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SUMMARY

Intravenous and Subcutaneous Immunoglobulins - Use in Hematology

Introduction

Human non-specific immunoglobulins are a stable blood product essential for the
treatment of many diseases, including many conditions in hematology. The supply of
human non-specific immunoglobulins is costly and dependent on limited supply - large
volumes of donated plasma are required - and growing international demand. Quebec is
one of the world's highest consumers of human non-specific immunoglobulin, which not
only has a significant impact on the healthcare budget but also makes it vulnerable to
potential shortages. It is therefore essential to ensure the judicious use of this resource.
That's why, between 2017 and 2022, the INESSS formulated a series of
recommendations on the use of non-specific human immunoglobulins in neurology,
hematology, clinical immunology, dermatology, rheumatology, infectiology, solid organ
transplantation, cardiology, fertility and other indications. The current mandate was to
update the recommendations for use in hematology to ensure that they are still in line
with the latest scientific data and in harmony with best clinical practices.

Methodology

As part of this work, the population, socio-cultural, clinical, organizational and economic
dimensions arising from the INESSS Statement of Principles and Ethical Foundations
were addressed.

To meet this mandate, a systematic review of the scientific literature was conducted,
based on publications listed in bibliographic databases and other sources of information.
Systematic reviews of primary studies were aimed at assessing the efficacy and safety of
non-specific human immunoglobulins by identifying new scientific data relating to
hematology. A systematic review of the literature presenting clinical information or
recommendations was conducted to document aspects related to best practices for the
initiation, follow-up and discontinuation of immunoglobulin therapy for each hematological
condition of interest (clinical dimension).

To document the population, sociocultural and organizational aspects, narrative reviews
of the literature were conducted. The economic aspect was documented by gathering
information on the cost of supplying non-specific human immunoglobulins. The
perspectives of the stakeholders consulted during this work, including those of the
members of the advisory committee, also provided additional information for all the
dimensions assessed, in order to better contextualize the recommendations made to
Quebec practice.

Finally, the overall quality of the work and its applicability were assessed by external
readers specializing in hematology.


https://www.inesss.qc.ca/fileadmin/doc/INESSS/DocuAdmin/INESSS-Enonce-de-principes-2021_VF.pdf

Results

Following an iterative process with the members of the advisory committee, which
triangulated the scientific data, information and recommendations drawn from the
literature consulted, contextual elements and the perspectives of the stakeholders
consulted, the 2020 recommendations were updated and new recommendations on the
use of non-specific human immunoglobulins were formulated. These are presented in
detail in the main body of the report and are integrated into a clinical tool designed
primarily for clinicians administering immunoglobulins to treat hematological conditions.

Changes resulting from the update

The update of scientific data and clinical practice recommendations has resulted in
several changes to the clinical immunology section of the clinical tool. In addition to the
adding recommendations relating to treatment duration and stopping treatment, the main
changes to the recommendations for the use of non-specific human immunoglobulins are
summarized below.

Recommended 1VIg Uses

Changes made to conditions of use for immunoglobulins in hematopoietic stem
cell transplantation, fetal or neonatal alloimmune thrombocytopenia, and immune
thrombocytopenia.

Addition of a condition of use for neonates with neonatal hemochromatosis.

IVIG use Considered as a Treatment Option

Addition of conditions of use for hematopoietic stem cell transplantation,
autoimmune hemolytic anemia, and post-transfusion purpura.

Changes made to conditions of use for hemolytic disease of the newborn or fetus
and for catastrophic antiphospholipid syndrome.

Addition of the indication for heparin-induced thrombocytopenia and modification
of the indication for immune thrombocytopenia.

IVIg Not Recommended

Hematopoietic stem cell transplantation was added as an indication in this
category.

Atypical hemolytic uremic syndrome (aHUS) or complement-mediated HUS
(thrombotic microangiopathy [TMA]) was added as a distinct entity from hemolytic
uremic syndrome.



Insufficient Data

¢ Autoimmune neutropenia, hemolytic transfusion reaction without hyperhemolysis,
and three indications for hematopoietic stem cell transplantation were added to
this category.

e Coagulation factor inhibitors (including von Willebrand disease) were added as a
distinct indication from acquired hemophilia.

In addition to changes in recommendations for various hematological conditions, the
sections on initiation, monitoring, and discontinuation of IVIg or SClg treatment and on
dosage were revised. An index section listing all indications across specialties with links
to the appropriate sections was added. Furthermore, links to the new standardized forms
from the Ministry of Health and Social Services were included.

Conclusion

Without taking the place of clinical judgment, this work should support clinicians treating
people with hematological conditions in making judicious use of non-specific human
immunoglobulins in their therapeutic management. The recommendations formulated will
also be used to support ministerial authorities in developing measures to regulate the use
of immunoglobulins in the event of a shortage.

Next Update

The relevance of updating the recommendations on the optimal use of non-specific
human immunoglobulins in hematology will be assessed four years from the date of
publication of this report, or sooner, depending on the progress of scientific data and the
evolution of clinical practices or changes in the availability of immunoglobulins, and on
the needs of the health and social services network.
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