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ABSTRACT

BACKGROUND AND PURPOSE: Conventionally, early treatment response to stereotactic radiotherapy in intracranial tumors is often
determined by structural MR imaging. Tissue sodium concentration is altered by cellular integrity and energy status in cells. In this
study, we aimed to investigate the feasibility of sodium MR imaging at 7T for the preliminary evaluation of radiotherapeutic effi-
cacy for intracranial tumors.

MATERIALS AND METHODS: Data were collected from 16 patients (12 men and 4 women, 24–75 years of age) with 22 intracranial
tumors who were treated with stereotactic radiation therapy using CyberKnife at our institution between December 1, 2016, and
August 15, 2019. Sodium MR imaging was performed at 7T before and 48 hours, 1 week, and 1month after CyberKnife radiation ther-
apy. Tissue sodium concentration (TSC) was calculated and analyzed based on manually labeled regions of tumors.

RESULTS: Ultra-high-field sodium MR imaging clearly showed the intratumoral signal, which is significantly higher than that of nor-
mal tissue (t ¼ 5.250, P ,.001)., but the edema zone has some influence. The average TSC ratios of tumor to CSF in the 22 tumors,
contralateral normal tissues, edema zones, frontal cortex, and frontal white matter were 0.66 (range, 0.23–1.5), 0.30 (range, 0.15–
0.43), 0.58 (range, 0.25–1.21), 0.25 (range, 0.17–0.42), and 0.30 (range, 0.19–0.49), respectively. A total of 12 tumors in 8 patients were
scanned at 48 hours, 1 week, and 1month after treatment. The average TSC at 48 hours after treatment was 0.06 higher than that
before treatment and began to decrease at 1 week. The TSC ratios of 10 continued to decline and 2 tumors increased at 1 month,
respectively. Tumor volume decreased by 2.4%–99% after 3months.

CONCLUSIONS: Changes in the TSC can be quantified by sodium MR imaging at 7T and used to detect radiobiologic alterations in
intracranial tumors at early time points after CyberKnife radiation therapy.

ABBREVIATIONS: ATPase ¼ adenosine triphosphatase; CK ¼ CyberKnife; SRT ¼ stereotactic radiotherapy; TSC ¼ tissue sodium concentration; VEGF ¼ vas-
cular endothelial growth factor

Stereotactic radiation therapy (SRT) is an established and
effective treatment for intracranial tumors. This therapy con-

sists of a single or a few administrations of high-dose radiation
therapy to well-defined tumor targets, rather than repeat low-
dose irradiation of tumor cells and normal cells. CyberKnife (CK;
Accuray) is a compact, image-guided linear accelerator with a
robotic manipulator that is designed for stereotactic radiosurgery

and SRT.1 Several studies have suggested that radiosurgery may
induce apoptotic tumor cell death.2-4 The specific cellular
changes induced by dose fractionation involving a single or a few
high-dose treatments remain unclear. An adequate imaging
response of brain tumors after CK involves stable or reduced tu-
mor volumes on serial conventional imaging. However, the bio-
logic changes of the internal environment and cytologic levels of
the tumor occur earlier than the visible volume changes after
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radiation therapy. Conventional MR imaging can only show vol-
umetric changes, so there is a lag effect. Thus, increasing numbers
of studies are trying to find specific biomarkers of brain tumors
for early prediction of therapeutic effects.5-10

The biologic parameters of tumor cells, such as acid-base and
ionic balance, are different from those of normal cells before treat-
ment9 and after radiation therapy11 and chemotherapy.12 Sodium is
the second most abundant MR imaging–active nucleus in the
human body, and sodium concentration is sensitive to disease
because it is an indicator of cellular and metabolic integrity and ion
homeostasis.13,14 The cellular process of the sodium ion (23Na1) ho-
meostasis proceeds via coupled exchange with the potassium ions
(K1) between the intra- and extracellular spaces using the Na1/K1-
adenosine triphosphatase (ATPase) enzyme.15 Dysregulation of the
Na1/K1-ATPase or impairment of ATP ase-dependent processes
causes loss of Na1 homeostasis and, therefore, increased intrace-
llular sodium concentration, ultimately leading to cell death.16

Therefore, the Na1 ion concentration is very sensitive to changes of
the tissue metabolic state and cell membrane integrity. Since 1983,
sodium MR imaging has been used to detect the Na1 ions present
at different concentrations in various tissues.17 However, because
this technique has a low signal-to-noise ratio and spatial resolution
and the imaging time is long, the related research is limited. With
the continuous development of MR imaging equipment and tech-
nology, the imaging quality of Na1 continues to improve.

