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Henoch-Schonlein purpura (HSP) is a multi-organ vasculitis involving skin, joints, gastrointestinal tract, and
kidneys. The present study reported a 5-year-old boy presenting with intense abdominal pain, bloody diarrhea, and
protein-losing enteropathy. Investigations for infectious enteritis were negative. Esophagogastroduodenoscopy showed
swelling and erythematous mucosa with hemorrhagic spots at duodenal bulb to the third part of duodenum. Histopathology
of endoscopic biopsies revealed non-specific duodenitis. HSP was suspected, based on duodenitis and the presence of
inflammatory markers without identifiable causes. Corticosteroid was started resulting in marked improvement of his clinical
symptoms. Two weeks later, he developed nephrotic-range proteinuria, thus kidney biopsy was performed. Renal histology
was consistent with IgA nephropathy, supporting the diagnosis of HSP. This report emphasizes that patients with HSP may
not always show visible purpura, and the diagnosis requires a high index of suspicion. GI endoscopy and renal biopsy may

be helpful for the diagnosis in selected patients presenting with atypical presentations.
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Henoch-Schonlein purpura (HSP) is the most
common immune complex-mediated vasculitis in
childhood that results in multi-organ involvement. The
European League against Rheumatism and Pediatric
Rheumatology European Society (EULAR/PReS)
defined the diagnostic criteria composed of skin
purpura and one of the following: diffuse abdominal
pain, any biopsy showing predominant IgA deposition,
arthritis or arthralgia, and renal involvementV. Thus,
the presence of palpable purpura or petechiae is
mandatory for the diagnosis of HSP. However, there
have been some reports of the patients presented with
gastrointestinal (GI) involvement without purpura®?.
This could be an atypical form of HSP. The present
study report a young child presented with GI and renal
involvement of HSP without purpura.

Case Report

A previously healthy 5-year-old boy presented
with colicky abdominal pain, vomiting, and watery
diarrhea for 8 days. He was admitted to the hospital,
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and antibiotics were given intravenously for suspected
infective colitis. Seven days after admission, he
developed bloody diarrhea and was referred to our
hospital. He had no history of drug use or significant
underlying disease. Physical examination revealed
normal body weight (17.2 kg, 25" percentile) and
height (115 cm, 90" percentile). Vital signs showed
body temperature 37.8°C, pulse rate 130/minute, and
blood pressure 118/82 mmHg. There were puffy eyelids
without pallor. Abdominal examination revealed
mild tenderness at left para-umbilical area, without
abdominal distention or hepatosplenomegaly. No skin
rash or purpura was observed.

Laboratory investigations showed hemoglobin
13.4 g/dL, hematocrit 40%, white blood cells (WBC)
43,000/mm? (87% neutrophil), and platelets 632,000/mm?.
Serum urea nitrogen, creatinine, and liver profiles were
normal except albumin of 14.7 g/L (normal 35-45 g/L).
Other blood tests showed C-reactive protein (CRP) of
45.9 mg/L (normal <5 mg/L), complement C3 level of
518 pg/mL (normal 900-1,800 pg/mL) and C4 of
83.1 pg/mL (normal 100-400 pg/mL). Antistreptolysin-O
titer, antinuclear antibodies, and anti-double-stranded
DNA were negative. Urinalysis showed WBC 3-5/HPF,
red blood cells (RBC) 5 to 10/HPF, and proteinuria 3+.
A 24-hour urine protein was 35 mg/m*hour. Stool
examination showed numerous RBC with moderate
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WBC but no parasite or ova was found. Stool culture
was negative for enteric pathogens. Protein losing
enteropathy was demonstrated by fecal alpha-1
antitrypsin of 36.3 mg/dL (normal 0.25-5.3 mg/dL). A
computed tomography scan of the whole abdomen
showed dilated entire colon without evidence of
bowel wall thickening or gut obstruction.

