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Intravenous Immunoglobulins (IVIG)
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Policy

1. Aoin3 considers tha use of intravenous Immunoglabulin (IVIG) therapy medically necessary in
mambers with the conditions spocified below:

1. Prdmary humoral Immunodeficiency diseases (such as congenital agammaglobulinemia
{X-linked agammaglobulinemia), hypogammaglobulinemia, cormman variable
immunodefidoney, X-hnked immunodeficiency with hyperimmunoglebulin M, Wiscotl-Aldrich
syndrama, and severe cambined immunodcficlency) (see Appondix)

2. immune or idiopathic thrombocytopenic purpura (ITP) whon a rapid rise In the platelet count is
required, such as prior to surgery, to conirol excessive bleeding, or to dofer or avoid
splenectomy (sao Appendix for critoria for ITP in adults, TP in childron, ¢hronic ITP, and ITP

in prepnancy)

3. Guiliain-Barré syndromp (GBS) and GBS variants: IVIG is gonerally accepted as the treatmont
of choice for persons with Guitlain-Barra syndrome, provided that they are so severely
affected that thoy al least require ald to walk, that tho disorder is diagnosed during tho first 2
weeks of the liness, and that there are no contraindications to (VIG (see AppendIx)

4, Muliifocal motor neuropathy: (or persons who have progressive, symptomatic mulifocal motor
nauropathy that has boen diagnosed on the basis of electrophysiologic findings that rule out
other possiblo conditions that may nol respond o this treatment (sco Appendix)

5. Kawasaki digease (see Appandix)
6. HIVinfected chidren: bactarial control ar pravention (see Appondix)

7. Hiv-associated thrombacyliopenia, pediatric or adult: considered medically necessary whon
crileria in Appandix are met (see Appendix)

8. Hemolytlic disease of newborn, to decrease ncad for exchange transfusion (sec Appengix)

9. B-call chranic lymphocytic leukemia {CLL): for persons with hypogammaglobulinemia
associated with CLL and recurrent infections or specific antlbody deficiency (see Appendix)

10. Stem cell or bone marrow transplantalion: IVIG is Indicated for markodly
hypogammaglobinemic (IgG level less than 400 mg/dL) bone masrow or stem call iransplant
tociplents with severa infections (see Appandix and CPB 544 - immunc Globulins tor
Post-exposurc Prophylaxis ). IVIG Is also indicated for steroid-resistant grafl-versus-host
diseasc in bone marrow transplant recipients 20 yoars of age ar aldor, In the first 100 days
post ransplant, and who aro hypogammagiobinemic (1gG level less than 400 mg/dL),

11. Socondary immunosuppreesion associatod wilh major surgery (such as cardia¢ transplants)
and certain diseases (hematologic mallgnancies, exiensive burns, or collagen-vascular
diseascs) (see Appendix)
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Polymyosliis in persons who are resistant lo first and second fine thorapies (see Appandix)
Post-iransfusion purpura {see Appcndix)

-

Dermatomyositis in persons who are resistant to first and second line therapics (Seg
Appendix)

Myasthenla gravis (see Appendix)
Multiplo myetoma (soo Appendix)
Moaersch-Woltmann (Stif-man) syndrome (unresponsive 1o other therapies) (see Appendix)

Neonatal aliolmmune thrombocytopenio (NAIT) (also known as fetal alloimmune
thrombaocylopenia or FAIT) when cnterla in Appendix aro met

Opsoclonus-myocionus (See Appendix)

Parvavirus B19 infection, chronic, with severe anomia {see Appandix)

Paraneoplastic apsoclonus-myacionus-ataxia associated with neuroblastoma (see Appendix)
Lambent-Ealon myasthanle syndrome (sco Appendix)

Hyporimmunogiobulinamlia E syndramao, for treatment of severe infection {#se Appendix)

Autelmmune mucoculaneous blistaring diseases: [VIG Is considered medically necossary for
members with pomphigus vulgarls, pemptigus follaceus, bullous pemphigoid, mucous
membrang pemphigoid (3.k.3., cicatrical pamphigoid), and opidermolysis bullosa acquisita if
the momber has elthor falled or has contraindications to conventional thorapy, or the mcmber
has rapidly prograssive disease in which a clinical rosponse could not be aHected quickly
enough using conventional agonts. When indicatod for rapidly progressive diseaso, accepted
guidelines Indicate that IVIG should be given along with conventional treatment(s) and IVIG
should bo used only untll conventional thorapy could take offect. (See Appandix) Note: IVIG
for the treatment of auleimmune mucocutaneous blilstaring disease Is considered medically
necessary only for short-term thorapy and not as a maintenance therapy

