DIBH 0.94 ± 0.42 0.86 ± 0.52 2.26 ± 0.87

LV

EIBH 2.99 ± 1.01 4.61 ± 1.02 3.41 ± 1.00

EEBH 3.11 ± 0.66 4.73 ± 0.92 3.38 ± 1.13

DIBH 2.36 ± 1.41 4.08 ± 1.00 3.41 ± 1.40

LVM

EIBH 2.63 ± 1.16 7.1 ± 2.32 4.15 ± 1.17

EEBH 2.91 ± 0.98 7.12 ± 2.00 4.16 ± 1.35

DIBH 2.79 ± 0.87 6.77 ± 2.11 3.74 ± 1.35

RV

EIBH 7.96 ± 2.41 4.68 ± 1.22 4.67 ± 1.28

EEBH 6.97 ± 2.67 3.92 ± 1.36 5.04 ± 1.93

DIBH 5.87 ± 1.70 3.76 ± 1.36 4.60 ± 1.73

RVM

EIBH 11.69 ± 3.42 7.65 ± 2.63 6.02 ± 1.49

EEBH 10.73 ± 3.5 6.97 ± 2.12 5.98 ± 2.80

DIBH 8.22 ± 3.30 5.09 ± 1.76 5.62 ± 1.67

VS

EIBH 5.50 ± 1.75 4.28 ± 0.96 4.13 ± 1.62

EEBH 4.61 ± 1.59 4.16 ± 1.04 4.76 ± 1.73

DIBH 3.52 ± 1.70 3.62 ± 1.22 4.54 ± 1.40

AS

EIBH 3.56 ± 1.14 6.43 ± 1.61 6.42 ± 2.28

EEBH 3.29 ± 1.05 6.87 ± 1.51 6.63 ± 2.63

DIBH 3.03 ± 1.08 4.82 ± 1.96 6.12 ± 2.15

pmLAD

EIBH 5.44 ± 3.72 11.53 ± 6.28 11.81 ± 2.26

EEBH 5.37 ± 1.86 12.57 ± 6.24 13.18 ± 3.95

DIBH 4.42 ± 2.00 11.72 ± 5.36 13.54 ± 5.16

pLCX

EIBH 8.29 ± 3.73 9.43 ± 3.60 14.38 ± 4.65

EEBH 7.61 ± 3.54 8.52 ± 3.21 11.86 ± 4.31

DIBH 5.75 ± 2.13 8.00 ± 3.91 11.13 ± 3.56
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volume and DSCs (Tables 2 and 3). The LVM displayed 
the largest HDMAX value (27.28 mm), and the pericar-
dium displayed the smallest  HDMAX value (11.8  mm) 
(Fig. 1).

Analysis of the movement and morphological changes 
of the heart and its substructures during EEBH 
at end‑expiration
During EEBH at end-expiration, the heart and its sub-
structures showed a mean displacement range of 
1.19–11.69  mm, 0.64–11.53  mm, and 2.21–14.38  mm 
in the LR, AP, and CC directions, respectively (Table 1). 
The volume variations ranged from 12.74 to 123.75% 
(Table  2), and the DSC variations ranged from 6.9 to 

1889.85% (Table  3). Except for pLCX, which exhibited 
the largest CC displacement at 14.38 mm, the RV volume 
variations were the greatest at 123.75%, which was differ-
ent from the results of EIBH at end-expiration. The other 
structures remained unchanged regarding maximum and 
minimum displacement, volume variations, and DSC 
variations relative to the results of EIBH at end-expira-
tion. Statistically significant differences (p < 0.05) were 
observed between the maximum and minimum values of 
each structure’s volume and DSC (Tables  2 and 3). The 
LVM displayed the largest HDMAX value (24.32  mm), 
and the pericardium displayed the smallest HDMAX 
value (12.08 mm).