An esophagogastroduodenoscopy showed
generalized swelling, erythematous mucosa, and
hemorrhagic spots at the duodenal bulb to the third
part of duodenum. Macroscopic and microscopic
examinations of the colonoscopy were unremarkable.
Histopathology showed mild active duodenitis without
vasculitis and was otherwise unremarkable. The
immunohistochemistry revealed no IgA deposit in
the capillary wall.

He continued to have intense abdominal pain,
bloody diarrhea, and anemia requiring blood transfusion
despite intravenous antibiotic therapy. Duodenitis in
combination with inflammatory markers including
high CRP, leukocytosis, and thrombocytosis without
identifiable causes, suggested a diagnosis of HSP.
Intravenous methylprednisolone (2 mg/kg/day) was
started on the third day of admission. Abdominal pain
and bloody diarrhea improved significantly following
three days of methylprednisolone, and CRP decreased
to 9 mg/L. Then, treatment was continued with oral
prednisolone. He stayed in the hospital for 13 days.

Two weeks later at the outpatient follow-up
visit, his urinalysis showed proteinuria 3+ with WBC
>20/HPF and numerous dysmorphic RBC. A 24-hour
urine protein was 79 mg/m*hour, which was in the
nephrotic range. A kidney biopsy showed focal
endocapillary proliferation with moderate mesangial
hypertrophy. The immunofluorescence stain revealed
IgA and fibrinogen deposition in the mesangium,
which were compatible with [gA nephropathy (Fig. 1).
Electron dense deposits were identified in the
mesangium on the electron microscopy. According to
the renal histology and GI involvement, the diagnosis
of HSP was made. His renal disease resolved following
5 months of oral prednisolone therapy. Skin rash had
never been observed during 12-month follow-up.

Discussion

HSP or IgA vasculitis is characterized by
IgAl-dominant immune deposition in the small
vessels and often involves the skin, joints, GI tract, and
kidneys™. Our previous study in 47 children with HSP
showed that 83% presented with abdominal pain
occurred following purpura with an interval of one to
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21 days and 17% had abdominal pain before purpura
with an interval of three to 30 days®. According to the
EULAR/PReS criteria 2006, the presence of skin
purpura or petechiae is mandatory for diagnosis of
HSP®. Our patient had two main clinical features,
GI and renal involvement, which are compatible with
HSP. Differential diagnoses include other systemic
vasculitis and severe gastrointestinal infection. Based
on the finding of mesangial IgA deposition on renal
histology, while excluding enteric pathogens, the most
likely diagnosis in this patient was HSP; although
there was no rash during his clinical course.

HSP without purpura or HSP variant has been
described. Gunasekaran et al reported three children
presented with acute colicky abdominal pain and
endoscopic findings of duodenojejunitis predominantly
at the descending duodenum with additional laboratory
results supporting HSP diagnosis®. The authors
proposed that duodenojejunitis could be the primary
manifestation of HSP, even in the absence of the
characteristic purpura. Another study from Japan
reported nine children with gastroduodenitis with
clinical characteristics and endoscopic findings
mimicking HSP without skin rash®. The authors
reported that characteristic I[gA deposition, particularly
IgA1, in the capillaries in lamina propria was found in
six patients, which was similar to another report®.
They also demonstrated the proportion of IgA
deposition was higher in patients who had HSP
without rash as compare to the control group who
had various gastrointestinal disorders (64% vs. 9%)©.

Fig. 1

Histopathology of kidney biopsy. (A) The
glomerulus showed mesangial hyperplasia with
occasional leukocytes (PAS x400). Fluorescent
microscopy demonstrated IgA (B) and fibrinogen
(C) staining in the mesangium. (FITC x400).
(D) Dense deposits (*) were identified in the
mesangium (TEM x8,000).
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Table 1. Summarized features of reported cases of Henoch-Schénlein purpura without rash