Previous studies have found that the tissue sodium concentra-
tion (TSC) is higher than that in normal tissue in patients with
diseases such as brain tumors,8 stroke,18 multiple sclerosis,19 and
Huntington disease.20 In 2006, Schepkin et al21 detected the early
cellular changes of cytotoxin therapy using sodium and proton
diffusion MR imaging. They observed that the ADC value and
the early TSC increase occurred before the volume change and
showed a linear relationship.21 This finding suggests that these
noninvasive imaging patterns can be used as predictive bio-
markers of tumor treatment response. There have been few
reports on the application of sodium MR imaging to the evalua-
tion of radiation therapy, and there are no relevant reports evalu-
ating the effects of SRT with CK. Huang et al22 published a case
report about this method in 2018. Nevertheless, sodium MR
imaging may be a useful noninvasive biomarker for evaluating
the early tumor response to therapy, allowing timely adjustment
of individualized treatment plans. The goal of the present study
was to use sodium MR imaging to noninvasively quantify total
TSC and to test whether TSC is altered in intracranial tumors.

MATERIALS AND METHODS
Patient and Tumor Characteristics
We enrolled 16 patients with a total of 22 tumors diagnosed as in-
tracranial tumors by imaging diagnosis or pathology who

underwent SRT with CK from
December 1, 2016, to August 15, 2019,
at our hospital. Twelve patients were
men (75%) and 4 were women (25%),
and they had a median age of 52.4 years
(range, 24–75 years) at the time of ini-
tial CK therapy. The tumors were
numbered between 1 and 16 (ie, 1–3,

4.1, 4.2, 5, 6.1, 6.2, 7, 8, 9.1, 9.2, 9.3, 10–14, 15.1, 15.2, 15.3, and 16).
Written informed consent was obtained from each participant
before study inclusion, and the study was approved by the institu-
tional review board of PLA General Hospital (No. S2018-119-01).
All the patients’ other treatments followed the principles of pri-
mary disease treatment. More patient details are described in the
Online Supplemental Data. The patients underwent pretreatment
sodium and protonMR imaging scans at a human 7TMR research
system (Siemens Healthcare, Erlangen, Germany) and were then
treated with SRT using CK. In total, 8 patients (who had a total of
12 tumors) completed follow-up scans at 48 hours, 1week, and
1month after treatment.

Quantitative Sodium MR Imaging
Sodium and proton imaging was performed on a human 7T MR
research system (Siemens Healthcare, Erlangen, Germany). Proton
imaging was first conducted with a 32-channel head coil (Nova
Medical Head Coil 1TX/32RX). B0 shimming parameters were
recorded for subsequent shimming during the sodium imaging.
Structural and diffusion images were acquired according to the
protocols in the Table. Sodium MR imaging was acquired with a
homemade birdcage coil. Sodium images with TEs of 0.30 and
2.32ms were acquired using the twisted projection imaging
sequence23 with the following parameters: FOV¼ 224� 224� 224
mm3, resolution¼ 3.5� 3.5� 3.5 mm3, TR¼ 174ms, flip angle¼
90°, and acquisition time¼ 12 minutes 53 seconds.

The sodium images with different TEs were postprocessed to cor-
rect for B0 bias.

24 The TSC maps were linearly corrected with refer-
ence to tube phantoms with known sodium concentrations of 30, 60,
90, and 120mM.24 The ROIs for analysis were manually defined on
the sodium images by a neurosurgeon. The ratios of the TSC signal
between different tissues and CSF were calculated and compared.

ROI Analysis
The ROI analysis was performed in MRIcron (https://www.nitrc.
org/projects/mricron). The tumor ROI was manually defined as a
sphere with a radius of 2mm. The maximum, minimum, and av-
erage signal intensities of the ROI were obtained, and the average
was selected as the final value. The corresponding information
about CSF, contralateral normal tissue, gray matter, and white
matter of the frontal cortex was measured by the same method.
To reduce error, we used the ratio of TSC values between the
ROI and CSF to assess the differences among scans.