Relapsing-remitling multipla sclarosis {MS) whon standard approaches (i.e., Intorferons) have
failed, become intolerable, or are contraindlcated (see Appondix) {See also CPB 264, - Muinplo
Sclerosis )

Systemic lupus erythematosus (SLE), for persons with severe activo SLE for whom other
interventions have been unsuccassful, have become intolerablo, or are contraindicated (see
Appondix) ’ .

Seleclive IgG subclass deficiencics with severe infection for persons meeling selection criterla
{see Appendix)

Renal tronsplantation from live donor with ABO incompatbility or positive cross-match, where
a sultable non-reactive live or cadaveric donor ls unavailablo {preparative regimen)

Churg-Strauss Syndrome (CSS) (allorglc granuiomatosls), for persons with severe active
liiness for whom olher interventions have been unsuccesstul, have become intolerabla, ar are
contraindicated

Refraclory autoimmune hemolylic ancmia (see Appendix)

Toxic shock syndrome or toxic nocrolizing fasciitis duse o group A streplococcus (sce
Appendix)

Staphylococcal toxic shock syndrome (sce Appendix)
Toxic epidermal nactolysis and Steven-Jahnson syndrome
Birdshort {vitiligonous) retinochoroldopathy

1gM antimyolin-associated glycoprolein paraproteln-associated paripheral neuropathy

P Ol
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38. Enteroviral maningoencophalitis

37. Neonotal sopsis, reatment,

-

i(. Astna considors subcutancously adminisiorod Immunoglobuling as an altornalive o intravonous
immunoglobulin therapy medically nccassary for membars who meet tho criteria for IVIG set forth
above.

lll. Aetna cansidors the use of IVIG experimental and investgationa! for all othor ¢linical conditions. See
appendix for a current list of such indicatlons.

Notos: The following criteria are considered in pssessing the medical necessity of IVIG for the
indications listed above.

1. The diagnosis of the disorder must bo reasonably cenaln, and based on 3 thorough history
and examination, and appropriato laberatory testing (9.9.. electromyography (EMG), spinal
fluid tests, scrum lests and blopsy findings).

Prewvious troalment faituros myst be documented,

3. In somo sltuations, IVIG may be used for medically nocossary indications listed above for 2
porson that has rapidly progressivo disease in which a clinical response could nol bo elfected
quickly enough using conventional agents. In thase situations, IVIG therapy would be given
along with conventional troatment{s) and continued adminisiration ot IVIG Is nol considered
medically necessary once conventional therapy takes offecl.

4. Oonce lreatment s Inltiated, there must be adequatae documentation of progress. If thore s
initlal improvemont, and continuod treatment is nocessary, then some type of obloclive
quantitative assessment to monilar the prograss | required. Any accepted maotric assessment
may be used for objective monitoring of progress, such as MRC scale = and activities of dally
living (ADL) measuroments. Changes In these measuras should be cloatly documented.
Subjectve or cxperiential improvoment alone is generatly insutficiant I either continue IVIG or
1o expect covarage. .

5. Clinlcal monlloring takes clear precedence over laboratory monitoring. if clinical improvement

is cviden), then laboratory monitofing solely lo guide IVIG Iherapy is not considered madically

nacessary.

»N

6.. There should ba, depending on the diagnosis and clinical circumstances, an attompl made to
decreasewoan the dosage when impravemeant has occured. There should be, when chinically
appropriale for the diagnosis, an attempt 1o stop the IVIG infusion if impravement is sustained
with dosage reduction, If improvemant does not occur with IVIG, continued infusion may not
beé considerad medically neccssary,

** Tho Medical Rescarch Council (MRC) scale is the most commonly used grading of muscle sirength,
Scale: 0 = no muscle movement: 1 = flicker of muscle movement 2 = trace movement bul not able to fully
overcome gravily; 3 = just ablo lo overcome gravity, but not against resisiance; 4 = moves against
resistance, but weak: S = full strength agalnst resistance.

Background

This policy is consistent with guidelinos an the use of immunoglobuytin therapy from the Conters for Disease
Control and Provention {1999). and the United States Pharmacopeial Convention (2007).

