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accurate at the time of going to press, neither the authors nor the publishers can accept any legal responsibility
for any errors or omissions that may have been made.
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Introduction

The information in this document is version 4.0 of the Ontario Immune Globulin Management Guidelines
Version 1.0 was first circulated November 5, 2009 with subsequent versions in March, 2012 and May 2016.
The guidelines were also included in the Intravenous Immune Globulin Toolkit, published by the Ontario
Regional Blood Coordinating Network in September 2010 and October 2015.

The information in this document is intended as a guideline document for clinicians seeking clarification on the
common and clinically appropriate uses of Immune Globulin.

This summary of guidelines and information on IG Utilization has been prepared specifically for use in Ontario,
based on the input from the Ontario IG Advisory Panel. In 2015, the Ontario IVIG guidelines were reviewed

by physicians within each of the specialties with indications for IVIG following a literature review of current
evidence. The guidelines for Rheumatology, Neurology, Hematology, and Solid Organ Transplantation were
published in May 2016. No revisions were deemed necessary at that time for Infectious Disease conditions and
review of Dermatology and Immunology were completed in July 2017.
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Recommended Hematology Indications

January 31, 2018

Specialty: Hematology

Medical Condition | Recommendations Dose/Frequency of Administration
Fetal/ Neonatal Antenatal treatment: |VIG (with or without Maternal dose based on the following risk
alloimmune corticosteroids) is recommended as first line treatment | stratification:

thrombocytopenia
(F/NAIT) 1238

for women with a previously affected infant.

» Previous fetus with intracranial
hemorrhage: Up to a total of 2 g/kg weekly
starting as early as 12-16 weeks gestation.

* No previous fetus with intracranial
hemorrhage: Up to 1g/kg weekly, starting
as early as 20-26 weeks current gestation.

Newborn with F/NAIT: IVIG is recommended as
adjunct to provision of platelets for infants with F/NAIT
who have severe thrombocytopenia.

Treatment should be administered in consultation with
obstetrical medicine and transfusion medicine with
expertise in F/NAIT.

Infant dose: initial dose of 1 g/kg, reassess
following initial dose.

Hemolytic Disease
of the Fetus and
Newborn (HDFN) 23

IVIG is recommended in infants with HDFN and severe
hyperbilirubinemia if total serum bilirubin (TSB) is
rising despite intensive phototherapy/hydration, in
consultation with experts in fetomaternal medicine and
transfusion medicine.

0.5 g/kg over 4 hours.

Immune
thrombocytopenia
(ITP) Adult'234

Acute ITP with or at risk for severe bleeding: IVIG
is recommended as part of multimodality therapy for
patients with ITP, severe thrombocytopenia (platelets
less than 30 x 10%/L) and severe bleeding.
IVIG may be considered in the following situations:
* ITP in pregnancy: when platelets are less than
30 x 10%L, or in preparation for delivery.
» Planned surgery: safe platelet threshold will vary
with the nature of the surgery.
» Treatment of ITP in patients with other concurrent
risk factors for bleeding (e.g. concurrent
anticoagulant therapy).

Chronic ITP: IVIG may be considered as a possible
adjunctive therapy as a steroid-sparing measure.

Acute: 1 g/kg as a single dose. Repeat if
platelet count does not respond. |.e. still less
than 30 x 109L.

Chronic: In consultation with a hematologist,
as adjunctive therapy or where other
therapies have failed or are not appropriate.
Consider 1-2 g/kg. The use of regular IVIG
as a treatment for chronic ITP should be
considered as exceptional and alternative
approaches (e.g. splenectomy, rituximab,
thrombopoietin receptor agonists) should be
considered.

Immune
Thrombocytopenia
(ITP) Pediatric'23*

Acute: Children with no bleeding or mild bleeding only
(mild bruising or petechiae) should be managed with
observation alone regardless of platelet count.

For children with moderate to severe mucosal and/or
cutaneous bleeding and platelet count less than

30 x 10%L, IVIG can be used.

Chronic: IVIG can be used in chronic ITP for previous
responders.

For patients who require treatment, a single
dose of IVIG may be considered a front-line
treatment (0.8 to 1 g/kg). A second dose can
be repeated if there is no clinical response.
IVIG will result in a faster increment in platelet
count compared with steroids.

In emergent management, IVIG is
recommended as part of multimodal therapy.

Post-transfusion
purpura (PTP)'

IVIG is recommended as standard first-line therapy for
PTP.

Up to 2 g/kg divided over 2 to 5 consecutive
days, repeat if necessary; for short term use.
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For the following conditions, IVIG treatment is not recommended for routine use.
When screening requests for approval the following information may be taken into account as there is some
evidence for IVIG to be considered as an option.

