
Differentiating Histologie Malignancy of Primary
Brain Tumors: Pentavalent Technetium-99m-DMSA
Tsuneo Mirano, Hidenori Otake, Takashi Shibasaki, Masaru Tamura and Keigo Endo
Department of Nuclear Medicine and Department of Neurosurgery, Gunma University, School oj Medicine, Gunma, Japan

This study assessed pentavalent 99mTc-DMSA uptake in primary

brain tumors and evaluated the relationship between retention and
histologie malignancy. Methods: SPECT images of the brain were
obtained at 30 min and 3 hr after intravenous administration of
approximately 555 MBq 99mTc(V)-DMSA in patients with brain

tumors. Sixty studies were performed in 57 patients and 63
lesions were demonstrated: 11 glioblastomas, 13 anaplastia astro-
cytomas (Grade 3), 11 astrocytomas (Grade 2), 18 meningiomas and
10 schwannomas. Uptake ratios, retention ratio and retention index
were calculated and compared with tumor histology and malignancy
grade. Results: Approximately 95% of both benign and malignant
primary brain tumors were demonstrated by ""TcfVJ-DMSA SPECT

images. False negative was noted in three cases. The early uptake
ratios were closely related to the tumor vascularity but had no
statistically significant difference in the tumor histology or histologie
malignancy. The delayed uptake ratio, retention ratio and retention
index were higher in the malignant tumors than the benign tumors.
Conclusion: Technetium-99m(V)-DMSA washout from the tumor
was highly dependent upon its histology and histologie malignancy.
The delayed uptake ratio considerably reflected tumor histology and
differentiated benign tumors from malignant tumors. The retention
ratio and retention index significantly reflected tumor histology and
histologie grade of primary brain tumors and clearly distinguished
between benign and malignant tumors with statistically significant
difference (p < 0.05). These results could suggest the clinical utility
of 99mTc(V)-DMSA in imaging primary brain tumors and differenti

ating their histological malignancy grade noninvasively.
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\^T and MRI can demonstrate smaller lesions due to their fine
spatial resolution. Furthermore, their contrast enhancement,
which is mainly dependent upon the disrupted blood-brain
barrier, has been used to localize the tumors, but prediction of
histopathological diagnosis is difficult. One of the most widely
used radiopharmaceuticals, [2Â°'Tc]chloride, has been reported

to differentiate, to some extent, benign lesions from malignant
lesions of the lung (/), thyroid gland (2) and brain tumors
(3-7), depending upon the uptake ratio and prolonged washout
phase of radiotracer from the tumor tissue (5-7).

Pentavalent 99mTc-dimercaptosuccinic acid (99mTc(V)-

DMSA) was developed as a tumor imaging agent (8-9), and its
accumulation has been reported in the medullary carcinoma of
the thyroid (Â¡0), soft tissue tumors (11-12), lung cancers (13)
and osseous metastatic tumors (13-14). We have established a
simple and easy method to prepare 99mTc(V)-DMSA from

commercially available DMSA kits (75) and have imaged
primary brain tumors to assess clinical usefulness.

Watkinson et al. reported that there was no evidence of active
uptake of 99mTc(V)-DMSA by squamous cell cancer, and the

Received Oct. 18, 1995; revision accepted June 15, 1996.
For correspondence or reprints contact: Tsuneo Mirano, MD, Department of Nuclear

Medicine, Gunma University, School of Medicine, 3-39-15 Showa-machi, Maebashi,
Gunma 00371, Japan.

tumor appeared to exhibit a prolonged washout phase of
radioactivity when compared to the blood pool (16). We
thought that there were several factors affecting tumor uptake,
but only a prolonged washout phase may be hypothetically
specific to tumor histology and histologie grade. Uptake ratios
(early and delayed), retention ratio and retention index were
calculated to evaluate and differentiate tumor-specific from
nontumor-specific components. These numerical values were
compared statistically with tumor histology and histologie
grade of the primary brain tumors.

