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Izviecek

Izhodiscéa: ~ Henoch-Schonleinova
purpura (HSP) je sistemsko wnetje
sten malih %il, ki najpogosteje prizade-
ne otroke. Odrasli obolijo redko, potek
bolezni pa je pri njih lahko Fivljenjsko
ogrofujo¢. Za HSP je madilna tetrada
kliniénih enakow, ki zrcali okvaro koge,
sklepov, prebavnega trakta in ledvic.
Pri postavitvi diagnoze je potrebno
upoStevati  zastavljena  diagnosticna
merila. Udinkowito specificno zdra-
vljenje bolezni pri otrocih in odraslih
e ne obstaja. Kljub temu pa je pri
tefjem poteku z agresivnejsim terapev-
tskim pristopom mogno doseci stabilno
klinicno sliko.

Prikaz primera: Predstavljen je pri-
mer 59-letnega imunsko neprizadetega
bolnika, pri katerem je bila potrjena iz-
jemno tegka oblika HSP. Razpravlja-
mo o epidemiologiji, etiopatogenezi,
klmicni sliki, diagnosticnih postopkih,
diferencialni diagnozi, wdravljenju in
prognoz te bolezni.

Abstract
Background:  Henoch-Schonlein
purpura (HSP) is a systemic inflam-
mation of small-vessel walls that
predominantly affects children. In
adults, on the other hand, it appears
rarely, and can be more severe. The
disease is characterised by a tetrad
of clinical signs which manifest the
skin, joint, gastrointestinal, and kid-
ney involvement. HSP is diagnosed
using internationally-accepted cri-
teria. At present, there is no effec-
tive specific therapy for children and
adults. However, in cases of severe
organ involvement, aggressive treat-
ment may stabilise the disease.

Case report: We present a case of a
59-year-old immunologically uncom-
promised patient with an extremely
severe form of HSP. Epidemiology,
etiopathogenesis, clinical features, di-
agnostic procedures, differential diag-
nosis, treatment, and prognosis of the
disease are discussed.
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Zakljucki: Pri bolniku je bilo uvedeno zdravljenje s
kortikosteroidi, humanimi polispecificnimi imunoglobu-
lini ter citostatiki. Dosegeno je bilo zadovoljivo zacasno
izboljSanje bolezni.

Conclusions: The patient was treated with corticoster-
oids, human polyspecific immunoglobulins, and immu-
nosuppressive agents. A satisfactory clinical remission
has been achieved.

INTRODUCTION

Henoch-Schonlein purpura (HSP) is a systemic
inflammation of small-vessel walls that affects skin
and internal organs (1). The first records of the dis-
ease come from the 19th century, when Schonlein
noticed a link between arthralgia and purpura (2).
A few decades later, Henoch, who was his student,
noted the adverse effects on the digestive tract and
kidneys. The disease may occur independently (pri-
mary form) or can be the result of other conditions
(secondary form), for instance, malignant disease or
infection (1).

HSP is the commonest systemic vasculitis in children,
who represent 90 % of all patients (1). The condition
occurs most frequently between the ages of 4 and 11.
Nevertheless, this disease is one of the commonest
forms of the adult systemic vasculitides. The annual
incidence is approximately 135/1000000 in children
and 14/1000000 in adults (3). According to some data,
HSP affects males more frequently than females (4).

In March 2007, a 59-year-old previously healthy man
was on holiday in Turkey and Egypt. One month lat-
er, he had a sore throat. After few days, he noticed
livid, red, target-shaped rashes of various sizes on his
forearms and shanks. They gradually spread across
his whole lower and upper extremities, the lower
part of the abdomen, and the gluteal region.

He was admitted to the Department of Dermatology,
Teaching Hospital Maribor. On the second day of

ACTA MEDICO-BIOTECHNICA
2009;2(2):61-68

hospitalisation, he had convulsive abdominal pain.
He vomited, excreted liquid feces with no traces of
blood, but was hypertensive. Laboratory blood test
results showed increased markers of inflammation
and microhematuria. An exploratory skin excision
was performed and histopathological examination
revealed leukocytoclastic vasculitis. The patient was
transferred to the Department of Rheumatology,
Teaching Hospital Maribor, for further investiga-
tion.