Specialty: Hematology

Medical Condition

Recommendations

Dose/Frequency of Administration

Acquired hemophilia™

IVIG may be considered one option among adjunctive
therapies, such as steroids, in urgent situations.

Not recommended for routine use.

Prescribed only in consultation with specialized
hemophilia care centre.

Up to a total of 2 g/kg divided over 2 to 5
consecutive days, for short term use.

Acquired red cell
aplasia'?

IVIG is an option for patients with immunologic
pure red cell aplasia (PRCA) who have failed
other therapies (e.g. prednisone or cyclosporin).
IVIG should be considered first-line therapy for
viral PRCA associated with parvovirus B19 in
immunocompromised patients.

Up to 2 g/kg divided over 2 to 5 consecutive
days; for short term use. Repeated on
relapse.

Acquired von
Willebrand’s disease
(AvWD) '3

IVIG should be considered part of multimodal therapy
in emergent situations (together with desmopressin
and FVIII/VWF concentrates) in patients who have
not responded to other treatments. Prescribed only in
consultation with specialized hemophilia care centre.

Initial therapy: Up to 2 g/kg divided over 2 to
5 consecutive days.

Allogeneic bone
marrow or stem cell
transplantation?338

IVIG is not recommended for routine use after HSCT.
IVIG may be considered in exceptional cases:

1) Active CMV-induced pneumonitis following
transplantation.

2) High risk allogeneic stem cell transplantation (e.g. If
hypogammaglobulinemia) for prevention of GVHD.

1) No recommended dose or duration listed;
use in conjunction with appropriate antiviral
medication.

2) 0.4 g/kg weekly, starting one day before
transplantation and continuing to day 100
post-transplant.

Autoimmune
hemolytic anemia'?
(AIHA)

May be considered one option among adjunctive
therapies in urgent situations. Not recommended as
routine.

Autoimmune
neutropenia’?

May be considered one option among adjunctive
therapies in urgent situations.Not recommended as
routine.

Hemolytic transfusion
reaction in sickle cell
disease' (HTRSCD)

IVIG may be considered among the options for
treatment of serious, life-threatening, delayed
hemolytic transfusion reactions in SCD patients.

Virus associated
hemophagocytic
syndrome’ (VAHS)

IVIG is not recommended for routine use in the
treatment of VAHS. IVIG may be considered among
the options for treatment of severe life threatening
VAHS.

No recommended dose or duration listed;
however, expert panel recommends up to
2 g/kg divided over 2 to 5 consecutive days.

Hemolytic transfusion
reaction '(HTR)

IVIG may be considered as an option among
supportive therapies for urgent situations in this
disorder.

Up to 2 g/kg divided over 2 to 5 consecutive
days, short term up to 3 months.
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Specialty: Neurology

Medical Condition

Recommendations

Dose/Frequency of Administration

Chronic Inflammatory
Demyelinating
Polyneuropathy
(CIDP)%567

IVIG is recommended as first-line therapy in CIDP.
Immunosuppressive therapy in combination with IVIG
can be considered in refractory cases.

All patients receiving IVIG for chronic treatment

of CIDP should be followed by a neuromuscular
specialist.

Initial dose: 2 g/kg divided over 2 to 5 days
Maintenance dose: 1g/kg every 3 weeks.
Continued use should be based on objective
measures of sustained effectiveness.

Aim for minimum dose to maintain optimal
functional status.

Guillain-Barré
Syndrome (GBS)
including Miller-
Fisher syndrome and
other variants58

IVIG is recommended for symptoms of grade 3
severity (able to walk with aid) or greater; or symptoms
less than grade 3 severity that are progressing.
Treatment should be given within 2 weeks of symptom
onset.

Re-treatment for patients who do not respond may be
considered.

Adult: Total dose of 2 g/kg divided over 2 to
5 days.

Pediatric: Total dose of 2 g/kg divided over 2
days.

Repeat treatment with IVIG at 2 g/kg divided
over 2 to 5 days.

Multifocal motor
neuropathy (MMN)25°

IVIG is recommended as first-line treatment for MMN.

Initial dose: 2 g/kg divided over 2 to 5 days.
Maintenance dose: tailor to the lowest dose
that maintains clinical efficacy, usually 1g/kg
or less per treatment course. Some patients
may require higher doses for efficacy, up to
2 g/kg every 4 weeks.

Myasthenia gravis
(MG)2,5,10,11,12,13

IVIG is recommended as first-line treatment in
moderate-severe MG or in myasthenic crisis.

