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Adult onset Still's disease and pregnancy
Dear Editor,

The relationships between pregnancy and Adult Onset Still's Disease
(AOSD) is still unclear, due to the scarcity of data in literature, to the
difficulties in identifying the role of pregnancy and puerperium on
disease course, and, on the other side, to understand the influence of
active/inactive disease on pregnancy outcome. We report a case of a
pregnant patient with new onset of AOSD, referred to our University
Hospital. Furthermore, we provide a review of all cases of AOSD de-
scribed since 1971 to nowadays.

A Caucasian nulliparous 33-year-old woman was referred to our
center, because of the appearance of fever, sore throat and pink-salmon
maculo-papular rash. Laboratory investigations revealed anemia (he-
moglobin 9.7 g/dL) neutrophilic leukocytosis (WBC 14,950/mm°>, of
which 12,060 neutrophils), elevation of C-reactive protein
(CRP = 150.7 mg/L); and slightly increased ferritin (295 mg/dL).
Moreover, anti-streptolysin title, procalcitonin, blood and urine cul-
tures, pharynx and vaginal swabs were negative. Skin biopsy was exe-
cuted with no specific findings at the histologic examination. Diagnosis
of AOSD was made and treatment with methylprednisolone 40 mg iv/
daily was started. Within few days, fever and the skin rash rapidly
disappeared. After the sixth day, the patient complained of bilateral
knee arthralgia and the ultrasonography examination found a slight
swelling of the left semi-membranous bursa. Six days after discharge
the patient was admitted again, because the relapse of fever and skin
rash despite steroid regimen. Laboratory examination confirmed the
presence of leukocytosis with > 80% granulocytes, and a new elevation
of CRP (up to 110 mg/L). Therapy with intravenous immunoglobulins
0.4 g/kg daily and methylprednisolone 2 mg/kg iv/daily for five days
was administered obtaining rapid resolution of symptoms and nor-
malization of CRP value within five days. Then, the patient was dis-
charged with prednisone 1 mg/kg/daily per os, gradual tapered during
puerperium. At 39 weeks of gestation the patient had an induced vaginal
delivery and a healthy female baby of 3000 g was born, breast-fed. One
month after delivery the patient was completely asymptomatic, in-
flammation indexes were negative, and ferritin value was just above the
normal range. After 9 months from delivery, no disease relapse oc-
curred.

A literature search found 48 additional cases of AOSD in pregnancy,
reported since 1971 to nowadays [Table 1]. According to the timing of
disease onset, three different settings were identified. The first group
(Group 1) includes women with previous diagnosis of AOSD who be-
came pregnant (n=21) [1-10], the second group (Group 2)
[2,11-23,7,9,present case] includes women with first manifestations of
disease during pregnancy (n = 22), and the third group (Group 3) in-
cludes women with disease onset occurring after delivery (n = 6)
[2,25-27].

In the Group 1, all AOSD patients (n = 21) were in clinical disease
remission at the time of conception [5]. Disease relapse occurred in
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71.4% (n = 15) [1-10] of patients and it was more frequent during
pregnancy (n = 10/15) than after delivery [1,4,5,10]. In the first and
second trimester disease relapses (n = 4 [1,9,10] and n = 3 [1,8], re-
spectively) were more frequent than during the third trimester (n = 1)
[2]. Only 28.6% of patients remained asymptomatic during all the
pregnancy [1,6,10,20]. One case of maternal Hemophagocytic Lym-
phohistyoyctosis (HLH) was reported [8]. Glucocorticoids were the
most commonly used drug to treat relapse (n = 6) [1,8-10], while in
resistant or refractory disease synthetic and biologic DMARDs have
been used [1,6,9,10,15]. The most frequent obstetrical complications
were Intra Uterine Growth Restriction (IUGR) (6/13 = 46.1%)
[1,5,8,9,24], and preterm delivery (3/13 = 23.1%) [1,6,8], in 4 cases
(30.7%) no obstetrical complications were encountered [2,10,7]. In-
terestingly, in women who experienced relapse after delivery, 2 ITUGR
[1,9], and 2 fetal losses [1,10] were described before any evidence of
disease relapse. One case of neonatal (HLH) has also been described [6].
In the group with AOSD onset during pregnancy (Group 2) the onset of
symptoms during pregnancy occurred in the first trimester in 7 cases
[2,7,10,13,14,16,23]; in the second trimester in 10 cases
[2,10,12,17-19,21], and in the third trimester in 4 cases
[15,20,22,present case]. Among the 18 patients whose treatment was
reported, steroids represented the initial therapy (PDN-equivalent
0.3-1mg/kg) [2,7,10,12-14,17-23,present case], failing to achieve
symptoms control in 8 cases [10,14,17,18,21,23,present case], so re-
quiring additional therapies [present case,7,10,14,17,21,23]. Relapse
rate through pregnancy was 35.0% (n = 7/20): all after 20 weeks of
gestation [2,10,16,17,23,present case], and only one case in the puer-
perium [10]. One pregnancy was complicated by Macrophage Activa-
tion Syndrome (MAS) [18]. Among 17 patients whose pregnancy out-
come has been reported [2,7,10,12,14,16-19,21,22 present case],
22.2% of pregnancies were uncomplicated [2,10,present case]; there
were 1 fetal loss in early pregnancy [14] and 1 neonatal death [12]. The
pregnancy complications observed were preterm delivery (68.7%)
[7,10,12,16,17-19,21-23], IUGR (18.7%) [6,16,24], preterm-PROM
(18.7%) [10,21], and oligohydramnios (12.5%) [2,10]. There was also
1 case of pre-eclampsia with placenta abruption in a patient not treated
with steroids [15]. HLH occurred in 1 neonate [21]. The last group
(Group 3) includes six cases of women having AOSD within 3 months
after delivery. In one case the disease appeared after miscarriage [27].
Steroids were the most used starting therapy [2,25-27]. One pregnancy
was complicated by IUGR [5].

Taking together all these data, it can be argued that women with
pregnancy-revealed AOSD have higher risk of obstetrical complications;
moreover, an additional risk due to pharmacological therapy can also
be considered. No obstetrical problems were observed only in the
minority of cases (26.5%) and the risk of poor obstetrical outcome
seems to be particularly high when AOSD was diagnosed during preg-
nancy (76.5% in Group 2 versus 66.7% in Group 1). Furthermore, the
rate of IUGR appears to be higher in Group 1, suggesting that placental
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function was impaired in almost half of cases.

Moreover, pregnancy could be a trigger for disease relapse in pa-
tients in clinical remission. More than one third of cases (35.0%) di-
agnosed during pregnancy experienced one or more relapse during
gestation or in puerperium (higher risk of polycyclic evolution?) and one
case of MAS was described in this group. The treatment of AOSD during
pregnancy could be challenging, particularly in steroid and pregnancy-
compatible DMARDs refractory disease, as therapy with bDMARDs is
not recommended. However, intravenous immunoglobulins are safe
and can be considered in presence of severe and/or life-threatening
AOSD.

A multidisciplinary management by rheumatologist, obstetrician
and family physician is suggested before, during and after pregnancy.
Moreover, an accurate counseling about the increased risk for ob-
stetrical complications has to be performed in all patients with AOSD.
Further, to clarify the optimal management a multicenter, prospective
study is advocated.
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