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1 | INTRODUCTION

Thrombotic thrombocytopenic purpura (TTP) was first
described in 1925 as an uncommon and rare hematologic
disorder." It is defined by the classic pentad including
fever, neurologic signs and renal function abnormalities,
thrombocytopenia, microangiopathic hemolytic ane-
mia.? It is caused by a major deficiency of a disintegrin
and metalloprotease with thrombospondin type I repeats-
13(ADAMTS13) activity. In rare cases, this deficiency be-
gins in the childhood with inherited forms but most of the
time, it occurs during adulthood due to anti-ADAMTS13
autoimmune etiology.>* This thrombotic microangiopa-
thy is a potentially lethal disease with a high mortality rate
once undiagnosed and untreated.*

Most conditions associated with TTP include infec-
tions, various drugs and autoimmune illnesses, such
as the antiphospholipid syndrome and systemic lupus
erythematosus.>”’
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The association of Thrombotic thrombocytopenic purpura (TTP) and adult-onset
Still's disease (AOSD) is very uncommon. Hereby, we present a case of TTP oc-
curring in patient with a known AOSD and the successful outcome after plasma

adult Still's disease, microangiopathy, thrombotic thrombocytopenic purpura

Adult-onset Still's disease (AOSD) is an uncommon
multisystemic autoimmune inflammatory illness charac-
terized by three classic signs: fever, joint pain, and salmon
colored skin lesions. It is considered as a diagnosis of ex-
clusion and it has been reported less frequently in associ-
ation with TTP.*1°

Hereby, we present a case of TTP occurring in patient
with a known AOSD and the successful outcome after the
initiation of a treatment based on plasma exchanges.

2 | CASE REPORT

A 24 year-old Tunisian woman was referred to our de-
partment for the first time in February 2006. She had a
chronic polyarthralgia accompanied by a spiking fever.
Clinically, she also had episodes of arthritis, evanescent
maculopapular cutaneous eruption and cervical lym-
phadenopathy. She didn't present any sign for a current
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infection or neoplasia. Laboratory tests showed a bio-
logical inflammatory syndrome with elevated levels of
the Erythrocyte Sedimentation Rate (ESR) and the C
- reactive protein (CRP), hyperferritinaemia at 345 pg/L
(normal <300 pg/L), an increased white cell count at
14 x 10°/L (normal 4-10 x 109/L) and a normal platlet
count at 280 X 10°/L (normal 140-440 x 109/L). All the
investigations excluded infections, auto-immune illnesses
and malignancy. The diagnosis of AOSD was established
and the patient was treated first with high doses of corticos-
teroids and all her symptoms resolved. The evolution was
marked by multiple relapses of her disease in its chronic
articular form (Figure 1) and other treatments were tested
such as methotrexate and hydroxychloroquine.

At the age of 35 year-old, she was admitted again
after 1 month of intense arthralgias involving her shoul-
ders, elbows and wrists. She had also recurrent nosebleed
episodes.

The physical examination was remarkable for multiple
ecchymosis on the lowers extremities. She had afever. Her
joints were painful with movement and her left wrist was
swollen. There were neither lymphadenopathies nor sple-
nomegaly. Her neurologic examination was normal.

Initial laboratory data were: ferritin 1335 pg/L, CRP and
ERS levels were elevated at 49 mg/L (normal <6 mg/L)
and 102 mm/h (normal 3-23 mm/h), respectively. Blood
smear showed frequent schistocytes (10%) (Figure 2) and
increased reticulocytes rate 286 x 10°/L in addition to he-
mogram disorders: low circulating platelet count 6 x 10°/L,
anemia 7.4 g/dl (normal 12-18 g/dl). Electrolytes, kidney
function test, liver enzymes and antinuclear antibodies
were within normal range.

The funduscopic examination revealed diffuse retinal
hemorrhage involving peripapillary and peripheral retina.
There was no evidence of an evolutive infection or neo-
plasia: a computed tomography scan of the brain, thorax,

FIGURE 1 Frontal radiograph of the hands shows severe
osteopenia severe narrowing of the radiocarpal joint with carpal
ankylosis and destruction of the intercarapl articulation

abdomen, and a bone marrow aspiration didn't show any
significant abnormality.