Statistical Analysis
We used SPSS 22.0 (IBM) for statistical analyses, using paired t tests
to analyze the differences in TSC before and after treatment and
between different tumors and tissues. P, .05 was considered signif-
icant. Routine contrast-enhanced MR imaging was performed after

Signal intensity of ROIs in sodium images

Untreated 48 Hours 1 Week 1 Month
Tumor (mean) 22.85 (SD, 2.61) 24.19 (SD, 2.45) 22.28 (SD, 0.27) 36.08 (SD, 0.12)
CSF (mean) 23.23 (SD, 7.56) 24.43 (SD, 2.66) 27.53 (SD, 0.33) 25.92 (SD, 0.26)
Ratio 0.98 0.99 0.80 1.39
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3months of treatment, and the rate of change in tumor volume
before and after treatment was calculated. Tumor dimensions were
measured using the Coniglobus formula: V¼ 1/6p � a (diameter
length) � b (diameter width) � m (section thickness) � c (section
number).25

RESULTS
The target irradiation dose to the ROI was 18–22.5 Gy, and the
isodose line was 70%–75%, which was completed in 3 fractions.
Ultra-high-field sodium MR imaging after B0 correction clearly
showed the intratumoral signal, which is higher than that of
normal tissue, but the edema zone has some influence (Fig 1).
The uncorrected images can be found in the Online
Supplemental Figure. Figure 2 shows the imaging of tumor 1
and the TSC quantitative method. The average TSC ratios
between tumor and CSF in the 22 tumors, the contralateral nor-
mal tissues, edema zones, frontal cortex, and frontal white mat-
ter were 0.66 (range, 0.23–1.5), 0.30 (range, 0.15–0.43), 0.58
(range, 0.25–1.21), 0.25 (range, 0.17–0.40), and 0.30 (range,
0.19–0.49), respectively. The TSC in the tumor before treatment
was higher than that in normal tissue (t¼ 5.934, P, .01), and
the TSC of cortical white matter was higher than that of gray
matter (t¼ 5.243, P ¼ , .01). Although the average TSC in
tumors was higher than that in edema zones, there was no sig-
nificant difference (t¼ 1.694, P¼ .10).

Figure 3 shows the quantitative results of the 22 tumors. The
TSC results in different tumors show that brain metastases of liver
cancer were the most frequent tumor type in this study. Tumor vol-
ume decreased by 2.4%–99% at 3months after treatment. The TSC
values measured in the 12 tumors at 48hours after treatment were
higher than those before treatment by a mean of 0.06. The TSC val-
ues of tumors increased by varying degrees at 48hours after CK
treatment and decreased after 1week. After 1month, the TSC values
continued to decline in 10 tumors, but increased in 2 tumors.

Tumor volume decreased by 2.4%–99%
after 3months. Two tumors showed a
second peak in TSC after 1month and
relapsed at 6 and 12months after treat-
ment. Figure 4 shows a typical case (tu-
mor 14), for which sodium MR
imaging signal intensity is listed in the
Table.

DISCUSSION
Currently, SRT is used as the main
initial treatment for some intracranial
tumors, and it can also be used as an
adjuvant treatment for postoperative
residue or recurrence. The traditional
method of evaluating radiotherapeu-
tic efficacy is to observe changes of
tumor size using CT/MR imaging af-
ter 3months. However, that method
has the disadvantages of the hystere-
sis effect and the impossibility of
observing changes in the intracellular
environment of the tumor. Thus, an
increasing number of researchers
have been exploring noninvasive and
quantifiable methods of detecting
changes of the intracellular environ-
ment after radiation therapy. Sodium
MR imaging has mostly been

FIG 2. Proton and sodium MR imaging of tumor 1 at 7T. A, Axial T2-weighted image shows brain
metastasis of rectal cancer at the right frontal-parietal lobe. B, The reconstructed sodium image.
C and D, The ROI of the tumor and CSF in MRIcron software with the quantitative result.

FIG 1. Sodium MR images after B0 correction of 22 tumors. The
arrows pointed to the positions of tumors.
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investigated in intracranial tumors before tumor treatment. For
example, Ouwerkerk et al9 used hydrogen and sodium MR
imaging to quantify the differences in the sodium concentration
between normal brain tissue and tumor tissue in 2003.
However, studies of sodium MR imaging scans acquired at mul-
tiple time points before and after radiation therapy have not
been reported. In this study, a good signal-to-noise ratio was
obtained under 7T field intensity, and the image quality was
satisfactory.

