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ABSTRACT

The aim of this study is to demonstrate the spectrum of radiologic findings of hyperimmunoglobulin E (hyper-

IgE) syndrome that is relatively rare in adults. We describe the imaging findings of this rare disease in five patients.

The study group consisted of 4 men and 1 woman. The final diagnosis was made according to laboratory findings

in all cases. We detected lung involvement in 3 cases, paranasal sinus involvement in 4 cases and vascular involve-

ment in 1 case. Soft tissues were involved in 5 cases. Bone involvement was demonstrated in 3 patients. The most

frequent radiologic finding was widespread infectious involvement of soft tissues, bones and neighboring structu-

res such as bursae and tendons and respiratory system.
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INTRODUCTION

Hyper-IgE syndrome is a rare immunodeficiency
disease of infancy and childhood. It is rarely seen in
adults. It frequently involves upper and lower respira-
tory tract and musculoskeletal system[!-3]. Imaging fin-
dings with the laboratory findings are of great value in
the diagnosis of this rare syndrome. The level of immu-
noglobulin E (IgE) is increased at least 10 times of nor-
mal. Marked eosinophilia and the defective chemotac-
tic features of neutrophils are the other associated labo-
ratory findings!!l. But the diagnosis is generally dela-
yed due to lack of familiarity of radiologist to this rare

disease. In this paper we tried to present the computed
tomography (CT) and magnetic resonance imaging
(MRI) findings of this rare syndrome that have not be-
en reported previously to the best of our knowledge.

CASE REPORTS
Case 1

A 15-year-old girl presented with pain and swel-
ling in her legs. She had severe cough. Physical exami-
nation showed decreased respiratory sounds. It was le-
arned that she had multiple attacks of lung infections
before. Lung CT showed a large cavitary focus at the
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right apical segment and hematogeneous focuses wi-
despread throughout the lungs (Figures 1a,1b). Micro-
biologic examination revealed Staphylococcus aureus
at the sputum. During the medical therapy, the lesion at
the right apical segment gave formation of a pneuma-
tocele and resultant pneumothorax occurred (Figure
1c). Axial CT section through the legs showed severe
involvement in cutaneous and subcutaneous tissues.
The thickness of the subcutaneous and cutaneous tissu-
es was increased and detected as hypodense with streaky
appearance (Figure 1d). In some areas extensive fluid
collections and abscess formation due to infectious in-
volvement of underlying tissues were seen. Infectious

Figure 1a. A-15-year-old girl with hyper IgE syndro-
me. Axial CT section in width window shows a cavi-
tary lesion due to Staphylococcus aureus infection at
the upper apical segment of right lung.
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Figure 1b. A-15-year-old girl with hyper IgE syndro-
me. On the lower section, multiple hematogenous fo-
cuses are demonstrated.
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Figure 1c. A-15-year-old girl with hyper IgE syndro-
me. Axial CT section shows pneumothorax due to rup-
ture of pneumatoceles to the pleural cavity during me-
dication.
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involvement of soft tissues in this case was close to the
knee joints extending to the ankles bilaterally. Labora-
tory tests showed increased level of IgE (2000 IU) and
eosinophil in blood (40%). Based on the radiologic and
laboratory findings, the diagnosis of hyper-IgE syndro-
me was made.

Case 2

A 21-year-old man admitted with purulent, someti-
mes bloody, nose secretions and severe headache. He
also complained purulent secretions from the swelling

Figure 1d. A-15-year-old girl with hyper IgE syndro-
me. Axial contrast-enhanced CT section through the
right knee joint shows thickening of the cutaneous and
subcutaneous tissues and increased density of fatty tis-
sue with streaky, irregular enhancement (arrows). No-
te the fluid collection in cutaneous and subcutaneous
tissue with low density (asterisk).
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lesions of his arms and legs. Physical examination sho-
wed widespread involvement in extremities and fistula
formations with purulent secretions. Microbiologic
analysis showed Staphylococcus aureus. Coronal para-
nasal sinus CT sections showed prominent mucoperi-
osteal thickening and loss of normal aeration of the si-
nuses (Figure 2a). On axial CT sections through the
arms and legs, prominent thickening and fluid collecti-
ons deep to the subcutaneous tissue and fistula tracts to
skin were demonstrated (Figure 2b). The levels of IgE
was 3200 IU, eosinophil count was 26%.