MATERIALS AND METHODS

Patients
Patients with a brain tumor on x-ray computed tomography

(X-CT) or MRI were selected for this imaging. A [99nTc](V)-

DMSA SPECT study was performed before surgical resection or
stereotactic biopsy. Tumor size was measured by surgical speci
men, contrast-enhanced CT and gadolinium-enhanced MR images.
Tumor vascularity was also evaluated by dynamic SPECT images
([123I]IMP or 99mTc-HMPAO), contrast-enhanced CT and gadolin

ium-enhanced MR image and classified into three groups: hyper-
vascular, normovascular and hypovascular tumors.

Final diagnosis was made by histopathology of the specimens
obtained by surgical procedure or stereotactic biopsy according to
the WHO histological classification: glioblastoma, anaplastic as-
trocytoma (astrocytoma Grade 3), astrocytoma (astrocytoma Grade
2), pilocytic astrocytoma (astrocytoma Grade 1), meningioma and
schwannoma.

Imaging
Technetium-99m(V)-DMSA was prepared using a commercially

available dimercaptosuccinic acid (DMSA) kit. Briefly, the
TechneÂ®DMSA kit (Daiichi Radioisotope, Tokyo, Japan) contains
1.4 mg dimercaptosuccinic acid and 0.5 mg SnCl2 â€¢2H20. A

DMSA kit added with 200 ju.17% of sodium bicarbonate solution
(NaHCO3) was reconstituted with 2 ml of 99rnTc-pertechnetate

solution (approximately 740 MBq) (15).
SPECT images of the brain were obtained at 30 min and 3 hr

after intravenous administration of approximately 555 MBq
99mTc(V)-DMSA, using a ring-type SPECT scanner dedicated for

brain studies (Headtome, Schimadzu Corp., Kyoto, Japan). Image
acquisition was performed for approximately 0.4 to 0.7 X IO6

counts per slice on 64 X 64 matrix with a 20% symmetric window
at 140 keV. Butterworth and Ramachandran filters were used to
reconstruct images in the transverse plane. Each image was
corrected for tissue attenuation with the standard method using
[99nTc]pertechnetate in a phantom. In-plane spatial resolution was

9.6 mm (FWHM).

Image Analysis
Technetium-99m(V)-DMSA SPECT images were compared

with X-CT and MR images and tumor histology. Accumulation in
the brain tumors was evaluated visually on SPECT images, and a
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TABLE 1
Summary of 57 Patients with Primary Brain Tumors

Patient Age
no.(yr)1

452
693
474

725
486
107
638
429

4110
7711
6712
5513
5114
3515

5616
4317
1718
919
4020
5321
5122
6923
6624

5625
2326
4727
4828
6729
6830
5331
3632
4933

5934

2235
3036
3637
4538
7139
6640
7341

4842
4143
6744
5545

4746
3747
5048
5749
4650
5151

53SexMFMMMFMFMMFFMMFFMFMMMFMFFMFFFMMMMMMMMFMFMFFFMMMFFMMHistologyGlioblastomaGlioblastomaGlioblastomaRÃ©currenceGlioblastomaGlioblastomaGlioblastomaGlioblastomaGlioblastomaGlioblastomaGlioblastomaAstrocytoma

(G3)Astrocytoma
(G3)Astrocytoma
(G3)Astrocytoma
(G3)RÃ©currenceAstrocytoma

(G3)Glioma
(G3)Astrocytoma

(G3)Anaplastic
gliomaAstrocytoma

(G3)Astrocytoma
(G3)Astrocytoma
(G3)Astrocytoma
(G3)RÃ©current

astrocytoma(G
2)Astrocytoma

(G2)Astrocytoma
(G2)Astrocytoma
(G2)Astrocytoma
(G2)Astrocytoma
(G2)OligodendrogliomaOligoastrocytomaRÃ©current

glioma (G2)MixedOligoastrocytomaMixedOligoastrocytomaGangliogliomaFibrillary

astrocytomaRbrillary
astrocytomaMeningiomaMeningiomaMeningiomaMeningiomaMeningiomaMeningiomaMeningiomaMeningiomaMeningiomaMeningiomaMeningiomaMeningiomaMeningiomaMeningiomaMeningiomaRÃ©current

meningiomaMeningiomaMeningiomaSchwannomaSchwannomaLocationRt.