After transfer, he was conscious and cardiovascularly
stable. His blood pressure was 160/90 mm Hg. Physi-
cal examination of the lungs, heart and abdomen was
normal. Swelling and reduced mobility were present
in the knees and elbows, but no redness or heat. A
palpable purpuric exanthema was visible on the skin
of all four extremities, the gluteal region, the lower

part of the abdomen, and the back (Figs. 1 and 2).

At the time of admission to the Department of
Rheumatology, he had a leukocytosis of 16.6 x 10°
E/l (normal range 4.0-10.0 x 10° E/l), increased C-
reactive protein (CRP, 70 mg/l, normal range up to
5 mg/l), and normal erythrocyte sedimentation rate
(ESR). Hemoglobin and thrombocyte values were
within physiological limits. The concentration of
bilirubin was increased (total bilirubin 30 pmol/l,
normal range up to 17 pmol/l; direct bilirubin 10
pumol/l, normal range up to 5 umol/l), but the re-
maining liver tests were normal. The fasting blood
sugar level was high (13.6 mmol/l, normal range
3.6-6.1 mmol/l). Electrolyte concentrations were
within normal values. The concentrations of urea
and creatinine, however, were above normal (urea
16.2 mmol/l, normal range 2.8-7.5 mmol/l; creati-



Figures 1-2. The appearance of the patient’s skin on
admission.

nine 141 umol/l, normal range 44-97 umol/1)). The
results of the antistreptolysin test were increased
(283 IU, normal range up to 200 IU). A throat
smear confirmed the presence of group A streptococ-

cus. Immunoglobin A (IgA), G (IgG), and M (IgM)
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levels were within normal limits. The concentration
of immunoglobin E (IgE), however, was increased
(642 IU/ml, normal range up to 100 IU/ml). An-
tinuclear antibodies (ANA), anti-double stranded
DNA antibodies (anti DNA), IgG anti-neutrophil
cytoplasmic antibodies (ANCA), anti Jo-1 antibod-
ies, anti-glomerular basement membrane antibodies
(anti-GBM), and rheumatoid factor (RF) were with-
in normal limits. Cryoglobulins and tumor markers
were negative. There was glucosuria (1 IU, normal
value 0 IU) and 5-10 erythrocytes in the urinary
sediment. Urine cultures were negative.

During the first days, the patient excreted liquid fe-
ces with admixtures of blood and he complained of
abdominal pain. He was fasted and treated with in-
travenous infusions of physiological solution and glu-
cose with insulin. Esomeprazole, trospium, tramadol
with thiethylperazine, and ciprofloxacin were given
parenterally. Abdominal and chest X-rays did not
reveal any abnormalities. Amlodipine and fosinopril
were introduced because of increased blood pressure.
Methylprednisolone was also prescribed in a dose
equivalent to 0.5 mg/kg of prednisolone perorally.

On the fourth day of hospitalisation, additional
skin changes appeared in the form of red maculae,
especially on the extremities, the lower part of the
abdomen, and the gluteal region. The patient was
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Figure 3. Histopathologic image of the patient’s skin
biopsy: small-vessel leukocytoclastic vasculitis (hema-
toxylin and eosin, original magnification x400).
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Figure 4. Immunofluorescent image of the patient’s

skin biopsy: granular IgA deposits in small-vessel
walls (direct immunofluorescence, original magnifi-
cation x400).

cardiovascularly unstable. The dose of methylpred-
nisolone was increased to the equivalent to 1 mg/
kg of prednisolone and a human polyspecific immu-
noglobulin was added parenterally in a dose of 25 g/
day for four days. Ciprofloxacin was replaced by in-
travenous ceftriaxone. Hemocultures were negative.
Thrombocyte and coagulation test values remained
constantly within physiological limits. A second
skin biopsy was performed. The histopathological
examination again pointed to leukocytoclastic vas-
culitis (Figure 3) and immunofluorescence testing
was characteristic for HSP (Figure 4).

