LETTER TO THE EDITOR

Diagnosis and therapy of antiphospholipid
syndrome

To the Editor ~ We read with attention the article
by Pengo et al' about the diagnosis and therapy
of antiphospholipid syndrome (APS). We have
some comments regarding catastrophic APS. A
small group of patients with APS may develop ex-
tensive thrombotic disease with visceral damage,
referred to as catastrophic APS.? Early diagnosis
and aggressive therapy are essential to the man-
agement of catastrophic APS because mortality
rates remain high (approximately 30%).° Treat-
ment usually focuses on addressing thrombotic
events and suppressing the cytokine cascade. As
described by Pengo et al,’' this typically involves
a combination of anticoagulants, systemic gluco-
corticoids, plasma exchange, and intravenous im-
munoglobulin (IVIG).* However, the use of IVIG
in catastrophic APS is still debatable. There is no
evidence that IVIG on its own improves surviv-
al.’ On the other hand, IVIG can be removed by
plasmapheresis; therefore, it is important to re-
member that if it is used, it must be administered
after the last day of plasma exchange to prevent
its removal.

We would like to briefly present a case of cat-
astrophic APS treated at our department. A pa-
tient with previously diagnosed APS was admit-
ted because of dyspnea, exhaustion, and chest
pain. Two days after admission, the patient de-
veloped respiratory failure. He was intubated and
put on mechanical ventilatory support. The clini-
cal status and laboratory findings suggested cata-
strophic APS. Anticoagulation, a 3-day course of
pulse steroid, and plasmapheresis were applied.
However, IVIG was not administered during the
treatment because it could be removed by plas-
mapheresis. When plasmapheresis was stopped,
the clinical status and laboratory results were sat-
isfactory, and, in our opinion, the patient did not
require IVIG. During the follow-up period, the pa-
tient received cyclophosphamide.
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We agree that the use of intravenous immuno-
globulins (IVIGs) may not improve survival in
patients with catastrophic antiphospholipid syn-
drome (APS). However, if IVIGs are used, they
must be administered after the last day of plas-
mapheresis to avoid their removal. According to
recent literature,? a treatment that significantly
reduces mortality in patients with catastrophic
APS is a multiple therapy combining anticoagu-
lation, glucocorticoids, and therapeutic plasma-
exchange (TPE) with or without IVIGs. It is im-
portant to administer these drugs in a specific
order. In our center, we use the following strate-
gy: anticoagulation therapy with intravenous or
low-molecular-weight heparin along with TPE, 1
session per day for 3 days, and 1 pulse of methyl-
prednisolone (0.5-1 g) administered immediately
after each TPE session. On the day after the last
TPE procedure, IVIG therapy is started at a dose
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of 0.4 mg/kg/d for 5 days. Simultaneously, the
dose of glucocorticoids is reduced to 1 mg/kg and
tapered off depending on the clinical condition.
It has been demonstrated that immunosuppres-
sants, including cyclophosphamide, do not sig-
nificantly affect mortality.? Therefore, we prefer
to avoid the use of these drugs, also considering
their heavy side effects.

We would like to stress the fact that we use hu-
man albumin solution (4%) as replacement fluid
in TPE.3* By evaluating the pathophysiology of
the underlying disease, it was possible to choose
different types of replacement fluid, including al-
bumin solution (4%) and fresh frozen plasma. We
observed that the temporary reduction of coag-
ulation parameters after albumin infusion bene-
fited thrombophilic patients with APS.* To recov-
er the decrease caused by plasmapheresis in nat-
ural anticoagulants, 1000 IU of antithrombin III
was administered at the end of the TPE session if
the pretreatment values of antithrombin III were
lower than 90% (reference range, 80%-120%).

Since 2009, 5 patients with catastrophic APS
have been consecutively treated at our center,
using the above strategy. All patients recovered
quickly, and no relapse was observed in any of
the cases.
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