Open Access Case
Cureus Report DOI: 10.7759/cureus.48188

Intrafractional Diaphragm Variations During
Breath-Hold Stereotactic Body Radiotherapy for a
Revion began 1030202 Liver Tumor Based on Real-Time Registration
e s Between Kilovoltage Projection Streaming and

Published 11/02/2023

© Gopyright 2023 Digitally Reconstructed Radiograph Images: A

Katano et al. This is an open access article

distributed under the terms of the Creative Case Report

Commons Attribution License CC-BY 4.0.,

::::‘ez‘:;?l:t:“g:r;s::‘c;ﬁ;ﬁ:':tr!t:g::’ Atsuto Katano !, Yuki Nozawa ! , Masanari Minamitani 2, Shingo Ohira 2 , Keiichi Nakagawa *

the original author and source are credited.
1. Radiology, The University of Tokyo Hospital, Tokyo, JPN 2. Comprehensive Radiation Oncology, The University of

Tokyo, Tokyo, JPN

Corresponding author: Atsuto Katano, katanoa-rad@h.u-tokyo.ac.jp

Abstract

In liver stereotactic body radiotherapy (SBRT), precise image guidance is paramount, serving as the
foundation of this treatment approach. The accuracy of SBRT in liver cancer treatment heavily relies on
meticulous imaging techniques. The diaphragm, situated adjacent to the liver, is a crucial anatomical
structure susceptible to positional and motion variations, which can potentially impact the accuracy of liver
tumor targeting. This study explores the application of real-time kilovoltage projection streaming images
(KVPSI) in comparison to digitally reconstructed radiography (DRR) for assessing diaphragm position
deviations during breath-hold liver tumor SBRT. A 76-year-old male diagnosed with cholangiocarcinoma
underwent breath-hold SBRT using split arc volumetric modulated arc therapy (VMAT), where a full arc was
split into six sub-arcs, each spanning 60 degrees. The diaphragm dome positions were continuously
monitored through KVPSI during treatment. The intrafractional position deviations of the diaphragm were
calculated and analyzed for each split arc. The case report revealed a mean diaphragm dome deviation of
0.47 mm (standard deviation: 4.47 mm) in the entire arc. This pioneering study showcases the feasibility of
intrafractional diaphragm position variation assessment using real-time KVPSI during the breath-hold liver
tumor VMAT-SBRT. Integrating real-time imaging techniques enhances our comprehension of the intra-
breath-hold variations, thereby guiding adaptive treatment strategies and potentially improving treatment
outcomes. Clinical validation through further research is essential.

Categories: Radiation Oncology
Keywords: volumetric modulated arc therapy, breath-hold, digitally reconstructed radiograph, diaphragm position,
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Introduction

Stereotactic body radiotherapy (SBRT) has emerged as a promising non-invasive treatment option for liver
tumors, including hepatocellular carcinoma (HCC) and cholangiocarcinoma [1]. This innovative approach
offers high local control rates and is associated with low rates of severe toxicity, thus making it a viable
choice for liver tumor patients [2]. SBRT works by delivering precise and focused radiation directly to tumors
while minimizing damage to healthy liver tissues. Recently, SBRT is often combined with complementary
systemic treatments, such as chemotherapy, targeted therapies, nanoparticles, and immunotherapy, to
further enhance its effectiveness for HCC [3]. This comprehensive approach not only addresses the
challenges posed by advanced-stage HCC but also showcases the potential of SBRT in improving treatment
outcomes and quality of life for the patients.