Case 3

A 27-year-old man presented with the complaints
of fever, swelling, redness and pain in his arms and
legs. He had coughing and dispnea. The temperature
was 39°C. Physical examination showed tenderness
with motion in his upper and lower extremities. The
extremities were swollen and red. The respiratory so-
unds were decreased especially at the right lung. Coro-
nal paranasal sinus CT revealed mucoperiosteal thicke-
ning in maxillary and sphenoid sinuses. Axial CT sec-
tion through the lungs showed right middle lobe conso-
lidation. Widespread cutaneous, subcutaneous, muscle
infection was demonstrated in the extremities. The in-
fectious involvement extended to acromioclavicular
and knee joints and subacromial-subdeltoid bursae (Fi-
gures 3a,3b,3c). The infectious involvement in cutane-
ous and subcutaneous tissues was detected as decre-

Figure 2a. A-21-year-old man with the involvement of
upper respiratory system and soft tissues. Coronal CT
section of paranasal sinuses shows mucosal thickening
of the bilateral maxillary and ethmoid sinuses.
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Figure 2b. A-21-year-old man with the involvement of
upper respiratory system and soft tissues. Axial CT sec-
tion through the elbow shows hypodense fluid collecti-
ons in the cutaneous tissue (arrows) and abscess forma-
tion in the muscle (asterisk).

ased signal intensity on T1-weighted MR images and
increased intensity on T2-weighted MR images. The
thickness of these tissues also increased. The lesions
showed marked contrast enhancement after gadolinium
injection. Laboratory test revealed elevated levels of
IgE (3000 IU) and defective chemotactic function in
neutrophils.

Case 4

A 26-year-old man presented with the signs of wi-
despread pain and tenderness in his extremities but-
tocks and restriction in movement for 15 days. He had
chronic cough and heavy sputum with foul odor for 1
year. He had also a history of recurrent lung infections
and allergy for 5 years. On physical examination extre-
mities were swollen and red. There was an excessive
pain at the lateral side of the left ankle on palpation.
Paranasal sinus CT revealed pansinusitis. High-resolu-
tion CT sections through the mediobasale segment of
right lower lobe showed extensive bronchiectatic chan-
ges (Figure 4a). MRI sections through the buttocks
showed hypointense abscess formation within the glu-
teus maximus muscles. Lesions showed ring like cont-
rast enhancement after intravenous (IV) gadolinium in-
jection (Figure 4b). Axial MRI sections through the
left ankle showed infectious involvement at the lateral
side of the ankle with increased thickness in cutaneous
and subcutaneous tissue and decreased intensity. The
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Figure 3a. A-27-year-old man with soft tissue, joint,
bursae involvement. On T1-weighted coronal shoulder
MR section, the cutaneous and subcutaneous tissues
show increased thickness and decreased signal on the
superior aspect of the joint (asterisk).

infectious process extended to ankle joint. T2-weigh-
ted MR sections showed increased intensity within the
joint due to infectious involvement. There was also inc-
reased intensity surrounding the peroneus brevis and
longus tendons due to tendinitis (Figure 4c). Axial CT
sections through the upper and midpelvis showed abs-
cess formation and infectious involvement in iliopsoas
muscle. The infectious process extended to left iliac
wing and sacrum. Left iliac wing showed periostitis
just near the infectious process in the muscle (Figure
4d). At upper and lower sections to this point osteom-
yelitis and sequestrum formation were observed (Figu-
re 4e). The level of IgE was found 3500 IU. The eosi-
nophil count was 30%.

