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The brain scintiscan with iodine-123-ioflupane
to diagnose early Parkinson’s disease;
seven months follow up. First results in Bulgaria
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Abstract

The aim of this study was to evaluate the brain scintiscan images with 12%[-ioflupane for the diagno-
sis of patients with early Parkinson’s disease (PD). Sixteen patients were studied, nine males and sev-
en females, aged between 38-81 y (mean age: 64 y). All patients underwent thyroid blocking by oral
administration of 120 mg potassium iodide before and 24 h after the intravenous (iv) injection of 110-
185 MBq/70 kg patient’s weight, of 123[-ioflupane. To check the correct biodistribution of the ra-
diopharmaceutical, whole-body scans were performed at 15 min and 2-3 h after the administration
of the radiopharmaceutical. All patients underwent brain single photon emission tomography (SPET)
scans on a SPET gamma-camera 3-5 h after 123[Hoflupane administration. To compensate for scat-
ter and to avoid artifacts, the filtering and reconstructing procedures of the images were performed
individually for each patient. Brain SPET results were evaluated semi-quantitatively using different in-
dices. The morphology of the nigrostriatum (NS) area was also examined visually. The 12%[-ioflupane
uptake by the affected nigrostriatum (ANS) was compared to a similar area at the occipital (Occ) brain
section and to a similar area at the opposite NS. When the value of ANS/Occ was within the confi-
dence limit of 1.507-1.636 and the value of ANS/NNS was within the limit of 0.755-0.889, PD was
diagnosed (P<0.05). Thirteen of our patients were diagnosed as having PD and were given L-DOPA
treatment. In the remaining patients who had normal scintigraphic and morphologic findings of the
NS area, PD was not diagnosed. The interest of this article lies in the following: The correct distrib-
ution of the radiopharmaceutical was confirmed by whole body scintiscan. Parameters for better qual-
ity of imaging were individually selected for each patient. The morphology of the NS areas, as esti-
mated visually by us, was in accord with the scintigraphic 123[Hoflupane uptake. The diagnosis of PD
was clinically confirmed after treatment with L-DOPA after a seven month follow up period. Results
from the small number of cases studied showed: 93% sensitivity and maximum specificity for the di-
agnosis of PD.
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Introduction

of one to two cases per 1000 of the population and increasing during the last decade

[1]. One in five persons with PD is misdiagnosed [2]. Diagnoses in question include es-
sential tremor (ET), psychogenic parkinsonism, drug-induced parkinsonism, primary dysto-
nia, unspecified gait disorders, result of a stroke, cranio-cerebral trauma, neurotoxins secre-
tion, post-encephalitic changes, cortico-basal degenerations, progressive supranuclear pal-
sy, and multiple system atrophy [3-7]. These diseases have signs and symptoms either nor-
mal or only slightly different from PD [8, 9]. A common differential diagnosis of PD is ET
where treatment for PD may be harmful [10, 11].

In PD the main histology finding is the progressive degeneration of the nigrostriatum (NS)
area and this is accompanied by loss of dopamine delivered to the caudate and putamen [2].
The widely used medical imaging methods such as computed tomography (CT) and magnetic
resonance imaging (MRI) do not visualize the function of the dopamine transporters (DAT)
[1,11]. Unfortunately, there is no diagnostic blood test to detect levels of dopamine, and the
only diagnostic procedure available is the dopamine transporters brain scan performed with
the N-o-fluoropropyl-28-carbomethoxy-3R-(4-iodophenyl) nortropane labeled with 123] (123]-
ioflupane or DaTSCAN, Amersham Health, UK) [12-16].

Single photon emission tomography (SPET) with radiolabeled compounds such as
ioflupane bound to dopamine transporters has been used to diagnose PD [10, 17-23]. This

P arkinson’s disease (PD) is a progressive neurodegenerative disorder with an incidence
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technique was first practiced in Bulgaria, in our department
and we present these results as follows.

