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Familial Mediterranean Fever Present with Gastrointestinal
Manifestations of Henoch Schonlein Purpura

Henoch Schonlein Purpurasinin Gastrointestinal Tutulumuyla Seyreden
Ailevi Akdeniz Atesi Vakasi
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ABSTRACT

Henoch Schoénlein Purpura is the most common small vessel vasculitis in childhood which is characterized
with non-thrombocytopenic purpuric skin rash, arthritis, abdominal pain and renal disease. Palpable
purpura usually occurs as the first clinical finding. However, gastrointestinal symptoms can rarely
appear before the rash and may cause delays in diagnosis.

Here, we present a case of Henoch Schoénlein Purpura who underwent appendectomy with the diagnosis
of acute abdomen and developed skin involvement in clinical follow-up. Another important point of our
case is; In the genetic analysis performed in our patient with Henoch Schénlein purpura attack, Familial
Mediterranean Fever was diagnosed with heterozygous mutation M694V and V726A . Since Henoch
Schénlein Purpura is more common in Familial Mediterranean Fever patients; Familial Mediterranean
Fever findings should be questioned in patients with Henoch Schénlein Purpura and gene mutation
analysis should be performed if Familial Mediterranean Fever findings are specified.

Keywords: Henoch Schonlein Purpura, Abdominal pain, Non-thrombocytopenic purpura, Familial
Mediterranean Fever

oz

Henoch Schénlein Purpurasi artrit, karin agrisi, non-trombositopenik purpura ve bébrek tutulumu ile
seyreden, cocukluk caginda en sik gorilen kiiclik damar vaskdlitidir. Palpabl purpura genelde hastaligin
ilk bulgusu olarak ortaya cikar. Ancak gastrointestinal semptomlar nadiren dékintiden 6nce ortaya
cikarak tanida gecikmelere neden olabilmektedir.

Bu yazida akut batin klinigiyle acil servisimize basvuran, apendektomi yapilan ve klinik takibi sirasinda
cilt tutulumunun ortaya cikmasi ile Henoch Schénlein Purpurasi tanisi alan bir vaka sunuyoruz.
Vakamizin énemli olan bir diger noktasi da; Henoch Schonlein purpura atagi olan hastamizda yapilan
genetik analizde M694V ve V726A heterozigot mutasyonu ile Ailevi Akdeniz Atesi tanisi konmasidir.
Ailevi Akdeniz Atesi hastalarinda Henoch Schénlein Purpurasi daha sik oldugu i¢in; Henoch Schénlein
Purpurasi hastalarda Ailevi Akdeniz Atesi bulgulart sorgulanmali ve Ailevi Akdeniz Atesi bulgulari
belirtiimisse gen mutasyon analizi yapiimalidir.

Anahtar Soézciikler: Henoch Schénlein Purpurasi, Karin agrisi, Non-trombositopenik purpura, Ailevi
Akdeniz Atesi
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INTRODUCTION

Henoch Schénlein Purpura (HSP) is a systemic vasculitis
of childhood characterized by the accumulation of immune
complexes containing immunoglobulin A in small vessels
histopathologically. HSP can affect many organ or systems
including skin, joints, gastrointestinal system and kidneys.
Palpable purpura usually occurs as the first finding. Gas-
trointestinal symptoms typically develop within eight days
of the appearance of the rash, although much longer inter-
vals (weeks to months) have been described (1). Although
the first clinical symptom is generally non-thrombocytope-
nic purpura skin rash; gastrointestinal symptoms rarely pre-
cede the rash, as in our case.

Familial Mediterranean fever (FMF) is a hereditary auto-
inflammatory disorder characterized by recurrent bouts of
fever and serosal inflammation. Diagnosis of FMF requires
the presence of a confirmatory MEFV genotype and at least
one of the following four clinical features: duration of one
to three day episodes, arthritis, chest pain, or abdominal
pain. Alternatively, in cases with no confirmatory MEFV
genotype, the patient should have at least two of the above
features. Confirmatory genotype means carriage of patho-
genic or likely pathogenic mutations as homozygotes or
compound heterozygotes (2).

Although there are many factors in the etiology of HSP, it
is known that it is more common in Familial Mediterranean
Fever patients (3). In this article, a case of HSP with gas-
trointestinal system involvement such as bloody diarrhea
without severe abdominal pain and purpuric rash and then
diagnosed with FMF by genetic analysis is presented.

CASE REPORT

A seven year-old male patient was admitted to the pediat-
ric emergency service with symptoms of diffuse abdominal
pain and vomiting. He had nonhemorrhagic diarrhea for two
days. The patient had no recent history of infection or drug
use, and no symptoms of fever or weight loss.