In liver SBRT, image guidance plays a pivotal role and is considered the cornerstone of this treatment
modality [4]. The breath-hold technique significantly reduces radiation exposure to the bowel and normal
liver tissues compared to the free-breathing method [5]. The precision and effectiveness of SBRT in liver
cancer treatment rely heavily on the accuracy of image guidance techniques. The diaphragm, an anatomical
structure adjacent to the liver, can exhibit variations in position and motion, potentially affecting the
accuracy of liver tumor targeting. According to the European Society for Radiotherapy and Oncology -
Advisory Committee for Radiation Oncology Practice (ESTRO-ACROP) guideline about breath-hold
techniques in radiotherapy, the diaphragm dome is frequently chosen for a surrogate structure of liver
tumors [6]. Traditionally, the diaphragm position has been assessed using static imaging techniques, such as
digitally reconstructed radiograph (DRR) images calculated from planning computed tomography (CT) [7].
However, these methods may not capture intra-breath-hold variations in the diaphragm position, which can
occur due to physiological events, such as respiration. Real-time respiratory motion management has been
widely adopted as a promising approach to monitoring organ motions during treatment delivery [8]. The
American Association of Physicists in Medicine Task Group 76 report suggests employing active motion
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management in cases where respiratory motion surpasses a 5 mm amplitude [9]. This is particularly
advantageous in the context of SBRT, where the achievement of optimal normal organ sparing is frequently
required for target dose intensification.

In this case report, we aim to assess the intra-breath-hold variations of the diaphragm position during SBRT
for liver tumors by comparing real-time kilovoltage projection streaming images (KVPSI) with DRR images
calculated from the planning CT. This innovative technique enables us to assess the dynamic shifts in
diaphragm position within a single breath-hold, thereby offering valuable insights into the possible sources
of uncertainty in tumor targeting. Detailed information on these technologies was outlined in our previous
report [10]. Understanding the intra-breath-hold variations of the diaphragm position is crucial for
optimizing treatment planning and delivery strategies in SBRT for liver tumors. By characterizing these
variations, we can identify potential areas of improvement in target localization and implement appropriate
strategies to mitigate the impact of diaphragm motion on treatment outcomes.

Case Presentation

A 76-year-old male patient diagnosed with cholangiocarcinoma was referred to our department for SBRT.
Magnetic resonance imaging (MRI) revealed a thickened lesion within the lumen of the hilar bile duct,
accompanied by proximal wall thickening involving the left hepatic duct, anterior segmental bile duct, and
posterior segmental bile duct. Surgical resection was deemed unsuitable for the patient due to his inability
to undergo percutaneous transhepatic portal vein embolization, attributed to elevated portal vein pressure.
The patient presented with a serum bilirubin level of 1.7 mg/dL, albumin concentration of 3.0 g/dL, and a
prothrombin time international normalized ratio of 1.11. There were no signs of ascites or encephalopathy.
Based on the assessment, the patient was classified as having Child-Pugh Class A liver cirrhosis.

For SBRT treatment planning, an abdominal breath-hold CT scan was performed in the supine position. The
gross tumor volume (GTV) was contoured on the breath-hold phase, and a 5 mm isotropic margin was added
to generate the planning target volume (PTV). The flattening filter-free beam (FFF) of 6 megavoltage X-ray
was used for the dose delivery on an Elekta Versa HD linear accelerator (Elekta, Stockholm, Sweden). A
volumetric modulated arc therapy (VMAT) plan was created using RayStation (RaySearch Laboratories,
Stockholm, Sweden) treatment planning system, with the aim of delivering 50 Gy in 10 fractions to 50% of
the PTV volume (Figure 7).

2023 Katano et al. Cureus 15(11): e48188. DOI 10.7759/cureus.48188 20f6


javascript:void(0)
javascript:void(0)
javascript:void(0)

Cureus

FIGURE 1: Treatment planning of stereotactic radiotherapy

Treatment planning of stereotactic radiotherapy for the liver tumor represented on the axial (A), sagittal (B), and
coronal planes (C).

A single full-arc VMAT was employed for this treatment with a clockwise rotation from -179 degrees to 179
degrees. The arc was split into six partial arcs, each spanning 60 degrees. To facilitate the breath-hold, the
beam-on time for each partial arc was limited to less than 20 seconds. This technique, known as split VMAT,
was previously proposed to ensure precise delivery of the prescribed dose while accommodating the patient's
breath-holding capabilities [11].