Later on, anemia and blood in the stool were dis-
covered and esophagogastroduodenoscopy was per-
formed. There were circular hyperemic changes in
the mucous membrane of the upper gastrointestinal
tract but no signs of active or past bleeding. Esopha-
geal candidiasis was visible and Candida albicans
was detected in the feces. Histological examination
of the mucous membrane of the stomach revealed a
non-Helicobacter pylori chronic active gastritis and
of the mucous membrane of the intestine suggested
chronic colitis.

The patient was given blood transfusions and treat-
ed with fluconazole intravenously, miconazole in the
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form of an oral gel, and moxifloxacin intravenously.
After three weeks, intravenous methylprednisolone
was replaced with oral steroids in a tapering dose.
The infusions were gradually stopped. Abdominal
ultrasound indicated some excess fluid around the
liver and colonic flexures and in the Douglas space.
Cytological examination of the aspirated fluid did
not reveal malignant cells. Abdominal computed to-
mography did not show any major pathology. Liver
function tests revealed increased liver enzymes and
bilirubin and decreased synthetic liver function.
The patient was examined by a gastroenterologist
who concluded that there was an autoimmune ac-
tivity in the liver as a part of a systemic disease or its
treatment.

During hospitalisation, acute kidney failure with pro-
teinuria and hypoalbuminemia occurred. A kidney ul-
trasound did not reveal any abnormalities. Peripheral
edema emerged and the patient was given furosemide
and underwent a kidney biopsy. Direct immunofluo-
rescence and histopathological test results showed
glomerulonephritis as a part of HSP. Histomorpho-
logically, there was a very uneven, diffuse, segmented
necrotizing (8/15), extracapillary crescentic (7/15),
endocapillary proliferative (7/15), and exudative
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Figure 5. Histopathologic image of the patient’s ve-
nal biopsy: segmental endocapillary proliferation with
exudation of granulocytes (hematoxylin and eosin,
original magnification x400).



glomerulonephritis (2/17) with active inflammatory
changes, focal global glomerulosclerosis (1/15), and
glomerulae (5/15) with clearly uneven, moderate me-
sangial cell proliferation (Figs. 5 and 6).

Figure 6. Immunofluorescent image of the patient’s

renal biopsy: mesangial IgA deposits in a granular
pattern (direct immunofluorescence, original magni-
fication x400).

The patient was given the first pulse of cyclophos-
phamide, 15 mg/kg, intravenously. He also received
a mesna substance, granisetron, and low-molecular-
weight heparin at therapeutic dosages. A four-day
treatment with human polyspecific immunoglobu-
lin, 30 g/day, was reintroduced. The patient’s clini-
cal status gradually improved.

On the basis of diagnostic procedures performed,
an extremely aggressive form of systemic vasculitis,
evolving into the Henoch-Schénlein purpura type,
was confirmed. After more than a month, the pa-
tient was discharged from the hospital. At that time,
his hemoglobin was low and creatinine and urea
concentrations were elevated. Proteinuria was still
present (3.7 g protein/day). Treatment with predni-
solone was gradually tapered to 20 mg/day.

During the following months, the patient received
intravenous pulse therapy with cyclophosphamide
once per month and underwent regular laboratory
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check ups. After a few months, a satisfactory im-
provement in his condition was observed. Side ef-
fects of the treatment, however, did occur in the form
of pronounced Cushing’s syndrome. The patient had
his last check up in January 2009. At that time, his
clinical status was stable. A normalization of liver
tests (aspartate aminotransferase 0.15 pkat/l, normal
range up to 0.58 pkat/l; alanine aminotransferase
0.43 pkat/l, normal range up to 0.74 pkat/l; gamma-
glutamyl transferase 0.88 ukat/l, normal range up
to 0.92 ukat/l) and kidney functions tests (urea 7.1
mmol/l, normal range 2.8-7.5 mmol/l; creatinine 86
pmol/l, normal range 44-97 umol/l) was detected.
Semiquantitatively, no proteinuria was observed.