IVIG has been shown 1o bo ineflective for the prophylaxis of, and as a treatment adjunct in. infections in
sama high-risk, pretorm, low-birth-weight noonates (USPD, 2002). Stwdios published beforo 1800
suggested that prophylactic IVIG reduced nosocomial Infections in low-birth-weight infants. However, thaso
studies enrollod small numbers of patients; employad varied designs, preparations, and doses; and induded
diverso siudy populations. The National Institute of Child Hoaith and Human Development (NICHHD)
Noonatal Research Natwork [herefore parformed a prospoctive, multicentar, randomized trlal to test the
hypothesis that tho intravenous adminisiration of immune globulin to infants with birth wolghls between 501
and 1500 grams would reduco the Incidence of nosocomial infections (Fanaroff, ct al., 1984). In tis trlal, the
repeated prophylactic adminisiration of IVIG fallad fo reduce 1ho incidence of nasocomial infectons
significanlly in prematura Infants weighing 501 to 1500 grams at birth. Furtharmore, there worg ne

significant difforences in morbidity, mortality, or the duration of hosplalization betwecn Infants given IVIG

P.01e
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and Infants given no infusion or an infusion and placebe.

A racent mutticenter, randomized, double-blind, placebo-controlled study (Cordonnler, et al.. 2003)
concluded that prophylaciic immunoglobulin in allageneic recipients of stem cel transplant from
HLA-identical sibling donors is not recommended. However, the finding of {his study does not question the
use of Immunoglobulin in hypogammaglobulinemic stam-¢all transplant patents.

For a discussion of IVIG for recurrent spontancous abortion, see CPB 348 - Rocurrent Pregnancy. Loss.

Gammargard Liquld 10 % is 8 slightly diffarant version of the existing lorm of IVIG. It offers improvod
convenienco bocause the ready-10-uso. sterile preparation of Gammargard Liquid 10 % eliminates the need
for reconstitution, Furthermore, Its high concentration. compared 10 5 % concentrations, allows for a
reduction in the length of Infusion,

Vivagiobin is an immune globulin [human] subcutanecus injection administered vid a small, portable pump
for the praventlon of serious infection in children and adults with primary immunodeficiency.

In Apri 2006, the American Acadamy of Asthma, Allergy and Immunology (Orange et al. 2008) published
ovidence based guldolines on indications for intravonous immunoglobulins.

Darabi et al (2006) noted that IVIG has beon approved by the Unitad States Food and Drug Administraton
(FDA) for use In 8 conditions: (i) immune Ihrombocytopenic purpura (ITP), (il) primary immunodoficlency, (lii)
secondary immunodeficiency. {Ilv) pediatric HIV infection, (v) Kawasaki disease, and {vi) provention of graft
versus host disease (GVHD) and infection in bonc marrow transplant recipients. However, most usage of
IVIG is for off-labcel indicalions, and for some of these comprehensive guidolines have been published.
Comman off-fabeled uses for IVIG include chronic neuropathy (0.g., chronic inflammatory demyalinaling
polynourapathy (CIDP) and multi-focal motor neuropathy). hypogammagliobutinemia. renal transplant
rojoction, myasthenia gravis, Gulllain-Barre syndromo. necrolizing fasciitis, and autalmmune hemolytic
anemia. The authors conciuded that only a few indleallons account for most of the usage for |VIG. Reports
conceming IVIG cantinue to grow at a tremondous pace but few high-quallty randomized controlled studles
have been roported, They noted thal randomized controlled trials are especially needed for conditions such
as CIDP, which consuma large quantities of product.

Appendix
Condltion , Indications
Autoimmune hemolytic anemia, ] IVIG may ba considared medically necessary In persons
refractory i with warm-type autoimmunc hamolylic anemia that does

' no!l respond o corticostoroids or splenectomy, or thosa
for whom thc Jattor two treaiments are contraindicated.