Table 2 Comparison of volume changes in the heart and its substructures during the three respiratory states (X ± S, mm)

volumeMAX maximum volume, volumeMIN minimum volume, volumeAVE average volume, variation volume variations

volumeMAX volumeMIN volumeAVE Variation p value

HEART 

EIBH 609.34 ± 141.9 519.2 ± 128.24 570.84 ± 137.94 17.82 ± 3.79 0.000

EEBH 607.26 ± 143.63 525.96 ± 136.48 573.48 ± 140.23 15.98 ± 4.4 0.000

DIBH 529.69 ± 134.56 451.4 ± 119.76 493.89 ± 130.25 17.79 ± 5.04 0.000

Pericardium

EIBH 692.53 ± 157.69 612.18 ± 145.38 659.02 ± 154.72 13.45 ± 3.33 0.000

EEBH 691.43 ± 156.56 615.47 ± 149.94 660.71 ± 154.01 12.74 ± 3.8 0.000

DIBH 607.72 ± 147.75 533.91 ± 132.92 574.02 ± 142.94 14.07 ± 4.25 0.000

LV

EIBH 151.35 ± 33.25 66.5 ± 22.81 113.33 ± 28.7 136.53 ± 33.41 0.000

EEBH 150.45 ± 35.63 71.62 ± 28.31 114.47 ± 31.81 120.12 ± 32.54 0.000

DIBH 134.36 ± 37.68 62.2 ± 26.6 100.88 ± 31.36 131.31 ± 51.1 0.000

LVM

EIBH 52.49 ± 11.19 41.22 ± 10 47.1 ± 10.49 28.14 ± 8.39 0.000

EEBH 52.01 ± 12.53 42.13 ± 11.1 47.6 ± 11.2 24.71 ± 10.72 0.000

DIBH 50.42 ± 10.96 41.04 ± 9.83 45.65 ± 10.05 24.08 ± 11.11 0.000

RV

EIBH 105.88 ± 25.94 49.51 ± 16.39 79.46 ± 21.98 122.37 ± 36.67 0.000

EEBH 108.61 ± 25 50.35 ± 17.25 82.37 ± 22.84 123.75 ± 32.67 0.000

DIBH 94.37 ± 26.67 46.76 ± 16.59 72.38 ± 22.79 109.43 ± 41.2 0.000

RVM

EIBH 34.73 ± 9.58 18.13 ± 5.67 26.66 ± 7.14 99.54 ± 54.04 0.000

EEBH 35.23 ± 9.06 18.37 ± 4.86 27.36 ± 7.41 95 ± 28.39 0.000

DIBH 30.23 ± 6.11 18.87 ± 5.61 24.36 ± 5.61 66.91 ± 31.22 0.000

VS

EIBH 32.61 ± 8.35 27.67 ± 8.28 30.08 ± 8.23 19.24 ± 9.23 0.000

EEBH 32.93 ± 8.43 27.89 ± 7.43 30.35 ± 7.83 18.38 ± 5.08 0.000

DIBH 32.44 ± 8.95 26.27 ± 7.09 29.03 ± 7.57 23.5 ± 8.08 0.000

AS

EIBH 2.94 ± 1.07 1.63 ± 0.78 2.22 ± 0.89 94.86 ± 59.85 0.000

EEBH 3.17 ± 1.05 1.6 ± 0.66 2.3 ± 0.77 108.61 ± 42.51 0.000

DIBH 2.41 ± 0.69 1.35 ± 0.48 1.83 ± 0.55 89.26 ± 42.75 0.000
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Compared to EIBH at end-expiration, the vol-
ume of the heart and its substructures increased by 
0.25–3.66% under EEBH at end-expiration, but the 
differences were not statistically significant. The dis-
placement of the heart and its substructures decreased 
in the LR direction by − 0.28 to 0.99  mm, in the AP 
direction by − 1.04 to 0.91 mm, and in the CC direction 
by − 1.37 to 2.52 mm. Only the displacement of the VS 
in the LR direction and the RV in the AP direction 
exhibited statistically significant differences (p < 0.05). 
The average DSC of the heart and its substructures 
increased by − 2.5 to 8.7%, but the differences were not 

statistically significant.  HDMAX has been reduced to a 
range of − 2.28 to 2.96 mm, with the maximum reduc-
tion being in the RVM (Fig. 2).