This adult male patient had no past history of any
serious disease. Because HSP is an illness that usu-
ally occurs during childhood (1), accounts of cases
of adult patients are rare.

The etiology and pathogenesis of HSP have not yet
been finally determined. It has been suggested that
there is a genetic predisposition and a probable hy-
persensitivity reaction to certain trigger factors, and
the latter are detected in around half of the patients.
As a response to a trigger factor, immune complexes
containing IgA are created. They are deposited in
small vessel walls (1-3), where they cause a variety
of pathological changes. Histopathologically, in-
flammation of small vessels is expressed as leucocy-
toclastic vasculitis (3).

The latter was detected in our patient. Sore throat,
elevated value of the antistreptolysin test, and isola-
tion of group A streptococcus from the throat smear
pointed to a streptococcal infection as a possible
trigger factor for the disease. Moreover, elevated
concentrations of IgE suggested an allergic reaction
to a specific antigen. However, there was no history
of other trigger factors, such as of food or drug al-
lergy, insect bites, or immunisation. The family his-
tory was negative for HSP.
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HSP often begins acutely and develops during a period

of days and weeks. HSP is characterised by the follow-

ing four groups of clinical signs and symptoms (1):

1. nonthrombocytopenic symmetrical palpable pur-
pura,

2. impairment of joints,

3. gastrointestinal disease,

4. kidney disease.

In our patient, symmetrical nonthrombocytopenic
purpura, as well as the involvement of the joints,
gastrointestinal tract, and kidneys, was observed.
The patient thus experienced the four characteristic

features of HSP.

In order to confirm the diagnosis, numerous labora-
tory tests were carried out. The elevated markers of
inflammation could have been the result of an acute
(i.e. streptococcal) infection or a chronic, systemic
inflammation. In HSP patients, serum concentra-
tions of IgA are elevated in 50-70 % of cases (5).
In our patient, the concentration of IgA was within
normal limits. If there is a possibility of a severe vas-
culitic activity, immunoserologic testing should also
be carried out but the results were normal in our pa-
tient.

Histopathological tests of affected tissues are of
major importance in the diagnosis of HSP. The pa-
tient’s skin biopsy showed a characteristic image of
leukocytoclastic vasculitis, which was especially evi-
dent in the postcapillary venules. However, this is
a non-specific finding. In order to confirm HSP, an
immunofluorescence test, revealing deposits of IgA
in the small vessel walls, is also required (1), and our
skin biopsy test duly confirmed HSP (Figure 3, 4).

A kidney biopsy is required if the diagnosis is uncer-
tain or there is suspicion of severe organ involve-
ment. Histopathological and immunofluorescence
tests of an HSP patient’s kidney samples can expose
a specter of changes from isolated mesangial cell
proliferation to severe crescentic glomerulonephri-
tis (6). Mesangial IgA deposits, which are visible by
the immunofluorescence, are a diagnostic finding
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(2). Due to signs of kidney failure and nephrotic syn-
drome, a biopsy of our patient’s kidneys was carried
out, and showed severe involvement of this organ as

a part of his HSP (Figure 5, 6).

In 1990, the American College of Rheumatology

determined the following diagnostic criteria for

HSP (7):

1. non-thrombocytopenic palpable purpura,

2. age not older than 20 years at the onset of the
disease,

3. acute abdominal pain,

4. histologically visible granulocytes in the walls of
arterioles or venules.

If at least two of these criteria are met, an HSP di-
agnosis can be made with approximately 90 % sen-
sitivity and specificity (1, 3). The patient under dis-
cussion fulfilled all HSP criteria except age.

