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Purpose: To clarify the dose distribution characteristics for early-stage glottic cancer by
comparing the dose distribution between intensity-modulated radiation therapy (IMRT)
and passive scattering proton therapy (PSPT) and to examine the usefulness of PSPT
for early-stage glottic cancer.

Materials and Methods: Computed tomography datasets of 8 patients with T1-2 glottic
cancer who had been treated by PSPT were used to create an IMRT plan in Eclipse with
7 fields and a PSPT plan in XiO-M with 2 fields. Organs at risk (OARs) included the
carotid arteries, arytenoids, inferior constrictor muscles, strap muscles, thyroid cartilage,
cricoid cartilage, and spinal cord. The prescription dose was 66 GyRBE in 33 fractions to
the planning target volume (PTV). All plans were optimized such that 95% of the PTV
received 90% of the prescription dose considering that the skin was slightly spared.
Results: The superiority of the PSPT was confirmed in all OARs. In the PSPT, the dose
to the contralateral carotid artery and the spinal cord, which is slightly distant from the
PTV, was dramatically reduced while maintaining the dose distribution uniformity of the
PTV by comparison with IMRT.

Conclusion: PSPT for early-stage glottic cancer resulted in good target dose
homogeneity and significantly spared the OARs as compared with the IMRT. PSPT is
expected to be effective in reducing late effects and particularly useful for young people.

Keywords: carotid artery; glottic cancer; intensity-modulated radiation therapy; passive
scattering proton therapy

Introduction

Early-stage glottic cancer is highly curable with conventional parallel opposed radiation
therapy (RT) and is expected to have a long survival. Therefore, late side effects are not
ignored especially in patients younger than 60 years [1]. Conventional RT preserves
laryngeal function, but bilateral carotid arteries are usually injured from high radiation
doses. It is hypothesized that the radiation disrupts the endothelial barrier of carotid
vessels. Recently, Fokkema et al [2] examined histologic characteristics of carotid
plagues from patients with prior RT and found more fibrous and less inflammatory
plaques compared with those derived from non-RT patients. Radiation therapy is one of
the risk factors accelerating carotid atherogenesis that may raise cerebrovascular events.
Recent advances in RT technology such as intensity-modulated radiation therapy
(IMRT) or proton therapy (PT) are making it possible for us to concentrate dose to specific
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targets without sacrificing safety. Therefore, making full use of these technologies may reduce the exposure of the carotid
arteries or other surrounding normal tissue while maintaining the same therapeutic effect as conventional parallel opposed RT.
In addition, because secondary cancer risk in head and neck cancer is not small [3-5], it may be necessary to consider re-
irradiation in cases with a history of irradiation. Limiting the dose to the carotid arteries may also allow re-irradiation when
necessary. Consideration of advanced RT technologies with minimal impact to surrounding normal tissues is worthwhile in
such cases. There are many reports on IMRT for early-stage glottic cancer [6-21], but no reports have yet detailed the dose
distribution characteristics of PT for early-stage glottic cancer. In this study, we therefore aimed to clarify the dose distribution
between IMRT and PT for early-stage glottic cancer and examined the usefulness of PT for early-stage glottic cancer.

Materials and Methods

Patients

Eight patients (7 males and 1 female) who had been treated by passive scattering PT (PSPT) at the Southern Tohoku Proton
Therapy Center (STPTC) for T1-2 glottic cancer were included in the present study. Our study was approved by the
institutional review board of STPTC. All patients were informed about standard treatments such as conventional RT or
laryngectomy. They agreed to participate in the study, and all participants gave informed consent. Patients were aged 48 to 74
years (median: 65 years).

Computed Tomography Simulation and Target Delineation

All patients underwent computed tomography (CT) simulation at STPTC with Aquilion LB (Canon Medical Systems, Otawara,
Japan). Patients were trained not to swallow during the CT imaging. The CT images were obtained along with a conventional
scan with 1-mme-thick slices. Patients were immobilized with custom-made thermoplastic casts to provide high reproducibility.
The gross tumor volume was contoured on the basis of electronic endoscope examination and positron emission
tomography scans or magnetic resonance imaging or contrast-enhanced CT to obtain accurate tumor delineation. The clinical
target volume (CTV) was defined as the gross tumor volume plus a 5-mm margin in all directions except for air cavities. The
planning target volume (PTV) was defined as the CTV plus a 3-mm margin in all directions, and an additional 2-mm margin
was added in the craniocaudal direction. The organs at risk (OARs) included the carotid arteries, arytenoids, inferior constrictor
muscles, strap muscles, thyroid cartilage, cricoid cartilage, and spinal cord. The OAR volumes of the spinal cord and carotid
arteries extended 1 cm superiorly and inferiorly beyond the PTV.

