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Tot mMAaopaToKUTTOPO AoTeAOUV TNV TeAK popdn dtadopormoinon
TwVv B Agpdokuttdpwyv Kot GUVOETOUV TIC avooooPaLPiVEC

Duololoyika oL avocoodalpiveg ival TOAUKAWVLIKEC ETELON TTAPAYOVTOL

Qo EKATOUHUPLA SLadOPETLKA TTAOCUATOKUTTOPA




Immunoglobulin Structure




OpIouoC
UTTOYO M MOO@AIpIVAIUIAC

* Meiwaon emmITEOOU AVOCOTPAIPIVWV
—1gG (¢.1 847-1690 mg/dl)
— I1gA (¢.1 99-300 mg/dl)
— IgM (.1 64-249 mg/dl)
o ATTOTEAEI XAPAKTNPIOTIKO TNGC AVETTAPKEIOC
TNC €I0IKNC avoaiacg




l1poodI0PICNOC TTPWTEIVWYV OTOV 0PO

[oioTikéG uEBodol

HAskTpo@opnon os rnkrwua ayapolng
Aidkpion o€ 5 d1aKpITEC TTEPIOXEC aABouuivn, al, a2, B kal y.
MovokAwVIKO KAGoua avixveUoIuo arTo a2 EwS Y TTEPIOXH .

[loooTIKQ UETPNOIUO WS TTOOOCTO TOU OUVOAOU TNG
ITELIOXNC TWV TQQAIPIVWV OTTOU EVTOTTICETAI.

[Nooorikéc uéBodoi
KukAorepng avooodiaxuan
NepeAoucsrpia



Serum Protein Electrophoresis

Normal

Abnormal

Normal

Abnormal

Normal

Abnormal



UTTOYO Ao @AIpIVAIYIO

 EmBefaiwon Tou eupNuUATOC

* MapodIKN UTTOYOupaC@AIPIVAIMIa
— Oceiec AoIpweIg
— XPOVIEC PAEYUOVWOEIC DIEPYOATIEC
— YTTOCITIONOC
—EvTovn @uaoikn d0pacTtnpIioTNTa Kal stress
— Kpuoa@alpivaiuia



Eidon uttoyaupao@alpivaidiog

* [MTpwTtOoTTOONC
» AgutepoTTaOnC

— Noonpotnta
— Kakn mroiotnta {wng
— Meiwon TpoodoKIpyou MIRIWONG

— Elocaywyn atmo 1i¢ apxec Tou 90 1nC
eVOOPAERIOC xoprynong avoocoo@alpivwyv



MPQTOIAOEIX
ANOZOANEIAPKEIEX

A) AVETTAPKEIEC TNC €10IKNC AVOOIaGg

B) AVETTAPKEIEC TNC UN €I0IKAC AVOCIOC




A) TMpwToTTaBOEIC AVETTAPKEIEGC AVOTOCPAIPIVIDV

)

1) DUAOCUVOETN QYA UATPAIPIVAIMIA

2) AUTOOWMATIK UTTOAEITTOMEVN QyAUpaoc@alpIvaldia

3) Koivn) lNolkiAn Avoocoavettapkeia

4) EKAeKTIK aveTTdpkela NG IgA

5) EKAEKTIKNA aveTTApKeEIa UTTOTALEWYV TNG I1gG

6) AVTIOWMATIK QVETTAPKEIA UE PUOIOAOYIKES TIMEC AVOOCOOQAIPIVWV
7) NapodIk VEOYVIKN UTTOYAUMao@aIpIvaldia

2 UVOUOO UEVEG TTPWTOTTABEIC aveTTApKeEIEG B Kal T—AEUPOKUTTAPWV
1) Severe Combined Immunodeficiencies (SCID)

2) Bare Lymphocyte Syndromes (BLS)

3) Avettapkela tng ZAP—-70

4) AvTiowpaTik aveTtapkela Je augnuévn IgM (Ytrep—IgM cuvdpopo)
[NMpwToTTaBcic aveTTapKeleG T—AEPUPOKUTTAPWYV (?)

