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Abstract

Juvenile Dermatomyositis (JDM) is a rare childhood inflammatory

disease. Clinical manifestations include muscle weakness and skin
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Introduction

Juvenile Dermatomyositis (JDM) is a rare childhood sys-
temic inflammatory disease affecting mainly the skin and the
muscles [1]. Initial presentations of JDM can be heterogenous
with symptoms including proximal muscle weakness, classic
skin rashes such as Gottron’s papules or heliotrope rash in ad-
dition to localized periorbital edema [9]. However, generalized
edema is a very uncommon clinical phenotype of JDM and has
been described in rare case reports of children with JDM [7].
The recent immunological advance has contributed to a better
understanding of dermatomyositis spectrum based on myositis
specific antibodies [6]. Anti-NXP-2 autoantibody is the second
most common antibody in JDM. Its clinical features include sub-
cutaneous edema, dysphagia, calcinosis and a severe muscle
phenotype characterized by myalgia and muscle weakness [6].

rashes. However, generalized edema is uncommon in JDM. Treatment
is based on prolonged immunosuppressive therapy. Only few case re-
ports of edematous JDM has been described. Here we aim to describe
a case of edematous JDM with review of literature.

Here we are presenting a case of edematous juvenile derma-
tomyositis in a young 3 years old boy of Tunisian origin with a
review of literature.

Case report

A 3-year-old boy was referred to our department for gait dis-
turbance with frequent falls. He was born to non-consanguine-
ous parents. His family history was unremarkable, and he had
normal psychomotor milestones. He had a personal history of
elbow skin abscess after a traumatic fall, treated with antibi-
otics with good outcome. He presented with progressive limb
weakness and gait disturbance 2 months ago associated with
mild facial edema. Ten days after the onset, appearance of gen-
eralized edema essentially in the face and upper limbs associ-
ated with dysphagia and myalgia.
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Neurological examination showed waddling walk, symmetric
proximal and distal muscle weakness, and weak deep tendon
reflexes in the lower limbs.

Examination of the skin revealed the presence of conflu-
ent violaceous, edematous macules around eyelids, forehead,
cheek (heliotrope rash) associated with generalized swelling
predominantly in the face and neck, erythematous macules on
the dorsum of the metacarpophalangeal joints (Gottron pap-
ules), Flagellate erythema on the back and alopecic plates (Fig-
ure 1).

-

Figure 1: A. Helitrope rash, B. Gottrons papules, C. Flagellate ery-
thema, D. Alopecic plates /

Routine laboratory tests including liver function tests, renal
function tests, plasma glucose level, and serum electrolytes
were normal. Lactate Dehydrogenase (LDH) level was elevat-
ed at 449 U/L (Normal value: <250 U/L), Creatine Kinase (CK)
level was also elevated at 256 U/L (Normal value: <150 U/L).
The search for proteinuria was negative. Abdominal ultrasound
showed mild intraperitoneal effusion. Transthoracic echocar-
diography was normal. The diagnosis of Juvenile Dermatomyo-
sitis (JDM) was suspected. We completed by an electroneuro-
myogram which revealed a myopathic pattern. The search of
Myositis-Specific Antibodies revealed an important positivity
of antibodies anti- nuclear matrix protein NXP2 (+++) and low
positivity of anti-Ku antibodies. Antinuclear ANTIBODY (ANA)
was also positive.

Standard radiographs did not show calcinosis.

Muscular biopsy showed an in equal size of the fibers with
the presence of an inflammatory parenchymal and perivascu-
lar infiltrate with increasing of the size of the connective tissue
which dissociates the fibers. Some inflammatory infiltats ob-
struct the vascular wall.

Taking into consideration the clinical, electrophysiological,
immunological, and histopathological findings, our patient was
diagnosed with Anti-NXP2 positive Juvenile dermatomyositis.

Our Patient was treated with intravenous methylpredniso-
lone (30 mg/kg/day) during 5 days followed by oral predniso-
lone (1.5 mg/kg/day) for 6 weeks then progressive tapering.
Given the severity of the disease and lack of improvement after
methylprednisolone, we indicated intravenous immunoglobulin
pulse (0.4 g/kg/day) during five days repeated at one month.
Our patient was also treated with Methotrexate at the dose of
15 mg/m?/week given by the subcutaneous route with folic acid
supplementation.

Clinical follow-up showed a remission of the cutaneous man-

ifestations, an improvement of muscle power and a normaliza-
tion of muscle enzymes levels after 12 months of immunosup-
pressive treatment.

Discussion

This case illustrates a severe anti-NXP2 positive JDM with
generalized oedema in a child. Juvenile dermatomyositis is a
rare inflammatory autoimmune disease that belong to a very
large heterogenous group of muscle diseases known as ‘Idio-
pathic Inflammatory Myopathies (‘IMM’s) [1]. Skin and muscle
manifestations are often typical, however, generalized edema
as clinical feature of JDM has been rarely reported. To the best
of our knowledge, only 32 pediatric cases of JDM with anasarca
has been reported in the English literature (Table 1) [14-35].

Taking into consideration the new IMM'’s classification of the
ACR EULAR 2017 [2], the criteria for JDM diagnosis in our pa-
tient were met. Myositis specific antibodies might be helpful
as a diagnosis tool, however, only two cases in the literature of
JDM patients presenting with anasarca were reported to have a
positive myositis antibody [3,35].