Analysis of the movement and morphological changes 
of the heart and its substructures during DIBH 
at end‑inhalation
During DIBH at end-inhalation, the heart and its sub-
structures were displaced by an average of 0.94–8.22 mm, 
0.86–11.72  mm, and 2.26–13.54  mm in the LR, AP, and 
CC directions, respectively (Table  1). The volume vari-
ations ranged from 14.07 to 131.31% (Table 2), the DSC 

Table 3 Comparison of Dice similarity coefficient (DSC) changes in the heart and its substructures during the three respiratory states. 
( X ± S, mm)

DSC dice similarity coefficient, DSCMAX maximum DSC, DSCMIN minimum DSC, DSCAVE average DSC, Variation DSC variations

DSCMAX DSCMIN DSCAVE Variation p value

HEART 

EIBH 0.99 ± 0.01 0.9 ± 0.01 0.94 ± 0.01 9.44 ± 2.13 0.000

EEBH 0.99 ± 0.004 0.9 ± 0.02 0.93 ± 0.01 9.97 ± 1.93 0.000

DIBH 0.99 ± 0.01 0.9 ± 0.02 0.94 ± 0.01 9.66 ± 2.14 0.000

Pericardium

EIBH 0.99 ± 0.01 0.93 ± 0.01 0.95 ± 0.01 6.75 ± 1.39 0.000

EEBH 0.995 ± 0.003 0.93 ± 0.02 0.95 ± 0.01 6.9 ± 1.95 0.000

DIBH 0.99 ± 0.004 0.93 ± 0.02 0.96 ± 0.01 6.82 ± 1.73 0.000

LV

EIBH 0.98 ± 0.01 0.62 ± 0.06 0.75 ± 0.05 57.61 ± 9.67 0.000

EEBH 0.98 ± 0.01 0.65 ± 0.07 0.77 ± 0.05 51.73 ± 10.68 0.000

DIBH 0.98 ± 0.02 0.62 ± 0.09 0.75 ± 0.06 57.81 ± 14.79 0.000

LVM

EIBH 0.97 ± 0.01 0.2 ± 0.08 0.46 ± 0.07 393.47 ± 41.61 0.000

EEBH 0.97 ± 0.01 0.26 ± 0.1 0.5 ± 0.07 276.3 ± 39.71 0.000

DIBH 0.96 ± 0.04 0.24 ± 0.13 0.51 ± 0.08 299 ± 60.54 0.000

RV

EIBH 0.98 ± 0.01 0.61 ± 0.06 0.75 ± 0.04 59.65 ± 9.88 0.000

EEBH 0.98 ± 0.01 0.60 ± 0.06 0.75 ± 0.04 62.05 ± 10.16 0.000

DIBH 0.98 ± 0.01 0.64 ± 0.09 0.77 ± 0.05 52.03 ± 13.72 0.000

RVM

EIBH 0.93 ± 0.04 0.14 ± 0.05 0.4 ± 0.03 574.85 ± 47.93 0.000

EEBH 0.95 ± 0.02 0.12 ± 0.06 0.39 ± 0.05 670.33 ± 49.85 0.000

DIBH 0.93 ± 0.04 0.2 ± 0.12 0.44 ± 0.08 369.52 ± 72.76 0.000

VS

EIBH 0.96 ± 0.01 0.53 ± 0.09 0.7 ± 0.05 82.24 ± 17.48 0.000

EEBH 0.96 ± 0.02 0.52 ± 0.08 0.71 ± 0.05 83.72 ± 13.94 0.000

DIBH 0.96 ± 0.02 0.57 ± 0.09 0.71 ± 0.05 69.53 ± 17.29 0.000

AS

EIBH 0.86 ± 0.06 0.04 ± 0.05 0.27 ± 0.09 2318.06 ± 171.31 0.000

EEBH 0.85 ± 0.07 0.04 ± 0.06 0.28 ± 0.09 1889.85 ± 177.15 0.000

DIBH 0.88 ± 0.08 0.11 ± 0.09 0.37 ± 0.09 736.97 ± 124.34 0.000



Page 6 of 10Liang et al. Radiation Oncology           (2024) 19:18 

variations ranged from 6.82 to 736.97% (Table 3), and the 
 HDMAX ranged from 11.53 to 21.91  mm (Table  4). The 
structures with the largest and smallest displacement, vol-
ume variations, and DSC variations remained unchanged 
from the results of EIBH at end-inhalation. Statistically 

significant differences (p < 0.05) were observed between 
the maximum and minimum values of each structure’s 
volume and DSC (Tables 2 and 3). The RVM displayed the 
largest HDMAX value (21.91 mm), and the AS displayed 
the smallest HDMAX value (11.53 mm).

Table 4 Comparison of Hausdorff distance (HD) of the heart and its substructures under three respiratory states. ( X ± S, mm)

