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Prominent tenosynovitis on ultrasonography:
A useful sign for the diagnosis of Blau syndrome
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A 28-month-old boy presented with a history of recurrent fever, pain, and swellings over the dorsal aspect
of the wrist and ankle joints since the age of 8 months. His mother and maternal grandmother had had
similar complaints since early childhood. On examination, it was found that he had boggy swellings over
the extensor aspect of the ankle and wrist joints (Figure 1a and b) and also had a non-erythematous mi-
cropapular rash, which was most prominent over the extensor aspect of the forearms and hands (Figure
1). Laboratory investigations showed thrombocytosis (platelet count [x10%/L]: 542 [normal 150-400]) and
high C-reactive protein (8.53 mg/L [normal <6]). Slit-lamp examination showed no uveitis. Ultrasonography
showed marked tenosynovitis of the extensor tendons overlying the wrist and ankle joints (Figure 1c-e). A
clinical possibility of Blau syndrome (BS) was considered. Sanger sequencing showed p.R334W mutation
in NOD2/CARD15 gene. He was initiated on subcutaneous methotrexate and remained well on follow-up.
The mother of the index child was subsequently diagnosed (for the first time) with BS and had the same
genetic defect.

BS is a rare autoinflammatory autosomal dominant disorder that presents in early childhood with a classic
triad of rash, arthritis, and uveitis. However, as this triad may not be obvious in all patients, there can be
inadvertent delays in diagnosis." Arthritis in BS is characterized by boggy joint swellings as seen in the case
studied by us. The presence of
prominent tenosynovitis around
affected joints is a characteristic
ultrasonography sign.? Besides,
musculoskeletal  ultrasonogra-
phy has been suggested to be a
useful disease monitoring tool in
patients with BS.?

Children with BS may initially be
labeled as having juvenile idio-
pathic arthritis (JIA) because they
may present only with arthritis or
the characteristic clinical features
such as the micropapular rash,
which may be overlooked* In
children presumed to have JIA,
prominent tenosynovitis (discor-
dance between intra-articular
synovitis and tenosynovitis) on
ultrasonography can be a useful
clue favoring the diagnosis of
BS.2This can facilitate early recog-
nition and targeted genetic eval-
uation as observed in the case
studied by us. Prominent tenosy-
novitis on ultrasonography, with
or without other clinical pointers
or laboratory parameters, can be
incorporated into a screening
algorithm to prompt genetic

Figure 1. a-e. Clinical photographs and ultrasound images in a child
with Blau syndrome. Boggy swellings (black arrows) over the ankle
joints (a). Boggy swelling (black arrow) and micropapular rash over
the dorsum of the right hand and wrist (b). Gray-scale synovitis of
the tibialis anterior tendon (dorsal medial longitudinal scan) (c).
Gray-scale synovitis of the extensor tendons of hand (dorsal trans-
verse scan) (d). Gray-scale synovitis of one of the extensor digitorum
tendons (dorsal longitudinal scan), with color Doppler reflecting
increased blood flow (indicative of inflammation) (e). White arrows:
synovial proliferation (hypoechoic frond-like projections); Asterisks:
abnormal fluid accumulation (anechoic areas) (c-e).
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evaluation for BS in patients labeled as having
JIA. However, the sensitivity (and specificity) of
this approach is largely unknown owing to the
paucity of data.

In addition, patients have been reported to re-
ceive multiple other diagnoses, including refrac-
tory uveitis, vasculitis, tuberculosis, and systemic
lupus erythematosus, before the final diagnosis
of BS was confirmed.* These patients may have
subclinical tenosynovitis that can be picked up
by ultrasonography and help clinch the correct
diagnosis of BS. Tenosynovitis on ultrasonogra-
phy, although reported in the literature in the
context of BS, remains an under-utilized sign
that may serve as a useful clue for diagnosing
BS, especially in the absence of the characteris-
tic triad of clinical manifestations.

Written informed consent was obtained from
the patients.
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