Author, year n Age GI manifestations Other systemic GI lesions and evidences Response to
(year) symptoms supporting diagnosis glucocorticoid
Gunasekatan etal.®, 3 7-9  Acute colicky Not mentioned Duodenojejunitis predominantly Prompt recovery
2000 abdominal pain, descending part of duodenum within 48 hours
vomiting, diarrhea Absent serum F XIII activity and
high serum IgA level
Kato et al.®, 2004 9 3-12  Abdominal pain, Joint pain (2), Duodenitis, predominantly distal 3 patients
hematemesis, renal disease (2)  part of duodenum who received
hematochezia (hematuria, NS)  IgA deposition in duodenal biopsy  glucocorticoid
responded well
Nakamura et al.?, 1 61 Intermittent NS with Ulcers at terminal ileum with Effective
2010 abdominal pain, subsequent acute  active bleeding
bloody diarrhea renal failure IgA deposition in surgically
resected ileum and kidney biopsy
The present study 1 5 Colicky abdominal Nephrotic range  Duodenitis Prompt recovery

pain, bloody diarrhea,
protein losing
enteropathy

proteinuria

IgA deposition in kidney biopsy within 72 hours

F = factor; GI = gastrointestinal; IgA = immunoglobulin A; NS =

Nakamura et alreported a 61-year-old Japanese patient
with massive intestinal bleeding and acute renal failure.
Further investigations demonstrated ulcers at the
terminal ileum with active bleeding requiring surgical
resection”. Histological examination revealed IgA
and C3 in the small vessels of intestine and renal
mesangium. Although skin rash was absent, the authors
stated that IgA-related enteropathy could be a subclass
of HSP. To our knowledge, only few cases of HSP
without purpura were reported in English literature
and were summarized in Table 1.

GI involvement is common in children with
HSP (51-74%)®. The symptoms include nausea,
vomiting, abdominal pain, and hemorrhage. GI
hemorrhage was reported in 8 to 18% of patients with
massive hemorrhage in 2%, Hypoalbuminemia
without evidence of significant renal loss is caused
by intestinal protein loss due to mucosal injury, even
without abdominal symptoms(?. Protein losing
enteropathy occurs in 3% of patients in a large pediatric
report from Finland"?. The reported endoscopic
findings of HSP vary from erythema, edema, erosion,
and ulcers to submucosal hematoma®*!V. Lesions are
commonly found at small intestine (91%), particularly
descending duodenum (64%). Other sites include
stomach (70%), terminal ileum (50%), and colon
(60%)V. Most histologic studies showed nonspecific
inflammation®'. Evidence of vasculitis in the
intestinal mucosa is likely to be found in those who
have multiple ulcers and hematoma-like protrusions®.
Immunohistochemistry may be helpful in distinguishing
HSP from other causes of GI inflammation. Our patient
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nephrotic syndrome

presented with abdominal pain, bloody diarrhea, and
protein losing enteropathy. Endoscopic findings of
duodenitis with hemorrhagic spots, and histology of
nonspecific inflammation not compatible with other
causes, made HSP more likely. Vasculitis and IgA
deposition in the duodenal biopsy could not be
demonstrated in our patient, the findings were
consistent with previous report that the positivity of
IgA deposition is low in the duodenal endoscopic
biopsies, even with macroscopic abnormality®.

Nephritis occurs in 30 to 50% of HSP
patients'>'¥, The severity of HSP nephritis (HSPN)
range from isolated hematuria and/or proteinuria to
acute nephritis and/or nephrotic syndrome!'¥. Interval
urinalysis is recommended for six months after the
disease onset!'¥, Severe abdominal pain, older age at
onset, persistent purpura, and recurrence of disease
are risk factors described in previous reports!'>!,
Demonstration of IgA deposition in the renal mesangium
is the hallmark of HSPN as well as IgA nephropathy
(IgAN). The two diseases are believed to share same
pathogenic mechanism®. However, they have
different clinical presentations and outcomes. HSPN
presents at a younger age with more extra-renal
manifestations but has favorable renal outcome
compare to [gANU!), Moreover, severe GI symptoms
such as bloody diarrhea and protein losing enteropathy,
like in our patient, are unlikely in [IgANU7, Secondary
forms of IgAN, such as Crohn’s disease, celiac disease,
lymphoproliferative disorders, and drug-induced,
have been described but they rarely reported to cause
urinary or renal function abnormalities®.
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Hypocomplementemia has been reported in
6 to 15%"®. This phenomenon is transient and not
relate to disease severity. The patient’s complement
level return to normal within four weeks, similar to
previous studies. There was no evidence of other
emerging autoimmune diseases during 12-month
follow-up.