HDMAX maximum HD, HDAVE average volume

HDMAX HDAVE HDMAX HDAVE

HEART EIBH 15.2 ± 2.28 11.21 ± 1.31 RVM EIBH 27.28 ± 12.86 19.05 ± 12.01

EEBH 15.54 ± 2.52 11.39 ± 1.54 EEBH 24.32 ± 3.84 15.92 ± 2.56

DIBH 14.66 ± 2.19 11.07 ± 1.59 DIBH 21.91 ± 5.49 15.19 ± 3.31

Pericardium EIBH 11.8 ± 2.71 8.84 ± 1.81 VS EIBH 17.41 ± 4.08 11.56 ± 2.5

EEBH 12.08 ± 2.76 9.13 ± 2.02 EEBH 15.6 ± 3.05 10.15 ± 1.67

DIBH 12.96 ± 3.07 9.67 ± 2.56 DIBH 15.22 ± 3.94 10.57 ± 2.08

LV EIBH 17.69 ± 2.79 12.39 ± 1.99 AS EIBH 13.83 ± 3.18 8.96 ± 2.11

EEBH 16.05 ± 2.49 11.2 ± 1.44 EEBH 13.7 ± 3.99 9.03 ± 2.63

DIBH 17.75 ± 2.85 12.73 ± 1.78 DIBH 11.53 ± 2.3 8 ± 1.84

LVM EIBH 19.5 ± 4.23 13.78 ± 2.86 pmLAD EIBH 19.79 ± 8.25 12.84 ± 5.96

EEBH 19.52 ± 3.54 13.5 ± 2.5 EEBH 17.68 ± 8.04 10.55 ± 3.27

DIBH 18.49 ± 3.8 13.38 ± 2.27 DIBH 17.51 ± 7.38 11.75 ± 6.61

RV EIBH 20.24 ± 2.27 13.41 ± 1.57 pLCX EIBH 18.98 ± 4.12 12.42 ± 2.96

EEBH 21.23 ± 3.71 13.9 ± 2.59 EEBH 21.26 ± 5.51 14.12 ± 4.01

DIBH 19.47 ± 4.56 13.3 ± 2.6 DIBH 18.63 ± 5.27 12.35 ± 3.58

Fig. 1 Changes in the position and shape of the heart and its substructures at the end of a calm inhalation at the same level. The positions 
and shapes of the heart and its substructures are shown in the following time phases: A 0% phase, B 25% phase, C 50% phase, D 75% phase, and E 
the overall display of the heart and its substructures over the 20 time phases
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Compared to EIBH at end-inhalation, the volume of 
the heart and its substructures decreased by 3.08–17.57% 
during DIBH at end-inhalation. Statistically significant 
differences (p < 0.05) were observed in the heart, pericar-
dium, LV, RV, RVM, and AS but not in the LVM and VS. 
Displacements in the LR direction decreased by − 0.16 to 
3.47 mm, in the AP direction by − 0.22 to 2.56 mm, and 
in the CC direction by − 1.73 to 3.25  mm. Statistically 
significant differences (p < 0.05) were observed in the LR 
direction of the heart, pericardium, LV, RV, RVM, and 
VS and in the AP direction of the LV, RVM, and AS. The 
average DSC of the heart and its substructures increased 
by 0–37.04%, with statistically significant differences 
(p < 0.05) for the LVM, RVM, and AS, but not for the 
heart, pericardium, LV, RV, or VS.  HDMAX was reduced 
to a range of − 1.16 to 5.37  mm, with the maximum 
reduction being in the RVM (Fig. 2).

Relative to those during EEBH at end-expiration, the 
volume of the heart and its substructures decreased by 
4.09–20.43% during DIBH at end-inhalation, with sta-
tistically significant differences (p < 0.05) in the heart, 
pericardium, LV, RV, RVM, VS, and AS, but not in LVM. 

Displacements in the LR direction decreased by 0.12–
2.51 mm, in the AP direction by − 0.18 to 2.05 mm, and 
in the CC direction by − 0.36 to 0.73  mm. Statistically 