At the time of diagnosis, our patient had some atypical fea-
tures with generalized edema associated with mild abdominal
as cites. Therefore, early recognition of anasarca is crucial and
ruling out the differential diagnosis of edema in pediatric pa-
tients is pivotal before considering JDM diagnosis [4]. In our pa-
tient, cardiac, renal, and hepatic causes of anasarca were ruled
out.

The pathogenesis remains unclear, although it has been sug-
gested that intense inflammatory activity with activation of
complement may lead to vascular disease with muscle microin-
farcts and as a result increase capillary permeability [5].

Muscle involvement and dysphagia are frequently associ-
ated with edematous juvenile dermatomyositis as observed in
the case we report.

This severe form of generalized edema is not clearly cor-
related with autoantibody status in juvenile form of Dermato-
myositis (DM), although subcutaneous edema is more common
in adult patients with anti-NXP2 positive DM than pediatric pa-
tients [6].

Myositis associated antibodies are not well described in pe-
diatric DM. However, antinuclear antibody positivity, as seen in
our patient, can be found up to 68% of JDM cases and is con-
sidered as risk factor for disease complications such as growth
retardation and lipodystrophy [7]. As for anti-Ku antibody posi-
tivity, it has been linked to overlap syndroms without a specific
JDM feature [8]. Our patient had a low positivity of anti-Ku an-
tibodies.

Anti-NXP2 positive JDM patients have a specific clinical spec-
trum with 43% of them developing calcinosis within 2 years
after first symptoms onset requiring an early control of the dis-
ease [9].

Calcinosis is one of the main disease complications in anti-
NXP2 JDM patients alongside with increased risk of gastrointes-
tinal bleeding, ulcers and dysphagia. In our case, no calcinosis
was detected based on bones standard radiographs after 10
months of symptoms onset.
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CTabIe 1: Cases of JDM with generalized edema as clinical presentation.
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[14] 1 3.6 M 5 months + + + + + - NA -
[15] * 2 17 M NA + + + + + - NA NA
(+) in
RN Y (+)in 9/9 1/9 1/4+
[16]% [3-11]% o NA Severe weak- 8/9 5/9 NA 4/9 NA
4F ness NAin 5/8 NA
(2.3-10.6) 8/9
Median : M 2/2:(+),2/2: | 1(+),1
[17] [12-13] edian:: 5 months NI g NA NA 0/2 2/2 NA NA
2.2 BB NA
1F
[18] 14 35 F NA +,BB + NA NA - - NA NA
[19] 15 6 F NA +, BB + NA NA + - NA NA
[20] 16 10 F NA +,BB + + NA + + NA NA
[21] 17 7.1 F NA +,BB + + + + NA NA NA
[22] 18 7 F 2 months +, BB/WC + + + + - NA -
[23] 19 14 M 1 week + + - NA - - NA +
[24] 20 8 F NA + + + NA + - NA -/ death
[25] 21 3.5 M 1 month +,BB + + + + - NA -
[26] ** 22 6 M NA - + - - + - NA "
[27] 23 16 M 1 month + + + - + NA NA +
[28] 24 3.5 M 6 months + + + - + - NA +
[29] 25 4 M 6 months + + + - + - NA +
[30] 26 13 F 15 days + - - - - - NA +
[31] 27 8 M 15 days + - - + + - NA +
[32] 28 8 M 7 days + - - - + - Anti-Jol +
[33] 29 4 M 6 weeks + + + + + - NA +
[34] 30 7 M 2 weeks + + - - - - NA NA
2 weeks/ 4 -/ Anti-
[35] [31-32] 11 /4 F/F months ++ +/+ /- +/- +/+ /- RoB0 +/+
Anti-
Our case 33 3 M 4 months + - + - + - NXP2 +
19M
Total 33 [2,3-17] /14 F 32/33 27/32 17/31 8/18 20/26 7/31 3/4 14/20

(+): Present; (-): Absent; NA: Non Available; BB: Bedbound; WC: wheel chair; M: male; F: female; ¥ In this series, 9 of 26 cases had generalized
edema associated; *: This case of JDM was associated with mediastinal tumor; **: This case of JDM was associated with hereditary angioneurotic

edema.

The presence of generalized edema in JDM may be a pre-
dictor factor for a poor prognosis and severe disease activity.
These patients required more aggressive and prolonged immu-
nosuppressive treatment to achieve remission and reduce risks
of complications [10].

There is no conventional treatment for edematous JDM,
however, as it is the case for our patient, the standard approach
is to use early and prolonged immunosuppressive treatment
based on addition of methotrexate, together with an aggressive
taper of corticosteroid therapy alongside with IVIG pulses in re-
fractory forms [11]. There is no high-level evidence of when to
stop therapy, however, if a patient has been off steroids and in
remission on methotrexate for a minimum of 1 year, with draw-
ing treatment could be considered [12]. Our patient haven’t

been yet off steroids and is still receiving weekly injections of
MTX.

Conclusion

Edematous form of JDM is very rare and uncommon as in-
augural clinical presentation. The presence of NXP-2 antibodies
is known to be associated with a severe phenotype including
generalized edema. An early diagnosis with an aggressive and
prolonged therapeutic approach is required to avoid disease re-
lated morbidity and improve functional prognosis.
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