Patients and methods

We have studied 16 patients with early PD, 7 women aged be-
tween 38 and 81 y (mean age 64 y) and 9 men aged between
52 and 75 y (mean age 63.89 ). Every patient gave his/her
prior informed consent for these studies by signing a special
form. This study was approved by the Ethics Committee of the
Medical University Hospital “Tzaritza Joanna” in Sofia. All
PD patients had at least two of the clinical TRAP criteria for
PD more common and no family history of PD. Although the
DAT agonists and antagonists reacting with postsynaptic DAT
receptors do not affect the uptake of 123Hoflupane or the im-
age quality, treatment with amphetamines, benzotropines or
other sedatives was stopped for seven days before the scintis-
can. To avoid the 123 uptake in the thyroid gland, the latter
was blocked with 120 mg potassium iodide administered per
o0s, two to three h before and 24 h after the intravenous (iv) in-
jection of 123[Hoflupane.

Brain SPET was performed in all patients between third
and not later than the fifth hour after the iv injection in the an-
tecubital vein of 111-185 MBq/70 kg body weight of 123[-
ioflupane. This drug belongs to a group of compounds, de-
rived from cocaine. To check the correct biodistribution of
the radiopharmaceutical, whole-body scans with a speed of

10-12 cm/min were performed at 15 min and at 2-3 h after

Figure 1. The filtered back projection algorithm with the preferred parameters for image processing of high
quality used in this study (different filters left to right: Butterworth filter — 0.25 cutoff and order 3, low pass
cosine filter — 0.25 cutoff, low pass cosine filter — 0.40 and SheppLogan — 0.15 cutoff)

(@) (b)

its injection. The 3D tomographic scans were performed with
a single headed gamma-camera (Icon, Diacam, Siemens, Ger-
many) with a low energy, high resolution collimator. For each
study 90 projections were completed over 360° and an aver-
age of 5 x 10° counts was acquired. The image matrix used
was 128 x 128 and the slice thickness about 5 mm. To com-
pensate for scatter and to avoid artifacts, the parameters for
filtering and three dimensional reconstructions were selected
individually for each patient (Fig. 1). Filters most commonly
used were Butterworth filter — 0.25 cutoff and order 3, low
pass cosine filter — 0.25 cutoff, low pass cosine filter — 0.40
and Shepp Logan — 0.15 cutoff.

The interpretation of the images also included visual eval-
uation at the transverse and coronal sections of the NS areas
as to the shape, symmetry, contour and homogeneity of the
distribution of the radiopharmaceutical. A semi-quantitative
evaluation of the ratios of the 23[Hoflupane uptake was de-
termined by comparing the counts of similar regions of inter-
est (ROI) at the following areas, separately tested for the right
(R) and the left (L) hemisphere: a) at the NS areas versus the
occipital (Occ) brain areas (RNS/Occ, LNS/Occ), b) at the
considered as PD affected areas of NS (PDANS), PDANS/Occ
and ¢) at the PDANS/normal NS (PDANS/NNS,) areas (Fig. 2).

In case PD was confirmed, the patients received treatment
with I-DOPA and therapeutic response was clinically followed-
up for seven months.

Figure 2. Semi-quantitative indices. The
distribution differentiation is based on the
calculated ratio of the NS to occipital ar-
eas and symmetrically

Figure 3. Patient No 12 with
mild TRAP symptoms on the
right lateral view. SPET 23]
ioflupane showed an asym-
metric NS area image with
decreased uptake of the trac-
er in the left side:
RNS/Occ=2.841,
LNS/Occ=1.601 and
PDANS/NNS=0.65. Clinical
and scintigraphic diagnosis of
PD with loss of DAT trans-
porters in the left NS area
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Table 1. ?’Lioflupane uptake ratios and clinical data of our patients

No Age RNS/Occ Imaglzl\ﬁ)take LNS/Occ ImagI;NuSptake PDANS/Occ ~ NS/Occ  PDANS/NS C""';;L;“;t”eges' diaggz'sis
1 81 2.872 Normal 2.821 Normal PD -rejected 2.821 1.011 BIL ET
2 56 1.891 » 1.987 » PD -rejected 1.987 0.95 » ET
3 61 1.981 » 1.621 Decreased 1.621 1.981 0.88 R PD
4 38 1.601 Decreased 1.801* » 1.608 1.801 0.879 BIL »
5 64 1.602 » 1.801 Normal 1.602 1.801 0.88 L »
6 77 1.501 » 1.875 » 1.501 1.875 0.89 » »
7 M 2.667 Normal 1.511 Decreased 1.511 2.667 0.75 R »
8§ M 2.001 » 2.001 Normal PD -rejected 2.001 1.001 BIL ET
9 66 2.824 » 1.521 Decreased 1.521 2.824 0.68 R PD

