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PE=Plasma exchange IV steroids=IV methylprednisolone or dexamethasone.
2" line agents include rituximab, mycophenolate mofetil, azathioprine

*Depending on severity and results of evaluation consider IV steroids alone vs adding IVIG. Recommend 3-6
months of sustained treatment before tapering.
TContinue first line therapy with IVIG and IV steroids while giving time for second line therapy to take effect,
then slowly taper off to ensure no recurrence of symptoms.




Immune therapy versus no immune therapy

Results in the reviewed articles suggest that the use of immune
therapy is associated with a better outcome. In parucular, within
the non-parancoplastic group in the cohort described by Irani

and colleagues, those patents administered no immune therapy
did significandy worse than those who were treated
(p < 0.0001).[28] In the large case series by Titulaer,[29] 29%
of the 29 patients who received no surgery and no immune
therapy had a poor outcome (mRS 3-6) as opposed to 21.3% of
the rtotal cohort (n = 501). Morcover, the use of immune
therapy in the initial episode of encephalitis was associated

with a lower frequency of relapses (p = 0.038).[29]

Timing of immune therapy

Several observations in the reviewed articles also suggest that
early commencement of immune therapy favors a better neuro-
logical outcome. In particular, improvement of mRS score was
associated with early (<40 days) administration of immune
therapies in non-parancoplastic patents (p < 0.0001).[28]
Similarly, early treatment was a predictor of good outcome

(mRS 0-2) (p < 0.0001) in the cohort described by Titulaer.
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TABLE 4. CORTICOSTEROID-SPARING AGENTS (THERAPIES USED IN CONJUNCTION WITH STEROIDS OR TO REPLACE CORTICOSTEROIDS)
Troat HAVE BEEN USED IN PEDIATRIC ACUTE-ONSET NEUROPSYCHIATRIC SYNDROME/PEDIATRIC AUTOIMMUNE NEUROPSYCHIATRIC
DISORDERS ASSOCIATED WITH STREPTOCOCCAL INFECTION

IG TPE Rituximab or MMF*
New onset. One to six monthly courses of  Use in severe-to-extreme cases if Patient has moderate-to-extreme
IVIG in moderate-to-severe patient has life-threatening impairment.
disease or in severe-to-extreme  disease. and

il TPE not available. patient has proven (documented by mental

health professional) responsiveness to
corticosteroids, IVIG, or TPE.

and

patient has evidence of inflammation/
autoimmunity and objective signs of
organic brain discase.

Relapsing-remitting  Consider repeated dosing Not indicated unless patient is in Consider use if patient has a deteriorating
course. of IVIG if patient meets a severe-to-extreme flare. baseline (i.e., cach flare leaves the
criteria for an patient with permanent deficits) or
immunodeficiency syndrome. frequent relapses.
and

patient has proven responsiveness to
corticosteroids, IVIG, or TPE.

and

patient has evidence of inflammation/
autoimmunity and objective signs of
organic brain discase.

Very delayed care,  Trial of IVIG. If patient Response to TPE may be Patient has moderate-to-extreme
chronic-static, responds, then symptoms transient. Consider impairment.
or chronic- recrudesce then patient is introduction of rituximab or 4
progressive deemed immune therapy MMEF if there is evidence of . )
course. responsive, thus consider (A),  autoimmunity. patlcnt_ has pr(:‘uvcn responsiveness to
(B). or (C). corticosteroids, IVIG, or TPE.
(A) Monthly IVIG until patient and
is no longer having period of patient has evidence of inflammation/
improvement after IVIG and autoimmunity and objective signs of
recrudescence as IVIG effect organic brain disease.
wanes.

(B) Rituximab, MMF, etc.
(C) (A)+(B).
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IMMUNE GLOBULIN (IVIG AND SCIG)

Policy Number: 2020D0035AA Effective Date: February 1, 2020




Immune globulin is unproven and not medically necessary for:




Encephalitis

Moreover, they include limbic encephalitis, and
major subtype of autoimmune encephalitis




Aetna considers IVIG therap
alphabetical order):

experimental and investigational for any of the following conditions (in

Acquired factor VIl inhibitors
Acquired von Willebrand's disease
Acute lymphocytic leukemia

Acute lymphoblastic leukemia

Acute myeloid leukemia

Acute optic neuritis
Adrenoleukodystrophy

Alpha-1 antitrypsin deficiency
Alzheimer’s disease

Amyotrophic lateral sclerosis
Angioedema

Anti-myelin-associated glycoprotein
neuropathy

Anti-synthetase syndrome
Antiphospholipid syndrome

Aplastic anemia

Asthma

Asymptomatic kidney transplant
recipients with donor specific antibodies
Attention deficit hyperactivity disorder
Autism

Autoimmune autonomic ganglionopathy
Autoimmune autonomic neuropathy
Autoimmune bullous skin diseases
Autoimmune chronic urticaria
Autoimmune encephalopathy
Autoimmune epilepsy

Hand-foot-mouth disease

Hashimoto's encephalopathy

Hemolytic transfusion reaction

Hemolytic-uremic syndrome

Hemophagocytic syndrome (e.g., hemophagocytic
lymphohistiocytosis)

Henoch-Schonlein purpura

Hereditary motor and sensory neuropathy (including
Charcot Marie Tooth)

HTLV-1 associated myelopathy

Hunter syndrome (mucopolysaccharidosis type 1)
Idiopathic chronic serositis

Idiopathic environmental illness and multiple chemical
sensitivity syndrome

Idiopathic lumbosacral plexopathy

Idiopathic progressive neuropathy

Idiopathic pulmonary fibrosis

Immune reconstitution inflammatory syndrome
Implantation rash/rash after embryo transfer
Inclusion body myositis

