CASE REPORT

Hand-Foot and Mouth Disease and Reactive Arthritis:
An Unusual Paediatric Case
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ABSTRACT

Reactive arthritis is defined as arthritis that occurs during or after an extraarticular infection. It is mostly difficult to
determine the causative agent that causes inflammation in the joints. Initially, salmonella, shigella, chlamydia and yersinia
were considered to be pathogenic agents. But recently, in addition to demonstrated viral and bacterial agents, there are
also other cases of reactive arthritis after vaccinations with Rubella and Influenza. Herein a 3-year old boy is reported with
reactive arthritis of left knee that developed shortly after hand-foot and mouth disease. This report represents the first
detailed description of a paediatric case in literature with reactive arthritis following hand-foot and mouth disease.
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INTRODUCTION

Reactive arthritis is defined as a form of arthritis that
develops during or after an extra-articular infection. The
cause of the inflammatory response in joints cannot
usually be determined. Common symptoms of arthritis
are: limitation of movement, warmth, redness, pain, and
swelling of joint. Previously, only bacterial gastro-
intestinal or genitourinary tract infections with causative
agents of salmonella, shigella, chlamydia and yersinia
etc. were thought to be involved in the etiology of
reactive arthritis.” But now different etiologic agents of
different extra-articular infections, other than gastro-
intestinal or wurinary tract infections, have been
demonstrated as giving rise to reactive arthritis. A
majority of postinfectious arthritis may also occur during
or after extra-articular viral infections with rubella,
parvovirus B19, and hepatitis B. There are also reported
cases of reactive arthritis after immunisation with rubella
and influenza vaccines.23

Herein we report a case of reactive arthritis associated
with a recent history of hand-foot and mouth disease.

CASE REPORT

A 3-year boy was presented to our emergency
department with complaints of restlessness and
constant crying, especially at nights for 3 days. On
physical examination, vital signs were normal.The
patient's all growth parameters were normal, too.There
were rare recovering cutaneous eruptions on palms and
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soles, with simultaneous mucocutaneous vesiculo-
ulcerative lesions in oropharynx and on soft palate.
During examination, the patient had a painful facial
expression and was unable to stand on his left leg for a
long time. His lower extremity examination revealed
swelling, redness, tenderness, and warmth with
palpation on left knee. The circumferential measure-
ments of the left and right knee in similar positions of
extension were16.5 cm and 15 cm, respectively. We
assessed the left knee for synovial effusion by eliciting
the bulge sign and performing ballottement. The
remaining physical examination was normal. At that
time, the values of the white blood cell, hemoglobin (Hb),
hematocrit (Hct), and platelets (PH) were in normal
ranges for his age (WBC : 12,500/mm3, Hg: 12 g/dL;
Hct: 36.2%, PIt: 46,0000/uL). Remaining blood counts,
liver and kidney parameters were in normal ranges. The
diagnostic laboratory tests for rheumatologic diseases
like erythrocyte sedimentation rate (ESR), C-reactive
protein (CRP), anti-nuclear antibodies (ANA), anti-
streptolysin O titer (ASO), rheumatoid factor (RF), were
also in normal ranges or negative [ASO: 104 IU/mL
(0-200 IU/ml), CRP: 3,4 mg/l (0-5 mg/L), ESR: 35 mm/hr
(0-19 mm/hr), RF: 6,2 U/mL (0-14 U/mL). With these
clinical and laboratory findings and recent history of a
viral infection, diagnosis of reactive arthritis was made.
He was treated with ibuprofen (40 mg/kg/d). After one
week, he was symptom-free with normal physical
examination.

DISCUSSION

The reactive arthritis is a type of arthritis with acute
onset and nonsuppurative in nature. The causative
agent cannot be isolated from the synovial fluid. We did
not perform a synovial fluid analysis. In other words, it is
a type of aseptic arthritis seen during or after an extra-
articular infection. The mechanism of inflammation in
joints is quite complex and not fully understood.24.5
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Some suggest that infection triggered cell-mediated
immune response plays the major role in the etiology.
According to this theory, the structural similarity of the
histocompatibility antigen (HLA) B27 and certain
bacterial antigens may cause immune response. On the
other hand, it has been reported in some studies that
humoral immunity may also play a role in the develop-
ment of reactive arthritis. In a study, investigators found
high titers of persistent IgM and IgG antibodies against
the infectious agents in a group of patients who had
reactive arthritis, while the remaining of the patients
infected with same infectious agents had neither arthritis
nor remarkable levels of IgM and 1gG antibodies against
that agent.26

Although reactive arthritis may occur after viral infections,
it has been thought that articular manifestations may be
the result of a real viral intra-articular infection rather
than representing post-infectious response. Likewise,
antigen-antibody (Ag-Ab) type immune complexes were
isolated from synovial fluid in hepatitis B and adenovirus
infections and have been reported as possible factors in
the pathogenesis of reactive arthritis.6:;7 Diagnosis is
established on the basis of a history of recently acquired
extra-articular infection, positive cultures and micro-
biological investigations or only symptoms of rash and
diarrhea, which may be sufficient. Use of non-steroidal
anti-inflammatory drugs in first step, often in high dose,
is usually of benefit for relief of arthritis and pain.2.8.9
Interval between infection and reactive arthritis is usually
2 - 4 weeks.'0 According to literature, the causative
agent is not isolated in 50% of cases, and 25% of cases
have a history of asymptomatic infection.3.¢ Hand-foot
and mouth disease is characterised by fever,
mucocutaneous vesiculo-ulcerative lesions in oropharynx
and cutaneous eruptions on palms and soles in infants
and children. Coxsackie viris A6 and Enterovirus 71
have been reported as the most common pathogens that
cause hand-foot and mouth disease.0.11 This is the first
reported paediatric case with reactive arthritis
developing after hand-foot and mouth disease. An adult
patient has been reported earlier with refractory fever,
hand-foot and mouth disease, and systemic arthritis.
They demonstrated Coxsackie virus A 16 as causative
agent.4 Most of authors suggest that reactive arthritis is
a kind of aseptic arthritis and can be seen during or
after an extra-articular infection. In this case, we did not

demonstrate Coxsackie virus but the diagnosis of
arthritis was made immediately after hand-foot and
mouth disease. Lack of increase in acute phase
reactants suggests that it might have been reactive
arthritis associated with viral infection. Thus, we
excluded bacterial and rheumatologic causes. It is not
possible to suggest that arthritis is a complication of
hand-foot and mouth disease with only one paediatric
case. However, clinical flares of reactive arthritis, after
viral infections, occur rarely; indicating that host factors
and other environmental factors play important roles. In
this report, we aimed to enhance the awareness of the
clinicians to consider a recently acquired hand-foot and
mouth disease, which also may cause epidemics, in the
differential diagnosis of reactive arthritis.
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