Case 5

A-46-year-old man admitted with purulent secreti-
on from the cutaneous tissues. It is learned that his
arms and legs began to swell 15 days ago. He had pain
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Figure 3b. A-27-year-old man with soft tissue, joint,
bursae involvement. Coronal, contrast enhanced TI-
weighted image shows contrast enhancement in the
subcutaneous tissue. Note the hypointense abscess for-
mation in subcutaneous tissue with peripheral enhan-
cement (asterisk). Note the extending of infectious
process to the acromioclavicular joint (arrowheads).

and tenderness during palpation and movements. He
had no history of allergy and lung infection before.
Axial CT sections through mid-abdomen showed abs-
cess formation within the psoas muscles bilaterally (Fi-
gure 5a). Increased thickness and decreased density
due to infectious involvement of cutaneous and subcu-
taneous tissues were observed widespread throughout
the all four extremities especially prominent near the
joints. The infectious process extended to the neighbo-
ring bone tissue in foot. The infectious involvement in
cuneiform bone in the right foot showed decreased sig-
nal intensity on T1-weighted MR image and increased
signal intensity on T2-weighted MR image. The lesion
showed contrast enhancement after IV gadolinium in-
jection. At the 5% day of hospitalization, progressive
swelling was detected at the dorsal surface of the right
foot. Ultrasound examination showed an anechoic lesi-
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Figure 3c. A-27-year-old man with soft tissue, joint,
bursae involvement. Coronal T2-weighted MR image
shows high signal intensity in cutaneous, subcutaneous
tissue (asterisk) and acromioclavicular joint. Note also
hyperintense fluid in subacromial subdeltoid bursae.

Figure 4a. A-26-year-old man with lung, soft tissue, bo-
ne and tendon involvement. High resolution CT section
shows bronchiectasis at the mediobasale segment of the
right lung due to recurrent infections.

on at the dorsal surface of the foot. Color Doppler ima-
ging revealed vascular signals within the lesion. The
spectral evaluation showed swirling pattern due to “to-
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Figure 4b. A-26-year-old man with lung, soft tissue, bone
and tendon involvement. Contrast-enhanced, axial T1-we-
ighted MR image through the gluteus muscles shows hypo-
dense mass lesions with ring enhancement at gluteus maxi-
mus muscles.

Figure 4c. A-26-year-old man with lung, soft tissue,
bone and tendon involvement. Axial T2-weighted MR
image of left ankle shows increased thickness and inc-
reased signal intensity in cutaneous and subcutaneous
tissues. Note also thickening and increased signal in-
tensity in the tendons of perenous brevis and longus
due to spreading of infectious process neigbouring tis-
sues (white arrow). Note also synovial cyst as incre-
ased signal intensity protruding posterior to the joint
(asterisk).

469



Polat P, Kantarct M, Alper F, Erol S, Sarl RA, Suma S, Ozkurt Z.

Radiographic Findings in Hyperimmunoglobulin E Syndrome

Figure 4d. A-26-year-old man with lung, soft tissue, bo-
ne and tendon involvement. Axial CT section through the
iliac wings shows contiguous spread of infectious process
in the left iliacus muscle to the left iliac wing and note the
formation of periostitis neighboring iliac wing (arrowhe-
ads). Contiguous spread of infection to sacrum is seen as
a lytic lesion (asterisk). Left sacroiliac joint is seen as nar-
rowed comparing right site and note also subchondral
sclerosis due to infectious spread (curved arrow).

Figure 4e. A-26-year-old man with lung, soft tissue,
bone and tendon involvement. Axial CT section thro-
ugh the upper margins of iliac wings shows periostitis
(arrowheads) and hyperdense sequestreum formation
(arrow) in the medulla.

and-fro” flow within the neck of the pseudoaneurysm
(Figure 5b). Pseudoaneurysm showed decreased signal
intensity in MR sections (Figure 5b,-e). The levels of
IgE was 4000 IU, eosinophil count was 25%.

DISCUSSION

Hyper-IgE syndrome is a rare disease. It most of-
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Figure 5a. A-46-year-old man with soft tissue, bone,
deep muscle and vessel involvement. Axial CT section
shows bilateral hypodense psoas abscesses (arrows).

ten occurs during infancy and early adulthood. But the-
re have been several reported cases during adultho-
od[L.45], Autosomal dominant transmission of the
hyper-IgE syndrome was found, but with variable exp-
ressivity[®]. The most important and diagnostic labora-
tory results are the elevated levels of the IgE. The le-
vels are generally ten times of normal (greater than
2000 IU/mL). Marked eosinophilia is the other labora-
tory manifestation. Deficits in the mitogen and chemo-
taxis responses of neutrophils are also seen.