1) Id101T00C CD4 Acp@oTrevia

A) 2uyyevn ouvopoua Ta OTTOI0 CUVOOEUOVTAI OTTO OVETTAPKEIEG TNG EIDIKNAG

avoaiag
1) 2uvdopopo Wiskott-Aldrich
2) Atacgia — TnAayyelekTaoia
3) 2uvdpouo Di George

E) Alatapaxéc avoooppubuiong

1) PUAOCUVOETO AePOUTTEPTTAACTIKO OUVOPONO
2) AuToGvoOo0 AeP@OUTTEPTTAAOTIKO CUVOPOUO
3) Avettapkela tng odou y-ifn/IL-12




[MpwTOoTraOEic AVETTAPKEIEG
VOO OO @AIPIVWV

DuAooUVvOETN ayauuacealpIvVaIUia
AUTOOWMATIKN UTTOAEITTOMEVN
ayauuac@alpivaigio

Koivr) lNoikiAn AvoooaveTtapKeia
EKAEKTIKN aveTTapkela TnG IgA

EKAEKTIKI AVETTAPKEIQ UTTOTACEWYV TNG IgG
AVTIOWMPOTIKIN AVETTAPKEIO UE PUOIOAOYIKEC
TIMEC AVOOOOPAIPIVWV

[TapodIKn VEOYVIKN UTTOYAUUAC@aAIpIVAIUIa




Koivi tTToikiAn avoooaveTtrapkela (CVID)

« ETepoyevric opada diatapaxwy

* YTroyauuaoc@aipivaigio
— Meiwon 1gG (peiwon kai TnG IgA, IgM 50%)
« Alatapaxés B Aep@okKuTTapWwyV
— Aduvapia diEyepong Kai d1aPopoTToinoNG
— Aduvapia €KKpIong avoooo@alpIVV
— Alatapaxry avooopuBuiong T AeP@OKUTTAPWYV
— AuTtoavTiowuarta EvavTi B kal T AEJQOKUTTAPWY
* YTmroTpotmidalouoes BAKTNPIOKESG AOIMWEEIG
* AVETTAPKEIA AVTICWHATIKAG ATTAVTNONG

*  Augnuévn ETTITTITWON AENPOUTTEPTTAACTIKWY KAl KOKKIWHATWO WV
BAaBwyv, auToAVOOWYV VOO HATWY Kal KAOKONOEIwv




Koivi tTToikiAn avoooaveTtrapkela (CVID)

* [Tlo ouyvn otn 2" -3" dEKAETIO
(TTpO0BAANOVTAI OAEC OI NAIKIEC)

* ['eveTikn Baon (TpotToC YETARIBaONC
acaeng)

* H kAIvikn) ekppacon Tng CVID ptropei va
€ival ATTOTEAEONA CUPPONG AVOOOYEVETIKWY
BAaBwV n/kar TTEPIBAANOVTIKWV
TTAPAYOVTWYV TTOU £TTNPEACOUV AMETA N
EPpeEca TNV TTapaywyn NG IgG



EKAeKTIKN avetTapkela IgA

<0.07 g/L

duaoioloyika emitreda IgG, IgM

Mepikn avetrapkela IgA: PeEiwan TG CUYKEVTPWONG TNG
KATW OT1TO OUO ATTOKAICEIC ATTO TA JECA YIA TNV NAIKIQ TOU
aoBevouc eTiTreda TNG Avoooo@alpivng

H ouvnBéoTtepn BAGRN
2UXVA QOUMTITWUATIKNA

1/3 uttoTpoTmialouoec Aolpwcelc BAevvoyovwy, aAAEpYieC
N auToAvOOQd VOO uaTa

Moplakoi unxaviouoi aoa@Eic




ExkdnAwoceic oe CVID

ExkbnAwaoeic ané To avanveuoTiko ouoTnua

Ta oupmtwpaTa amd To AVATIVEUOTIKO oUOTNUA ival ol GUXVOTEPEG
ekONAWOEIC e TIC omroiec epgavifovtal ot PADs

NAEPPOKUTTAPIKEC 1] KOKKIWHATWOEI TTVEUUOVIKEC SINOAoELC (10%)
BpoyxeKTaoieg Kal Taxuvon Tou TOIXWHUATOG TwV Bpoyxwv (17-76%)

EKk6NAWOEIG amd To MENTIKG oUOTNUA
Xpoévia diappota (40-60%)
Aldppota Aolpwdouc artiohoyiag (5-32%)
ATpopia Twv eVTEPIKWV OnAwv (2,5%)

KOKKIWHATA UITOPEL VA EUPAVIOTOUV O OTTOIOSNHTIOTE ONUEIO TOU
TIEMTIKOU OWAva

OClwdnc Aep@ikni urtepmiacia (0,5-30%)