basalgangliaRt.
temporallobeLt.
temporallobeLt.
temporallobeFrontal

lobesLt.
frontallobeRt.
temporallobeRt.
pariÃ©tallobeLt.
tÃ©mpora-parietallobeLt.
tÃ©mpora-parietallobeRt.

temporallobeLt.
HippocampusLt.

fronto-parietalrÃ©gionRt.

temporallobeRt.
frontallobeRt.
frontallobeRt.
temporallobeBasal

gangliaLt.
thalamusHypothalamusLt.

pariÃ©tallobeLt.
frontallobeRt.
frontallobeLt.
tÃ©mpora-parietallobeRt.
fronto-parietallobeRt.

temporallobeLt.
tÃ©mpora-parietallobeLt.

cerebellumLt.
fronto-parietallobeRt.

temporallobeRt.
frontallobeRt.
frontallobeRt.
frontallobeLt.
temporallobeLt.

frontallobeLt.

temporallobeLt.
temporallobeLt.
frontallobeRt.
F/TlobeTorcular

rÃ©gionFaixPlural

lÃ©sionsPlural
lessionsPlural
lessionsRt.

parasaggitalrÃ©gionLt.
pariÃ©tallobeLt.
sphenoidridgePlural

lesionsPlural
lessionsPlural
lessionsPlural
lessionsOlfactory
grooveCavernous
sinusLt.

frontalregionRt.
temporalregionLt.
frontalregionLt.
CPangleRt.
CP angleTumor

size(cm)3.8

x 4.3 x6.83.5
X 4.0 x4.73.4
x 3.9 x4.43.2
x 4.2 X5.03.9
x 4.2 x4.94.0
x 4.3 x5.62.2
x 3.5 x4.02.8
x 3.8 x4.63.8
x 4.6 x4.84.4
x 4.5 x5.83.5
x 4.0 x5.33.7
x 3.8 x5.01.3X2.3X4.24.9

x 5.6 x5.93.5
x 7.0 x7.04.2
x 5.4 x6.11.5
X2.0X2.42.6
x 3.2 x3.84.5
X 5.7 x6.81.5x2.3x3.42.8

x 3.4 x3.82.8
x 3.0 x3.42.8
x 3.2 x4.02.3
X 3.5 x5.22.6
X 3.4 x4.33.2

x 4.7 x5.54.1
x 5.6 x7.13.9
x 4.5 x4.62.6
X 4.2 X4.33.0
x 3.4 x3.81.0
x1.6X2.02.2
x 3.0 x3.73.0
x 4.9 x5.64.7
x 5.3 x5.32.0

x 2.4 X3.01.2

x1.6x2.64.1
x 5.3 X6.43.6
X 4.2 X4.61.8x2.4x2.65.0

x 5.0 x6.02.8
x 3.2 X3.61.4x2.1

X2.32.8
x 3.1 x3.80.7
x 1.0 x1.53.4
X 4.0 X4.22.4
x 2.8 x3.64.0
x 4.3 x4.65.6
x 6.6 x7.01.7x2.0x2.31.0

x 1.3 x1.92.4
X 2.6 x2.83.6
x 4.2 x6.01.0
x 1.0 X1.22.0
x 3.0 x3.45.0
x 5.3 x5.63.4
X 3.8 x4.21.0
x 1.2 x1.33.0
x 3.2 x 4.8Uptake

ratio
(Early/Delayed)3.34/6.403.91/9.462.49/4.363.77/7.446.00/10.54.79/9.433.04/6.083.62/7.804.95/9.805.63/12.92.03/5.303.43/8.432.67/7.754.80/7.147.05/14.42.08/4.562.33/3.612.85/4.502.09/2.412.22/5.222.85/4.673.81/6.622.06/3.382.93/5.003.96/5.73(-)/(-)1.72/2.652.28/3.902.76/3.162.72/3.621.61/1.955.21/5.955.31/7.692.11/2.54(-X(-)2.12/3.05(-)/(-)3.86/4.285.55/6.165.98/6.827.44/7.862.71/2.892.56/2.482.08/2.292.07/2.102.01/2.363.11/3.682.82/3.382.11/2.502.20/2.111.96/2.724.67/6.002.63/2.812.67/2.823.57/4.046.51/6.563.35/3.715.05/5.11Retention(Ratio/Index)3.06/91.65.55/1421.87/75.13.67/97.34.50/75.04.64/96.93.04/1004.18/1154.85/98.07.27/1291.79/75.95.00/1465.08/1902.34/48.87.35/1042.48/1191.28/54.91.65/57.90.32/15.33.00/1351.82/63.92.81/73.81.32/64.12.07/70.61.77/44.7(-)/-)0.93/54.11.62/71.10.40/14.50.90/33.10.34/21.10.74/14.22.38/44.80.43/20.4(-)/<-)0.93/43.9(-)/(-)0.42/10.90.61/11.00.84/14.00.42/5.650.18/6.64-0.08/-3.130.21/10.10.03/1.450.35/17.40.57/18.30.56/19.90.39/18.5-0.09/-4.190.76/38.81.33/28.50.18/6.840.15/5.620.47/13.20.05/0.770.36/10.70.06/1.19Uptake