Infertility

Interstitial lung disease

Intractable seizures

Isaacs syndrome

Isoimmune hemolytic disease

Juvenile systemic sclerosis

Landau-Kleffner syndrome

| anaerhan< cell hictiocvtoig

Paraneoplastic cerebellar
degeneration
Paraneoplastic syndromes
other than neuroblastoma
Paraproteinemic
neuropathy (IgM variant
Parkinson’s disease
Parsonage-Turner
syndrome (brachial neuritis)
Pediatric autoimmune
neuropsychiatric disorders
associated with
streptococcal infection
(PANDAS)

Pediatric infection-triggered
autoimmune
neuropsychiatric disorders
(PITAND)

Plasmacytoma, postural
tachycardia syndrome
(POTS)

POEMS

syndrome footnotes for

acronym of POEMS

syndrome™
Polyarteritis nodosa

Polyneuritis cranialis
Pre-thvmectomv



http://www.aetna.com/cpb/medical/data/200_299/0206.html#footNotesP

- Paraneoplastic opsoclc
with neuroblastoma.

- Refractory opsoclonus-myoclonus, as last-resort treatmen

AETNA considers Acute Disseminated Encephalomyeliti
considered medically necessary for acute disseminatgc€
encephalomyelitis in members who have had an insufficient

response to intravenous corticosteroid treatment. United
healthcare does not even mention this diagnosis.



Drug and Biologic Coverage Policy

Effective Date ......coovevvivirencrnncrnnrerrnresnresns 1/1/2020
Next Review Date... ....c.ccceveeervecrmnirnninennrenns 1/1/12021
Coverage Policy Number.......cccccevvvviiiiiiiniiininnns 5026

Immune Globulin

When coverage is available and medically necessary, the dosage, frequency, duration of therapy, and
site of care should be reasonable, clinically appropriate, and supported by evidence-based literature and
adjusted based upon severity, alternative available treatments, and previous response to therapy.

Intravenous Immune Globulin (IVIG) or Subcutaneous Immune Globulin (SCIG) is considered
experimental, investigational or unproven for ANY other use including the following (this list may not be
all inclusive):
e Hashimoto encephalopathy
Inclusion body myositis (IBM)
Lyme neuropathy
Neonatal sepsis
Pediatric acute-onset neuropsychiatric syndrome (PANS) and Pediatric autoimmune neuropsychiatric
disorder associated with group A streptococci (PANDAS)
e Primary progressive multiple sclerosis (MS) and secondary progressive MS, acute MS exacerbations, or
clinically isolated syndrome
e Recurrent pregnancy loss



Aqgain, the word of autoimmune encephalitis does
not appear other than Rasmussen Encephalitis.

However, CIGNA will pay for opsoclonus myoclonus

Opsoclonus-Myoclonus- | Treatment when there is a documented diagnosis.

Ataxia Syndrome /

There are no randomized, controlled clinical trials evaluating the use of IVIG in opsoclonus-myoclonus-ataxia
syndrome. Support for use is derived from case reports and case series, as well as expert opinion. (Feasby,

2007; Gorman, 2010)




Pediatric Acute-onset Neuropsychiatric Syndrome (PANS) is a clinical diagnosis given to children who have a
sudden onset of neuropsychiatric symptoms including obsessions, compulsions, or food restriction.
Streptococcal infections cause exacerbation of symptoms in some children with obsessive-compulsive and tic
disorders, possibly as an autoimmune response. This syndrome is referred to as Pediatric Autoimmune
Neuropsychiatric Disorder Associated with Streptococcal infection (PANDAS). According to the PANS Research
Consortium (PRC) immunomodulatory task force, treatment protocols must include immunological interventions
for PANS cases in which the symptoms appear as neuroinflammation or postinfectious autoimmunity, as seen in
the PANDAS subgroup. (Frankovich, 2017) However, most of the information about PANS/PANDAS has been
obtained by studying individuals with long-standing obsessive-compulsive disorder (OCD) or tic disorder in
research centers. The treatment guidelines in the review article cited are based on the expertise of healthcare
professionals and scientists treating individuals with PANS. Randomized, controlled clinical trial studies are
needed before immunological interventions become a standard of therapy.




Some o

the use of IVIG In PANDAS and PAN
“more comprehensive studies are necessary”. Obviously, they dc

tell you who is going to fund such studies, and until such funding is

found, they intend to keep the money In the pocket and let the

children suffer and families disintegrate. /

For example, this Is what CIGNA says about Hashimoto
encephalopathy

\J

Hashimoto encephalopathy (HE) is an uncommon autoimmune syndrome associated with neuropsychiatric
manifestations responsive to steroid treatment. Until randomized, controlled clinical trials evaluating the use of

IVIG in HE are completed and IVIG becomes a standard of care, its’ use is considered experimental,
investigational and unproven.




Family of health care plans YCVS caremark™

POLICY Document for
Intravenous Immune Globulin (IVIG)




. Prophylaxis of bacterial infections in pediatric human immunodeficiency virus
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INDICATIONS AND USAGE

SAMIINEX-C 15 an 1 obulin mmiection (hums 0% 11

o’

of:

*  Primary Humoral Immunodeficiency (PI) in patients 2 years of age and older (1.1)

7

I\VVIG has no patented. It Is produced from plasma forfrom
blood banks. It Is already In use. Drug companies are never
going to perform studies for new indication for IVIG.

1opathic Thrombocytopenic Purpura (ITP) (1.2
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