It was suspected that she had TTP based on microan-
giopathic hemolytic anemia and thrombocytopenia that
cannot be explained otherwise. Of note, blood tests for
ADAMTSI13 activity and inhibitor were not available in
the hospital.

To reduce bleeding frequency, the patient received
platelets transfusion and high-dose corticosteroid therapy.
Then, intravenous immunoglobulin treatment was added
but with no significant improvement. The platelet count
did not exceed 15 x 10°/L. Finally, within the applica-
tion of plasmapheresis regimen, her symptoms began to
resolve: there have been no further arthralgias or hemor-
rhage signs. Her ferritin decreased, LDH level was within
normal limits, her platelet count stabilized at 334 x 10°/L
and the hemoglobin remained at 9.4 g/dL

The patient was discharged on prednisone therapy
with plans for extended taper.

Actually, she is going fine with a follow-up of
15 months.

3 | DISCUSSION

Still's disease is a multisystemic inflammatory disorder
that affects young adults. It is an uncommon rheumatic
illness where the diagnosis is based on clinical findings,
laboratory data as well as the exclusion of infections,
malignancies and the other autoimmune arthritis.® Our
patient had AOSD according to the criteria proposed
by Yamaguchi and the ASD Research Committee® and
the exhaustive workup reasonably ruled out others di-
agnosis, giving a very high probability of an AOSD in
its chronic arthritis form with several relapsing febrile
polyarthritis.

FIGURE 2 Blood smear showed frequent schistocytes
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As a clinical situation, Thrombotic Micro-Angiopathies
(MAT) must be diagnosed in an urgent manner in order
to initiate adequate intervention. Pathologically, they are
marked by the development of platelet microthrombi that
occlude small arterioles which lead to hemolytic anemia
and thrombocytopenia. PTT is a part of MAT, it is a rare
disease with an incidence of one new case per million peo-
ple per year."! His clinical picture includes fever, neuro-
logic abnormalities, acute renal insufficiency, hemolytic
anemia and thrombocytopenia with no other apparent
cause. This classic pentad occurs in a minority of patients,
as low as 2%'? and only 44% of the patients had renal fail-
ure.'! In this case, there was not a neurologic deterioration
or a renal dysfunction.

The dosage of ADAMTS13 protease is important for
understanding the pathogenesis of the congenital and ac-
quired causes of TTP. It is used to confirm secondary char-
acter of this disorder.’* But, these assays were not always
available in our laboratory.

The association between TTP and AOSD is not com-
mon. At least to our knowledge, this is the ninth case re-
ported in the literature.* The main characteristics of the
patients having AOSD and TTP are summarized in Table
1.10,14—19

In these cases, the male/female ratio was 2/7 and the
timefrom the diagnosis of AOSD to PTT ranged from 3 days
to 17 years. The mean age of TTP onset is 31.55 years (17—
45). TTP occurredwithinthefirst 6 months of diagnosing
AOSD in 4 cases. Arthralgias and fever were constantly
found in the physical examination of all the patients and
only 2 of them had normal levels of serum creatinine.

Diminished ADAMTS13 activity was reported in one
of these cases. Almost all patients (8/9) were treated with
plasmapheresis in addition to corticosteroids, and among
them 6 (75%) had complete remission, whereas a per-
manent visual impairment was noted in 2 cases. The pa-
tient who recieved only glucocorticoid therapy died and
the kidney biopsie showed thrombotic microangiopathy.
Other drugs were testedin these cases such as vincristine,
intravenous immune globulin,cyclophosphamide, azathi-
oprine and splenectomy was performed once.

The outcome of TTP in AOSD mainly depends on the
early application of the treatments. For adults, plasma-
pheresis regimen is the only treatment for which there
are firm data on its effectiveness.”” Once not previously
employed, corticosteroids, intravenous immunoglobulin,
rituximab and immunosuppressive drugs such as cyclo-
sporine, azathioprine, and cyclophosphamide can be used
in refractory TTP cases.”** Rare therapeutic trials sug-
gested lower rates of relapse after splenectomy.'*?

In Conclusion, the dual diagnosis of TTP and AOSD
has interested scientists and physicians since it was first
discovered. Whether their association was coincidental

or the two described disorders have similar pathogenic
mechanisms, the purpose of this paper is to insist on the
importance of searching for a TTP once clinical evocative
symptoms are reported by a patient with AOSD.
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