Treatment Planning and Plan Evaluation

All calculations for the IMRT plans were performed for 6-MV photons with a calculation grid spacing of 2.5 mm. The accelerator
used was Clinac iX (Varian Medical Systems, Palo Alto, California) with 120 multileaf collimator (MLC) leaf pairs, and the leaf
widths at the isocenter were 5 mm. IMRT treatment plans were calculated by using the anisotropic analytic algorithm in the
Eclipse treatment planning system (Varian Medical Systems). The prescription dose was 66 Gy in 33 fractions to the PTV. All
plans were optimized such that 95% of the PTV received 90% of the prescription dose considering that the skin was slightly
spared. The dose delivery technique was a dynamic MLC method with 7 fixed ports. The gantry angle was based on uniform
arrangement but was slightly fine-tuned for each case.

The PT machine used was a Proton Type (Hitachi, Kashiwa, Japan) with 40 MLC leaf pairs, and the leaf widths at the
isocenter were approximately 5 mm. This system comprises an ion source, a 3-MeV radiofrequency quadrupole linear
accelerator, a 235-MeV synchrotron, a high-energy beam transport line, and gantry irradiation rooms. The proton beam
delivery system includes beam-wobbling magnets, a lead scatterer, main dose monitor, ridge filter, range shifter, backup
monitor, flatness monitor, block collimator, MLC, and range compensator. The ridge filters were installed downstream of the
main dose monitor to produce spread-out Bragg peaks with lengths ranging from 2 to 14 cm in increments of 1 cm. The
wobbler system comprises 2 dipole magnets, and the scattering elements create a broad, flattened beam at the final aperture.
This method is known as the single-ring wobbling method, which is one of the PSPT [22, 23]. A commercially available
treatment planning system (XiO-M, Elekta, Stockholm, Sweden), was used to calculate the dose distributions for PSPT. PSPT
plans were calculated by using a pencil beam algorithm with a calculation grid spacing of 2 mm. At STPTC, we constructed a
dose verification system based on Particle Therapy Simulation Framework [24] and we calculated and confirmed that the
accuracy was within the clinically acceptable level. Prescription dose was defined similarly to that of IMRT. Irradiation was

Kato et al (2020), Int J Particle Ther 43



INTERNATIONAL
JOURNAL
of PARTICLE
THERAPY

IMRT and PSPT plans for glottic cancer

performed in 2 anterior oblique fields. The angle of fields depended on the patient’s body contour and the location of carotid
arteries. The margins placed on the CTV were mathematically calculated in PSPT. The expansion of margin placed on the
CTV needed to take into account not only penumbra (7 mm) and setup uncertainty (3 mm), but also additional uncertainty (3
mm), and Hounsfield unit uncertainty (3.5%). Here, additional uncertainty accounts for the proton beam energy, the design of
the range compensator, and determining the skin surface. Distal margin (DM), proximal margin (PM), lateral margin (LM), and
smearing margin (SM) on the CTV for each beam were calculated by using the following formulas as reported by Moyers et al
[25]. The radiation field was formed by using the MLC built in the snout, and the LM was set to 10 mm from CTV.

DM = (0.035 X distal CTV depth) + additional uncertainty.
PM = (0.035 X proximal CTV depth) + additional uncertainty.

LM = setup uncertainty + penumbra.

SM = \/{(0.03 X target depth)? + (setup uncertainty)z}.

Median DM and PM were 3.8 mm (range, 3.3—4.5 mm) and 3.1 mm (range, 3.0-3.3 mm), respectively. Dose-volume data
for all contoured structures were evaluated. The maximum dose and homogeneity index were used to evaluate the PTV dose
heterogeneity. Homogeneity index was calculated by dividing the maximum dose of PTV by the minimum dose. Emerging data
suggest that there is a dose-response threshold for radiation effects on the carotid arteries. Martin et al [26] observed that
intimal-medial thickness was only statistically significant at doses between 35 and 50 Gy. Consequently, for this series, we
selected the fractional volume of the carotid arteries receiving 35 GyRBE (V35) or 50 GyRBE (V50) as reference dose-volume
parameters as Rosenthal et al [6] reported. Average carotid artery doses were also evaluated for reference. For other OARs,
averaged maximum dose was evaluated. A 2-tailed t test was used for comparison. P values <.05 were considered
statistically significant. All statistical analyses were performed by using JMP Pro version 12 (SAS Institute Inc, Cary, North
Carolina).

