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factor VII, activated prothrombin complex concentrates)
for high inhibitor levels (>5 Besthesda U). On the other
hand, immunosuppressive agents (eg, corticosteroid, cyclo-
phosphamide, azathioprine, rituximab) or IVIG has been
uscd to suppress the generation of coagulation inhibitors.
Other approaches are plasmapheresis and immunoadsorp-
tion using a protein A-Sepharose column to remove coagu-
fation inhibitors, but the indications for these therapies are
hmited.

Iivaluation of the response to one therapeutic modality in
the management of coagulation inhibitors is not always easy,
for 2 number of reasons. First, there are only a few inhibitor
patients, and thus it is almost impossible to conduct a ran-
domized clinical trial. There have been only a few such trials
on acquired coagulation inhibitors [25,45]. This situation
influences the evaluation of efficacy because cases of unsuc-
cessful treatment with IVIG may not have been reported,
with only successful cases having been evaluated. Second,
most patients present with life-threatening bleeding and are
treated with several different therapies simultaneously or
scquentially. It is difficult, therefore, to assess the outcome of
any single modality. Third, it is known that spontaneous fluc-
tuation or disappearance of the inhibitor may occur [72).

As is shown in Table 1, the efficacy of IVIG therapy alone
is not very high (ie, 30%). Moreover, the CR rates for com-
bination therapy with IVIG plus glucocorticoid and/or
cyclophosphamide (IVIG plus prednisolone/dexametha-
sone, 73%; IVIG plus prednisolone/dexamethasone and
cyclophosphamide, 74%) did not differ from those of
immunosuppressive agents without IVIG (prednisolone/
dexamethasone plus cyclophosphamide, 75%) (Table 2).
However, the clinical benefits of IVIG include a rapid
response and fewer adverse effects, which are frequently
abserved with the chronic administration of glucocorticoid
or other immunosuppressive agents. Regarding the use of
cvelophosphamide in particular, it is possible for cytotoxicity
to induce myelosuppression and secondary malignancy. Thus,
IVIG therapy should be considered for acute massive bleed-
ing in patients with acquired coagulation inhibitors because
of ils faster action. On the other hand, IVIG therapy costs
approximately US $10,000 for a 5-day infusion, which is
much more costly than other treatments except rituximab.
‘These considerations taken together suggest that the use of
IVIG for the management of acquired coagulation inhibitors
might be limited, because whether a given treatment is used
depends on the balance between cost and benefit.

7. Conclusion

F'or patients with acquired coagulation inhibitors against
factor VIIL, the efficacy of IVIG therapy alone was estimated
10 be 30% in 35 cases. On the other hand, the response to
combination therapy with IVIG plus immunosuppressive
agents (eg, corticosteroid, cyclophosphamide) seems to be
better (ie, 70% in 45 cases) than IVIG as single-agent ther-
apy. IVIG may be considered as one-choice of treatment for
acquired coagulation inhibitors, especially when a rapid
response is required without myelosuppression, but its use
ilone would be limited because of its lower efficacy and high
COst.
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