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ABSTRACT

The joint pain, inflammation, and painful cutaneous edema
of Henoch-Schonlein purpura (HSP) are effectively treated
with analgesics, nonsteroidal anti-inflammatory agents, and
corticosteroids, but the optimal management of HSP-
associated gastrointestinal and renal involvement has not
yet been determined. The results of mostly anecdotal and
uncontrolled studies favor a short course of oral
corticosteroids for severe abdominal pain and aggressive
immunosuppressive therapy for patients with progressive
HSP nephritis.

KEY POINTS

HSP in adults tends to be chronic, and the prognosis
depends on the extent and nature of renal involvement.
HSP tends to be more common in fall, winter, and spring
and is preceded in half of patients by an upper respiratory
tract infection.

Corticosteroids may be associated with a reduction and
more rapid resolution of abdominal pain, melena, and
intestinal hemorrhage.

Renal disease may not be present during the initial episode
of HSP and may develop up to 3 months into the course of
illness.

Transient hematuria is the most common renal
manifestation of HSP, described in 90% of patients.
Recurrent hematuria occurs in 5% of patients.
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HE JOINT PAIN, inflammation, and

painful cutaneous edema of Henoch-
Schonlein purpura (HSP) are effectively treat-
ed with analgesics, nonsteroidal anti-inflam-
matory agents, and corticosteroids. But the
optimal management of gastrointestinal and
renal involvement remains unclear. Reports in
the literature favor a short course of oral corti-
costeroids for severe abdominal pain and
aggressive immunosuppressive therapy for
patients with progressive HSP nephritis, but
these reports are mostly based on anecdotal
and uncontrolled studies.

In the following discussion, I wish to pro-
vide perspective on how to manage patients
with HSP-associated gastrointestinal and
renal involvement in the face of limited data
from the literature. A brief overview of HSP is
provided in “Clinical features of Henoch-
Schonlein purpura.”

B GASTROINTESTINAL INVOLVEMENT

Gastrointestinal involvement is manifested pri-
marily by bleeding, with hematemesis seen in
30% of patients, melena in 50%, and massive
hemorrhage in 2%.! Intussusception has been
described in 2% of children who have abdomi-
nal pain, and importantly, the site of involve-
ment differs from “idiopathic” intussusception;
65% of children with HSP have ileoileal intus-
susception, while only 35% have the typical
ileocolic intussusception seen in the majority of
children without HSP. Intussusception is seen
much less frequently in adults.2

Endoscopy shows hemorrhagic, erosive
duodenitis, and radiography documents thick-
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ening of the bowel wall, edema, and scalloping
(bleeding into the wall). Mucosal biopsy yields
a histologic picture identical to that of skin
biopsy—ie, leukocytoclastic vasculitis of cap-
illaries and postcapillary venules. Patients
with HSP-associated abdominal pain are typi-
cally distressed and in need of fast relief by the
time they see the clinician.

Should steroids be used

to treat abdominal pain of HSP?

Because of the lack of controlled trials to
gauge the effectiveness of steroids in treating
HSP-related abdominal symptoms, the value
of steroid treatment remains unknown.

In a retrospective analysis, Rosenblum et
al3 evaluated the effect of corticosteroids on
the duration of abdominal pain in 43 children
with HSP. Twenty-five patients received oral
prednisone at a dose of 2 mg/kg/day, and 18
served as controls. During the first 24 hours,
abdominal pain resolved in 44% of those who
received steroids, compared with spontaneous
resolution in only 14% of those not treated
(P = .02). Over the next 24 hours, 65% vs
45%, respectively, no longer had abdominal
pain. After 72 hours, 75% of patients in both
groups were well.

Similar observations by Allen! included
the finding that painful edema and arthritis
resolved with or without steroids within 24 to
48 hours after onset, and that steroids had no
effect on either purpura or renal disease. Of
note, none of the patients with abdominal
pain who received steroids (N = 37) devel-
oped intussusception, whereas 4 (4%) of 94
untreated patients developed this complica-
tion. One patient in this series died of compli-
cations of intussusception.

