Radiological findings in Wolfram syndrome
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ABSTRACT

Objective: To determine the precise radiologic findings
in Wolfram syndrome (WFS) patients using objective
techniques in order to better define the reference
population for the clinical evaluation.

Methods: Sixteen patients (6 males and 10 females)
with WES found in 4 families were included in this study.
Fourteen patients with WFS-2 came from 3 families
while 2 patients with WFS-1 from one family. All
patients were studied at Jordan University Hospital,
Amman, Jordan, from January 2001 through to January
2003 by definite radiologic techniques as part of a
thorough clinical comprehensive assessment. These
include intravenous urography, abdominal and pelvic
ultrasonography, barium meal, upper gastrointestinal
endoscopy and magnetic resonance imaging with and
without contrast to the brain and the pituitary glands.

Results: Five of the female patients had a small uterus.
Spina bifida was found in 7, hydronephrosis in 9 and
hydroureter in 5 patients. Peptic ulcer was detected in 10
out of 14 available patients and helicobacter pylori in 7
out of 16 patients. Atrophy was detected in all brains, 9
brain stems, 12 cerebellums and 14 optic tracts of all
patients. The size of the pituitary glands was variable.

Conclusion: The particular radiologic assessment of
patients with WFS proofed that, urinary tract dilatation
was detected in WFS-1 and WFS-2 patients though all
WES-2 patients have no diabetes insipidus. Peptic ulcer
was frequently higher in WFS-2 patients. No significant
radiologic difference was found between patients with
WEFS-1 and WFS-2.
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olfram syndrome [MIM # 222300 and MIM #

604928], also known as "DIDMOAD" show
signs of diabetes insipidus (DI), diabetes mellitus
(DM), optic atrophy (OA), and deafness, is
associated with high morbidity and mortality.' It is a
progressive neurodegenerative condition, in which
only insulin dependent diabetes mellitus (IDDM)
and progressive OA are necessary to make the
diagnosis.> Wolfram syndrome is an autosomal
recessive disorder with demonstrable clinical and
genetic heterogeneity.>'* There are at least 2 genes
involved in Wolfram syndrome, WFS-1 and WFS-2.
Although the WFS-1 has already been cloned and
WES-2 is waiting of identification, the pathogenesis
of Wolfram syndrome is not very clear.®® The
literature contains numerous comprehensive clinical

reviews.23121417 - Most  case reports  contain
descriptive radiologic findings; however, few
discussed the specific aspects of the radiologic
findings with considerable depth.'®?' The present
study, illustrated the detailed radiologic findings in
16 individuals diagnosed as Wolfram syndrome
patients.

Methods. Sixteen patients obtained from 4
inbred Jordanian families, who carry the clinical
diagnosis of Wolfram syndrome, were approved to
participate in this study. They include 6 males, age
range 10-37-years; mean 19.7 + 9.8, and 10 females,
age range 7-35-years; mean 14.7 = 5 (Table 1). One
family (family 1) is linked to WFS-1 while the other
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Table 1 - Radiologic findings in patients with Wolfram syndrome.

Number Family Sex Age SB HN HU PU HP GBA CA BSA CNSdeg OTA ONHS ASPPL PS
1 1 M 37 + + + - + + + + + + + N
2 1 F 35 + + + NA + + + + + + + N
3 2 M 24 - - - + + + + - - - - S
4 2 F 22 - + - + + + + + - + + + N
5 2 M 19 - + - + + + + + + - + L
6 2 F 14 - - - + + - - + + - + N
7 2 M 14 - - + + + + + + + - + N
8 2 F 14 - - - + + - - + + - + S
9 3 M 14 + + - + + + - - - - - + L
10 3 F 20 + + + + + + + + + + + + L
11 3 F 20 + + - + + + - - - + - + N
12 3 M 10 + + + - + + - + + - + L
13 4 F 13 - + + - + + + - - + - + N
14 4 F 11 - - - + + + + - - + - + S
15 4 F 11 - - - - + + + + - + S
16 4 F 7 + - - NA + + + - + - + S
Frequency 44 56 31 70 44 100 75 56 50 875 25 94  N=44
(%) L=25
S=31

SB - spina bifida, HN - hydronephrosis, HU - hydroureter, PU - peptic ulcer, HP - helicobacter pylori, GBA - generalized brain atropy,
CA - cerebellar atrophy, BSA - brain stem atrophy, CNS Deg - CNS degeneration, OTA - optic tract atrophy, ONHS - optic nerve high signal,
ASPPL, absent signal posterior pituitary lobe, PS - pituitary size, N - normal, L - large S - small

Figure 1

Figure 3

Figure 1 - Sagittal T1 - weighted magnetic resonance image of the
brain with intravenous contrast showing cerebellar and
brain stem atrophy.