IVIG in combinations with immunosuppressive therapy
can be considered in refractory cases.

Initial dose: 2 g/kg divided over 2 to 5 days.

If additional therapy is required, the dose
should be adjusted depending upon response
and titrated to the minimum effective dose.
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For the following conditions, IVIG treatment is not recommended for routine use.
When screening requests for approval the following information may be taken into account as there is some
evidence for IVIG to be considered as an option.

Specialty: Neurology

Medical Condition

Recommendations

Dose/Frequency of Administration

Acute disseminated
encephalomyelitis®®
(ADEM)

IVIG is an option for monophasic ADEM when first-
line therapy with high-dose corticosteroids fails or
when there are contraindications to steroid use, and
for treatment of relapsing ADEM to eliminate steroid
dependency or for those patients who fail to respond,
or have contraindications, to steroids.

Adults: Total dose of 2 g/kg divided over 2 to
5 days.

Pediatric: Total dose of 2 g/kg divided over 2
days.

Lambert-Eaton
Myasthenic
Syndrome?®® (LEMS)

IVIG is an option for treatment of LEMS. Objective
evidence of clinical improvement is needed for
sustained use of IVIG.

Initial dose: Total dose of 2 g/kg divided over
2 to 5 days.

Maintenance dose: a systematic approach
should be taken to determine the minimum
effective dose, and continued use of IVIG
should be based on objective measures of its
sustained effectiveness. The maximum dose
of IVIG per treatment course should be

2 g/kg.

Pediatric Autoimmune
Neuropsychiatric
Disorders Associated
With Streptococcal
Infections®5
(PANDAS)

IVIG is an option for treatment of patients with
PANDAS. Diagnosis of PANDAS requires expert
consultation.

Total dose of 2 g/kg divided over 2 days is
recommended as a reasonable option.

Rasmussen’s
encephalitis®®

IVIG is an option as a short-term, temporizing measure
for patients with Rasmussen’s encephalitis.
Not recommended for long-term therapy.

Adults: Total dose of 2 g/kg divided over 2 to
5 days.

Pediatric: Total dose of 2 g/kg divided over 2
days.

Stiff Person’s
syndrome®?®

IVIG is an option for treatment of Stiff Person
syndrome if GABAergic medications fail or for patients
who have contraindications to GABAergic medications.

Initial dose: Adults: Total dose of 2 g/kg
divided over 2 to 5 days.

Pediatric: Total dose of 2 g/kg divided over

2 days.

Maintenance dose: A systematic approach
should be taken to determine the minimum
effective dose, and continued use of IVIG
should be based on objective measures of its
sustained effectiveness. Maximum dose of
IVIG per treatment course should be 2 g/kg.

N-methyl-D-
aspartate (NMDA)
encephalitis

IVIG is an option for treatment of patients with NMDA.
Diagnosis of NMDA requires expert consultation.

IVIG is used in conjunction with immunosuppressive
medications and/or plasmapheresis.

Initial dose: Total dose of 2 g/kg divided
over 2 to 5 days in adults and children.
Maintenance dose may be considered

depending on response to treatment.
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Recommended Dermatology Indications
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Specialty: Dermatology

Medical Condition | Recommendations Dose/Frequency of Administration
Pemphigus Vulgaris Consider IVIG when there is no response or a Total dose 2 g/kg divided over 2 to 5 days
(PV) and contraindication to corticosteroids, immunosuppressive | every 4 weeks.

Variants 233940 agents or biologics (e.g. rituximab) in conjunction with | Dose every 6 weeks after 6 months of

one of the above.

First line therapy: corticosteroids
Second line: immunosuppressive agents
Third line: IVIG

therapy.

For the following conditions, IVIG treatment is not recommended for routine use.
When screening requests for approval the following information may be taken into account as there is some

evidence for IVIG to be considered as an option.

Medical Condition

Recommendations

Dose/Frequency of Administration

Toxic epidermal
necrolysis (TEN) /
Stevens-Johnson
syndrome (SJS)33840

Specialty: Dermatology

IVIG is an option when other treatments are
contraindicated, or when the condition is life-
threatening. Early intervention is strongly
recommended.

3 g/kg divided over 3-5 days.
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Recommended Rheumatology Indications
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Specialty
Pediatric Rheumatolog

Medical Condition

Recommendations

Dose/Frequency of Administration

Juvenile Idiopathic IVIG is recommended when there is a lack of Initial dose: Total dose of 2 g/kg divided over
Inflammatory response or contraindication to corticosteroids, 2 days.
Myopathy Methotrexate and/or Azathioprine therapy. Maintenance dose: A systematic approach
(J-1IMm)25.18.18.47 should be taken to determine minimum
(Previously Juvenile 1st line: Corticosteroids and Methotrexate effective dose. Continued use should be
Dermatomyositis) 2nd line: IVIG based on objective measures of sustained
3rd line: Cyclosporine effectiveness.