AN\a:
Atpoogikn yaotpitida
Kakon6nc avaipia
OAeypovwdng vOoog Tou eVvTépou, cuVHRBWE PE KOKKIWPATWON

EuQavion
Hrmratikéc ekdnAwoeig
H Aouwdng nnatitida givat omavia

O1 Slatapayég Twv SoKIPAcIwy TNS NTATIKNE Aeitoupyiag opeilovTal
ouvnBwg otnv olwdn avayevvntikn uniepmhacia (nodular regenerative
hyperplasia) tTng CVID

H nmatopeyalia, ouvnBwC e KOKKIWHUATWAN LOTOAOYIKN EIKOVQ, gival
ouvnong

MpwTtomadn¢ oMK Kippwon

H okAnpuvTikn xoAayyelitida amoteei acuviOn emmhok, 16iwg petd
amd Aoipwén ue kpuntoomopidia

Aluatoloyikég ekbnAwoeig (30%)
Autodvoon Bpoupomevikn TTop@LPA, AUTOAVOCT) AIMOAUTIKH avalpia,
ouvbpopo Evans kat oudetepomevia (2,5-11%)
Kakorifn voorjuata
AU&Non Tou OXETIKOU Kivouvou x1,8-13
JuvnBéoTepa eival Ta Aeppuwpata
EmBnAlakoi dykol epgavifovtal oravidtepa

Neupoloyikéc ekbnAwoeig

Ot Mopwéelg amo Baktrpla mou @épouv KAPa gival To ouvnBéaTtepo
aitio pnviyyitidag

Mnviyyogyke@ahitida amd eviepoioug
Ave€nyntn VEUPOEKPUAIOTIKN) VOOOC UTTOPEL VA EUPAVICTEL, TAPA TN
Bepaneia pe evOoPAEPIEC aVOOOOQAIPIVES — PEPIKA amtd TA onuEia
™ mBavov va pipouvTal TNV avendapkela tng Brrapivng E
PeuuatoAoyikég eknAwaoeig
Mn €181kn apBpitida
Nolwéelg TwV 0oTWV Kal Twv apbfpwoswv
H cuoxétion pe auTodvoaong aITIoAOYiag VOO UATA TOU GUVOETIKOU
loTOV gival omdvia
AgpuaTikéG ekONAWOEIC
Nolpwéeig

Kokkiwpata



Eviomion 2uvyvotnta (%)
NOIWWEELC TOU AVATIVEUOTIKOU GUOTHMATOC 37-90
YTToTpomACouoEC AOIWEELC TWV TTAPAPPIVIWV KOATTWV 19-98
NOIWEELC TOU TIEMTIKOU OUOTAMATOC 6—38
AEPUATIKEC AOLUWEELC 1-13
NOIUWEELC TOU KEVTPLIKOU VEUPIKOU OUOTHHATOC/ 2-9

unviyyitida
Aonntn apBpitida/ooteopuelitida 1-7
OPOAANUIKEC ANOIMWCEEIG 1,4-10




Nopwéeig

MaBoyova

NoHWEEIC TV Mapappiviwy
KOATTWV Kal TOU AVATIVEUGTIKOU
OUOTHMATOC

>Ntk apBpitida

Nolpwéelg
TOU OUPOTTIOIOYEVVNTIKOU
OUOTAUATOC

Mnviyyitida

NOLUWEEIC TOU TIETITIKOU
OUOTHMATOC

Mnviyyosyke@aAitidba

Streptococcus pneumoniae,
Haemophilus influenzae,
Moraxella catarrhalis,
Staphlyococcus aureus

Streptococcus pneumoniae,
Mycoplasma spp

Ureaplasma spp

Streptococcus pneumoniae,
Haemophilus influenzae

Cryptosporidium spp, Giardia spp,
Campylobacter spp

Evtepoloi



10 rposIdoTroINTIKA onuEia (warning signs) rou OéTouv cofBapda Tnv
utrovola MNMNpwTtoTradoUg avoooavVETTAPKEIOG O& EVAIKEG a0BEVEIQ

>2 WTiTIOeC péoa oe 1 xpovo

>2 o0ofapég typopitiOeg péoa oe 1 Xpovo amouacia arepyiag
>1 vevpovia peoa o€ 1 Xpovo

