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SUMMARY

Use of Intravenous and Subcutaneous Immunoglobulins in Rheumatology

Introduction

Nonspecific human immunoglobulins are stable blood products purified from human
plasma donations, and their use is an important therapeutic option for the treatment of
several diseases, including multiple rheumatological conditions. Their supply is costly and
dependent on limited availability — requiring large volumes of donor-derived plasma — as
well as on increasing international demand. Quebec is among the highest consumers of
nonspecific human immunoglobulins in Canada, which not only has a substantial impact
on healthcare expenditures but also increases vulnerability to potential shortages. It is
therefore essential to ensure the judicious use of this resource. Accordingly, between
2017 and 2022, INESSS issued a series of recommendations regarding the use of
nonspecific human immunoglobulins in neurology, clinical immunology, hematology,
dermatology, rheumatology, infectious diseases, solid organ transplantation, cardiology,
fertility and other medical indications. The current mandate aimed to update the
rheumatology-related recommendations to ensure that they remain aligned with the most
recent scientific evidence and consistent with best clinical practices.

Methodology

As part of this work, the population-based, socio-cultural, clinical, organizational and
economic dimensions derived from the Statement of principles and ethical foundations of
the INESSS were taken into account.

To address this mandate, a systematic review of scientific literature was conducted using
publications identified in bibliographic databases and other information sources. The
systematic review of primary studies aimed to assess the efficacy and safety of
nonspecific human immunoglobulins by identifying new scientific evidence related to the
various rheumatological indications. A systematic review of documents presenting clinical
information or recommendations was undertaken to document best-practice
considerations related to the initiation, monitoring, and discontinuation of immunoglobulin
therapy for each rheumatological condition of interest (clinical dimension).

To document the population-based, sociocultural and organizational dimensions,
narrative reviews of the literature were conducted. Some economic considerations were
addressed by collecting information on the acquisition costs of nonspecific human
immunoglobulins.

The perspectives of stakeholders consulted throughout this work, including those of the
advisory committee members, also provided complementary information across all
dimensions, thereby helping to better contextualize the recommendations for clinical
practice in Quebec.


https://www.inesss.qc.ca/fileadmin/doc/INESSS/DocuAdmin/INESSS-Enonce-de-principes-ENG-VF.pdf

Lastly, the overall quality of the work and its applicability were evaluated by external
reviewers with expertise in rheumatology.

Results

Upon completion of this work and following an iterative process with the advisory
committee members, which triangulated scientific evidence, information and
recommendations drawn from the reviewed literature, contextual elements and the
perspectives of consulted stakeholders, the 2021 recommendations were updated and
new recommendations on the use of nonspecific human immunoglobulins in
rheumatology were developed. These recommendations are presented in detail in the
main body of the report and are integrated into a clinical tool intended primarily for
clinicians who administer immunoglobulins in the treatment of rheumatological conditions.

Changes Resulting from the Update

IVIlg recommended

Change to a condition of use regarding Kawasaki disease: the term “confirmed
diagnosis” has been replaced with “complete or incomplete Kawasaki disease”.

Certain conditions of use concerning inflammatory myopathies have been moved
to the “Recommended” category for cases where [IVIg is administered as initial
first-line therapy together with immunomodulators. These conditions of use,
previously listed in a footnote under a table, include severe muscle weakness,
oropharyngeal dysphagia, severe necrotizing myositis, scleroderma, and
gastrointestinal vasculitis with skin ulcers, to which anti-MDAS syndrome has
been added.

IVIg a possible treatment option

Change to and clarification of the conditions of use for inflammatory myopathies
and diffuse and limited systemic sclerosis, particularly in situations requiring a
rapid response or a reduction in corticosteroid exposure.

Details regarding neonatal lupus, including certain situations involving an
incomplete atrioventricular block in the fetus or newborn, and certain severe
cases involving thrombocytopenia, hemolytic anemia or liver damage.

Note indicating that bridging or maintenance therapy may be considered, on a
case-by-case basis, for certain indications, with periodic attempts to discontinue
treatment when the patient’s clinical condition is stable.

1VIg not recommended

Addition of an exceptional condition of use regarding non-catastrophic
antiphospholipid syndrome in the presence of a severe microangiopathic form,
and for IgA syndrome in cases of treatment failure, contraindication or intolerance
to other treatment options.



Insufficient data

¢ Addition of an exceptional condition of use concerning severe or rapidly
progressing forms of eosinophilic fasciitis.

¢ Addition of a condition of use concerning the prevention of neonatal lupus, as
there is insufficient data to recommend for or against the use of IVIg to prevent
congenital atrioventricular block during pregnancy.

e Addition of the following indications: autoimmune retinopathy and immune-
mediated uveitis.

In addition to the changes to the recommendations regarding the various rheumatological
conditions, the section “Dosage” have been revised. Specifically, certain aspects have
been clarified, such as the initial frequency of treatment in children and the possibility of
maintenance therapy. Lastly, information has been added regarding facilitated SClg. It
covers the maintenance doses for immunomodulatory therapy and the harmonization of
the initial dose for replacement therapy with that of 1VIg.

Conclusion

Without replacing clinical judgment, this work is intended to support clinicians treating
patients with rheumatological conditions in making judicious use of nonspecific human
immunoglobulins in their therapeutic management. The recommendations will also assist
governmental authorities in establishing measures to regulate immunoglobulin use in the
event of a shortage.

Next update

The need to update the recommendations on the optimal use of nonspecific human
immunoglobulins in rheumatology will be reviewed four years following the publication of
this report or sooner if advances in scientific evidence, changes in clinical practice,
variations in immunoglobulin availability, or evolving needs of the health and social
services network warrant it.
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