Vital signs of the patient were normal at the emergency ser-
vice admission. The body weight was 20 kg (10-25p) and
height 120 cm (25-50p). Tenderness in the epigastric and
right lower quadrant regions was detected on abdominal
examination. Other system examinations were normal. It
was learned that he has had intermittent abdominal pain in
his history.

In laboratory tests; white blood cell count was 20200/mm?,
hemoglobin 13.8 gr/dL, hematocrit 39.5 gr/dL, platelet count
529000/mm?, CRP 12.92 mg/dL, calcium: 7.21 mg/ dL,
chlorine 95 mmol/L, total protein 5.89 gr/dL, albumin 2.73
gr/dL, total bilirubin 0.3 mg/dL, direct bilirubin 0.1 mg/dL ,
APTT 30.3 sec, INR: 1.19. Hematuria and proteinuria were
observed in urinalysis, with findings of +4 and +1, respec-

tively. No pathogen was found in the urine culture. Similarly,
in the patient’s stool culture, which also had no stool para-
sites, no pathogen was found. In the abdominal ultrasonog-
raphy, edema of the intestinal loops and minimal free fluid in
the retrovesical fossa was detected between the intestines.
Accompanying, millimeter-sized multiple echogenic parti-
cles that did not give any level in the bladder were observed.
He was hospitalized for diagnosis and treatment. Parenteral
cefotaxime and amikacin were administered on suspicion
of acute abdomen and pyelonephritis. During the follow-up
of the patient, abdominal pain did not regress, and diarrhea
continued. Bile vomiting also started. Multiple intraperito-
neal lymphadenomegaly, diffuse free fluid in the abdomen,
widespread thickness increase in the intestinal loops and
focal dilated jejunal rings were observed on abdominal CT.

The patient had obvious signs of defense and rebound. He
was operated. The appendix had ileal position and seemed
to be acute appendicitis. All small intestines were edema-
tous and distended, and the cecum was evaluated as nor-
mal (Figure 1). The clinical problems of the patient continued
in the postoperative period. Shortly after; edema developed
in the periorbital and dorsal surfaces of the patient’s feet.

Laboratory tests revealed hyponatremia, hypocalcemia,
hypopotasemia and hypoalbuminemia. Hematuria persisted
at the same time. However the blood pressure of the patient
was within the normal range, nephritic proteinuria (16 mg/
m?/hr) was detected with serum albumin level of 1.64 gr/
dL. Additional laboratory tests aimed to detect etiology of
hypoalbuminemia such anti-endomysium and anti-gliadine
IgA antibodies were negative. Other tests evaluated were
as follow and given with the results; fecal calprotectin val-
ue>300 pg/g (upper limit 166 pg/g), complement C3 65.5
mg/dL (79-152), complement C4 17.5 mg/dL (16- 38) and
ASO 88.2 [U/mL (0-116).

Figure 1: Oedematous and distended small intestines.

310

Med ) West Black Sea 2021;5(2): 309-313



Familial Mediterranean Fever Present with Gastrointestinal Manifestations of Henoch Schonlein Purpura

Interestingly on the fifth day of his admission painless
petechiae and palpable purpura lesions were observed
in the periumbilical region and on the dorsomedial side of
the left foot (Figure 2). Leukocytoclastic vasculitis was not
observed in skin biopsy. It was reported as improving vas-
culitis. Methylprednisolone treatment was initiated in the
patient diagnosed with HSP. Heterozygous mutations of
M694V and V726A were detected when genetic evaluation
was made for FMF due to a history of recurrent abdominal
pain. Colchicine treatment was initiated in the patient diag-
nosed with FMF.

CONCLUSION

HSP is the most common childhood vasculitis that occurs
particularly in children between 3-15 years of age. (4). Gas-
trointestinal symptoms typically develop within eight days
of the appearance of the rash, although much longer inter-
vals (weeks to months) have been described. Although the
first clinical symptom is often non-thrombocytopenic purpu-
ra skin rash; gastrointestinal symptoms can rarely appear
before the rash as the case presented.

According to diagnostic criteria determined by European
League against Rheumatism/The Pediatric Rheumatology
International Trials Organization/Pediatric Rheumatology
European Society (EULAR/PRINTO/PRES) palpable pur-
pura on the lower extremities is determined as the absolute
criterion, and HSP could be diagnosed with at least one of
the other four criteria (gastroinestinal system involvement,
arthritis/arthralgia, renal involvement and histopathology
(leukocytoclastic vasculitis or proliferative glomerulonephri-

Figure 2: Palpabl purpura.

tis) (5). Our patient had abdominal pain, diarrhea, nephritic
syndrome, and palpable purpura that appeared later.