Xpovia didppola pe anmwAela Bdpoug

Ymotpomd{ouoeC I0YEVEIC AOIMWEEIC (KpUOAOYNUQ, £PTTNTAC, MUPUNKIEC,
kovOulwuata)

Avdaykn evOo@AEBIag aywyng yia avTIMETWITION AOIHWEEWY
Ynotpomdlovta anmootiuata SEPUATOC, HUWY, OTIAAYXVWV
Enipoveg otopatitideg 1} SepuaTIKEC AOIHWEELC

Noipwén and atuna pukofaktnpidia

Oikoyevelako 1otopltko PID

*©2009 Jeffrey Modell Foundation (www.info4pi.org)




AgUTEPOTTAOEIC UTTOYAUMACPAIPIVAIUIEC

* 2TOUG €VNAIKEC TTOAU OUXVOTEPEC ATTO TIC TIPWTOTTAOEIC
— ATTOKAEIOPOC deuTEPOTTOBOUC aITiou

AITIA AEYTEPOINA®GQN ANO2OANEINAPKEIQN

A) Zuyyevi 2uvdpoua
B) Aoipwon Noonuara
[') NeotrAaopatikd Nooruara

A) Autoavooa Noaoruarta

E) ATTwAcia AguKwHaTOG

2. T) MetapoAika Aitia

Z) OEPATTEUTIKEG TTAPEUPAOTEIC
H) HAIkia




Mnxaviopoi TTpOKANo NG dSeuTEPOTTAOOUG UTTOYU AT QAIPIVAIMIOG

ATTwWAEIO AlaTapax€Ec NG Etrayouevn amoé
aAvOOoOOPAIPIVWIV TTapaywyng ApuOKa




YITOYONHAO@AIPIVAIMIO ATTO
ATTWAEIO AVOCOTPAIPIVWYV

* Ne@pikn vOooc¢
— Ne@pwaoikd ouvdpouo

« Evrepottdbeia

— AuTtodavoon evrepoTTadeia
« Xpovia diappoia (6/6 arrd CVID: nmdTEpPn, TTApoUCia AUTOAVTICWHATWY
EVavTl ETTIBNAIOKWYV KUTTAPWYV)
— Evrepikn Aeppayyeiektaoia (vooog Waldmann): atrogpacn
EVTEPIKWV AEPPAYYEIWV Kal dlapuyn AEUPOU KAl avooooPaIpIVWIV
OTOV EVTEPIKO QUAO, EAATTWMEVEC AVTIOCWHATIKEG ATTAVTAOEIG,

Aep@oTrevia, dlatapaxec T AENPOKUTTAPWY




YITOYOAUUOo@AIPIVAIMIO AaTTO OIaTAPAXES
TNG TTAPAYWYNS TWV AVOOOCPAIPIVWV

« Kakonon vooruarta Tou AEP@IKoU 1I0TOU
— XPOovIa AEU@OKUTTAPIKN Asuxaiuia
* 85% TWV aoBevwv

* O Babuoég ecaptaral armrd 1 didpKela Kal TN BapuTnTa TNG
vOoou (OxI TTavTa)

« Kupia artia eggavions Aoipwéewyv (voonpotnta —lvntotnta)

« Emdeiviwon ouyxva ue Tn Bepartreia

* 3% Twv aocBevwyv pe XAA tTponyeital n
UTTOYyaupaoc@alpivaidia tTnG EP@avions Tng vooou

e Aepowpuara

e [TOAAQTTAG pUEAWMO
— Mn eKKPITIKO
— EAa@pwv aAUuoewv




YTTOYOAUHOOC@AIPIVAIMIO ETTAYOUEVN
aTTO PApUAKA

 MeydaAn ocipd papuakwy
* Mnxaviouog TTPOKANCONC acaPng
— AVTIETTIANTITIKA (PalvuvTolvn, KapRauadleTriun)

— KOPTKOOTEPOEION
— MovokAwvika evavtl B Aspgokuttapwyv (Rituximab)

« ATTOKQTAOTOON TNC TIMAC TWV AVOTOCTPAIPIVWYV

LUETA TN OIOKOTTI) TOU POPUAKOU
— KopTtikoeidn wg 2 €1n
— KappBapaletrivn WS apKETOI NNVEC
— Rituximab wg 7 £€1n



%ﬂl American Academy of
Allergy Asthma & Immunology

Eight Guiding Principles for Effective Use of IVIG for Patients with Primary Immunodeficiency

