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Condition for which IVIg has an emerging therapeutic role.

Specific Conditions
e Specific antibody deficiency

® |gG subclass deficiency (existing authorisation)

Indication for IVIg Use
e Prevention of infections in individuals with frequent infections who have

demonstrated failure to mount protective IgG antibody responses to
vaccine antigen challenge, despite normal total serum IgG levels.

e Life-threatening infection or a series of serious infections following trial-off
Ig therapy in patients with proven specific antibody deficiency.

e Patients currently receiving immunoglobulin therapy for a diagnosis of IgG
subclass deficiency are eligible for continued therapy, but a diagnosis of
specific antibody deficiency should be confirmed following cessation of
immunoglobulin therapy.

Level of Evidence Insufficient data (Category 4a)
Description and Diagnostic The term ‘specific antibody deficiency’ describes failure of specific antibody
Criteria response to an antigen challenge, and is most often used in the more restrictive

sense of applying to polysaccharide antibody responses only.

Patients who have normal total immunoglobulin G (IgG) levels but impaired
production of specific antibodies, including those with isolated deficient responses
to numerous polysaccharide antigens after vaccination, can present a diagnostic
challenge. IgG replacement therapy should be provided when there is well-
documented severe polysaccharide non-responsiveness and evidence of recurrent
infections with a documented requirement for antibiotic therapy and ongoing
recurrent infections despite antibiotic prophylaxis (Orange et al 2006).

It is now generally agreed that IgG subclass level estimation in serum is relatively
poorly predictive of infectious risk and is of limited value in the definition of those
patients most likely to benefit from IVIg therapy.

Further research investigating clinical and laboratory features of this disorder is
required.

Diagnosis Requirements A diagnosis must be made by any medical officer.

Where the diagnosis was not made by an Immunologist the diagnosis must be
verified by an Immunologist.

Qualifying Criteria for IVIg

Prevention of infections in individuals with frequent infections who have
Therapy

demonstrated failure to mount protective IgG antibody responses to vaccine
antigen challenge, despite normal total serum IgG levels.

e Documented failure of serum antibody response to conjugated or
unconjugated pneumococcal vaccine or protein vaccine challenge.

AND

e Frequent and/or persistent and significant bacterial infections despite
oral antibiotic therapy consistent with best practice recommendations.



Life-threatening infection or a series of serious infections following trial-off Ig
therapy in patients with proven specific antibody deficiency.

e Patient with proven specific antibody deficiency undertaking a trial-off Ig
therapy.

Patients currently receiving immunoglobulin therapy for a diagnosis of 1gG
subclass deficiency are eligible for continued therapy, but a diagnosis of
specific antibody deficiency should be confirmed following cessation of
immunoglobulin therapy.

e Existing patient on IgG therapy funded under the National Blood
Arrangements in Australia.

Note: IVIg is not funded for new patients diagnosed with IgG subclass
deficiency.

Isolated IgG subclass deficiency in the absence of evidence of specific antibody
deficiency.

Low total IgG. This should be considered under primary or secondary
immunodeficiency. - see _Secondary hypogammaglobulinaemia (includin

iatrogenic immunodeficiency)



https://www.criteria.blood.gov.au/MedicalCondition/View/2577

Prevention of infections in individuals with frequent infections who have
demonstrated failure to mount protective IgG antibody responses to vaccine
antigen challenge, despite normal total serum IgG levels.

Natural history of specific antibody deficiency remains poorly defined,
although antibody production will improve for many patients over time,
particularly children.

Review by a Clinical Immunologist required annually. Documentation of clinical
effectiveness is necessary for continuation of Ig therapy.

Cessation of immunoglobulin therapy should be considered at least after each
12 months of Ig therapy, extended as required to enable cessation of therapy
in September or October.

This should particularly be considered in patients who do not have active
bronchiectasis and/or suppurative lung disease. An immunoglobulin washout
period of four to six months is necessary to enable an accurate assessment.
Prophylactic antibiotics may be considered to cover the period of cessation of
immunoglobulin therapy.

Patients may qualify for further immunoglobulin therapy:

e under other immunodeficiency criteria (e.g. primary antibody deficiency
disorder), depending on the results of subsequent immune evaluation

e rarely under specific antibody deficiency following re-emergence of
severe significant infection requiring hospitalisation.

In principle, immunoglobulin therapy should only be continued or renewed if
there is a demonstrated clinical benefit. Note that re-vaccination with
unconjugated pneumococcal polysaccharide vaccine is not recommended
because of the potential for immune hyporesponsiveness induced by repeated
vaccination (O’Brien et al 2007).

On review of an authorisation period

Evidence of clinical effectiveness of Ig therapy, and criteria for continued use
may include:

e Areduction in the frequency and severity of bacterial infections during
the authorisation period.

AND
e Atrial cessation of Ig for the purposes of immunological evaluation will
be undertaken.
OR

e A trial period of cessation of intravenous immunoglobulin (1VIg) for the
purpose of immunological evaluation is medically contraindicated on
safety grounds (such as a patient with neutropenia, on
immunosuppressant medication or with clinically active bronchiectasis
and/or suppurative lung disease).

Antibiotic therapy may be indicated in addition to immunoglobulin therapy.



Life-threatening infection or a series of serious infections following trial-off Ig
therapy in patients with proven specific antibody deficiency.