significant differences (p < 0.05) were observed in the LR 
direction of the heart, LV, RV, RVM, and VS, as well as 
in the AP direction of LV, RV, RVM, AS, and pLCX. In 
the CC direction, only pLCX exhibited statistically sig-
nificant differences. The average DSC of the heart and 
its substructures increased by − 2.6 to 32.14%, with sta-
tistically significant differences (p < 0.05) observed only in 
the RVM and AS.  HDMAX has been reduced to a range 
of − 1.7 to 2.63 mm, with the maximum reduction being 
in the pLCX.

Figure  3 illustrates the volume changes of the heart 
and its substructures at different time points. There was 
good consistency in the volume changes in the heart, 
pericardium, LV, RV, and RVM. Additionally, there was 
good consistency in the volume changes in the LVM and 
the AS. Among the three breathing states, the volume of 
the heart and its substructures was at its lowest during 
DIBH.

Fig. 2 Comparison of the position and shape of the heart and its substructures at the same level during the three respiratory states at the 0% 
phase. A Position and shape of the heart and its substructures at the end of calm exhalation, B position and shape of the heart and its substructures 
at the end of calm inhalation, C position and shape of the heart and its substructures at the end of deep inhalation, and D display of the position 
and shape of the heart and its substructures under the three respiratory states on an image obtained at the end of calm exhalation
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Discussion
This study is the only quantitative analysis of the changes 
in the position, volume, and shape of the heart and its 
substructures during three different breathing states, 
EIBH, EEBH, and DIBH, over the cardiac cycle.

Radiation-induced cardiac injury is a leading cause of 
nontumor-related death in patients with thoracic tumors 
receiving radiation therapy. According to Gagliardi et al. 
[11], adverse effects of radiation therapy on the heart are 
usually related to the radiation dose volume, but signifi-
cant variations have been observed in the dose-volume 
indices proposed by various researchers, and there is 
no unified standard to date. This issue primarily stems 
from the fact that the dose-volume indices obtained from 
3DCT simulation positioning under voluntary breathing 

disregard the influence of breathing and heartbeats, lead-
ing to substantial calculation errors for the dose-volume 
indices. Respiratory and cardiac motion can displace 
the heart, which can cause a decline in target coverage 
or an elevation of the dose on normal tissues, ultimately 
increasing the risk of treatment failure or complications 
[12–14]. Motion dose-volume index assessment research 
of the heart and its substructures is currently in its 
infancy.