Primary immunodeficiency is caused by inherent defects of the immunse system and results in recumrent,
gensere of unusual inlections, Appropaialely treating PLwilth IVIG preserves organ Tunction, imgroves
quality of Me, pravents mfection-related death, and increases ifespan. The long-term goal of IVIG tharapy
i 10 render the patient nlection Tres 10 the greates) exbent possible,

Am anonymows survey of the AAAAL membership ascerained thal =25% of gur member physiclans feel
that current reimbursemeant standards presant a risk 1o the health of their patients with Pl.  This
document provides you with impoedant information 1o help guide you In approprately providing coverage
for IVIG to patients whose lives depend upon it

Outline here are eight guiding principles for the safe, effective and appropriate use of IVIG for Pl. These
principles are listed below and are described in greater detail with supporting materials and specific
references in the appendices.

1) Indication - IVIG therapy is indicated as replacement therapy for patients with Pl characterized
by absent or deficient antibody production. This is an FDA-approved indication for IVIG, for which
all currently available products are licensed.

2) Diagnoses - There are a large number of Pl diagnoses for which IVIG is indicated and
recommended. Many have low total levels of IgG, but some have a normal level with documented
specific antibody deficiency.

3) Frequency of IVIG treatment - IVIG is indicated as continuous replacement therapy for primary
immunodeficiency. Treatment should not be interrupted once a definitive diagnosis has been
established.

4) Dose - IVIG is indicated for patients with primary immunodeficiency at a starting dose of 400-
600 mg/kg every 3-4 weeks. Less frequent treatment, or use of lower doses, is not substantiated
by clinical data.

5) 1gG trough levels — IgG trough levels can be useful in some diagnoses to guide care but are
NOT useful in many and should NOT be a consideration in access to IVIG therapy.

6) Site of care — The decision to infuse IVIG in a hospital, hospital outpatient, community office, or
home based setting must be based upon clinical characteristics of the patient.

7) Route — Route of immunoglobulin administration must be based upon patient characteristics.
The majority of patients are appropriate for intravenous and a subset for subcutaneous therapy.

8) Product - IVIG is not a generic drug and IVIG products are not interchangeable. A specific IVIG
product needs to be matched to patient characteristics to insure patient safety. A change of IVIG
product should occur only with the active participation of the prescribing physician.



Work Group Report of the American Academy of Allergy, Asthma & Immunology

Update on the use of immunoglobulin in human @Cmsmk
disease: A review of evidence

Elena E. Perez, MD, PhD,? Jordan S. Orange, MD, PhD,? Francisco Bonilla, MD, PhD,¢ Javier Chinen, MD, PhD,®

Ivan K. Chinn, MD,” Morna Dorsey, MD, MMSc,® Yehia EI-Gamal, MD, PhD,® Terry O. Harville, MD, PhD,f

Elham Hossny, MD, PhD,® Bruce Mazer, MD,° Robert Nelson, MD," Elizabeth Secord, MD, PhD,’

Stanley C. Jordan, MD,! E. Richard Stiehm, MD,* Ashley A. Vo, PharmD,' and Mark Ballow, MD™ North Palm Beach
and St Petersburg, Fla;, Houston, Tex; Boston, Mass; San Francisco and Los Angeles, Calif: Cairo, Egypt; Little Rock, Ark; Montreal, Quebec,
Canada; Indianapolis, Ind; and Detroit, Mich
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MARCH 2017



TABLE I. FDA-approved indications of IVIG

No. of FDA-licensed
Disease state products*

Indication|

PI disease, or primary 15
humoral immunodeficiency

Idiopathic thrombocytopenic 7
purpura

B-cell CLL 2

CIDP 2

KD

MMN 1

Bone marrow 0
transplantation

HIV infection 0

Indicated for the treatment of PI states, or for elevation of circulating antibody levels in PI,
or for replacement therapy of PI states in which severe impairment of antibody
forming capacity has been shown

Indicated when a rapid rise in platelet count is needed to prevent and/or control
bleeding in idiopathic thrombocytopenic purpura, or to allow a patient with idiopathic
thrombocytopenic purpura to undergo surgery

Indicated for the prevention of bacterial infections in patients with hypogammaglobulinemia
and/or recurrent bacterial infections associated with B-cell CLL

Indicated for the treatment of CIDP to improve neuromuscular disability and impairment
and for maintenance therapy to prevent relapse

Indicated for the prevention of coronary artery aneurisms associated with Kawasaki disease