{
1

- P e
‘

Bacterial infection In HIV-Infected
children

: Consistent with recommendations of the Working Group
! on Antiretroviral Therapy of the Natlonal Pediatric HIV

| Resource Center IVIG Is considered medically

| pecessary in chlidron with HiV-infection who mect any of
the following critocla;

1. Those with hypogammaglobulinamia, i.e., serum
19G concentration foss than 250 mg/dL;

1. Thoso with recurrent serious bacteriat Infactions,
1.6., defined as two of more infoctions such as
bacteremia, meanlngitis, or pngumonia in 3 1-year
period;

IIl. Thosc who fail to form antibodies to common
antigens, such as measles, pneumococcal,
and/or Haemophlius influenzae type b vaccine:

IV, Those living In ateas where measles is highly
prevalant and who have not developod an
antibody response after two dases gf measles,
mumps, and rubella virus vaccine tive;

P 013
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{ V. Single dose for HIV-Infacted children who are
§ oxposed to moasles;
' i V1. HIV-infectod children with chronle branchiectasis
' that is suboplimally responslve 1o antimicrobial
: and putmonary tharapy.
b . O —
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Chronle Inflammatory Demyelinating
Polyneuropathy (CIDP), also known as
Chronic Relapsing Polyneuropathy,
Including diabeies mellitus-CIDP and
mullifocal acquired demyalinating sensory
and melor neuropathy (MADSAM) varnant

i Symmatric or tocal nourologic deficits with slowly
‘5 prograssive or relapsing course over 2 months or longer
i with neurophyslologlcal abnormalitios).

_i Note: A motaanalysis comparing the efficacy if IVIG,

plasma exchange. and oral glucocorticoids found

j equivalence betwaon all three, at feast within the first 6

{ weeks of thorapy (Van Schaik, ot al., 2002). WVIG is

i considerod under accepted guldslings as the preferred

! treatmont, particularly In children, when there (s difficulty
with venous access for plasmapheresis, and those

| susceptible to tho comglications of lang-term

| corticostcrold therapy (Orange, at al., 2006).

| Persons typlcally respond to IVIG or plasma exchange

| within the first sevoral wegks of treatment and may

| demonstrate sustalnad improvement for many weeks or
,I months. Rcolapses may requirc poriodic isolated

g freatmaents with a single dosa of IVIG or single plasma

* cxechange, If a person rosponds successfully to

1 Infrequent booster troatments of either IVIG or plasma

1 exchange, It Is reasonable to maintain this form of

! treatmont rather than adding corticoslaraids or othar

% fmmunosuppressants.

Chronic Lymphacytic Leukemia (CLL)
in patients with
hypogamma-globulinemia

190G level less than 600mg/dL; and:

I, 1 sevcro bacterial infection within praceding 6
monthg or 2 or more bactorlal Infections in one
year, or

{l. Evidence of spacific antibody deficlency.

Denmatomyositis, Polymyositis

{includos Juvenile)

I. Membcrs prasenling al least onc llom from the
1st criterion and four items from the 2nd through
9th criterta are said (0 have dermalomyositis.
Patients presenting ne ltems from the 1st criterion
and ot laast four items from the 2nd through Sth
critoria are said to have polymyasitis,

FPROUPUQNGNp QP S S

A, Skin feslons

1. Hellotrope rash (red purple
edematous erythoma on the upper
palpebra)

2. Gotiron's sign {red purple koralotic,
atrophic erythema, of macules on
the extensor surface of finger
joints)

Erythema on the extensor surface
af exiremity joints: slightly raisegd
! red purple erythoma over elbows or

P DA
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B. Proximal muscle weakness (uppor or
lower extremity and trunk)

C. Elovated serum CK (croating kinase) or
gldolase lovol )

D. Musclo paln on grasping or spontanoous
paln

E. Myogenic changes on EMG
({short-duration, palyphasic motor unit
potentiais with spontaneous tibrillation
polenlials)

F. Positive anti-Jo-1 (histady! IRNA
synthetase) ontibody

G. Non-destructlve arthritis or arthraiglos

H. Systemlc inllammatory signs (foevor: more
than 37 C at axilla, elevalod serum CRP
level or acceloratod ESR of mare than 20
mm/h by tho Weslergren method)

I. Pathological findings compatiblo with
inflammatory myositis (inflammatory
infiltration of skelctal evidance of aclive
regeneration may be seen

AND
1. Momber has severe active illness: and

(. Member is intoleront or refractory 10 18t and 2nd
line therapies:

A. 1stiine therapy - Corticosteroids (e.g.,
prednisone);

8. 2nd line therapy - Immuno-suppressants
(e.g., metholrexate, azathloprine,
cyclophasphamide, and ¢yclosporine).