Results

Figure 1 shows mean dose-volume histogram comparisons illustrating the doses received by carotid arteries, thyroid
cartilage, cricoid cartilage, strap muscles, inferior constrictor muscles, and spinal cords when using IMRT (dotted lines) or
PSPT (solid lines). Figure 2 shows the mean maximal dose for each OAR, and PSPT was superior to IMRT in all OARs.
Figure 3 shows an example of typical dose distributions. Dose distribution was very limited in the PT, while the middle- to
low-dose range tended to spread with IMRT. Main dose-volume parameters are tabulated in the Table. The V35 of both
carotid arteries showed no significant difference between IMRT and PT, and both methods contributed to reduction of the
carotid artery dose. The V50 of both carotid arteries was confirmed to be almost zero in each method. In IMRT, the average
maximum dose to the contralateral carotid artery was 18.1 Gy, and although the effect of reduction was observed, the PTV
tended to have a small hot spot. By contrast, in the PT, the dose to the contralateral carotid artery and spinal cord, which is
slightly distant from the PTV, was dramatically reduced while the dose distribution homogeneity of the PTV was
maintained.

Discussion

Recently, several studies have highlighted the increased risk of stroke and direct carotid artery injury during high-dose

irradiation of the carotid arteries [1, 2, 27]. Dorresteijn et al [1] reported that the relative risk of ischemic stroke after radiation
treatments to the neck was 10.1 times greater in patients aged <60 years than that of an age- and sex-matched population-
based cohort. High-dose irradiation of the carotid arteries may have some late side effects especially for patients with early-
stage glottic cancer with expected disease-specific survival of >5 years. By contrast, substantial increased risk of stroke was
experienced in non—high-dose irradiation cases such as treatment of Hodgkin lymphoma [28, 29]. Radiation vasculopathy is
thought to be both time and dose dependent, so one would expect that the larger the dose, the greater the effect and the longer
the time after exposure, the more severe the expected stenosis [30]. In view of these previous reports, efforts shall be made to
keep the dose to the carotid artery to a minimum as much as possible. Many investigators have reported that IMRT techniques
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significantly reduce unnecessary radiation to the carotid arteries [6—21]. Although PT is another promising technology, few
previously published studies have explored PT for early-stage glottic cancer. Therefore, this study attempted to clarify the dose
distribution between IMRT and PT for early-stage glottic cancer and examined the usefulness of PT for early-stage glottic
cancer.

As a result, we found that all of our cases contained an ipsilateral carotid artery mean maximum dose of 33.9 GyRBE
(range, 4.9-54.3 GyRBE), and that to the contralateral carotid artery was 5.7 GyRBE (range, 0.5—-17.4 GyRBE) in PT. The
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average maximum dose to contralateral carotid artery in IMRT was 18.1 Gy (range, 10.6—27.1 Gy) and there was a significant
difference in the results with PSPT. It was found that the difference of the average maximum dose to contralateral carotid
artery between IMRT and PT was 12.4 GyRBE (range, 1.7-26.6 GyRBE), and the impact varies greatly depending on the
case. Although the clinical significance of these differences is unknown at this time, it would be better that the carotid artery
dose be as low as possible, and the PSPT has advantages over IMRT.

IMRT was also found to be sufficiently durable for clinical application; however, a trade-off is required to reduce the dose; a
small increase in dose to spinal cord was observed. In addition, Asher et al [31] also discussed the influence of air cavities
within PTV on IMRT planning for glottic cancer. Although dose-volume histogram results suggest that IMRT performs at a
clinically acceptable level, it must be applied carefully with thorough follow-up after irradiation in clinical practice. Our results
also showed that the dose reaching the spinal cord with PSPT is zero. Rosenthal et al [6] stated that dosimetric advantages
may be especially important for younger patients at risk for subsequent development of a metachronous second head and
neck cancer. In this context, lower doses to spinal cord are highly advantageous. Proton therapy may therefore gain better
tumor control with less collateral damage to normal tissues. However, owing to the limited resources of PT, further increase in
the number of PT facilities will be required for this to be actively used in the future.