In conclusion, the present report emphasizes
that patients with HSP may not always show visible
purpura and the diagnosis requires high index of
suspicion. GI endoscopy and renal biopsy may be
helpful for the diagnosis in patients presenting with
atypical presentations.

What is already known on this topic?

1.HSP is the most common immune
complex-mediated vasculitis in childhood. It involves
multi-organ system including skin, joints, GI tract, and
kidney.

2.The diagnosis of HSP generally requires
the presence of purpura.

3.HSP patients can present with GI
involvement before the presence of purpura.

What this study adds?

1. Patients with HSP may not always show
purpura.

2. HSP should be considered in patients who
present with unexplained gastrointestinal symptoms
despite of absence of purpura.

Acknowledgements

The authors would like to thank Dr. Pornthep
Tanpowpong, Mahidol University for his helpful
suggestions and editing this case report.

Potential conflicts of interest
None.

References

1. Ozen S, Ruperto N, Dillon MJ, Bagga A,
Barron K, Davin JC, et al. EULAR/PReS
endorsed consensus criteria for the classification
of childhood vasculitides. Ann Rheum Dis 2006;
65:936-41.

2. Kato S, Ozawa K, Ando N, Naganuma H, linuma
K, Nagura H. Immunoglobulin A enteropathy: a
possible variant of Henoch-Schonlein purpura.
Dig Dis Sci 2004; 49: 1777-81.

3. Gunasekaran TS, Berman J, Gonzalez M.
Duodenojejunitis: is it idiopathic or is it Henoch-

444

10.

11.

12.

13.

14.

Schonlein purpura without the purpura? J Pediatr
Gastroenterol Nutr 2000; 30: 22-8.

Jennette JC, Falk RJ, Bacon PA, Basu N, Cid MC,
Ferrario F, et al. 2012 revised International Chapel
Hill Consensus Conference nomenclature of
vasculitides. Arthritis Rheum 2013; 65: 1-11.
Pabunruang W, Treepongkaruna S, Tangnara-
ratchakit K, Chunharas A, Phuapradit P. Henoch-
Schonlein purpura: clinical manifestations and
long-term outcomes in Thai children. ] Med Assoc
Thai 2002; 85 (Suppl 4): S1213-8.

Kato S, Ebina K, Naganuma H, Sato S, Maisawa
S, Nakagawa H. Intestinal IgA deposition in
Henoch-Schonlein purpura with severe gastro-
intestinal manifestations. Eur J Pediatr 1996; 155:
91-5.

Nakamura S, Hisamatsu T, Kikuchi J, Adachi M,
Yamagishi Y, Imaeda H, et al. A case of IgA-related
enteropathy complicated with gastrointestinal
bleeding and progressive IgA nephropathy: a
possible variant Henoch-Schonlein purpura?
Intern Med 2010; 49: 1755-61.

Ebert EC. Gastrointestinal manifestations of
Henoch-Schonlein Purpura. Dig Dis Sci 2008;
53:2011-9.

Chang WL, Yang YH, Lin YT, Chiang BL.
Gastrointestinal manifestations in Henoch-
Schonlein purpura: a review of 261 patients.
Acta Paediatr 2004; 93: 1427-31.

Jauhola O, Ronkainen J, Koskimies O, Ala-
Houhala M, Arikoski P, Holtta T, et al. Clinical
course of extrarenal symptoms in Henoch-
Schonlein purpura: a 6-month prospective study.
Arch Dis Child 2010; 95: 871-6.