Maximum dose should not exceed 2 g/kg.

Kawasaki IVIG is recommended when Kawasaki diagnosis 2 g/kg for 1 day (second dose can be given

DiSeaSe 2,18,19,20,21,22

confirmed.

for patients who fail to respond to initial
dose).
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Idiopathic
Inflammatory
myopathy

(1) 25.15.23.24,26.25
Includes
Dermatomyositis
and Polymyositis
*does not include
Inclusion Body
Myositis (IBM)

IVIG is indicated in patients with IIM as adjunctive
therapy to corticosteroids and/or a steroid sparing
agent in patients with IIM who have failed 1st line
therapy or as clinically indicated in the management
of severe disease.

*IVIG benefit has not been established in IBM.

1st line: Corticosteroids and Methotrexate and/or
Azathioprine

2nd line: IVIG

3rd line: Cyclosporine or cellcept

Maximum dose is 2 g/kg to be given over

2 days initially monthly for 3-6 months and

if effective to be continued at decreasing
frequency (determine minimum effective
dose) over approximately 2 years. Survival
of patients with 1IM has been shown to be
substantially improved in patients given IVIG.

Recommended Infectious Disease Indications

Specialty:

Infectious Diseases

Medical Condition

Recommendations

Dose/Frequency of Administration

Staphylococcal toxic
shock?%15

Invasive Group A
streptococcal fasciitis
with associated toxic
Shock2,3,15,29,30

IVIG is recommended when evidence of systemic
inflammation and end organ hypoperfusion with
fever, tachycardia, tachypnea and hypotension.

1 g/kg on day one and 0.5 g/kg per day on
days 2 and 3 OR 0.15 g/kg per day for 5
days.
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Recommended Immunology Indications

January 31, 2018

Specialty: Imnmunology

Medical Condition

Recommendations

Dose/Frequency of Administration

Primary Immune

Deficiency (PID)?3
Secondary Immune
Deficiency (SID)?3!

IVIG is recommended in hypogammaglobulinemia
(total 1IgG reduced or inadequate antibody production)
with recurrent bacterial infections.

Children and adults with a suspected
immunodeficiency should be referred to an
immunologist with expertise in the field of primary
immunodeficiency (‘expert’ in PID). Ideally, this

should be carried out in an academic centre with the
capability of performing specialized diagnostic tests for
immunodeficiency. Management should be performed
by a specialized team including physicians, nurses and
allied health care providers.

Adult: 0.4-0 .6 g/kg every 3-4 weeks
Pediatric: 0.3-0 .6 g/kg every 3-4 weeks
Doses or frequency to be adjusted by experts
according to desired trough level (more

than 500 mg/dL and ideally 700 mg/dL) and
according to individual patient clinical needs.

Hematopoietic Stem
Cell Transplant

in primary
immunodeficiencies?®

IVIG is recommended in PID patients undergoing stem
cell transplant.

0.4 to 0.6 g/kg every 3-4 weeks; requirements
may increase and should be based on clinical

Recommended Solid Organ Transplant Indications

Specialty: Solid Organ Transplantation

Medical Condition

Recommendations

Dose/Frequency of Administration

Kidney transplant
from living donor to
whom the patient is
sensitized'®*

IVIG is recommended to decrease donor-specific
sensitization.

2 g/kg/month for 4 months.

Pre-Transplant
(heart)32,33,34,35,36

For desensitization in selected heart transplant
recipients who are highly sensitized, medically urgent
and unlikely to receive a transplant otherwise — this
should be preceded by discussion at the transplant
program level.

Suggested dose is up to 1 g/kg/month until

Peri- Transplant
(heart, lung, kidney,
pancreas31 ,33,34,35,36

Solid-organ transplant recipient with donor-specific
antibodies identified at time of transplant surgery
(heart, lung, kidney, pancreas) on virtual crossmatch —
first-line agent.

Suggested dose 1 g/kg, can give as divided
doses if in association with a course of
plasmapheresis.

Post-
Transplant 32,33,34,35,36,37

Acute antibody-mediated rejection in a solid-organ
transplant recipient — first-line agent.

Chronic antibody-mediated rejection in a solid-organ
transplant recipient.

1 g/kg/dose, can give as divided doses if in
association with a course of plasmapheresis.

1 g/kg/month.
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