!
)
l
|
i
[
!
b
i
i
{
!
|
Fetat Alloimmume Thrombocytopenia ‘

i Maternal and paternal platolat typing reveals the fathor
| has a platelot antigon |hat the mother lacks and 1ho
, mother has detectable antibodies 1o this antigen (to HPA

(FAIT)

: 12 are the most commeoen cause of FAIT); and

1. Al 20 weoks or lator, cordocentiesis reveals fotal
piatolots tess than 20 x 1000/mL(3): or
1. Previous pregnancy affected by FAIT.

Guillain Barro Syndrome (GBS) - a.k.a,
ocuts Infoctive polyneuritis (includes GBS
varianis: Miller-Fisher syndrome [MFS).
pen autonomic polyncuropathy,

acute pandysautonemlia, acute molor
axonal neuropathy (AMAN), and acute
molor and sensory axonal neurapathy
{AMSAN))

I. Sevcre GBS with significant weakness such as
Inabllity to stand or walk without aid, rosplraiory
or bulbar weakness, or Millor-Fisher gyndrome
(MFS); and

H. The disordear has been diagnosed during the firsl
2 weeks of the iiness; and

I, IVIG is initiated within ong month of symptom
onset. Noto: Based on the 2003 AAN guidaelinas,
IVIG should usually be initiated within 2 weeks
and no longer than 4 weeks of onsot of
neuropathic symploms.

P 015
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Hematopoletic Stem Coll Transplant
(HSCT) or Bone Marrow Transplant
"(BMT)

IVIG is conslidered medically necessary for reatmont of
! markedly hypogammaglobulinemic (IgG level less than
i 400 mg/dL) HSCT or BMTY recipients with severe ’
Llnfeclions.

Hiv-assoclated Thrombocytopenia

- Adult

|. Significant bleeding in thrombo-cytopenic patents

i or platelet count less than 20,000/ul; and

I 1. Fallure of RhIG In Rh-positive pallents.

(FRX)938727140888

HiV-associated Thrombocytopenia

- Padiatric

| infants and children < 13 yoars of age whose IgG level

i is < 400 mg/dL; and

I. 2 or more bacterial infections In a 1-year perlod
despito anliblotic chemoprophylaxis with
TMP-SMZ or another aclive agent: ar

H. Child has receivod 2 doses of moasles vaccino
and lives In a roglon with a high prevalenco of
measies; or -

. Member has HIV-assoclaled thrombocylopenia
dospite antiretroviral iherapy; or

IV. Member has chronl¢c bronchlactasis that is
suboptimally responsive 1o aniimicrobiat and
pulmonary therapy; or

. V. T4 csll countis greater than or cqual to

200/mma3.

Hemolytlc Disease of tho Newborn

Not responding 1o pholotherapy to decrease tha need
for exchango transfusion. Physiclan discretion important

| in deciding.

Hyperimmunaglobulin € Syndrome
{Job's syndrome: Hypor IgE syndromo)

Recurrent staphylococcal abscessos and markadly
| elevaled serum IgE with normal 1gG, IgA, ang igM
| concentrations,

Idlopathic Thrombocytopenic Purpura
(ITP) - Adult

!. Other causes of thrombocylopenio have been
rulod oul by history and peripheral smear; and

H Unresponsive 1o corlicosteroid tharapy; and

Management of acute blecding due to savere
thrombocytapenia {pidiciol counts less than
30,000/uly; or

Il. To increase plaiolet counts prior 1o invasive major
surgical procedures (e.g., splenectomy), or
Ill. To dcfor or avoid spicnhaciomy; or
IV. In members with sovere thrombocytopenia
(platelet counts loss than 20.000/ul) considered
to be atrisk lor intracerobral hemorrhage.

tdiopathic Thrombocytopenic Purpura
(ITP) - Pediatric

!
|

Acuto ITP:

1. \VIG as inital therapy if platalet count < 20,000/ul,
espoclally when membar has emergoncy
blaoding or is at risk for severe lifo-threatening
bleeding; or

Il. Persons with severe thrombo-cytopenia (platelet
counts loss than 20,000/ul) considerod (¢ be at

P.0O16
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rlsk for intracerebral hamorrhage,

Noto: IVIG not indicated If only mild mamfestations of
bleeding.