The most commonly seen clinical presentation is
the widespread infectious involvement of the cutane-
ous and subcutaneous tissues as in our cases. The in-
fectious involvement of these tissues can be detected as
increased thickness both CT and MRI. The density of
these tissues decreases in CT. Infected cutaneous and
subcutaneous tissues showed decreased signal intensity
on T1-weighted MR images, increased signal intensity
on T2-weighted MR images. The lesions show contrast
enhancement with streaky appearances on both CT and
MR images.

The infectious extension to neighboring tendons,
bursae and joints can be best detected by MRI due to
higher contrast resolution. Tenosynovitis or synovial
inflammation of tendon sheaths may occur in hyper-
IgE syndrome. Adjacent infectious focuses may spread
contiguously to the tendon sheath. Hyperintense fluid
collection in the tendon sheath on T2-weighted MR
images and contrast enhancement of the tendon sheath
are indicative of inflammation.
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Figure 5b. A-46-year-old man with soft tissue, bone,
deep muscle and vessel involvement. Color Doppler
image shows typical swirling pattern of flow in the
dorsal aspect of the dorsalis pedis artery. Spectral
analysis shows to and fro flow in the neck of the
aneurysm.

Bursitis can also be seen due to infectious spread
of adjacent focuses. Most commonly affected bursae
are superficially located bursae such as olecranon and
prepatellar, infrapatellar subdeltoid bursae. Bursitis
appears on MR imaging as a fluid collection in the
anatomical location of the involved bursae, with typi-
cal low signal intensity on T1-weighted and high sig-
nal intensity on T2-weighted images.

Soft tissue abscess appears as collection of fluid,
which is low-signal intensity on T1-weighted image
(isointense to muscle) and high signal intensity on T2-
weighted images with ring-like contrast enhancement.
The infection can spread to the muscles near superfici-
al seated soft tissue infection.

The skeletal manifestations of hyper-IgE syndrome
are osteoporosis, spontaneous osteoporotic bone frac-
tures and osteomyelitis and arthritis(!-3:78], In most of
the cases, osteomyelitis (and septic arthritis) arises
from a contiguous source such as soft tissue infections.
Periosteal bone formation is the initial radiologic ma-
nifestation of osteomyelitis. With further accumulation
of pus, subperiosteal resorption of bone and cortical
disruption ensue. Infection then may spread in the mar-
row, producing lytic osseous defects on the radiograp-
hies. The infectious agent that causes osteomyelitis is
generally S. aureus.

The sinuses and airways (including lungs) are fre-
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quently infected. The plain radiographies or paranasal
sinus CT can reveal the pathology in the sinuses. Pul-
monary involvement may be in various manifestations.
The pulmonary imaging features consist of recurrent
alveolar lung infections, pneumatoceles, abscesses,
and occasionally pneumothorax[5:9:10], Bacteria of
which commonly infects these patients are S. aureus
and Haemophilus influenzae. S. pneumoniae and
gram-negative rods are seen in some cases[3]. Recur-
rent pulmonary infection can cause bronchiectasis.

The involvement of the vascular system is extre-
mely rare in hyper-IgE syndrome. Only one case was
reported in the literaturel!ll. A bronchial artery pse-
udoaneurysm was detected in a-2-year-old girl presen-
ting with the symptoms of sever hemoptysis. The deve-
lopment of pseudoaneurysm in hyper-IgE syndrome
can be explained by the spreading of infectious process
to the wall of the blood vessels. Perivascular infectious
involvement of the vessel wall leads to degeneration
and occlusion of the vaso vasorum with the formation
of vasculitis. Occlusion of the vaso vasorum leads to
transmural necrosis in the wall of the arteries. Ultima-
tely perforation of the vessel wall can occur, and pse-
udoaneurysm formation follows. On CDI, pseudoane-
urysm shows typical swirling pattern of flow within
the pseudoaneurysm. On spectral analysis “to-and-
fro” flow is demonstrated at the neck of the pseudo-
aneurysm. Pseudoaneurysms can be seen as signal vo-
id on T1-weighted MR images.