ratio = maximum counts of the tumor over mean counts of the contralateral normal brain tissue on the early and delayed SPECT images;retentionratio
= delayed uptake ratio-tumor

uptake.early
uptake ratio; retention index= [(delayed uptake ratio -early uptake ratio)/early uptake ratio)] x 100;( â€”) represents no
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TABLE1(Continued)Patientno.525354555657AgeW395445555340SexMFMFFFHistologySchwannomaSchwannomaSchwannomaSchwannomaSchwannomaSchwannomaSchwannomaRÃ©currenceLocationLt.

CPangleRt.
CPangleLt.
CPangleRt.
CPangleLt.
CPangle,plural

lÃ©sionsLt.
CPangleRt.
CP angleTumor

size(cm)3.3

x 3.8 x4.12.2
x 3.0 x3.52.0
x 3.0 x3.51.7x2.3x2.32.3

x 2.7 x4.32.8

x 2.9 x3.33.5
x 4.1 x6.02.3
x 4.6 x 5.5Uptake

ratio(Early/Delayed)2.68/4.652.92/2.763.54/3.633.94/5.683.86/5.102.20/2.873.11/4.502.93/4.11Retention(Ratio/Index)1.97/73.5-0.16/-5.480.09/2.541.74/44.21.24/32.10.67/30.51.39/44.71.18/40.3

Uptake ratio = maximum counts of the tumor over mean counts of the contralateral normal brain tissue on the early and delayed SPECT images; retention
ratio = delayed uptake ratio - early uptake ratio; Retention index = [(delayed uptake ratio - early uptake ratio)/early uptake ratio)] x 100; (â€”)represents no

tumor uptake.

circular ROI was drawn over the site of the greatest activity in the
lesion (L). A homologous ROI was drawn over the contralateral
normal brain tissue (N) of the similar location. Maximum and
average counts were obtained, and uptake ratios, retention ratio and
retention index were calculated on both early and delayed SPECT
images (7).

Since a malignant tumor may often involve heterogeneous
tissues such as highly malignant tissue, normal residual tissue,
necrotic tissue and so on, and the most aggressive part of the tumor
might be represented by the area of maximum counts, we decided
to normalize the maximum counts of the tumor to the average
counts of the normal brain tissue. Maximum counts in the con-
tralateral normal region may not reflect true homologous tissue,
therefore, we calculated uptake ratio (L/N) based on the maximum
counts of the tumor normalized to the average counts of the
homologous region (7, Â¡3).

Two uptake ratios (early and delayed) and retention ratio
(delayed uptake ratio â€”early uptake ratio) were obtained for each

brain tumor. Retention index was calculated as: [(delayed uptake
ratio â€”early uptake ratio)/early uptake ratio)] X 100. Since we
expected some difference in 'w"Tc(V)-DMSA uptake among the

primary brain tumors, we compared uptake ratios, retention ratio
and retention index with tumor histology and histologie grade
using two-sided unpaired Student's t-test.

RESULTS
Table 1 presents results of the clinical findings, tumor

histology, uptake ratios, retention ratio and retention index in all
the patients examined. Sixty studies were performed in 57
patients and 63 lesions were positively demonstrated: 11 glio-
blastomas, 13 anaplastic astrocytomas (Grade 3), 11 astrocyto-

B

mas (Grade 2), 18 meningiomas, 10 schwannomas. There were
95.5% of the primary brain tumors demonstrated in this study.
Three false-negative cases were observed in mixed oligoastro-

cytoma, fibrillary astrocytoma and astrocytoma (Grade 2).
These cases were also negative on 201T1C1and IXF-FDG studies.