Chropic1TP:

In high risk porsons when platelet count low or person
symplomatic; and

I. Failure of othor therapies, or
1, Member Is a high nisk for post-spleneciomy
sepsls.

(ITP), Chronlc Refractory

immune Thrombocytoponic Purpura
{ITP) in Pregnancy

Idiopathic Thrombocytopenic Purpura

1. Age of 10 yoars or older; and
1). Duration of ilingss of greater than six months;
and
1. No concurrent linoss/disease expiaining
thrombocytoponia; and
IV, Prior trcatment with conlicostorolds and
splonactomy has failed or member is at high risk
for post-splenectomy sopsls.

1. Refractory to steroids with platelel counts <
10,000/ul in the third trimesler; or
il. Platelet counts < 30,000/ul associated with
bleeding bofore vaginal delivery or C-seclion; or
M, Pregnani women who hava proviously delivered
[nfants with autoimmuna thrombocylopenia; or
V. Pregnant women who have platelet counts loss
than 50.000/ut during the current prognancy; or
V. Pregnant women with past history of
splaneciomy.

Immunosuppressed Pationts

To prevent or modify recurrent baclorlal or viral

| infoctians {e.9., CMV) in mambears wilh atrogenically
Induced, or diseasc associaled immunosupprassion
(1gG < 400 mg/dL) with one of the following:

1. Solid organ transplants or extansive surgery with
Immunosuppression {Nota: In particular. IVIG
may be medically necessary in persons
undergolng mulliple courses of plasmapheresis
as a troaiment for allograh rojeciion or for other

] indications; these persons may receive IVIG at

the completion of thorapy if their IgG lcvol is less
than 400 mg/dL), or
1. Hemalological malignancy: or
Itt. Extensive burns: or
tv. Collagen-vascular disease.

Kawasaki diseasc (Mucocutanaous
Lymph Node Syndrome [MCLS])

| Diagnosis must be established - no spacific lab test -
diagnosts is established by maating the following criterla:

). Fever present for at leasl five days; and

I, Four of the followlng five conditions aro met:

(FRAX)99727140888
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A. Mucous membrane changes such as a red
longue and dry fissured lips;

Swelling of1he hands and feet;

Enlargod lymph nodes in tho nock;

Diffuse red rash covering mos! of the
body;

E. Redness of tha oyes.

Cow

~

Lambert-Eaton Myasthenic Syndrome

(LEMS)

J plasmapheresis.

1
|
|
l
|
|
i
1
!
f . T
No response 1o anlicholinesterases and
Diaminopyridine); and

I. Used as an alternativa 1o plasma exchange If
weakness is savare:; or
I, When thoro is dilficulty with venous access for

Myasthonla Gravis

v -

I. Treatmaoni of acule myasthenlc erisis with
docompensation (respiratory fallure, or disabling
waakness requiring hospltat admission); and

i1, Other reatments have been unsuccessful or are
contraindicated (e.y., azathiapring, cyclogporine,
and cyclophosphamide).

1 Nolo: For management of myasthenic crises, IVIG is
administered over 2 1o § days, Use of IVIG as

| maintenance therapy Is considered experimental and
investigational.

Mosarsch-Woltmann (Stiff-man)
Syndrome

Multifocal Motor Neuropathy with
Conduction Block

Multiple Myeloma (MM}

I. Prasence of Anti-GAD antibody: and
II. Benzodiazepines (e.g., Vallum) and/or Baclofen,
phenytaln, clonldine, tizanidine have failed.

e

1 Progrossive, symptomatc mullifocat molor neuropathy
thal has been diagnosad on tha basis of
eloctrophysiologic findings ihat rule out other possible
conditions that may not respond to IVIG troatmanl.

I. "Plateau Phase” MM (> 3 manihs since
diagnosis); and
. IgG level < 600mg/dL; and
Itl. 2 or mora significant infections In last yoar or a
single life threatening Infaclion; or

Evidence of specific antibody deficiency.

Multiple Sclerosls (MS) -
Rolapsing-remitting:

(not primary or secondary progrossive
MS)

I. Severe manitestations of relapsing-remitting MS
{not primary or secondary progressive MS): and

1. Standard approaches (i.e., interforons —
Belaseron, Avonex, Roblf) have failed, become
intolerable, or ara contraindicated.

Neuroblastoma assoclated
parancoplastic
opsoclonus-myoclonus-ataxla
syndrome

]
i Troatmenl of opsoclonus-myoclonus-atraxia associated
| with neurgblastoma.