Natural history of specific antibody deficiency remains poorly defined,
although antibody production will improve for many patients over time,
particularly children.

Regular review by a Clinical Immunologist is required, at least annually.
Documentation of clinical effectiveness is necessary for continuation of Ig
therapy.

Cessation of immunoglobulin therapy should be considered, at least after each
12 months of Ig therapy, extended as required to enable cessation of therapy
in September or October.

This should particularly be considered in patients who do not have
suppurative lung disease or bronchiectasis. An immunoglobulin washout
period of four to six months is necessary to enable an accurate assessment.
Prophylactic antibiotics may be considered to cover the period of cessation of
immunoglobulin therapy.

Patients may qualify for further immunoglobulin therapy:

e under other immunodeficiency criteria (e.g. primary antibody deficiency
disorder), depending on the results of subsequent immune evaluation

e rarely under specific antibody deficiency following re-emergence of
severe significant infection requiring hospitalisation.

In principle, immunoglobulin therapy should only be continued or renewed if
there is a demonstrated clinical benefit. Note that re-vaccination with
unconjugated pneumococcal polysaccharide vaccine is not recommended
because of the potential for immune hyporesponsiveness induced by repeated
vaccination (O’Brien et al 2007).

On review of an authorisation period

Evidence of clinical effectiveness of Ig therapy, and criteria for continued use
may include:

e Areduction in the frequency and severity of infections during the
authorisation period.

AND
e Atrial cessation of Ig for the purposes of immunological evaluation will
be undertaken.
OR

e A trial period of cessation of IVIg for the purpose of immunological
evaluation is medically contraindicated on safety grounds (such as a
patient with neutropenia, on immunosuppressant medication or with
clinically active bronchiectasis and/or suppurative lung disease).

Antibiotic therapy may be indicated in addition to immunoglobulin therapy.

Patients currently receiving immunoglobulin therapy for a diagnosis of 1gG
subclass deficiency are eligible for continued therapy, but a diagnosis of
specific antibody deficiency should be confirmed following cessation of
immunoglobulin therapy.

Natural history of specific antibody deficiency remains poorly defined,



although antibody production will improve for many patients over time,
particularly children.

Regular review by a Clinical Immunologist or Respiratory Physician is required,
at least annually. Documentation of clinical effectiveness is necessary for
continuation of Ig therapy.

Cessation of immunoglobulin therapy should be considered at least after each
12 months of Ig therapy, extended as required to enable cessation of therapy
in September or October.

This should particularly be considered in patients who no longer have active
bronchiectasis and/or suppurative lung disease. An immunoglobulin washout
period of four to six months is necessary to enable an accurate assessment.
Prophylactic antibiotics may be considered to cover the period of cessation of
immunoglobulin therapy.

Patients may qualify for further immunoglobulin therapy:

e under other immunodeficiency criteria (e.g. primary antibody deficiency
disorder), depending on the results of subsequent immune evaluation

e rarely under specific antibody deficiency following re-emergence of
severe significant infection requiring hospitalisation.

In principle, immunoglobulin therapy should only be continued or renewed if
there is a demonstrated clinical benefit. Note that re-vaccination with
unconjugated pneumococcal polysaccharide vaccine is not recommended
because of the potential for immune hyporesponsiveness induced by repeated
vaccination (O’Brien et al 2007).

On review of an authorisation period

Evidence of clinical effectiveness of Ig therapy, and criteria for continued use
may include:

e Areduction in the severity and frequency of infections during the review
period.
AND

e Clinically active bronchiectasis and/or suppurative lung disease persists.
AND

e Atrial cessation of therapy will be undertaken next September or
October to undertake an immunological re-evaluation.

OR

e Atrial period of cessation of intravenous immunoglobulin (IVIg) for the
purpose of immunological evaluation is medically contraindicated on
safety grounds (such as a patient with neutropenia, on
immunosuppressant medication or with clinically active bronchiectasis
and/or suppurative lung disease).

AND
A second physician has confirmed that cessation of IVIg for the purpose

of immunological evaluation is medically contraindicated on safety
grounds.

Antibiotic therapy may be indicated in addition to immunoglobulin therapy.



Prevention of infections in individuals with frequent infections who have
demonstrated failure to mount protective 1gG antibody responses to vaccine
antigen challenge, despite normal total serum IgG levels.

* Maintenance Dose - 0.4 g/kg every 4 weeks.

Loading dose: not approved.

Subcutaneous administration of immunoglobulin (SCIg) is a suitable
alternative to IVIg in this setting.

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.

Life-threatening infection or a series of serious infections following trial-off Ig
therapy in patients with proven specific antibody deficiency.

¢ Maintenance Dose - 0.4 g/kg every 4 weeks.

Loading dose: not approved.

Subcutaneous administration of immunoglobulin (SClg) is a suitable
alternative to IVIg in this setting.

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.
Patients currently receiving immunoglobulin therapy for a diagnosis of I1gG
subclass deficiency are eligible for continued therapy, but a diagnosis of

specific antibody deficiency should be confirmed following cessation of
immunoglobulin therapy.

* Maintenance Dose - 0.4 g/kg every 4 weeks.

Subcutaneous administration of immunoglobulin (SClg) is a suitable
alternative to IVIg in this setting.

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.
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