On the day of dose delivery, an initial three-dimensional image-matching process was performed between
the breath-hold planning CT images and the pre-treatment cone-beam computed tomography (CBCT).
During the VMAT delivery, the position of the diaphragm dome was monitored by KVPSI, which was
continuously compared to that on a DRR image having the same projection angle. KVPSI provided real-time
images of the diaphragm dome position during treatment, while DRR images were calculated every one
degree of the gantry rotation by referring to the planning CT volume prior to the VMAT delivery. To assess
intra-fractional variations in the diaphragm dome position, a comparison was made every 180 milliseconds
between the positions observed in KVPSI and DRR as the reference position from the breath-hold planning
CT.

Real-time comparison of KVPSI and DRR images allowed for a continuous monitoring of the diaphragm
dome position during the VMAT treatment. Within a span of 180 ms, the projection image was displaced
every 1 mm in the superior-inferior direction, and cross correlations between each of the displaced
projection images and the DRR image were calculated (Video 1).

VIDEO 1: Comparison of diaphragm positions depicted in digitally
reconstructed radiography and kilovoltage projection streaming images.

This video compares diaphragm positions between the digitally reconstructed radiography (DRR) (left) and kV
projection streaming images (right) acquired every 180 ms during six-times split-VMAT deliveries with a
clockwise gantry rotation from -179 to 179 degrees, each spanning 60 degrees with a duration of approximately
20 seconds.
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Partial  Start gantry
arc ID angle (deg)

1 -179
2 -120
3 -60
4 0

5 60

6 120

View video here: https://vimeo.com/877435372

A more accurate displacement was further calculated by quadratic interpolation using the three neighboring
data points separated by 1 mm. The mean diaphragm dome deviation was 0.47 mm with a standard deviation

of 4.47 mm during the entire arc (Figure 2).
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FIGURE 2: Deviations of diaphragm dome positions

The difference of diaphragm dome positions on the digitally reconstructed radiograph and kilovoltage projection
images in the superior-inferior direction during breath-hold stereotactic radiotherapy using volumetric modulated
arc therapy.

During the whole single-arc radiotherapy from -179 degrees to 179 degrees, 580 sampled data were assessed,

and 547 sampled data (91.7 %) were with the deviations less than 5 mm from the reference diaphragm dome
position. The mean and standard deviation of each partial arc are represented in Table 1.

Stop gantry Monitor unit per Duration Mean of diaphragm dome  SD of diaphragm dome

angle (deg) fraction (MU) (second) deviations (mm) deviations (mm)
-120 283.04 16.9 2.57 0.78
-60 310.21 16.9 4.76 0.57
0 269.25 17.8 -0.21 0.84
60 212.67 171 -3.87 0.85
120 168.63 18.0 0.03 0.44
179 141.6 17.8 -0.47 1.07

TABLE 1: Beam characteristics for each partial arc beam

Beam characteristics and diaphragm dome deviations for each partial arc beam of split volumetric-modulated arc therapy. SD: standard deviation.

The intra-breath-hold standard deviations in the diaphragm position for each partial arc were consistently
within 1.1 mm. The primary influencing factor for overall single-arc radiotherapy was the inter-breath-hold
variation. The patient successfully completed the treatment regimen without experiencing severe
treatment-related toxicities, although mild nausea was reported. Subsequent imaging conducted at the
three-month follow-up revealed stable disease with no significant change in tumor size.