It is this experience, in addition to has-
tening improvement of abdominal pain dur-
ing the first 24 hours in 44% vs 14% of
patients, that has influenced many physi-
cians to treat abdominal pain with corticos-
teroids.

Additional observations by Glasier et al4
agreed with those of Rosenblum and Allen; 20
(91%) of 22 children with various gastroin-
testinal symptoms recovered with or without
steroids. Case reports suggest that cortico-
steroids are associated with a reduction and
more rapid resolution of abdominal pain,
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melena, and intestinal hemorrhage. This is
supported by anecdotal reports of successful
treatment of children with corticosteroids for
severe abdominal pain.

Despite reports of successful treatment, no
placebo-controlled study to date has defined
the risk-benefit properties of corticosteroid
therapy. In addition, the etiology of abdominal
pain is not well understood. Some patients may
improve after receiving steroids because the
source of pain is secondary to edema of the
bowel wall that is likely to resolve with steroids.
Similarly, patients with bleeding into the
intestinal wall may be more resistant to corti-
costeroids. Still, a single short course of steroids
at 1 to 2 mg/kg/day for a week is certainly not
associated with side effects significant enough
to preclude such a therapeutic trial.

Shortcomings in trial design preclude any
broad conclusions about optimal manage-
ment. Still, the results of largely anecdotal and
uncontrolled studies of HSP favor the use of a
short course of oral corticosteroids for severe
abdominal pain.

# RENAL INVOLVEMENT

Renal involvement in HSP is more common
in adults than in children,> and one study®
noted that the outcome of HSP in adults
depends on the extent of nephropathy, with
renal insufficiency predicting a poor out-
come.

Transient hematuria is the most common
renal manifestation of HSP, described in 90%
of patients, and recurrent hematuria occurs in
5% of patients. Hematuria together with pro-
teinuria has been seen in 3% of patients. In a
small minority of children, HSP is a cause of
renal insufficiency (< 2%) and renal failure

(< 1%).1

Histologic features

Renal biopsy findings reveal a spectrum of
abnormalities, from minimal change to severe
crescentic  glomerulonephritis.!  Electron
microscopy documents immune complex
deposits localized primarily to the mesangium.
However, in patients with significant renal
injury, the deposits are seen in the suben-
dothelial and subepithelial space. As it does in
other affected tissues, immunofluorescence
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may be more
common and
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HENOCH-SCHONLEIN PURPURA SZER

Clinical features of Henoch-Schénlein purpura

shows IgA, C3, fibrin, and properdin, and to a
lesser extent both IgG and IgM deposition.

Do corticosteroids prevent
delayed HSP nephritis?

Renal disease may not be present during the

ENOCH-SCHONLEIN PURPURA (HSP), a sys-

temic vasculitis of unknown cause, is well
described in adults,5-7 though it is much more
common in children. Although the general fea-
tures of HSP are similar in children and adults
(rGure 1), important differences in the presenta-
tion and course of illness have been observed. For
example, HSP in adults tends to be chronic and
the prognosis depends on the extent and nature
of renal involvement, whereas in children HSP is
usually an acute illness.

In a retrospective analysis of 162 patients
(including 42 adults), Blanco et al5 observed
that in both children and adults HSP is often
preceded by antibiotic or analgesic drug treat-
ment or upper respiratory tract infection.
Symptoms are similar for children and adults
and include palpable purpura, abdominal pain,
melena, joint symptoms, and renal involvement
(eg, hematuria, nephropathy, and renal insuffi-
ciency).

Blanco observed the following differences:

e Joint symptoms were more common in

adults

FIGURE 1. Fever, painful cutaneous edema,
and palpable purpura, predominantly in the
extremities, are often the first signs of HSP in
both adults and children.

patients received corticosteroids at a dosage of
2 mg/kg/day, and 10 did not. Of those treated,
only 1 (5%) developed nephritis, while in the
untreated group 5 patients (50%) developed
renal manifestations. The investigators con-
cluded that immediate treatment with
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initial episode of HSP and may develop up to
3 months into the course of illness. In an
effort to prevent the expression of renal man-
ifestations in patients who may have delayed
onset of renal disease, some physicians advo-
cate prophylactic administration of corticos-
teroids.