CONCLUSION

Delay in the diagnosis of hyper-IgE syndrome is
frequent and may be due not only to nonspecific clini-
cal manifestation of the disease, but also lack of fami-
liarity of the radiologist and other clinicians with this
rare syndrome. The most common reported manifesta-
tion of hyper-IgE syndrome is the infectious involve-
ment of the soft tissues, upper and lower respiratory
tract. The infection in cutaneous and subcutaneous tis-
sues may spread to neighboring tendons, bursae, bones
and joints. Vascular system is less frequently involved.
CT and MR imaging with typical laboratory findings
provide important information that may be helpful for
initiating early and correct therapeutic approach.

471



Polat P, Kantarct M, Alper F, Erol S, Sari RA, Suma S, Ozkurt Z. Radiographic Findings in Hyperimmunoglobulin E Syndrome

REFERENCES

1. Nester TA, Wagnon AH, Reilly WF, Spitzer G, Kjelds-
berg CR, Hill HR. Effects of allogeneic peripheral stem
cell transplantation in a patient with Job syndrome of

hyperimmunoglobulinemia E and recurrent infections.
Am J Med 1998;105:162-4.

2. dela Torre Morin F, Garcia Robaina JC, Bonnet Moreno
C, Fonta GL. Hyper-IgE syndrome. Presentation of three
cases. Allergol Immunopathol 1997;25: 30-5.

3. Donabedian H, Gallin JI. The hyperimmunoglobulin E
recurrent-infection (Job) syndrome. A review of the NIH
experience and the literature. Medicine 1983;62:195-
208.

4. L’Huillier JP, Thoreux PH, Delaval P, et al. The hyperim-
munoglobulinemia E recurrent infections syndrome in
an adult. Thorax 1990;45:707-8.

5. Hall RA, Salhany KE, Lebel E, Bavaria JE, Kaiser LR.
Fungal pulmonary abscess in an adult secondary to
hyperimmunoglobulinemia E (Hyper-IgE) syndrome.
Ann Thorac Surg 1995;59:759-61.

6.  Grimbacher B, Holland SM, Gallin JI, et al. Hyper-IgE
syndrome with recurrent infections-an autosomal domi-
nant multisystem disorder. N Engl ] Med 1999;340:692-
702.

7. Moneret-Vautrin DA, Kanny G, Thinus G. Hyperimmu-
noglobulinemia E syndrome with recurrent infections
(Hyper-IgE syndrome). Rev Med Interne 1999; 20:133-
40.

8. Sanal O, Gocmen A, Tezcan I, Ersoy F, Adalioglu G.
Hyper-IgE syndrome: A case report. Turk J Pediatr
1990;32:273-8.

9.  Shamberger RC, Wohl ME, Perez-Atayde A, Hendren
WH. Pneumatocele complicating hyperimmunoglobuli-
nemia E syndrome (Hyper-IgE syndrome). Ann Thorac
Surg 1992;54:1206-8.

10. TIhaveri KS, Sahani DV, Shetty PG, Shroff MM. Hype-
rimmunoglobulinaemia E syndrome: Pulmonary ima-
ging features. Australas Radiol 2000;44: 328-30.

11. Connoly B, Manson D, Khattak S, Burrows P. Bronchi-
al artery aneurysm in Hyperimmunoglobulinemia E
syndrome. Pediatr Radiol 1994;24:592-3.

12. Katchourine I, Pradalier A. Rare hyperimmunoglobuli-
nemia E syndromes. Rev Med Interne 1998;19: 185-91.

Address for Correspondence:
Pimar POLAT, MD

istasyon Mahallesi, Kombina Caddesi
Armagan Apartman| No: 4/7
Erzurum, TURKEY

e-mail: drppolat@hotmail.com

472 Turk J Haematol 2002;19(4):465-472