Discussion
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Recently, intrafraction breathing motion variation was assessed by other several groups. Stick et al. reported
that the maximum intrafractional variation in the implanted fiducial marker position in the superior-inferior
direction could be up to 1.0 cm during a single breath-hold [12]. They evaluated the differences in marker
position between pre- and post-treatment CBCT scans. Vogel et al. aimed to assess residual motion during
deep-inspiration-breath-hold (DIBH) in abdominal SBRT using ultrasound (US) images to monitor the
motion of target structures [13]. Approximately 60% of DIBH sessions had a residual motion below 2 mm,
which was analyzed by a statistical correlation between US and CBCT measurements.

The main advantage of the present study was the ability to measure intrafraction breathing motion variation
during the treatment, not pre- and post-treatment CBCT scans. The findings of this study have highlighted
the importance of incorporating real-time imaging techniques into SBRT for HCC. By utilizing kilovoltage
projection streaming images, clinicians can assess the actual displacement of the diaphragm dome during
treatment, which may differ from the assumptions made during treatment planning based on static DRR
images. This dynamic assessment allows for a more accurate estimation of the target position and the
potential need for adaptive treatment strategies. Takanaka et al. investigated a technique for multiple
breath-hold split-VMAT using implanted fiducial markers and real-time fluoroscopic guidance [14]. Their
method, demonstrated in a pancreatic cancer case, shows potential for treating tumors affected by
respiration.

One important aspect to consider in future studies is enabling a direct visualization of organ motion and
providing immediate feedback to the patient. Nakamura et al. reported that visual feedback significantly
improved the reproducibility of wall positions [15]. Yoshitake et al. tested a breath-hold technique with
visual feedback using a fiducial marker and a head-mounted display [16]. The participants achieved better
reproducibility during expiration breath-holds. This real-time feedback can facilitate adjustments to patient
positioning and breath-hold techniques, thereby improving treatment accuracy and reducing potential
errors.

Despite the presented promising results, this case report has several limitations. First, it is a single-case
report, and the findings should be interpreted with caution until validated in larger patient cohorts. Second,
the article focused specifically on liver tumors, and the generalizability of the results to other tumor types or
disease stages requires further investigation. Third, our software is currently in development stage, and
further studies are required to confirm its robustness and accuracy. Finally, this case report did assess the
diaphragm dome, not the position of the tumor location. Tsai et al. analyzed respiratory-induced motion in
different liver segments using helical CT [17]. They emphasized the need for individual segment expansion
margins in target delineation. Future research should aim to address these limitations and provide more
comprehensive evidence on the clinical implications of real-time imaging for intra-breath-hold variation
assessment during SBRT.

Conclusions

To our best knowledge, this case report presents the first case report of intra-breath-hold variation
assessment of the diaphragm dome using real-time kilovoltage projection streaming images in reference to
DRR images during SBRT for liver tumors. The results have demonstrated the feasibility and potential
benefits of real-time imaging in evaluating respiratory motion and optimizing treatment accuracy.
Incorporating real-time imaging techniques into SBRT workflows can provide valuable insights into intra-
breath-hold variations and guide adaptive treatment strategies that may improve the outcomes of HCC
patients undergoing SBRT. Further research is warranted to validate these findings.

Additional Information
Author Contributions

All authors have reviewed the final version to be published and agreed to be accountable for all aspects of the
work.

Concept and design: Atsuto Katano, Yuki Nozawa, Masanari Minamitani, Keiichi Nakagawa
Acquisition, analysis, or interpretation of data: Atsuto Katano, Shingo Ohira
Drafting of the manuscript: Atsuto Katano, Yuki Nozawa

Critical review of the manuscript for important intellectual content: Atsuto Katano, Masanari
Minamitani, Shingo Ohira, Keiichi Nakagawa

Supervision: Keiichi Nakagawa

Disclosures

Human subjects: Consent was obtained or waived by all participants in this study. Conflicts of interest: In

2023 Katano et al. Cureus 15(11): e48188. DOI 10.7759/cureus.48188 50of 6


javascript:void(0)
javascript:void(0)
javascript:void(0)
javascript:void(0)
javascript:void(0)
javascript:void(0)