Gastrointestinal symptoms are observed in about 50% of
children diagnosed with HSP (6). Mild symptoms such as
nausea, vomiting, abdominal pain, paralytic ileus may be
seen, as well as severe syptoms such as gastrointestinal
bleeding, ischemia and necrosis, intussusception in the
intestines may develop in gastrointestinal involvement of
HSP. These signs are caused of peritoneal and visceral
vasculitis causing extravasation of blood and interstitial fluid
into the intestinal lumen. Gastrointestinal symptoms in HSP
typically occur in the week following the appearance of pur-
pura. However, in about 15 to 35 percent of cases, gastro-
intestinal symptoms precede the purpura (7). HSP cases in
which rash emerged in the late period, such as 24 weeks
after gastrointestinal symptoms, have also been described
in the literature (8,9). In our case, signs of gastrointestinal
involvement were colic-like abdominal pain, along with the
bloody diarrhea, nausea and vomiting that appeared before
palpable purpura. Gastrointestinal involvement in HSP can
also be observed with complications such as intestinal
obstruction, invagination, intestinal perforation, pancreati-
tis, massive bowel necrosis and with acute apendicitis as
observed in our case (6). Since vasculitis affecting the ileum
and ascending colon in HSP resembles the clinical findings
of acute appendicitis, it may cause unnecessary laparoto-
my.

On the other hand our case had also renal involvement of
HSP which can be identified in 20 to 54 percent of patients
with disease. Signs from isolated hematuria, moderate pro-
teinuria, nephritic syndrome, nephrotic syndrome to renal
failure can be observed (10). Renal failure did not develop
in our patient with microscopic hematuria and proteinuria
(16 mg / m? / hour). Kidney involvement may rarely be the
first sign of the disease. If the first involvement in HSP is
in an organ other than the skin, this may cause a delay in
diagnosis.

The treatment of HSP is in the form of supportive therapy
and generally proper diet, adequate hydration, analgesia
and monitoring of vital findings are sulfficient for supportive
treatment (11). Steroids can also be used in the treatment
of HSP. However, there is no consensus in the literature on
this issue due to the low value of proof in the studies. How-
ever, the use of steroids is considered to be helpful in HSP
patients with severe involvement of systems (12). The com-
plaints of our patient completely regressed and he became
fully recovered after 2 mg/kg/day methylprednisolone med-
ication for 3 weeks.

In our case with a history of chronic abdominal pain, com-
bined heterozygous mutations were found in M694V and
V726A in the 10" exon in the genetic analysis evaluated
for FMF. In the literature the association of FMF and HSP
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has been reported as approximately 5% (1). In a study of
HSP patients with no diagnosis or clinical manifestations of
FMF, MEFV gene mutations were detected in 43 percent
of patients. (3). In an another research conducted with 168
HSP patients that questioned the presence of clinical signs
of FMF, 10 patients had FMF symptoms in their anamnesis.
MEFV gene mutations (M694V/-, V726A/- and E148Q/- het-
erozygous mutations) were detected in 3 of these patients
(13). M694V homozygotes have a severe phenotype and
are more likely to have arthritis, renal amyloidosis, erysip-
elas-like skin lesions, high fever, splenomegaly, and more
frequent attacks as compared with individuals with oth-
er MEFV mutations (14). In another study, demonstrated
that heterozygosity is not responsible for classical Mende-
lian FMF per se but constitutes a risk factor to develop FMF,
with the risk six- to eightfold higher compared with noncar-
riers of MEFV mutation. The detection of two pathogenic
mutations in the MEFV gene in an individual confirms the
diagnosis (15). In our case, in which heterozygous M694V
and V726A mutations were found, there were no symptoms
except for intermittent attacks of abdominal pain.

In conclusion, since HSP is more frequent in FMF patients;
FMF findings should be questioned in patients with HSP. If
FMF findings are specified, gene mutation analysis should
be performed. In addition FMF should be considered espe-
cially in patients operated with the diagnosis of appendicitis
and whose complaints do not improve at postoperative pro-
cess. Thus, the complications of FMF will be prevented by
planning FMF treatment. On the other hand although skin
involvement is commonly the first clinical sign in HSP, as
in the case presented gastrointestinal involvement can be
appear before skin involvement. It should be kept in mind
that patients without skin involvement in HSP may have
multisystemic involvement.
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