Nishiyama R, Nakajima N, Ogihara A, Oota S,
Kobayashi S, Yokoyama K, et al. Endoscope
images of Schonlein-Henoch purpura. Digestion
2008; 77: 236-41.

Peru H, Soylemezoglu O, Bakkaloglu SA, Elmas
S, Bozkaya D, Elmaci AM, et al. Henoch
Schonlein purpura in childhood: clinical analysis
of 254 cases over a 3-year period. Clin Rheumatol
2008; 27: 1087-92.

Jauhola O, Ronkainen J, Koskimies O, Ala-
Houhala M, Arikoski P, Holtta T, et al. Renal
manifestations of Henoch-Schonlein purpura in
a 6-month prospective study of 223 children.
Arch Dis Child 2010; 95: 877-82.

Narchi H. Risk of long term renal impairment
and duration of follow up recommended for
Henoch-Schonlein purpura with normal or

J Med Assoc Thai Vol. 99 No. 4 2016



minimal urinary findings: a systematic review. 2001; 59: 823-34.

Arch Dis Child 2005; 90: 916-20. 17. Ronkainen J, Koskimies O, Ala-Houhala M,
15. Shin JI, Park JM, Shin YH, Hwang DH, Kim JH, Antikainen M, Merenmies J, Rajantie J, et al. Early
Lee JS. Predictive factors for nephritis, relapse, prednisone therapy in Henoch-Schonlein purpura:
and significant proteinuria in childhood Henoch- a randomized, double-blind, placebo-controlled
Schonlein purpura. Scand J Rheumatol 2006; 35: trial. J Pediatr 2006; 149: 241-7.
56-60. 18. Lin Q, Min Y, Li Y, Zhu Y, Song X, Xu Q,
16. Davin JC, Ten Berge 1J, Weening JJ. What is et al. Henoch-Schonlein purpura with hypo-
the difference between IgA nephropathy and complementemia. Pediatr Nephrol 2012; 27:
Henoch-Schonlein purpura nephritis? Kidney Int 801-6.

I5a Henoch-Schénlein i luuanieimsav: s1eaugliguaznyminissamnssu

IS g A A o [

W1IWIA 95T, ndual iargaunalny, viysey Inlsedana, giu 159vv19, mAns dansyna,

o

=) o
ang AINIyNgaN

Henoch-Schénlein purpura (HSP) (fulsaiioimsuaninatgszuy loud damis 9o muduerms uazla
1 dyj LA I~ | ‘d’d 2/ 2/ ! 1 I A ! o = n.’/
neaugtheil nenuiihewn o1 5 1 ndermsthanedguusd o5 megenszihuaensiudvillsausimagnse
msas19nNrealuamaau 9 liwumangrumsanivenalld msdesndssnsiemauduemsdiuyuuazanwualaan
dwAuvINuaY uazdgadenaan HanTIvgaNeIFINeImYMIsnauveIgloauuy kT msIdedeiesdy fe
HSP ilesnindeimsmaduermsuazalodiidnay sudundngiuvesmsenaulusiame laun a1 C-reactive protein
Tudongs amzdindenvniuazindadongs lnoasielinuaunadu gihedaldsumssnenaigeinasalaaidgsesd i
14 T
ommthaiesdvuinn uazemsaeganszthudeamely luomdesnassanud gihedl/saulivnsiluifaanzsmae
dlasumsdnsuiielaiemanis uazwagane1Ing1vedladnldry IgA nephropathy Fuilumsarivayumsiiede
Isa HSP nigaugtheiuanaliiiiud fihe HSP e1vliuansoinmsiy wenainil msdeandeania@uerns uazms
4 ~ S A o aa o vy A o - aa oyt o
a729ule Ina19dit/s Tovisiegugumsinedelugihendeimsasdelsad udermsmenaindalunsumunmuaing

1%

Jivde

J Med Assoc Thai Vol. 99 No. 4 2016 445