Five mixed astrocytomas were provisionally classified into
astrocytoma (Grade 2) on this statistical analysis.

Hypervascular tumors were clearly demonstrated on both
early and delayed images of 99mTc(V)-DMSA (Fig. 1). On the

delayed images, glioblastomas and most of the astrocytomas
(Grade 3) were more distinctly visible and showed significantly
higher uptake ratios than on the early ones, but meningiomas
and schwannomas showed similar or slightly higher uptake
ratios than on the early ones. Therefore, calculated retention
ratio and retention index were high in glioblastomas and
astrocytomas (Grade 3) but low in meningiomas and schwan
nomas. Normo- or hypovascular tumors tended to show mildly

or slightly increased uptake on the early images. Most of the
astrocytomas (Grade 3) showed markedly increased uptake in
comparison to the surrounding normal tissue on the delayed
images, but astrocytomas (Grade 2) showed mildly increased
uptake on the delayed images (Fig. 2). Therefore, calculated
retention ratio and index were high in astrocytomas (Grade 3)
and low in astrocytomas (Grade 2).

The early uptake ratio was not specific to the tumor histology
(Fig. 3). The delayed uptake ratio (mean Â±s.d., number of
cases) (Fig. 4) would be very specific to the tumor histology and
histological malignancy grade with statistically significant dif
ference between glioblastoma (8.13 Â±2.54, 11) and astrocyto
mas (Grade 2) (4.05 Â±1.74, 11) (p < 0.003), glioblastomas

FIGURE 1. Glioblastoma. (A) Gd-en-
hanced MRI, (B) "^cM-DMSA dy

namic, (C) early and (D) delayed static
images. There is a large gadolinium-en
hanced lesion in the left frontal lobe on
MR (YR: 440 msec, TE: 15 msec) image.
Technetium-99m(V)-DMSA dynamic im

ages show an area of intense uptake in
the left frontal lobe, indicative of a hyper-
vascular lesion. There is an area of in
creased uptake on both early and de
layed images with a high retention index
of 96.9.
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FIGURE 2. Astrocytoma (Grade 2). (A) Gd-enhanced MRI, (B)
DMSA early and (C) delayed static Â¡mages.MR (TR: 500 msec, TE: 20 msec)
image shows irregular enhancement with cystic components in the left
frontal lobe. There is mildly increased uptake noted in the left frontal lobe on
the early image and relatively decreased uptake on the delayed image,
representing fast washout from the lesion. Calculated retention index was as
Iowas 14.5.

and meningiomas (3.87 Â±1.90, 18) (p < 0.0001), glioblasto-
mas and schwannomas (4.21 Â±0.97, 10) (p < 0.0002), astro-
cytomas (Grade 3) (5.98 Â±3.09, 13) and meningiomas
(p < 0.025), and astrocytomas (Grade 3) and schwannomas
(p < 0.098). There was no significant statistical difference
between glioblastomas and astrocytomas (Grade 3), astrocyto
mas (Grade 3) and astrocytomas (Grade 2), astrocytomas
(Grade 3) and schwannomas, astrocytomas (Grade 2) and
meningiomas, astrocytomas (Grade 2) and schwannomas or
meningiomas and schwannomas.

The retention ratio (mean Â±s.d., n) was obtained by (delayed
uptake ratio â€”early uptake ratio). There was significant statis
tical difference between glioblastomas (4.04 Â±1.61, 11) and
astrocytomas (Grade 2) (0.99 Â±0.67, 11) (p < 0.0001), glio
blastomas and meningiomas (0.39 Â±0.36, 18) (p < 0.0001),
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FIGURE 3. Early uptake ratio.There is no
statistically significant difference.
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FIGURE 5. Retention ratio. There is a
statistically significant difference between
malignant tumors (glioblastoma and as-

trocytoma Grade 3 and benign tumors
(astrocytoma Grade 2, meningioma and
schwannoma).

glioblastomas and schwannomas (0.85 Â±0.75, 10) (p < 0.0001 ),
astrocytomas (Grade 3) (2.81 Â±1.93, 13) and astrocytomas
(Grade 2) (p < 0.007), astrocytomas (Grade 3) and meningio-
mas (p < 0.0001), astrocytomas (Grade 3) and schwannomas
(p < 0.007), astrocytomas (Grade 2) and meningiomas
(p < 0.004) and meningiomas and schwannomas (p < 0.034)
but no significant statistical difference between glioblastomas
and astrocytomas (Grade 3) or astrocytomas (Grade 2) and
schwannomas (Fig. 5).