Cureus

compliance with the ICMJE uniform disclosure form, all authors declare the following: Payment/services
info: All authors have declared that no financial support was received from any organization for the
submitted work. Financial relationships: All authors have declared that they have no financial
relationships at present or within the previous three years with any organizations that might have an
interest in the submitted work. Other relationships: The authors disclose the following financial interests
and personal relationships that could be perceived as potential competing interests: Masanari Minamitani,
Shingo Ohira, and Keiichi Nakagawa are affiliated with the Department of Comprehensive Radiation
Oncology, which is an endowed department funded by an unrestricted grant from Elekta K.K. and Chiyoda
Technol Corporation. However, it is important to note that no funding was received from them specifically
for the purpose of conducting this study.

References

1. Apisarnthanarax S, Barry A, Cao M, et al.: External beam radiation therapy for primary liver cancers: an
ASTRO clinical practice guideline. Pract Radiat Oncol. 2022, 12:28-51. 10.1016/j.prr0.2021.09.004
2. Shanker MD, Moodaley P, Soon W, Liu HY, Lee YY, Pryor DI: Stereotactic ablative radiotherapy for
hepatocellular carcinoma: a systematic review and meta-analysis of local control, survival and toxicity
outcomes. ] Med Imaging Radiat Oncol. 2021, 65:956-68. 10.1111/1754-9485.13309
3. Pérez-Romasanta LA, Gonzélez-Del Portillo E, Rodriguez-Gutiérrez A, Matias-Pérez A: Stereotactic
radiotherapy for hepatocellular carcinoma, radiosensitization strategies and radiation-immunotherapy
combination. Cancers (Basel). 2021, 13:10.3390/cancers13020192
4. Cantaloube M, Castan F, Creoff M, et al.: Image-guided liver stereotactic body radiotherapy using VMAT and
real-time adaptive tumor gating: evaluation of the efficacy and toxicity for hepatocellular carcinoma.
Cancers (Basel). 2021, 13:10.3390/cancers13194853
5. Katano A, Noyama T, Morishima K, Nozawa Y, Yamashita H: Dosimetric comparison study between free
breathing and breath hold techniques in patients treated by liver-directed stereotactic body radiation
therapy. Cureus. 2023, 15:e40382. 10.7759/cureus.40382
6. Aznar MC, Carrasco de Fez P, Corradini S, et al.: ESTRO-ACROP guideline: recommendations on
implementation of breath-hold techniques in radiotherapy. Radiother Oncol. 2023,
185:10.1016/j.radonc.2023.109734
7. Takamatsu S, Takanaka T, Kumano T, et al.: Reproducibility of diaphragm position assessed with a
voluntary breath-holding device. Jpn ] Radiol. 2013, 31:357-63. 10.1007/s11604-013-0199-3
8. Anastasi G, Bertholet J, Poulsen P, et al.: Patterns of practice for adaptive and real-time radiation therapy
(POP-ART RT) part I: Intra-fraction breathing motion management. Radiother Oncol. 2020, 153:79-87.
10.1016/j.radonc.2020.06.018
9. Keall PJ, Mageras GS, Balter JM, et al.: The management of respiratory motion in radiation oncology report
of AAPM Task Group 76. Med Phys. 2006, 33:3874-900. 10.1118/1.2349696
10. Katano A, Nozawa Y, Minamitani M, Yamashita H, Nakagawa K: Novel breath-hold liver target stereotactic
ablative radiotherapy using the intrafraction diaphragm registration of kilovoltage projection streaming
image with digitally reconstructed radiography of the planning computed tomography. Tech Innov Patient
Support Radiat Oncol. 2023, 27:100217. 10.1016/j.tipsr0.2023.100217
11. Lin YH, Ozawa S, Miura H, et al.: Split-VMAT technique to control the expiratory breath-hold time in liver
stereotactic body radiation therapy. Phys Med. 2017, 40:17-23. 10.1016/j.ejmp.2017.06.022
12.  Stick LB, Vogelius IR, Risum S, Josipovic M: Intrafractional fiducial marker position variations in
stereotactic liver radiotherapy during voluntary deep inspiration breath-hold. Br ] Radiol. 2020,
93:20200859. 10.1259/bjr.20200859
13.  Vogel L, Sihono DS, Weiss C, et al.: Intra-breath-hold residual motion of image-guided DIBH liver-SBRT: an
estimation by ultrasound-based monitoring correlated with diaphragm position in CBCT. Radiother Oncol.
2018, 129:441-8. 10.1016/j.radonc.2018.07.007
14. Takanaka T, Kumano T, Takamatsu S, et al.: Multiple breath-hold segmented volumetric modulated arc
therapy under real-time fluoroscopic image guidance with implanted fiducial markers: preliminary clinical
experience. BJR Case Rep. 2017, 3:20160087. 10.1259/bjrcr.20160087
15. Nakamura K, Shioyama Y, Nomoto S, et al.: Reproducibility of the abdominal and chest wall position by
voluntary breath-hold technique using a laser-based monitoring and visual feedback system. Int ] Radiat
Oncol Biol Phys. 2007, 68:267-72. 10.1016/j.ijrobp.2006.12.046
16.  Yoshitake T, Nakamura K, Shioyama Y, et al.: Breath-hold monitoring and visual feedback for radiotherapy
using a charge-coupled device camera and a head-mounted display: system development and feasibility.
Radiat Med. 2008, 26:50-5. 10.1007/s11604-007-0189-4
17. Tsai YL, Wu CJ, Shaw S, Yu PC, Nien HH, Lui LT: Quantitative analysis of respiration-induced motion of
each liver segment with helical computed tomography and 4-dimensional computed tomography. Radiat
Oncol. 2018, 13:59. 10.1186/513014-018-1007-0