To answer this question, Buchanec et all2
summarized the course of HSP in 32 children
who had no evidence of renal involvement at
the time of presentation. Twenty-three
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steroids prevented renal disease in a signifi-
cant proportion of patients.

Mollica et all3 continued these observa-
tions in a modified (ie, open, nonrandomized)
prospective trial in which 84 children
received corticosteroids and 84 children did
not receive any intervention. At 2 years’ fol-
low-up, treated patients showed no renal
involvement, while 10 of 84 children in the
nonintervention group developed hematuria
(P <.001). Four of the nonintervention group
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* Renal involvement was more com-
mon and more severe in adults

® Previous upper respiratory tract
infection was more frequent
among children

e Abdominal pain was more common
in children.

DIAGNOSTIC CRITERIA IN ADULTS AND CHILDREN
While in children the diagnosis of HSP is
based only on the presence of purpura with a
normal platelet count, in adults the diagnosis
requires the presence of two of the following
four criteria:

Palpable purpura

Age 20 years or younger at onset
Diffuse abdominal pain

Biopsy showing granulocytes in the
walls of arterioles and venules.

The presence of at least two of these criteria
is enough to differentiate HSP from other forms
of vasculitis with 87% sensitivity and 87% speci-
ficity.8

Most children have the classic HSP triad
of purpura, colicky abdominal pain, and
arthritis, but up to 50% may present with
additional symptoms, including testicular
swelling (which must be differentiated from
torsion).

In general, renal disease is seen less in chil-
dren under age 2 years, whereas subcutaneous

had persistent hematuria 12 months later, and
2 developed renal insufficiency 18 months
after onset.

This study was immediately followed by a
retrospective study!4 that compared outcomes
in patients without renal disease, among
which 20 were treated with corticosteroids
and 30 were not. Both groups showed a 20%
frequency of subsequent renal involvement
within 3 months of initial presentation, sug-
gesting that pretreatment with steroids did not
prevent the delayed onset of nephritis.

Conflicting observations. The seemingly
conflicting data regarding prevention of
delayed onset of renal disease are difficult to
interpret. One explanation may be flawed
study design: none of the studies was placebo-
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edema is more common in this age group than
in children over age 2 years.!

HSP tends to be more common in fall, win-
ter, and spring and is preceded in 50% of patients
by an upper respiratory tract infection. Males and
females are affected equally, and the median age
of onset is 4 years.?

HISTOLOGIC FEATURES

HSP is a vasculitis of the small vessels, believed
to be mediated by immune complexes deposited
in various organs, including the stomach, ileum,
and kidneys.

Serologic studies document elevated levels
of immunoglobulin A (IgA) in 50% of patients,
in addition to activation of the complement
system through the alternative pathway. C3 and
C4 complement components remain at normal
levels.

Histopathologic study of the skin and other
affected organs reveals polymorphonuclear
cells in vessel walls with IgA, C3, and immune
complexes seen in venules, arterioles, and cap-
illaries.10

DISEASE COURSE

The onset of HSP is acute, but the course varies.
In 80% of patients, HSP is limited to a single
episode resolving in 4 to 6 weeks. HSP recurs in

10% to 20% of patients and becomes chronic in
less than 5%.11

controlled or randomized, and two were retro-
spective observations. Inconsistencies in the
timing of corticosteroid administration from
study to study make interpreting the results
difficult. Furthermore, patients with delayed
onset of renal manifestations are apparently
not at high risk for renal impairment,!5 and
thus the indication for any intervention is
questionable.

Who is at highest risk

for progressive renal insufficiency?