10 52 2.781 » 1.63  Mild Decreased 1.651 2.781 0.87 » »

11 75 1.991 » 1.501 Decreased 1.501 1.991 0.85 » »

12 68 2.841 » 1.601 » 1.601 2.841 0.65 » »

13 57 1.621 Decreased 2.381 Normal 1.621 2.381 0.68 L »

14 72 1.571 » 2.451 » 1.571 2.451 0.63 » »

15 60 3.001 Normal 1.667  Mild Decreased 1.789 3.001 0.56 R »

16 54 1.333 Decreased 1.789 Normal 1.333 1.667 0.78 L »

*This semi-quantitative result was assessed as FN for PD: The normal value 1.801 of the LNS/Occ ratio corresponded with a pathological decreased marker uptake
in the left NS image; RNS/Occ and LNS/Occ: Right and left NS and occipital ratio of the 123I-loflupane uptake;
PDANS/QOcc, NS/Occ and PDANS/NNS: PD affected NS and occipital region ratio; Patients 1-7 were female and 8-16 are male — BIL: bilateral

Table 2. ?3Lioflupane uptake ratios as an indicator for PD

PDANS/Occ NNS/Occ PDANS/NNS
No of patients 13 16 13
Mean 1572 £ 011 2304 £046 0.822 +0.12
95% Cl of the diff. 1.507-1.636  2.059-2.551 0.755-0.889

P<0.05 for 95% confidence interval (Cl) of the difference

Statistics was performed by using SPSS/PC+v.10.0 for
Windows with a level of significance for P<0.05 (CI 95%).
The sensitivity and the specificity of the method were deter-
mined depending on the interpretation of the images, the val-
ues of the above indices, and on the therapeutic effect during
the follow-up period. Cases with decreased uptake of the ra-
diotracer in the NS, and a non-homogeneous dot line shape of
NS corresponding with a good I-DOPA therapeutic response
were accepted as true positives (TP) for PD and determined
the sensitivity of the study. All cases with normal uptake of the
radiotracer in the NS area and a homogeneous comma like
shape of NS were referred as true negatives (TN) for PD.

Results

Tables 1 and 2 show the 123-oflupane uptake ratios and the
clinical data of our patients. In 13 of the 16 patients with ear-
ly PD the NS had shown a dot like shape, irregular contour
and significantly low uptake ratios of the tracer in the NS areas
(Fig. 3). In 3 of 16 patients (Nos 1, 2 and 8), brain SPET im-
ages showed normal morphologic characteristics and normal
bilateral distribution of 23[-ioflupane in both NS areas (Fig.

Figure 4 a-b. Patient No 1:

a) Normal nigrostriatal SPET im-
age with homogeneous '23l-ioflu-
pane uptake bilaterally.

b) Whole-body '%3I-ioflupane
scintigraphy with symmetrically
normal image of the NS area, the
lung and the liver. There is no up-
take of the '2%|-loflupane in the
thyroid gland after suppression
with potassium iodide

4a). The whole-body scintiscan (Fig. 4b) showed activity in bi-
lateral NS sections and persisting activity in the lungs and the
liver while activity over the thyroid gland was suppressed.
Findings in patient No 12 are described in Fig.5.

Hellenic Journal of Nuclear Medicine ¢ January - April 2006 m



Recearch Article

Figure 5. Patient No 12 with mild TRAP symtoms on the right body-side;
SPECT "23|-loflupane showed an asymmetric nigro-strital area image with
decreased uptake of the tracer in the left side. RNS/Occ=2.841,
LNS/Occ=1.601 and PDANS/NNS=0.65; a low pass cosine filter with
mornalized cut-off frequency of 0.35. Clinical and scintigraphic diagnosis
of PD with loss of dopamine transporters in the left nigro-striatal area.

The 13 patients with scintigraphically determined diagno-
sis of PD were treated and responded to I-DOPA treatment.
These patients were followed for up to seven months. The re-
sults of this qualitative and semi-quantitative study showed:
93% sensitivity and 100% specificity for the diagnosis of PD.