Indicated as a maintenance therapy to improve muscle strength and disability in adult
patients with MMN

Indicated for bone marrow transplant patients >20 y of age to decrease the risk of
septicemia and other infections, interstitial pneumonia of infectious or idiopathic
etiologies and acute GVHD in the first 100 d after transplantation

Indicated for pediatric patients with HIV infection to decrease the frequency of serious
and minor bacterial infections and the frequency of hospitalization, and increase time
free of serious bacterial infection



TABLE XIV. Adverse events with IVIG administration

Frequency

Adverse event

Common

Uncommon (multiple reports)

Rare (isolated reports)

Headache; myalgia, back pain, arthralgia; chills; malaise, fatigue, anxiety; fever; rash, flushing; nausea, vomiting; tingling,
infusion site pain/swelling, erythema; hypo- or hypertension, tachycardia; fluid overload

Chest pain or tightness; dyspnea; severe headaches; aseptic meningitis; pruritis. urticaria; thromboembolic*; (cerebral
ischemia, strokes; myocardial infarction; deep vein thrombosis; pulmonary emboli; renal toxicityf); hemolytic reactions
due to isoagglutinins to Rh or other blood groups; anaphylactic/anaphylactoid reactions

Anaphylaxis due to IgE or IgG antibodies to IgA in the immunoglobulin product; progressive neurodegeneration; arthritis;
cardiac thythm abnormalities; transfusion-related acute lung injury (granulocyte antibody mediated); neutropenia;
pseudohyponatremia; uveitis; noninfectious hepatitis; hypothermia; lymphocytic pleural effusion; skin (leukocytoclastic
vasculitis of the skin, erythema multiforme, urticaria, dyshidrotic eczema, maculopapular or eczematoid rashes, alopecia)



O¢paTtreia uttokataotaong o CVID

* Ala Biou
* EVOOQALLIa ) uTTOOOPIa XOPryNOoN avooOooPAIPIVUIIV

400-600 mg/Kg/mo (2-8 xopnyouueveg 000E€IC UTTOd0PIWG 1 1
doon evOOPAEBIa ava 3-4 BOoPGdEQ)

Xpovog nuioeiag (wnc 30 NEPES (TTOIKIAEL, OAPWC UIKPOTEPOG O€
a00evEiC uE TTVEUMOVIKA VOOO 1) TTPOCROAN TOU TTETTTIKOU
OUOTIUATOCG)

TiuR o1éxo¢ 1nG IgG 600 mg/dl (Baoiky cuykévipwon <100)
TiuR o16x0¢ 900 mg/dl (Baoiki Tipry 300)
H tdon cival n emriteuen Tipng 1IgG 700-800 mg/dl

« Ecagavion TG eupaviong BakTnpiaidiag, PakTtnpIakng
UNVIYYITIda¢ Kal JEiwon TNG TTVEUMOVIAC

« MeyaAuTtepec doOoEIC ?7?

ORANGE JS, GROSSMAN WJ, NAVICKIS RJ, WILKES MM.
Impact of trough IgG on pneumonia incidence in primary immuno- deficiency:

A meta-analysis of clinical studies. Clin Immunol 2010, 137:21-30




OePATTEIQ UTTOKATACOTACONC

ETITTAOKEG (T1.X. BPOYXEKTATIEC, ETTiHOVN OIAPPOIA) MEIWVOUV TNV
QVTATTOKPION OTN BEpaATTEia UTTOKATAOTACNG

O KOKKIWMUATWOEIG, AUTOAVOEG, KAl AEUPOUTTEPTTAACTIKEC
EKONAWOEIC TNC VOOOU EAAXIOTA AVTATTOKPivVOVTal OTN BeparTreia
UTTOKATAOTAONG, OKOMN KAl O€ augnuEVEC DOOEIC

AC@AAEIQ IKOVOTTOINTIKNA
ETto10¢ £Aeyxoc yia nrraTitida C
ATtToKA£I0TIKA Xopriynon IgA free okeuaouATwy o€ a0BevEiC PE
EANNeIYn IgA oudnrteital
AoOBeveic ue slgA dev xpridouv Bepartreia UTTOKATAOTACNG
— AvTIBioTIKG

EKAEKTIKEC QVETTAPKEIEC UTTOTACEWYV IgG dev atroTEAOUV £vOEICn YIa
Oepartreia UTTOKATAOTACNG



YTroyauuao@aipivaipia o XAA

o XaunAa emritreda 1gG
* 2UYXVEC AOINWCEIC
* v | uttodopla




Table 4. IVIG studies in CLL.