The retention index was calculated by (retention ratio/early
uptake ratio) X 100, then retention index also became specific
to the tumor histology and histologie grade (Fig. 6). The
retention index (mean Â±s.d., n) easily differentiated glioblas
tomas (99.3 Â±21.8, 11) from benign astrocytomas (33.9 Â±
19.4, 11) (Grade 2) (p < 0.0001), meningiomas (11.6 Â±10.9,

18) (p < 0.0001) and schwannomas (27.4 Â±24.9, 10) (p <
0.0001), but there was no significant statistical difference
between glioblastomas and astrocytomas (Grade 3). Astrocyto
mas (Grade 3) (87.9 Â±48.0, 13) were differentiated from
astrocytomas (Grade 2) (p < 0.003), meningiomas (p <
0.0001) and schwannomas (p < 0.002). Meningiomas and
schwannomas were differentiated from each other (p < 0.028).
Astrocytomas (Grade 2) were differentiated from meningiomas
(p < 0.0005) but were not differentiated from schwannomas
(Table 2). The retention index also showed significant statistical
difference between malignant tumors (glioblastomas and astro
cytomas (Grade 3) and benign tumors (astrocytomas (Grade 2),
meningiomas and schwannomas) (p < 0.0001) but showed no
significant statistical difference between glioblastomas and astro
cytomas (Grade 3) or astrocytomas (Grade 2) and schwannomas.
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FIGURE 6. Retention index: There is a
statistically significant difference between
malignant tumors (glioblastoma and as
trocytoma Grade 3) and benign tumors
(astrocytoma Grade 2, meningioma and
schwannoma).
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TABLE 2
Uptake Ratios and Retention Index (mean Â±s.d.) of 63 Lesions

HistologyGlioblastomaAstrocytoma(Grade

3)Astrocytoma(Grade

2*)MeningiomaSchwannomaNumber

of lesions
demonstrated111311*1810Early

uptake ratio
(Mean Â±s.d.)3.98

Â±1.273.1
7 Â±1.413.06

Â±1.333.48

Â±1.753.56
Â±0.80Delayed

uptake ratio
(Mean Â±s.d.)8.13

Â±2.545.98
Â±3.094.05

Â±1.743.87

Â±1.904.21
Â±0.97Retention

ratio
(Mean Â±s.d.)4.04

Â±1.612.81
Â±1.930.99

Â±0.670.39

Â±0.360.85
Â±0.75Retention

index
(Mean Â±s.d.)99.3

Â±21.887.9
Â±48.033.9

Â±19.411.

6Â±10.927.4
Â±24.9

'Five mixed gliomas were classified into astrocytoma Grade 2 for statistical analysis.

fThree negative cases were not included.

DISCUSSIONAlthough 'WmTc(V)-DMSAhas been reported to accumulate

in many kinds of tumors, such as soft tissue tumors, medullary
carcinoma of the thyroid and lung cancers, the exact mechanism
of tumor accumulation has not been identified yet.

Technetium-99m(V)-DMSA could not penetrate the intact
blood-brain barrier and did not accumulate in the normal brain
tissue or choroid plexus of the cerebral ventricle. There was
normal accumulation noted in the scalp, orbital tissue and
pituitary gland. Blood-pool activity was also seen in the venous
sinuses, however, abnormal accumulation could be identified
easily against low background activity of the normal brain
tissue.