Figure 3. Dose distributions at
the level of the true vocal cords
of IMRT (left) and PSPT (right)
plans. The 105%, 100%, 95%,
90%, 80%, 70%, 60%, 50%,
40%, 30%, 20%, and 10%
isodose lines are denoted in
sequential order.
Abbreviations: IMRT, intensity-
modulated radiation therapy;
PSPT, passive scattering
proton therapy.
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Table. Dosimetric parameters for IMRT and PSPT plans.

IMRT PSPT P value
PTV

HI 21 * 0.6 1.3 + 0.1 .0017

V35 (cm?) 0.5+ 0.5 0.3 =05 45

CL carotid

Mean dose (GyRBE) 8.1 29 0.7 = 0.7 .00013

Abbreviations: IMRT, intensity-modulated radiation therapy; PSPT, passive scattering proton therapy; PTV, planning target
volume; Max, maximum; GyRBE, gray relative biological effectiveness; HI, homogeneity index; IL, ipsilateral; V35, volume
receiving dose >35 GyRBE; CL, contralateral; N/A, not applicable.

As shown in Figure 2, the mean maximal doses of OARs from 2 planning techniques tended to be higher in the present
study than in that of Osman et al [9]. This may be because the CTV and PTV margins in this study are relatively large. The
length of the irradiated carotid arteries depends on the length of the margin caused by breathing and swallowing. Osman et al
[32] reported that the larynx moves by an average of 2 mm owing to respiration, through analysis using 4-dimensional CT;
therefore, care must be taken in setting the safety margin in the craniocaudal direction. It is important to note that the margin
sizes were set wider in this study as a conservative measure. A more important factor affecting spatial uncertainty is
swallowing control. Instructing patients not to swallow during irradiation is insufficient, and it is desirable to take some
aggressive measures. At our institution, organ motion problems were excellently solved by using a respiratory gating system.
Figure 4 shows how the larynx movement was monitored during the actual PT for glottic cancer. By applying the respiratory
monitoring system AZ-733V (Anzai Medical, Tokyo, Japan), it became possible to treat while monitoring the absence of
swallowing in real time. Radiation therapists stop the proton beam immediately when they detect swallowing with this system,
and patients are also able to press the bottom to notify them of the swallowing. Therefore, no swallowing was observed during
the entire course of PT in our study.

In recent years, IMPT with pencil beam scanning has become widely used [33], but no report actively describes this for
early-stage glottic cancer. Because glottic cancer is located in a shallow region, the incident energy of the proton beam must
be reduced. However, the beam spot size increases as the energy decreases [34], and as a result the dose distribution may
be worse than that of PSPT in some cases. The use of a universal bolus to reduce the beam spot size is being actively
studied in the head and neck region [35], and this method is considered better in terms of dose distribution when applied to
glottic cancer. However, because the universal bolus needs to be installed to cover the entire target, the method for
monitoring the larynx in real time as described above may be difficult to apply, so another countermeasure must be

Figure 4. An overview of the real-time monitoring of larynx movement . "x".% q
by applying the respiratory monitoring system during PSPT.
Abbreviation: PSPT, passive scattering proton therapy.
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considered. In IMRT, a bolus may be required as in electron therapy to increase the surface dose especially for anterior
tumors [6, 10], but similar problems arise. By contrast, the contours of the cervix vary greatly between individuals, and in
some cases, the skin cannot be adequately spared by PSPT; thus, pencil beam scanning may be effective in such cases.
Moreover, the beam spot size has become smaller owing to the improved beamlines, and collimation such as using aperture
for IMPT is also practical [36]. IMPT technology is still evolving and how the dose distribution changes when IMPT is used
for early-stage glottic cancer is a topic for future studies. While PT is expected to be particularly effective for early-stage
glottic cancer in young people, the optimal treatment parameters for PT, such as the number of fractions, the dose per
fraction, and how to delineate the CTV, have not yet been established. Therefore, further investigation of this issue is
necessary.

Conclusion

The dose distribution characteristics of PSPT for early-stage glottic cancer were investigated by comparison with IMRT. Using
PSPT, the homogeneity of dose distribution in PTV was maintained, and the contralateral carotid artery was adequately
spared without increasing the spinal cord dose, thus confirming its superiority. Although further investigation of the optimal
dose fractionation will be necessary, the use of PT for early-stage glottic cancer is effective in reducing late effects, and it is
expected that this will be particularly useful for young people.
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