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Condition for which IVIg use is in exceptional circumstances only

Specific Conditions

Indication for IVIg Use

Level of Evidence

Description and Diagnostic
Criteria

Justification for Evidence
Category

e Congenital haemophilia A with acquired factor VIII inhibitor
e Congenital haemophilia B with acquired factor IX inhibitor
e Acquired haemophilia A

e Acquired haemophilia B

e Acquired von Willebrand syndrome

e Acquired bleeding disorder, other coagulation factors (Prothrombin, factor
V, factor VII, factor X, factor XI, and factor XllI)

e As part of Malmo tolerisation protocol replacement following
immunoadsorption

e As adjunct therapy in the treatment of acquired coagulation factor
inhibitors

e Treatment of active bleeding in acquired von Willebrand disease associated
with an IgG paraprotein

Evidence of probable benefit — more research needed (Category 2a)

Inhibitors to coagulation factors are antibodies that can interfere with the function
of specific clotting proteins including factor VI, factor IX and less commonly,
other coagulation factors. Inhibitors can be allo-antibodies as occurs in congenital
haemophilia in response to infused product, or auto-antibodies as occurs in
acquired haemophilia which may be seen in the setting of other autoimmune
disease, malignancy, post-partum or in response to certain drugs. The incidence of
acquired cases is very low and usually respond to steroids (first-line) and IVIg
would only usually be considered in the setting of ongoing bleeding. Patients may
present with abnormal bleeding which can be severe and life threatening, and in
these circumstances treatment is best co-ordinated in association with
haemophilia treatment centres. The presence and level of inhibitor should be
confirmed where possible by a factor specific Bethesda assay. Where laboratory
confirmation is not able to be easily performed, as in acquired Von Willebrand
disease, significantly reduced response to infused factor concentrate or
demonstration of new onset of reduced clotting factors levels can be used to make
the diagnosis.

Intravenous immunoglobulin (1VIg) has a role as part of a second-line immune
tolerance protocol involving immunoadsorption and immunoglobulin replacement,
in addition to immunosuppression and factor replacement, the Malmo protocol
(Nilsson et al, 1988 and Berntorp et al, 2000 and Franchini & Lippi, 2008 and
Zeitler et al, 1991). There is evidence for the beneficial effect of this protocol in
patients with:

e Congenital haemophilia A with acquired factor VIl inhibitors
e Congenital haemophilia B with acquired factor IX inhibitors
e Acquired haemophilia A

IVlg has an accepted role in the reduction of bleeding in patients with acquired von
Willebrand syndrome and IgG paraproteins (Collins et al, 2013).

IVlg has an uncertain role in the reduction of bleeding in patients with other



Diagnosis Requirements

Qualifying Criteria for IVIg
Therapy

acquired bleeding disorders associated with the development of specific
coagulation factor inhibitors. There is conflicting data, and conflicting
recommendations. There is no role for IVIg as first-line, or as monotherapy in the
reduction of bleeding in these disorders. However, IVIg may serve a limited but
supportive role in managing patients who are bleeding, or at high risk of bleeding,
with limited response to first-line immunosuppression. (Collins et al, 2013 and
Guglielmone et al, 2011). In all of these circumstances, advice regarding the
management of patients with acquired inhibitors and the use of Ig can be be
accessed from a local Haemophilia Treatment Centre.

Patients with Acquired von Willebrand syndrome with IgM
autoantibodies/paraprotein may be better amenable to plasmapheresis, but local
guidelines should apply. Evidence suggests these patients do not respond to Ig
therapy. (Federici et al, 1998 and Federici, 2005 and Collins et al, 2013).

A diagnosis must be made by a Haematologist.

As part of Malmo tolerisation protocol replacement following
immunoadsorption

e Congenital haemophilia A or B with inhibitors, or acquired haemophilia A

AND

e Unresponsive to first line treatment by tolerisation including steroids and
immunosuppressant agents

OR

e Immunosuppressant therapy is contraindicated

AND

e |g prescribed as part of the Malmo protocol in consultation with a
Haemophilia Treatment Centre

Review by a Haematologist is required within six months of treatment to
determine whether the patient has responded, and six monthly thereafter.