The differential diagnosis during his initial presenta-
tion included primary and secondary vasculitides. In
the group of primary vasculitides, the following con-
ditions were possible: mixed cryoglobulinemia, hy-
persensitivity vasculitis, and microscopic polyangii-
tis. For a diagnosis of mixed cryoglobulinemia, the
presence of cryoglobulins (3) is of key importance.
In our patient’s case, however, these values were
within the normal limits. In cases of hypersensitivity
vasculitis, there are usually only skin involvement
and general symptoms (1, 3, 6). Histopathologically,
this is a leukocytoclastic vasculitis of postcapillary
venules but without IgA deposits in vessel walls (3).
Our patient, however, had IgA deposits in both the
skin and kidneys and had severe systemic involve-
ment. The presence of ANCA is characteristic of
microscopic polyangiitis (3). Histopathologically,
segmental necrosis of small vessel walls is visible in
the affected tissue but there are very few or no im-
mune deposits (3). Our patient was ANCA negative
and his histopathologic or immunohistological test
results also contradicted this thesis.

The patient’s disease could also have emerged as a
secondary vasculitis in response to an infection or



a malignancy (1). Consequently, serological tests
were carried out for leptospirosis, rickettsia, cox-
iella, ehrlichiosis, Borrelia burgdorferi, Mycoplasma
pneumoniae, Hantaan viruses, hepatitides, and hu-
man immuno deficiency virus. The results did not
confirm the presence of any of these infections.

Palpable purpura can be a sign of paraneoplastic vas-
culitis, especially due to hematologic neoplasms or
solid tumors (1). In our patient’s case, these diseases
were excluded with a high degree of certainty.

Although many drugs have been proposed as HSP
treatments, their roles have not yet been fully es-
tablished. Despite many reports on the benefits of
various combinations of drugs, the prevailing be-
lief is that there is no effective method for treating
HSP patients (2). Nevertheless, in advanced forms
of the disease, especially in cases of severe kidney
involvement, an aggressive therapeutic approach is
recommended (8). This includes, for instance, pulse
treatment with methylprednisolone, immunomodu-
lating drugs (e.g. azathioprine, cyclophosphamide,
or cyclosporin), plasmapheresis, and high dosages of
parenteral immunoglobulins.

Other treatment options for HSP patients, as sug-
gested by the literature, include heparin or warfarin,
dipyridamole (9), recombinant interferon alpha or
natural interferon beta, danazol, thalidomide (10),
and tonsillectomy (8). In cases of chronic kidney
failure, a kidney transplantation is indicated.

If the disease expresses itself in a milder form, sup-
portive treatment is sufficient. This includes appro-
priate hydration, rest, and pain alleviation.

Initially, our patient received supportive treatment
and corticosteroids perorally. After skin changes re-
emerged and he became more severely ill, a decision
was made to introduce more aggressive treatment
with parenteral corticosteroids and human polyspe-
cific immunoglobulins. On the basis of abnormal
histopathologic and immunofluorescence kidney bi-
opsy results, the patient was prescribed intravenous
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pulse treatment with cyclophosphamide. He is still
receiving intravenous pulses of cyclophosphamide,
tapering doses of corticosteroids, and supportive
treatment.

In terms of prognosis, in children HSP falls into the
category of relatively easily-managed systemic vas-
culitides. In this population, it is a benign and spon-
taneously curable disease (1, 3, 11). Adults, howev-
er, can be more severely affected (4); internal organ
damage is more frequent (11) and can threaten the
patient’s life.

Kidney involvement is the main cause of morbidity
and mortality in HSP patients (8). The long-term
prognosis is thus directly linked to the kidney dis-
ease (3). 10-30 % of adult patients have chronic
kidney failure in the 15 years after developing HSP
(11). Prospects in terms of kidney function are even
worse for patients with the following features: age
over 50 years (11); crescentic glomerulonephritis,
especially in more than 50 % of glomeruli (12); tu-
bulointerstitial nephritis with kidney failure in the
initial stages of the disease; proteinuria above 1.5
g/day; hypertension (12); macroscopic hematuria
(11); and recurrences of the disease. In our patient,
many of these criteria were present.

CONCLUSION

The article describes an adult patient with no previ-
ous history of serious disease who developed a sys-
temic vasculitis of the Henoch Schonlein purpura
type. Many factors pointed to a poor disease prog-
nosis. Treatment involved corticosteroids, human
polyspecific immunoglobulins, and cytostatics. A
satisfactory temporary improvement of the patient’s
clinical status has been achieved.
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