Tong et al. [15] utilized calm inspiration electrocardi-
ogram-gated 4D-CT to investigate volume variations in 
the heart, pericardium, and LVM during relaxation. The 
findings revealed volume variations of 16.49 ± 3.85%, 
12.62 ± 3.94%, and 24.23 ± 11.35% in response to heart-
beats. These findings are similar to the results of this 

Fig. 3 Volume changes in the heart and its substructures at different time phases during the three respiratory states
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study, in which the volume variations of the heart, 
pericardium, and LVM during calm inspiration at 
end-exhalation were 17.79 ± 3.79%, 13.45 ± 3.33%, and 
28.14 ± 8.39%, respectively. Johnson et  al. [16] exam-
ined 15 patients with coronary heart disease using 
digital subtraction X-ray angiography. The study found 
that the left anterior descending and left circumflex 
coronary arteries exhibited significant motion in the 
head-foot direction relative to the LR and front-back 
directions, which is comparable with the results of the 
present study. Li et  al. [17] identified larger motion 
amplitudes in the AP and head-foot directions of the 
AS than those of the VS in their AS study. This finding 
aligns with the observed motion patterns of the VS and 
AS in response to heartbeats during the three breathing 
states evaluated in this research.

This study revealed a fundamental similarity in the 
volume and shape variations of the heart, pericardium, 
LV, RV, and RVM across all breathing states. Similarly, 
the volume and shape variations of the LVM and AS 
also displayed a basic consistency. However, the AS 
exhibited a distinct pattern of changes relative to the 
heart and pericardium. These findings suggest that rely-
ing on conventional dose-volume indices for the heart 
or pericardium to represent cardiac substructures can 
result in substantial errors.

The comparison of heart and substructure volumes 
revealed basic consistency in the volume and shape 
change patterns between EIBH and EEBH. The primary 
dissimilarity lies in the LR motion of the VS and the 
front-back motion of the RV. However, for patients with 
esophageal cancer or central lung cancer undergoing 
radiation dose evaluation, the effects of LR and front-
back direction movements must be considered. Con-
versely, for breast cancer patients undergoing radiation 
therapy, increased front-back direction movements can 
cause an increase in the volume entering or approach-
ing the irradiation range, resulting in a potentially sig-
nificant dose escalation.

Compared with EIBH, DIBH led to a significant 
reduction in the volume of the heart and its sub-
structures—except for the LVM—as well as a notable 
decrease in LR displacement of the heart, LV, RV, RVM, 
and VS. This effect primarily results from heightened 
thoracic pressure during DIBH, which causes com-
pression of the heart and its substructures, resulting 
in decreased volume and LR displacement. Simulta-
neously, there is a significant reduction in the magni-
tude of the front-back motion of the LV, RVM, and AS, 
which can limit the entry of the heart and its substruc-
tures into the radiation range for therapies for thoracic 
wall tumors, breast cancer, and other cancers.

Observations of displacement changes in the heart 
and substructures during the three breathing states 
attest to the highly irregular motion present through-
out the cardiac cycle. The most noteworthy motions of 
the heart, pericardium, and pLCX occur in the head-
foot direction, whereas the LR direction displacement 
of the RV and RVM is greatest, and the front-back 
motion is the most pronounced for the LV and LVM. 
The motion patterns of the pmLAD and AS are simi-
lar in both the front-back and head-foot directions. 
The displacement of the VS is similar across all three 
directions.

The  HDMAX of the heart and its substructures are both 
greater than 11  mm. HD is very sensitive to abnormal 
changes. Breath holding at the end of deep inspiration 
can reduce the  HDMAX of cardiac substructures except 
for the pericardium and left ventricular cavity. The dis-
placement and deformation of cardiac substructures vary 
in each direction. Overall, the deformation in the apical 
direction is greater than that in the base direction. The 
changes in the ventricles and myocardium are relatively 
large and are mainly related to heart function.