Technetium-99m(V)-DMSA SPECT demonstrated both
benign and malignant brain tumors with high sensitivity of
above 95%. Hypervascular tumors tended to show increased
uptake and could be well-identified on the early images, but
hypovascular tumors, such as astrocytomas (Grade 2),
showed mildly or slightly increased uptake on the early
images. On the delayed images, the uptake became relatively
high in malignant tumors and the same or slightly higher in
benign tumors in contrast to the surrounding normal brain
tissue. Therefore, detectability of this study tended to be high
in hypervascular and malignant tumors but low in hypovas
cular and benign tumors, such as astrocytomas (Grade 2),
which likely results in false negatives.

The early uptake ratio did not show a specific tendency to the
tumor histology (Fig. 3) and might reflect a combination of
several factors affecting tumor accumulation, such as tumor
vascularity, tissue permeability, metabolic activity and dis
rupted blood-brain barrier. Malignant tumors tended to show an
increased uptake in contrast to the surrounding normal brain
tissue on delayed images, and the delayed uptake ratio became
relatively higher (Fig. 4). Therefore, the delayed uptake ratio
would seem to depend mainly upon the tumor retention of
radiotracer and less upon the factors affecting the early uptake
ratio as time passed. This could solely reflect a prolonged
washout phase specific to the tumor histology. These findings
clinically substantiated the Watkinson's report that there was no

active tumor uptake and the tumors appeared to exhibit a
prolonged washout phase (16).

The retention ratio was more specific to the tumor histology
due to subtracting nontumor-specific components (Fig. 5).
There was significant statistical difference between glioblasto-
mas and astrocytomas (Grade 2) (p < 0.0012), glioblastomas
and meningiomas (p < 0.0001), glioblastomas and schwanno-
mas (p < 0.0001), astrocytomas (Grade 3) and astrocytomas
(Grade 2) (p < 0.027), astrocytomas (Grade 3) and meningio
mas (p < 0.0001), astrocytomas (Grade 3) and schwannomas

(p < 0.0025), astrocytomas (Grade 2) and meningiomas (p <
0.005) and meningiomas and schwannomas (p < 0.034), but
there was no significant statistical difference between glioblas
tomas and astrocytomas (Grade 3) or astrocytomas (Grade 2)
and schwannomas.

The retention index was calculated by (retention ratio/early
uptake ratio) X 100 to further reduce the nonspecific effect,
then the retention index became more specific to the tumor
histology and histologie grade (Fig. 6). The retention index
could easily differentiate glioblastomas from benign astrocyto
mas (Grade 2) (p < 0.0004), meningiomas (p < 0.0001) and
schwannomas (p < 0.0001), but there was no significant
statistical difference between glioblastomas and astrocytomas
(Grade 3). Astrocytomas (Grade 3) could be differentiated from
astrocytomas (Grade 2) (p < 0.0098), meningiomas (p <
0.0001) and schwannomas (p < 0.0001). Meningiomas and
schwannomas could be differentiated from each other (p <
0.028). Astrocytomas (Grade 2) were differentiated from me
ningiomas (p < 0.0038) but were not differentiated from
schwannomas.

Watkinson et al. reported in their animal tumor model that
there was no evidence of active uptake of 99mTc(V)-DMSAby

squamous cell cancer, and the tumors appeared to exhibit a
prolonged washout phase of radioactivity when compared to the
blood pool (16). We thought that there were several factors
affecting tumor uptake, such as vascularity, permeability, met
abolic activity and cell proliferation.

The early uptake ratio could be modified by the various
factors not specific to the tumor histology or histologie
grade. The delayed uptake ratio had a specific tendency
according to the tumor histology but less specific than the
retention ratio and index because of some modification by
the various factors composing the early uptake ratio. Both
retention ratio and retention index was very specific to and
could clearly differentiate between the tumor histology and
histologie grade of the primary brain tumors. These differ
entiations would solely depend upon the prolonged washout
phase, which was very specific to the tumor malignancy and
histologie grade.