Documentation of clinical effectiveness is necessary for continuation of 1VIg
therapy.

As adjunct therapy in the treatment of acquired coagulation factor inhibitors

e Presence of acquired coagulation factor inhibitors with evidence of
bleeding or a risk of bleeding is determined

AND

e Unresponsive to first line treatment including steroids and
immunosuppressant agents

OR

e Immunosuppressant therapy is contraindicated



Exclusion Criteria

Review Criteria for Assessing
the Effectiveness of IVIg Use

Treatment of active bleeding in acquired von Willebrand disease associated
with an IgG paraprotein

e Evidence of acquired von Willebrand disease with evidence of bleeding or
risk of bleeding

AND

e No other indication exists for systemic chemotherapy or
immunosuppressant therapy

AND

e |g therapy is given in consultation with a Haemophilia Treatment Centre

Review by a Haematologist is required within six months of treatment to
determine whether the patient has responded, and six monthly thereafter.

Documentation of clinical effectiveness is necessary for continuation of IVIg
therapy.

Acquired von Willebrand syndrome with IgM autoantibodies/paraprotein

As part of Malmo tolerisation protocol replacement following
immunoadsorption

Review by a Haematologist is required within six months of treatment to
determine whether the patient has responded, and six monthly thereafter.

Documentation of clinical effectiveness is necessary for continuation of IVIg
therapy.

Clinical effectiveness of Ig therapy can be assessed by:

On review of the initial authorisation period

e Reduction in bleeding symptoms or in the risk of bleeding

AND

e Reduction in or absence of inhibitors

On review of a continuing authorisation period

e Reduction in bleeding symptoms or the risk of bleeding

AND

e Reduction in or absence of inhibitors



As adjunct therapy in the treatment of acquired coagulation factor inhibitors

Review is not mandated for this indication however the following criteria
may be useful in assessing the effectiveness of Ig therapy.

e Reduction in bleeding symptomes, or risk of bleeding

AND

e Reduction in or absence of inhibitor levels

Treatment of active bleeding in acquired von Willebrand disease associated
with an IgG paraprotein

Review by a Haematologist is required within six months of treatment to
determine whether the patient has responded, and six monthly thereafter.

Documentation of clinical effectiveness is necessary for continuation of IVIg
therapy.

Clinical effectiveness of Ig therapy can be assessed by:

On review of the initial authorisation period
e Reduction in bleeding symptoms or risk of bleeding
On review of a continuing authorisation period

e Reduction in bleeding symptoms or risk of bleeding



Dose s .
As part of Malmo tolerisation protocol replacement following

immunoadsorption

¢ Induction Dose - 1 g/kg as a divided dose over 3 days.

e Maintenance Dose - 1 g/kg in divided dose over 3 days, weekly as
part of the Malmo protocol.

The aim should be to use the lowest dose possible that achieves the
appropriate clinical outcome for each patient.

Refer to the current product information sheet for further information on
dose, administration and contraindications.

As adjunct therapy in the treatment of acquired coagulation factor inhibitors

¢ Induction Dose - Up to 2 g/kg as a single or divided dose.

Should be given in combination with immunosuppressant therapy
from three to six weekly.

Up to two additional doses may be requested. Please confirm patients have
responded and are receiving concurrent immunosuppressant therapy. The
two additional doses can be authorised at three to six weekly intervals.

The aim should be to use the lowest dose possible that achieves the
appropriate clinical outcome for each patient.

Refer to the current product information sheet for further information on
dose, administration and contraindications.

Treatment of active bleeding in acquired von Willebrand disease associated
with an IgG paraprotein

¢ Induction Dose - 2g/kg as a divided dose over 2 to 5 days.
¢ Maintenance Dose - 1g/kg three to four weekly.

The aim should be to use the lowest dose possible that achieves the
appropriate clinical outcome for each patient.

Refer to the current product information sheet for further information on
dose, administration and contraindications.
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