The controversy regarding management of
HSP nephritis is centered on patients at high
risk for renal insufficiency, renal failure, or
both. For the majority of children with HSPF,

renal involvement is transient and inconse-
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Data favor
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immuno-
suppressive
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progressive
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quential. However, 1% to 5% of children
develop chronic renal disease, and in up to
1% this may progress to renal failure. Because
renal failure is a rare outcome of HSP, inter-
ventional prospective studies of the subset of
patients with renal failure may not be feasible.
Therefore, the ideal treatment for such
patients is still unknown.

The outcome in adults with HSP nephri-
tis differs from the childhood experience. The
natural history of this complication carries a
high risk of renal insufficiency and an
increased potential for renal failure.

Allen! retrospectively studied 74 chil-
dren, of whom 40 had no renal findings at pre-
sentation, 24 had hematuria only, and 10 had
hematuria and proteinuria. One year later,
80% of the children with no renal involve-
ment at presentation and 71% of mildly
affected children remained well. In contrast,
only 40% of those who presented with severe
involvement (nephrosis, renal insufficiency,
or both) were free of renal findings.

In a similar study by Niaudet et al,!5 none
of the children with mild initial renal find-
ings (hematuria only or proteinuria of less
than 1 g/day) had renal disease more than 1
year later. However, of the patients who pre-
sented with nephrotic syndrome, renal insuf-
ficiency, or renal failure, a significant number
went on to chronic renal failure. The same
investigators then correlated biopsy findings
with clinical renal manifestations and found
a significant association of proliferative
glomerulonephritis with at least 50% cres-
cents with the development of future renal
failure.

Niaudet et al also concluded that the
presence of hematuria with nephrotic-range
proteinuria confers a 15% risk of renal failure,
whereas nephrosis with renal insufficiency
and crescentic glomerulonephritis (crescentic
cells observed in more than 50% of glomeruli)
may lead to renal failure in up to half of
patients with HSP-associated renal involve-
ment after a 10-year course. Aggressive treat-
ment should therefore be attempted to pre-
vent late sequelae. Patients with nephrotic-
range proteinuria, nephrotic syndrome, and
signs of renal insufficiency should undergo
renal biopsy to determine the extent of renal
involvement.15
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What is the optimal treatment

for severe HSP nephritis?

Studies recommend various treatments for
severe renal involvement in patients with
HSP. These include pulsed or oral cortico-
steroids (alone or in combination with
immunosuppressive agents such as azathio-
prine, cyclophosphamide, or cyclosporine),
plasmapheresis, high-dose and low-dose intra-
venous IgG, danazol, and fish oil.!1

However, these studies suffer from small
numbers of subjects, retrospective analysis of
data, and lack of placebo control. Renal biop-
sy findings are inconsistently available, and
interventions are given at different times in
the course of the illness. Therefore, it is diffi-
cult to draw meaningful conclusions from
these reports.

Nonetheless, a recent uncontrolled
study!6 suggests that the natural history of
severe HSP nephritis may be changed favor-
ably: 12 children with HSP and biopsy-proven
rapidly progressive crescentic  glomeru-
lonephritis were treated with a combination
of methylprednisolone at 30 mg/kg/day for 3
consecutive days, followed by oral cortico-
steroids at 2 mg/kg/day, cyclophosphamide at
2 mg/kg/day for 2 months, and dipyridamole
at 5 mg/kg/day for 6 months. Rapidly progres-
sive crescentic glomerulonephritis was char-
acterized histologically by the presence of
extensive crescent formation (over 60%) in
the renal biopsy specimen, and clinically by a
sudden progressive decline in renal function
(50% or greater decline in the glomerular fil-
tration rate within 6 weeks), together with
nephrotic-range urine sediment and protein-
uria (> 40 mg/m2fhour). At the 3-month eval-
uation, the glomerular filtration rate normal-
ized in 11 of 12 patients, nephrosis resolved in
8 of 12, and hematuria was no longer
detectable in 9 of 12. Furthermore, at 30
months after the treatment, only 1 patient
had persistent nephrotic syndrome, and 1
developed renal failure.

Clinical recommendations based on data

Although ideally designed studies have not
been performed to resolve the controversies
surrounding treatment of progressive HSP
nephritis, available data favor aggressive
immunosuppressive therapy.
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