The participants in this study comprised a healthy 
population. We employed magnetic resonance imaging, 
a radiation-free scanning method that requires multi-
ple repeated breath holdings over a lengthy duration, 
which demands a high level of physical fitness. Young 
and healthy participants are able to better control res-
piratory repeatability in different states, resulting in 
higher-quality MR images. By obtaining healthy cardiac 
images, a cardiac motion model was developed, which 
provides a reliable basis for analyzing the assessment 
errors in cardiac doses. In future studies, we plan to 
apply the established motion model of the heart and its 
substructures in different breathing states to patients 
with thoracic tumors, such as breast cancer, esopha-
geal cancer, and lung cancer. Our goal is to examine 
the differences in dose-volume indices caused by dif-
ferent breathing states and to facilitate practical clinical 
applications.

Conclusion
Our quantitative analysis of the effects of cardiac motion 
during three breathing states on the motion state of the 
heart and its substructures indicated significant differ-
ences in the displacement and shape changes of these 
structures. When evaluating radiation doses for thoracic 
tumor radiotherapy, it is essential to consider the com-
bined effects of cardiac motion and breathing on the 
heart and its substructures when evaluating dose-volume 
indices.
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pmLAD  Proximal and middle portions of the left anterior descending branch
VS  Ventricular septum

Acknowledgements
Not applicable.

Author contributions
BZ, GG and YT designed the manuscript. BZ drafted the manuscript and per-
formed literature research and data extraction. LW and YS: Sample acquisition 
and provided data. BZ, HW, ZL and HY: Statistical analysis. XZ and YY reviewed 
the manuscript. All authors contributed to the article and approved the 
submitted version.

Funding
This work was supported by the Taishan Scholars Project of Shandong Prov-
ince (Grant No. ts201712098).

Availability of data and materials
Not applicable.

Declarations

Ethics approval and consent to participate
All patients gave informed consent to participate.

Consent for publication
Not applicable.

Competing interests
All authors declare that they have no competing interests.

Author details
1 College of materials science and technology, Nanjing University of Aeronaut-
ics and Astronautics, Nanjing, China. 2 Department of Radiation Oncology 
Physics and Technology, Shandong Cancer Hospital and Institute, Shandong 
First Medical University, Shandong Academy of Medical Sciences, Jinan, China. 

Received: 20 June 2023   Accepted: 23 December 2023

References
 1. Rodin D, Knaul FM, Lui TY, Gospodarowicz M. Radiotherapy for breast 

cancer: the predictable consequences of an unmet need. Breast. 
2016;29:120–2.

 2. Bronsart E, Dureau S, Xu HP, Bazire L, Chilles A, Costa E, et al. Whole breast 
radiotherapy in the lateral isocentric lateral decubitus position: long-term 
efficacy and toxicity results. Radiother Oncol. 2017;124(2):214–9.

 3. Maciejczyk A, Skrzypczyńska I, Janiszewska M. Lung cancer: radiotherapy 
in lung cancer: actual methods and future trends. Rep Pract Oncol Radio-
ther. 2014;19(6):353–60.

 4. Darby SC, Ewertz M, McGale P, Bennet AM, Blom-Goldman U, Brønnum 
D, et al. Risk of ischemic heart disease in women after radiotherapy for 
breast cancer. N Engl J Med. 2013;368(11):987–98.

 5. Madan R, Benson R, Sharma DN, Julka PK, Rath GK. Radiation induced 
heart disease: pathogenesis, management and review literature. J Egypt 
Natl Canc Inst. 2015;27(4):187–93.

 6. McGale P, Darby SC, Hall P, Adolfsson J, Bengtsson NO, Bennet AM, 
et al. Incidence of heart disease in 35,000 women treated with radio-
therapy for breast cancer in Denmark and Sweden. Radiother Oncol. 
2011;100(2):167–75.

 7. Nolan MT, Russell DJ, Marwick TH. Long-term risk of heart failure and 
myocardial dysfunction after thoracic radiotherapy: a systematic review. 
Can J Cardiol. 2016;32(7):908–20.