Discussion

To diagnose early PD is challenging, while many studies have
shown that 123[-ioflupane SPET scan, can visualize biochem-
ically defective brain structures and support the diagnosis of
PD [3,15,19,20,22]. Catafau et al. (2004) have reported that
123 joflupane imaging has changed the clinical management
in 72% of their patients [21]. We have diagnosed PD correct-
lyin 13/16 of our patients.

In patient No 4 with bilateral neurological symptoms, the
index of RNS/Occ was 1.601, there was abnormal morphol-
ogy and non-homogeneous decreased uptake of the 123[-oflu-
pane on the RNS. This result was assessed as a TP, whereas
the normal value of the LNS/Occ (1.801) corresponding with
an slightly abnormal morphology and non-homogeneous ra-
diopharmaceutical uptake of the LNS was referred as a FN.

Eising et al. (2001) have found in PD a significant correla-
tion of the NS/cerebellar uptake ratios [4]. Jennings et al.
(2004) comparing qualitatively the 123Hoflupane images in
patients with early PD after 6 months clinical follow-up, found
25.7% disagreement (92% sensitivity and 30% specificity)
whereas comparing quantitatively images, they have found on-
ly 8.6% disagreement (92% sensitivity and 100% specificity)
[6]. Koranda et al. (2005) have reported that the clinical diag-

nosis of PD was changed after the 123Hoflupane scan in 40%-

43% of the PD patients [22]. Benamer et al. (2000) have di-
agnosed PD by 123[4oflupane with a specificity of 93% and a
sensitivity of 97% [10]. From the references mentioned above,
we have noticed a sensitivity of 92%-93%, a specificity for the
diagnosis of PD of 30%-100% and a percentage of confirming
clinical diagnosis of 28%-60%. Results in our study, although
performed in a small number of patients, have shown sensitiv-
ity of 93%), specificity of 100% and confirmation of the clinical
diagnosis of PD in 81% of the patients studied.

According to our studies, PD was diagnosed when the in-
dices for PDANS/NNS were at the confidence limit of 0.755-
0.889 and when the indices for PDANS/Occ were at the con-
fidence limit of 1.507-1.636 (P<0.05). If patients with move-
ment impairments and clinically diagnosed as having early
PD, had the index of NS/Occ within the confidence limit of
2.059-2.551, the diagnosis of PD was rejected. The mor-
phology of the NS areas always complied with the 123[-ioflu-
pane findings. This compliance indicates the importance of
testing the morphology of the NS areas as a critical sign for
the diagnosis of PD. Whole body scintiscan confirmed the
biodistribution of the 123-oflupane. The seven month follow
up of the 13 positive for PD patients with a good -DOPA
therapeutic response confirmed the correct diagnosis of the
1231 joflupane scan.

In conclusion, this semi-quantitative functional image
method with 12%Hoflupane is very sensitive and specific for
the diagnosis of PD. The morphology features of the NS areas
and the follow up of these patients support the importance of
the above scintiscan.

Bibliography

1. Guttman M, Kish SJ, Furukawa J. Current concepts in the diagnosis and
management of Parkinson’s disease. (Review) CMAJ 2003; 168: 293-
302.

2. Weiner WJ, Shulman LM, Lang AE. Parkinson’s disease. The Johns
Hopkins University Press, Baltimore & London; 2001: 240.

3. Booijd, Speelman JD, Horstink MWIM, Wolters EC. The clinical benefit
of imaging striatal dopamine transporters with [12%]] FP-CIT SPET in dif-
ferentiating patients with presynaptic Parkinsonism from those with oth-
er forms of Parkinsonism. Eur J Nucl Med 2001; 28: 266-272.

4.  Eising EG, Muller TH, Freudenberg L, et al. SPET imaging with [123]]-be-
ta-CIT in Parkinsonism: comparison of SPET images obtained by a sin-
gle-headed and a three-headed gamma-camera. Nucl Med Commun
2001; 22: 145-150.

5. Huang WS, Lee MS, Linj C, et al. Usefulness of brain **"Tc-TRODAT-
1 SPET for evaluation of Parkinson’s disease. Eur J Nuc/ Med 2004; 31:
155-161.

6. Jennings DL, Seibyl JP, Oakes D, et al. (2%]) beta-CIT and single photon
emission computed tomographic imaging vs clinical evaluation in Parkin-
sonian syndrome: unmasking an early diagnosis. Arch Neurol2004; 61:
1224-1229.