(FRX)99727140888
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Opsoclonus-myocionus

Medically necessary as last-resort treatment for
refractory opsoclonus-myaclonus.
v

Erythrovirus (formerly parvovirus) B19
Infection, Chronlc, with Severe Anomia ;
|

(Puro Rod Cell Aplasia)

Scvaere, refractory anemla with documented erythrovirus
819 viremio.

Autoimmune Mucocutaneous
Bllstering Diseases - includos
Pemphigus vulgaris, Peamphigus foliaceus,
Butious Pemphigold, Mucous Membranc
Pemphigold (a.k.a. Cicatricial
Pomphigold). end Epidermolysis bullosa
aquisits

{. The diagnosis has been proven by biopsy and

confirmed by pathology report; and

. The condition is rapldly progressing, extensive or
debilitating: and

Ill, Conleostatelds, immuno-suppressive agonts
have falled or the member has cxporienced
significant complications from standard treatment,
such as diabotos or sleroid-induced
osteaporosis.

Post-transfusion purpura (PTP)

.- - -

Primary Humoral Immunadaficiencies

1. Selective igM Immunodeficiency
1. Congonital ;
hypagamma-globulinemia
. Immunodeticiency with near/normal) |
igM (absent IgG, IgA) - a.k.a. !
Hypcr IgM syndrome i
IV. Othar deficiency ot humoral i
immunity i
V. Severe combined
immunadeficiency disorders (e.g.,
X-SCID, jak3, ZAP70, ADA, PNP,
RAG defects, Ataxia
Telangiectasia, DiGeorge
syndrome, common variable
immunodeficiency

?
|
!
{
|
|
:
!

1. Dccroased platelets {usually < 10,000/ut); and
il. 2 - 14 days post transfusion with bleeding,

1. Agammaglobulinemia (total IgG < 200 mg/dL);
or

Persistent hypogammaglobulinemia (total IgG <
400 mg/dL) with recurrent bacterial infections
and/or lack of response to proteln or
palysaccharide antigens (inabllity 10 make 196G
antibody against diphthorla and tetanus toxoids,
pneumococcal palysaccharide vaccine, or both):

A. Serum antibody ltres to tolanus and/or
diphtheria should bo oblained prior to
immunization wilh diphtheria and/or
etanus vaccine and two to four waoks
afler immunization. An Inadaquate
response Is dofinad as less than a fourfold
risc In antibody lilre; and

B. Serum antibody litres {o pneumococcus
should be measured prior 10 Immunization
and three 1o six waoks after iImmunization
with polyvalon! pneumaococeal
polysaccharide vaccine (e.g..
Pneumovax). Aninadocquale response is
defined as loss than a 2-fold rise in titer
ovor basoiing In at least one serotypo
tasted.

ill, Selective IgG subclass deficiency {see criteria
below). or

V. Normal (olal 1gG levels with scvero
polysaccharide nonrcsponsivaness (deficient
responses to 4 or mare of 23 polysaccharide
antgens Included in Pneumovax vaccination) and
ovidence of recurrent severc difflcult-to-treat
infections (e.g., recurront olllls media,
bronchiectasis. rocurrent infections requiring IV
antiblotles, mulliple antibiotic hypersensitivitles)
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with a documenitad requirement for antibiotic
thorapy:

A. Further evidenco of infaclion, including
sinus and lung Imaging, complete blood
countsg, C-reactive protein measurement,
and erythrocyle sedimentation ratc
determination, may be requirod to suppon
the need for {VIG supplemaniation,

B. 1VIG sheuld be dlscontinued and the
medical pecessity of IVIG should ba
reevaluated 1 year afier initiating Iherapy
and every two yoars thereafter by
rcassossing Immune response to protein
and polysaccharide antigens. Immune
response should be reevaluated at least 5
months aftor discontinuatian of IVIG.

The use of IVIG may not ba beneficial In certain
sccondary immunodeficiency states: correction of the
underlylng condition is the preferred approach.

z!o

ctive 1IgG Subclass Deficiency

i
1
i
|
i
!