We now discuss environmental changes in tumors. Malignant
tumors are characterized by angiogenesis and cell proliferation.
This unregulated cell division, which leads to tumor growth, can
result from changes in Na1/K1-ATPase exchange kinetics and
increased intracellular sodium concentration,26 accompanied by
tumor deterioration.27 Similarly, the increase of tumor neovascu-
larization and interstitial space increases the extracellular volume
fraction, which is also related to the potential of the tumor.28 As a
result, TSC levels are increased in malignant tumor tissues. The
sodium MR imaging data of 22 tumors in 16 patients before

treatment were analyzed and compared. The TSC of the 22
tumors was 55% higher than that of the contralateral normal
brain tissue. This result is similar to those of the quantitative anal-
ysis of 20 cases of gliomas by Ouwerkerk et al,9 who found that
the TSC in the tumor and surrounding tissues was 50%–60%
higher than that on the contralateral side. In this study, the TSC
values in tumors were generally higher than those in edema zones
and contralateral normal tissues, while the TSC values in the
white matter were higher than those in the gray matter. The TSC
values of tumors and edema zones were significantly different
from those of normal tissue. Previous studies have also found
increased sodium signal intensity in tumors of mice,29 rats,30 and
human brains.31

Our results showed increased TSC values in additional tumor
types, such as metastases, lymphomas, and meningiomas. There is
not very good differentiation between the TSC increases in tumors
and edema zones. Although the average TSC of tumor tissue in this
study was higher than that in edema zones, there was no significant
difference. The edema zones surrounding 7 tumors (27.2%) had

higher signal values than the tumors.
The pathologic result of the tumors was
lung adenocarcinoma. Brain metastases
tend to produce vasogenic edema,
which is caused by the accumulation of
protein-rich fluids in the extracellular
space after the blood-brain barrier is
destroyed. The increased volume of
extracellular space increases the extrac-
ellular volume fraction, which also
results in an increased TSC value in the
edema zone.

The tumor’s mechanism of destruc-
tion of the blood-brain barrier has 2FIG 3. TSC ratio of 22 tumors pretreatment.

FIG 4. A, Axial T2-weighted image showing brain metastasis of pulmonary neuroendocrine carcinoma complicated with adenocarcinoma (tumor
14). B, T2-weighted image 48hours after CK. C, T2-weighted image 1week after CK. D, T2-weighted image 1month after CK. E, Sodium MR imag-
ing pretreatment. F, Sodium MR imaging 48hours after CK. G, Sodium MR imaging 1week after CK. H, Sodium MR imaging 1month after CK. The
arrows pointed to the metastasis.
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main components: First, there is local production of factors that
increase the tumor’s vascular permeability, such as vascular endo-
thelial growth factor (VEGF),32 glutamate,33 and leukotriene.34

Second, tumor vascular endothelial cells lack tight connections
between them. The loss of blood-brain barrier integrity in brain
tumors is largely attributable to the VEGF, the expression of which
is also upregulated in gliomas, meningiomas, and metastatic
tumors.35-38 VEGF expression has also been found to be signifi-
cantly different in different pathologic types: VEGF expression in
lung adenocarcinoma was observed to be significantly higher than
that in squamous cell carcinoma.39 The increased TSC values that
we observed in the brain metastatic edema zones of lung adenocar-
cinoma also reflect the severity of the edema, which may be related
to the actions of VEGF. This point needs to be confirmed by further
research.

Our observed TSC values reflect the total amount of Na1

inside and outside the cell, so the increased TSC values in
tumors and edema zones may reflect this change in ion balance.
In particular, a 60% increase in the Na1 concentration in
tumors requires a several-fold increase in intracellular Na1, a
similar increase in the extracellular volume fraction, or a combi-
nation of both. The reason for this change is the decrease of
Na1/K1-ATPase enzyme activity and the change in Na/H
exchange kinetics, which lead to the increase of intracellular
Na1 concentration and participate in malignant transformation
of tumors. In this study, we only collected roughly descriptive
statistics about the pathologic results of breast cancer brain me-
tastases, lung cancer brain metastases, lymphomas, rectal cancer
brain metastases, meningiomas, and liver cancer brain metasta-
ses. Among them, the Na1 concentration in brain metastases of
liver cancer was the highest, and that of breast cancer was the
lowest. Biller et al6 showed that 7T sodium MRI can be used to
help with the grading of gliomas in a study of 34 patients with
World Health Organization grades I–IV untreated gliomas.
Bartha et al7 characterized the metabolic profile of low-grade
gliomas using short TE 1H-MR spectroscopy and assessing the
correlations between metabolite levels and sodiumMR imaging.
Although the Glu concentration is reduced and that of myo-
inositol is elevated in low-grade glioma tissue, the NAA/23Na
ratio was the most sensitive indicator of pathologic tissue. Biller
et al6 found that the sodium signal was even superior to the mo-
lecular signature of IDHmutation status for progression predic-
tion in gliomas. The information provided by sodium MR
imaging may help to classify neoplasias at an early stage, reduce
invasive tissue characterization procedures such as stereotactic
biopsy specimens, and promote improved and individualized
patient management in neuro-oncology by using imaging signa-
tures of brain tumors. Future work should examine the poten-
tial for these metabolic parameters to distinguish among tumors
of different pathologic types.