Technetium-99m(V)-DMSA could be easily available and
clearly demonstrate primary brain tumors with sensitivity above
95%. Tumor malignancy grade could also be predicted nonin-
vasively by numerical scores, which would be very useful to
determine therapeutic methods. Three geometric isomers have
been reported to coexist in the 99mTc(V)-DMSApreparations

(8), and the question as to which constituents are specific to the
tumors still remains. The tumor uptake was mainly dependent
upon its vascularity, but the retention was solely dependent
upon the tumor histology and histologie malignancy. The exact
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mechanism of the tumor uptake has been investigated but not
identified clearly yet. Further basic and clinical investigation is
necessary to understand the behavior of this promising radio-
pharmaceutical.
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Fasting Improves Discrimination of Grade 1 and
Atypical or Malignant Meningioma in FDG-PET
Uwe Cremerius, Roland Bares, Joachim Weis, Osama Sabri, Michael Mull, J. Michael SchrÃ¶der, Joachim M. Gilsbach and
Udalrich Buell
Departments of Nuclear Medicine, Neuropathology, Neuroradiology and Neurosurgery, Aachen University of Technology,
Germany

We investigated the use of PET with 2[18F]fluoro-2-deoxy-D-glucose

(FDG) to discriminate between atypical or malignant and grade 1
meningiomas. The influence of fasting state and high-dose cortico-
steroid medication was analyzed retrospectively. Methods: Preop
erative PET scans of 75 patients with suspected diagnosis of
intracranial meningioma were evaluated using standardized uptake
values (SUV) and tumor-to-contralateral gray matter ratios (TGR) of
FDG uptake. Fifty-one of 75 patients fasted before the PET scan,
and 27 of 75 patients were studied under high-dose corticosteroid
medication. Eighteen tumors had recurred. PET results were com
pared to histopathological grading. Results: PET correctly identified
8/9 atypical or malignant meningiomas and 58/66 grade 1 meningi
omas using TGR and a threshold of 1.05 in primary meningioma and
0.85 in tumor recurrence. This corresponds to a specificity of 0.88
for the detection of higher tumor grading. Specificity was signifi
cantly higher in fasting compared to nonfasting subjects (0.96
versus 0.73; p < 0.025). SUV quantification lead to a reduced
specificity of 0.77 at the same level of sensitivity. The only false-
negative PET finding occurred in a recurrent meningioma, which had
been operated on four times before. Conclusion: Overnight fasting
before injection is needed to improve the diagnostic accuracy of
FDG-PET for noninvasive metabolic grading of meningioma. Hyper-
glycemia in nonfasting patients and in diabetic patients may lead to
overestimation of meningioma grading.
Key Words: meningioma; grading; PET; fluorine-18-FDG
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Leningiomas are the most common benign intracranial
tumors. They represent about 15% of all primary intracranial
tumors. Meningiomas are not always curable. The rate of
recurrence depends on the completeness of removal, the site of
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the tumor and its biological aggressiveness (/). In a large
series, recurrences were found in 7% of grade 1 meningio
mas, in 35% of grade 2 and 70% of grade 3 tumors (2).
Glucose consumption of intracranial meningioma assessed
by PET using 2['8F]fluoro-2-deoxy-D-glucose (FDG) has

been proposed as an index of tumor aggressivity and probability
of recurrence by Di Ghiro et al. (3).

Recent studies have been published that addressed the effect
of blood glucose levels on FDG uptake in cancer (4,5). Little,
however, is known about the influence of metabolic factors on
FDG uptake in intracranial tumors and brain tissue. Various
investigators have stressed the importance of the fasting state
for PET scans using FDG in oncology (4,6). It is not known
whether patients in PET studies related to neuro-oncology
should also fast before the scan. Additionally, the effect of
medication, which may influence glucose metabolism, has not
yet been systematically studied. A large number of meningioma
patients preoperatively receive high-dose corticosteroids to
reduce peritumoral edema. Corticosteroids are known to stim
ulate gluconeogenesis in hepatic tissue (7) and may thus have
an effect on FDG uptake similar to nutritive glucose.

The aim of this study was to evaluate the use of FDG-PET as
a noninvasive metabolic assessment of intracranial meningio
mas compared to histopathological grading. We also analyzed
the influence of fasting state, high-dose corticosteroid medica
tion and previous surgical treatment.

METHODS

Patients
Seventy-five patients (51 women, 24 men; mean age 58 yr; range

14-81 yr) with the neuroradiological diagnosis of suspected men
ingioma were examined by FDG-PET within 21 days before
neurosurgery. Informed consent was obtained from all patients.
The diagnosis was proven histologically in all patients. According
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