1. Member has unexplained recurrent or persistont
severe bacterial infections: and

). Infections fall to rospond adequalsly to
consorvatlve measures, Including meticulous
hygiene and prophylactic antibiotics; and

M. Member has demonstrated an Inability to mount
an adequate response ‘o protoin and
polysaccharidc antigons, as determined by the
fallowing ceiteria, derived from Buckley (2002):

A. Member has documented inability to
mount an antbody responsa 16 pralsin
antigons: Sorum antibody llires o tetanus
and/er diphtheria should be obtained prior
fo immunization with diphtheria and/ar
tetanus vaccine and two 10 four weaks
afier Iimmunization. An inadequate
response Is delined as less than a fourfold
rise in antbody utre; and

B. Member has documented inablilly 1o
mount an adequate antibody response to
polysaccharide anligens. Serum antbody
titres to pneumococcus should be
measured prior to Immunization and three
to six wooks after Immunization with
polyvatent pneumococcal polysaccharido
vaccine (e.g., Pneumovax). An
inadequate responsa Is defined as less
than a 2-fold rise In liter over baseline in at
least 20 percent ot serotypes testad (0.9.,
4 or more serotypes incudod in 23 valent
Pncumovax vaccing).

Noto: Rasponse to polysaccharide antigens is not
reliable In chiidren less than 2 years of agc.

IV, IVIG should be disconunued and tho modicai
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nacessity of IVIG should be reevaluated 1 year
after initiatling thorapy and every two years
thereafter by reassessing immuna response lo
protein and polysaccharida antigens, immuno
response should be reovaluated at least 5
months after discontinuation of (VIG.

Staphyiococcal Toxic Shoeck Syndromo : Sovere cases of toxic shock syndrome that havo nol

E responded to flulds and vasapressors.

Systemic Lupus Erythematosus
Members with scvare aclive SLE for whom firsl- and

second-lina therapies have been unsuccessful, have
becoma In|olerable, or are contraindicaleq,

| Note: Slandard first-line thorapy of active SLE Inciude
non-steroidal anti-inflammalory drugs, followad by

| low-dose corticosterolds and antimalarial compounds.
Second-line therapeutic altematlvos are the cytotoxic
agonis metholrexate, azathloprine, or

| cyclaphosphamide.
Toxie shock syndrome or toxic 1VIG 1 considered medically nacessary in persons who
necrotizing fasclitis due to group A ’ are sufficiently ill to requiro critical care unit support and
streptococcus ! have documentcd presence of fasciitis and

1 microbiologlcal data consistent with Invasive -
sueptococcal Infection (culture or Gram slain).

The laboratory’'s own reference rangos should be used, whero avallable, if the laboratory’s refergnce ranges
are not submilled with the immunoglobulin level results, tho following standard referonce ranges may be
appllod.

Norma! Immunoglobulin Levels (mg/d!) Normal IgG Subeclass Lovels (mg/dt)
- - - :
AGE igA ; 196 IgM AGE 19G1 19G2 IgG3 IgG4
1-2mo 1.53 j251-906 |20-87 |cord 435 -10B4 | 143-453 | 27146 | 1- 47
- ! H ——

206 - 601 17-105 [ 0-3mo 218-498 [(40-167 |4-23 1-33

176-581 [24-101 [3-6mo 143.394 [ 23-147 [4-100 [1-14
—

~n

.
(&
3
[~ ]

-

[A]

[
H
S

- 814 33.108 |6-0mo 180-388 |37-60 12-62 |1-1

-
N

4-5mo 8-84

4 —

| et

5-6mo ,8-66 1215-704 35102 9mo-3yr | 286-680 |30-327 |13-82 | 1-65

6-8mo 11-90 ,217-904 [34-125 |3-5yr >381-88d 70-443 [17-90 [1-116

8mo-1yr | 16-84

—— e

294-1089 | 41-149 | 5-7yr 282-816 |83-513 18-111 |[1-129

1-2yr 14106 | 345-1213 143-173 | 7-9yr 442 -802 | 113-480 {15-133 |1-84

2-3yr 14-123.}424-1051 48-168 [9-11yr 3:456-938 |(163-513 [26-113 {1-121

3-ayr  122.159 1441-1135 |47-200 | 11-13yr {4a56-952 |147-493 [12-179 |1.168
- . . '

4-6yr | 25-154 | 463-1236 [43-196 | 13-15yr -1'347-993 740- 440 | 23-117 [ 1-183
| ,

6-9yr 33-202:633-1280 48-207 |15yr&up %422-1292 117-747 | 41-120 | 1-291

9-11yr ]45-236 |{608-1572 | 52242
— -,_________!__.... -
1yrdup |70-312 1039-1349 | 56-352

\
!
! E— RS R,
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