7. Antonini A, Benti R, De Notaris R, et al. 123I—Ioflupane / SPET binding
to striatal dopamine transporter (DAT) uptake in patients with Parkin-
son’s disease, multiple system atrophy and progressive supranuclear pal-
sy. Neurol Sci 2003; 24: 149-150.

8. Rascol O, Brooks DJ, Korczyn A, et al. A five-yr study of the incidence of
diskinesia in patients with early Parkinson’s disease who were treated
with ropinirole or levodopa. N Engl J Med 2000; 342: 1484-1491.

9. Miyasaki JM, Martin WRW, Suchowersky O, et al. Practice parameter;
initiation of treatment for Parkinson’s disease: an evidence based review.
Neurology 2002; 58: 11-17.

m Hellenic Journal of Nuclear Medicine e January - April 2006



Recearch Article

10.

11.

12.

13.

14.

15.

16.

Benamer TS, Patterson J, Grosset DG, et al. Accurate differentiation of
parkinsonism and essential tremor using visual assessment of [123I]-FP-
CIT SPET imaging: the [123I]-FP-CIT study group. Movem Disord
2000; 15: 503-510.

Vaamonde J, Ibanez R, Garcia AM, Poblete V. Study of the pre and
post-synaptic dopaminergic system by the DaTSCAN/IBZM in the dif-
ferential diagnosis of Parkinsonism in 75 patients. Neurologia 2004; 19:
292-300.

Morrish PK. How valid is dopamine transporter imaging as a surrogate
marker in research trials in Parkinson’s disease? Movem Disord 2003; 18
(Suppl.7): S63-S70.

Seibil JP, Laruelle M, Van Dyck CH, et al. Reproducibility of iodine-123-
B-CIT SPET brain measurement of dopamine transporters. J Nucl Med
1996, 37: 222-228.

Neumeyer JL, Tamagnan G, Wang S, et al. N-Substitute analogs of 2R-
carbomethoxy-38-(4-iodophenyl) tropane R CIT with selective affinity to
dopamine or serotonin transporters in rats for brain. J Med Chem 1996;
39: 543-548.

Zisopoulou S, Melas I. Imaging CNS neuroreceptors using nuclear med-
icine techniques and its applications in clinical practice. Hell J Nucl Med
2000; 2: 73-82.

Hsieh HJ, Lin SH, Liu HM. Visualization of impaired dopamine biosyn-
thesis in a case of aromatic l-amino acid decarboxilase deficiency by co-
registered 18F-FDOPA PET and magnetic resonance imaging. Eur J Nu-
¢l Med 2005; 32: 517.

17.

18.

19.

20.

21.

22.

23.

Tatsch K. Can SPET imaging of dopamine uptake sites replace PET
imaging in Parkinson’s disease? Eur J Nucl Med Mol Imaging 2002; 29:
1623-1629.

Staffen W, Mair A, Unterrainer J, et al. Measuring the progression of id-
iopathic Parkinson’s disease with [123]] beta CIT SPET. J Neural Transm
2000; 107: 543 - 552.

Linke R, Eisensehr [, Wetter TK, et al. Presynaptic dopaminergic function
in patients with restless legs syndrome: Are there common features with
Parkinson’s disease? Movem Disord 2004; 19: 1158-1162.

Catafau AM. Brain SPET of dopaminergic neurotransmission: a new
tool with proved clinical impact. Nucl Med Commun 2001; 22: 1059-
1060.

Catafau AM, Tolosa E. DaTSCAN Clinically Uncertain Parkinsonian
Syndromes Study Group. Impact of dopamine transporter SPET using
123--loflupane on diagnosis and management of patients with clinically
uncertain parkinsonian syndromes. Movem Disord 2004; 19: 1175-
1182.

Koranda P, Bakala J, Kupka K, Krizova H. Efficacy of 123I-FP CIT
(DaTSCAN) scintigraphy in general neurological district department and
in specialized movement disorders centre. Abstracts of Hungarian Society
of Nuclear Medicine Congress, Vargesztes 2005. Nucl Med Review
2005; 8:55-75

Habraken JBA, Booij J, Slomka P, et al. Quantification and visualization
of defects of the nigro-striatal dopaminergic system using and automatic
algorithm. J Nucl Med 1999; 40: 1091-1097. é

Hellenic Journal of Nuclear Medicine ¢ January - April 2006 m