Reference patient Pts in advanced Type of study Dose IVIG/ schedule Study duration  Infection rate
no. stage* (months) during
IVIG administration
Controlled, randomized
Cooperative Group (7) 81 32 (39.5%) double-blind 400 mg/kg/21 days 12 Decreased
Jurlander et al. (17) 15 8 (53.3%) not controlled, pilot 10 g/28 days 12 Decreased
(mean time)
Controlled, randomized 250 mg/kg
Chapel et al. (11) 34 15 (44.1%) double-blind Versus 12 Decreased
500 mg/kg/28 days
Sklenar et al. (21) 31 2 (6.4%) dose-finding 100 to 800 mg/kg/21 days 4.5 Decreased
Controlled, randomized
Griffiths et al. (15) 10 3 (30%) double-blind 400 mg/kg/21 days 12 Decreased
Boughton et al. (23) 42 15 (35.7%) randomized 18 g/21 days 12 Decreased
Present study 30 25 (83.3%)  randomized, crossover 300 mg/kg/28 days 6orl2 Decreased

*Binet stage C or Rai Ill - 1V.



XAN 1Tpo@UAOKTIKA xopnynon IVIG

* Meiwon Twv NTMWV ACINWEEWY aAAA OXI TWV CoBapwyv
AOIHWEEWV

* H xpnon xaunAwv docewv TPo@UAaKTIKNG IVIG e1Tiong
00Nynoe o€ MEIWON TWV AOINWEEWY OE OPIOUEVEC
MEAETEC

 H aucnon twyv emmedwy TG avoooo@aipivng Oev
OUOXETICOVTAV TTAVTA UE TN MEIWON TWV ACINWEEWV

 H oxéon KO6OTOUC WPEAOUC TTapAMEVEI AdIEUKPIVNOTN,
1I01QiTEPA O OUYKPION PE TNV TTPOPUAAKTIKA XOprnynon
QVTIBIOTIKWYV

* Q1 yeAETEC apopoUV OE PIKPO apIiOuo aocBevwy

« ATTOUCIO Ca@WV KATEUBUVTAPIWY 0dNYIWV

« Xopnynon avoocoo@aipivns o€ aoBeveic pe XAA kai
UTTOYOUMOO@QAIPIVAIMIO JE OUXVEC UTTOTPOTTIACOUOEC
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350599 150345 0-149

Ig& (mg/dl) 600+
IgA (mg/dl) narmal reduced «10
IgM (mg/d) normal reduced <15
diphtheria or tetonus protective nonprotective
% of protective preumococcal
serotypes *»50% 20-49% 0-19%
Preumonia/lifetime none 1 2 3 4 five or more
Upper Respiratory
Infections/year (] 1 2 | *3

five or more
Antibiotic Courses/year none 1 2 E] 4 or prophylactic
Autoimmune Disease-ITP,
ATHA, or other ) e ! present

S RS

|Sepsis / Meningitis/
Ozteomyelitis/ Empyema’

E Septic Arthritis TeE present
Splenomegaly or Splenectomy none present
= ([ e —— none present
3 Infectious Diarrhea (exchuding
£ |Clostridium difficle) none present
O  |Malabsorption, Chronic
Gastroenteritis, Inflammatory
Bowel-like Disecase none present
Weight Loss/ Failure to Thrive O present
Hospitalizations/5 years none i 2 3 4 five or more
FEVI/FVE or FEV1/FVE or FEVI/FVC or
TLE « BO% TLC «T0% TLE « 0%
Pulmonary Function Tests normal predicted predicted predicted

Bronchietasis none present




Laboratory Score

X

4

Ig (IV or SC)

Cumulative Score

!

!

<10 10-16 >16
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2UUTTEPAO AT

H uTToyaupaoc@aipIivaldia atTOTEAEI
oNMAVTIKO TTPORANUA

H TTpwTOoTTa0NnC UTTOYaUac@alIpIVAIUIa
guXVva uttodlaylyVWOKETAI EVW ONUAVTIKO
TTOOOOTO ACOEVWY dIAYIYVWOKETAI OTNV
evNAIKN wn

Avalntnon deutepoTTaBouc aiTiou
O¢epartreia uttokaraotaong ue IVIG