It is speculative to judge the prognosis of a tumor by the so-
dium concentration data before treatment. Multi-time quanti-
tative observations could capture the changes of tumor sodium
concentration in the early stage of SRT with CK more directly
and help analyze the relationships between tumor TSC and in-
ternal environmental changes. In previous animal studies, only

sodium MR imaging was used to observe the changes of
tumors after chemotherapy.40 The imbalance of Na1/K1-
ATPase and ATP-dependent processes in cells can lead to ion
imbalance, which, in turn, increases intracellular sodium.
Because the ionic gradient can no longer be maintained, this
issue can lead to cell death.41 According to Thulborn et al,8

these bioscales can monitor the spatial distribution of tissue
responses to radiation treatment on at least a weekly basis.
Such rapid feedback could be used to guide patient-adaptive
radiation treatment and avoid excessive radiation administra-
tion when no response can be achieved.

The purpose of this study was to determine the change rule
of TSC before any change in tumor volume occurs. Therefore,
we assessed the volume and TSC of 12 lesions in 8 patients
before treatment and 48 hours, 1 week, and 1month after treat-
ment and observed the overall change trends. The first TSC
peak appeared within 48 hours after radiation therapy. Cell vol-
ume reduction and chromatin-condensed cells may have apo-
ptotic characteristics,41 whereas sodium overload may be
strongly related to apoptosis and even cause apoptosis itself.
The first Na1 concentration peak after CK SRT was caused by
sodium overload after radiation, which, in turn, caused an
increase in apoptosis, as reflected by the resulting destruction of
cell membrane integrity. This result is consistent with our previ-
ous results of apoptosis imaging.42 The number of cells
decreased at the later stage of apoptosis, and TSC subsequently
decreased. These preliminary results suggest that sodium MR
imaging provides reliable evidence in the early evaluation of the
efficacy of radiation therapy for intracranial tumors. Tumors 7
and 14 showed a second TSC peak after 1month, and those
patients relapsed at 6 and 12months after treatment, respec-
tively. We speculate that this relapse was related to the active re-
currence and proliferation of these tumors, increased cell
division, resistance to radiation therapy, and vascular prolifera-
tion. These results illustrate that sodium MR imaging provides
important supplementary information about biologic activity. It
can be measured quantitatively and is noninvasive. Although
sodium MR imaging is only used as a complementary method
to proton MR imaging or other imaging methods such as PET,
its great clinical value is still worthy of further study.

There are still several limitations of our study. The dual-tuned
coil was not available, so B0 shimming was completed with the
proton coil, and the shimming parameters were transferred to so-
dium imaging. The change of coil resulted in the variation of the
B0 field, though we tried to keep the position of the patient con-
sistent. It downgraded the performance of B0 shimming and the
SNR of sodium imaging. Other limitations of our study included
the retrospective design, the small number of patients, and the
relatively short follow-up period. More time points of follow-up
and a larger sample are required to establish the long-term effi-
cacy of sodium MR imaging. Improved software and technology
are necessary to achieve accurate quantification of Na1 concen-
trations because the current applications have many problems,
and we will continue to study such improvements. Therefore, we
must be cautious with our conclusions because the present find-
ings are preliminary. Although a longer follow-up period and a
larger sample are necessary to confirm these results, this study of
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the evaluation of radiotherapeutic effects using sodiumMR imag-
ing for intracranial tumors had very encouraging results.

CONCLUSIONS
Changes in the TSC using sodium MR imaging can be used to
detect radiobiologic alterations in brain tumors at early time
points after CK radiation therapy. It can provide supplementary
information to assist with individualized and accurate tumor
treatment.
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