 8. Zheng PP, Li J, Kros JM. Breakthroughs in modern cancer therapy and 
elusive cardiotoxicity: critical research-practice gaps, challenges, and 
insights. Med Res Rev. 2018;38(1):325–76.

 9. Kataria T, Bisht SS, Gupta D, Abhishek A, Basu T, Narang K, et al. Quantifica-
tion of coronary artery motion and internal risk volume from ECG gated 
radiotherapy planning scans. Radiother Oncol. 2016;121(1):59–63.

 10. Tong Y, Yin Y, Cheng P, Gong G. Impact of deformable image registration 
on dose accumulation applied electrocardiograph-gated 4DCT in the 
heart and left ventricular myocardium during esophageal cancer radio-
therapy. Radiat Oncol. 2018;13(1):145.

 11. Gagliardi G, Lax I, Söderström S, Gyenes G, Rutqvist LE. Prediction of 
excess risk of long-term cardiac mortality after radiotherapy of stage I 
breast cancer. Radiother Oncol. 1998;46(1):63–71.

 12. Lu HM, Cash E, Chen MH, Chin L, Manning WJ, Harris J, et al. Reduction of 
cardiac volume in left-breast treatment fields by respiratory maneuvers: a 
CT study. Int J Radiat Oncol Biol Phys. 2000;47(4):895–904.

 13. Pedersen AN, Korreman S, Nyström H, Specht L. Breathing adapted 
radiotherapy of breast cancer: reduction of cardiac and pulmonary 
doses using voluntary inspiration breath-hold. Radiother Oncol. 
2004;72(1):53–60.

 14. Qi XS, White J, Rabinovitch R, Merrell K, Sood A, Bauer A, et al. Respiratory 
organ motion and dosimetric impact on breast and nodal irradiation. Int 
J Radiat Oncol Biol Phys. 2010;78(2):609–17.

 15. Tong Y, Yin Y, Lu J, Liu T, Chen J, Cheng P, et al. Quantification of heart, per-
icardium, and left ventricular myocardium movements during the cardiac 
cycle for thoracic tumor radiotherapy. Onco Targets Ther. 2018;11:547–54.

 16. Johnson KR, Patel SJ, Whigham A, Hakim A, Pettigrew RI, Oshinski JN. 
Three-dimensional, time-resolved motion of the coronary arteries. J 
Cardiovasc Magn Reson. 2004;6(3):663–73.

 17. Li Q, Tong Y, Gong G, Yin Y, Xu Y. The margin of internal risk volume on 
atrial septal and ventricular septal based on electrocardiograph gating 
4DCT. Ann Transl Med. 2021;9(10):842.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.

Xiaohong Zhang  Master tutor and senior experimenter of Nan-
jing University of Aeronautics and Astronautics. Mainly engaged in 
research on the biological effects of radiation.

Yong Yin  Researcher at Shandong Cancer Hospital and Institute 
for Cancer Prevention and Treatment, primarily engaged in research 
and clinical application of tumor radiation physics, new technologies 
for precision radiotherapy of tumors, and medical image processing-
assisted precision radiotherapy.


	Quantitative analysis of the impact of respiratory state on the heartbeat-induced movements of the heart and its substructures
	Abstract 
	Purpose 
	Methods 
	Results 
	Conclusion 

	Introduction
	Materials and methods
	General study object information
	Acquisition of 4D MR images
	Outlining of the heart and its substructures
	Comparative analysis
	Statistical methods

	Results
	Analysis of the movement of and morphological changes in the heart and its substructures during EIBH at end-expiration
	Analysis of the movement and morphological changes of the heart and its substructures during EEBH at end-expiration
	Analysis of the movement and morphological changes of the heart and its substructures during DIBH at end-inhalation

	Discussion
	Conclusion
	Acknowledgements
	References