2023 Katano et al. Cureus 15(11): e48188. DOI 10.7759/cureus.48188 6 0of 6


https://dx.doi.org/10.1016/j.prro.2021.09.004?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.prro.2021.09.004?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1111/1754-9485.13309?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1111/1754-9485.13309?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3390/cancers13020192?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3390/cancers13020192?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3390/cancers13194853?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3390/cancers13194853?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.7759/cureus.40382?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.7759/cureus.40382?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.radonc.2023.109734?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.radonc.2023.109734?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1007/s11604-013-0199-3?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1007/s11604-013-0199-3?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.radonc.2020.06.018?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.radonc.2020.06.018?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1118/1.2349696?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1118/1.2349696?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.tipsro.2023.100217?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.tipsro.2023.100217?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.ejmp.2017.06.022?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.ejmp.2017.06.022?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1259/bjr.20200859?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1259/bjr.20200859?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.radonc.2018.07.007?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.radonc.2018.07.007?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1259/bjrcr.20160087?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1259/bjrcr.20160087?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.ijrobp.2006.12.046?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.ijrobp.2006.12.046?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1007/s11604-007-0189-4?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1007/s11604-007-0189-4?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1186/s13014-018-1007-0?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1186/s13014-018-1007-0?utm_medium=email&utm_source=transaction

	Intrafractional Diaphragm Variations During Breath-Hold Stereotactic Body Radiotherapy for a Liver Tumor Based on Real-Time Registration Between Kilovoltage Projection Streaming and Digitally Reconstructed Radiograph Images: A Case Report
	Abstract
	Introduction
	Case Presentation
	FIGURE 1: Treatment planning of stereotactic radiotherapy
	VIDEO 1: Comparison of diaphragm positions depicted in digitally reconstructed radiography and kilovoltage projection streaming images.
	FIGURE 2: Deviations of diaphragm dome positions
	TABLE 1: Beam characteristics for each partial arc beam

	Discussion
	Conclusions
	Additional Information
	Author Contributions
	Disclosures

	References