Figure 2 - Coronal T2 - weighted magnetic resonance image of the
left orbit showing high signal and atrophy of the optic
nerve.

Figure 3 - Full length intravenous urography film showing bilateral
dilatation in the pelvicalyceal systems and both ureters in
a patient without high urinary output.

Figure 2
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3 are linked to WFS-2."° The same 16 patients were
focus of a linkage study.!” The radiologic study was
part of a comprehensive clinical and investigational
work up carried out for each individual at Jordan
University hospital, Amman, Jordan, from January
2001 through to January 2003. The protocol
consisted of a standard intravenous urography,
abdominal and pelvic ultrasonography, barium meal,
upper gastrointestinal endoscopy. The brains of all
patients were studied by using axial and sagittal T1
with and without contrast (Gadilinium), axial T2 and
coronal flair. The pituitary glands and anterior optic
tract in all patients were examined by using coronal
and sagittal T1- with and without contrast and T2-
coronal weighted images. All images were
performed on MRI vision plus (Siemens, Erlangen,
Germany). The definitions mentioned below were
followed for all objective findings. The images were
reviewed independently by 2 radiologists to outline
the subjective findings such as atrophy. In case of
discrepancy in the radiologists’ evaluation, a third
opinion was sought.

Definitions and parameters. The size of the
adult kidney was determined by the standard
measurements (length 10-12 cm; width 4-6 cm)
whereas, of children the published measurements
were employed.”? The uterus length of 5-8 cm and
width of 1.5-3 cm were considered as the normal
limit, independent of age. The published methods
were used to assess the pituitary gland size.?

Results. Two patients from one sibship (family
1) have WFS-1 (No.l and 2) Table 1. The
remainder 14 patients have WFS-2.1 Five of 10
females found to have a small uterus, while only one
male with small testicles. Spina bifida was present
in 7 patients coming mainly from 2 families (family
1 and family 3). Hydronephrosis and hydroureter
(Figure 3) were found in 9 and 5 patients. Peptic
ulcer was discovered in 10 of 14 examined patients
where all related to WFS-2 families, while
Helicobacter pylori (H pylori) was only detected in
7 patients. Brain atrophy was dominant in all
patients (Figure 1) with variable degrees. Cerebellar
atrophy was distinguished in 12 patients and brain
stem atrophy in 9 patients with manifested signal
increase on T2- weighted images from the cochlear
nucleus. There was evidence of CNS degeneration in
half of the patients. The majority of patients showed
optic tract atrophy while only 4 showed evidence of
optic nerve degeneration detected by high signal on
T2-weighted images. (Figure 2) Almost all patients
showed absence of high signal of the posterior lobe
of the pituitary gland. The size of the pituitary gland
was found to be normal in 7, small in 5 and large in
4 patients.

Discussion. This report revealed the

radiologic findings in patients with Wolfram
syndrome. One of the extraordinary findings is the
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presence of peptic ulcers with high frequency in
families with WFS-2. The presence of peptic ulcer
is probably related to the bleeding disorder reported
in WFS-2."" The frequency of genitourinary
abnormalities in our study is not different from
previous observations.'? The dilated urinary tract
was mostly attributed to the high urinary output,'
that was observed in only 3 individuals of our
cohort. Barrett et al'?declared that, treatment of the
DI improved the urinary tract dilatation in some of
their patients, which was not the case in our group.
Although neuroimaging findings have been
previously reported, here we point particularly, the
atrophic degenerative changes in the optic tract and
cerebellum that were clearly detected on the MR
images."'¢'8 Magnetic resonance imaging is a
reliable technique in evaluating patients with
Wolfram syndrome as it demonstrates the
degenerative changes with extreme sensitivity."'6!8
The present study showed increased signal in the
T2-weighted images of the vestibulocochlear nuclei
in 4 individuals, indicating degeneration of the
cochlear nucleus. The absence of high signal in the
posterior lobe of the pituitary gland was noticed in
almost all of our patients despite the fact that only 2
patients had diabetes insipidus DI. This finding
was coined to the presence of DI.'® There does not
seem to be any significant difference in the
radiological findings between patients with WFS-1
and WFS-2. The urinary tract findings and the
neuroimaging findings in the posterior pituitary
lobe are consistent despite the absence of DI in
patients with WES-2. It is of note that the peptic
ulcer disease is more prevalent in WFS-2, which
probably related to the bleeding disorder. However,
it is of interest to study carefully the relation
between peptic ulcer, presence of H.pylori and the
severity of bleeding abnormalities in both types of
Wolfram syndrome, which will be the essential
topic of our next investigation.
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