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OLGU 1

e 2,5 yas, erkek hasta
e Son 1 aydir gegmeyen oksiruk ve hirilti

e 1yasina kadar atopik dermatit diginda yakinma yok,
1 yasinda bir kez ve son 6 ay iginde 2 kez pnomoni
tanisi ile yatis olmus. 3 kez de ayaktan bronsit
tanisi ile antibiyoterapi almis.

e Haftada 2-3 kez civik ve mukuslu diskilama
oluyormus, 2-3 ayda bir AGE nedeni ile hastane
basvurusu var.



OLGU 1

e Anne-baba 3. derece akraba, ailenin tek ¢ocugu

e Annenin 3 kuzeni 1 yas altinda ishal nedeniyle 6Imis.

e Lenf bezi palpe edilemedi. Tonsiller bilateral
goriulemedi, sag hemitoraksta belirgin olmak lizere
krepitan ral+

e Hemogram, akut faz reaktanlari, biyokimyasal
parametreler normal

e (Beyaz kire: 9700/mm3 (lenf: 4800/mm3))



Ry 5,5, W 1991

E=dB075,5, W=19913,0




On tani?
Tetkik ?




Immiin Yetmezlik Distindiiren 10 Klinik Bulgu

Yilda > 2 siniis
infeksiyonu

Tekrarlayan cilt veya
organ abseleri

>2 derin doku infé
Firsatgi m.o enf

Persistan oral IV tedavi gereksinfmi

moniliazis



Birinci basamak testler -

Tam kan sayimi, periferik yayma

Kantitatif immunglobulin(IgG,IgM IgA IgE)

Dogal antikor titreleri(izohemaglutininler, anti-A,B)
Spesifik antikor titreleri (protein, polisakkarid)

Nitroblue tetrazolium (NBT) ve dihidrorhodamin
(DHR) testleri

Kompleman sistemi faramasi
Geg tip asiri duyarlilik testleri(PPD,candidin)
Radyolojik degerlendirme

VYV VYV V VY

YV YV V



| Laboratuvar Incelemeler coeo
Genel Incelemeler; Tam kan sayimi, tam idrar tetkiki, eoe
Mikrobiyolojik ; Kiltiir °
Humoral immiin

erum IgG, IgM. IgA duzeyl
Isohemaggiilitinin titreleri
Spesﬁik antikor yamtl (AntiHbs,tetanoz,difter1,Hib gibi

Lokosit ve lenfosit sayimi
Total B, T lenfosit ve Th, Ts oranlari
Geg asirt der1 duyarlik testleri.
In vitro T hiicre stimulasyonumitojenler (PHA,ConA)
antijen (kandida,tetanoz)
Akciger grafisi: Timus goriintiillemesi
Fagosit fonksiyonlarn
Total Notrofil sayim, NBT
NK hucre sayimi
Kompleman Sistemi; CH 50, kompleman diizeyi



Laboratuvar :

IgA: 1mg/dl (14-123)
IgM: 10 mg/dl (48-168)
IgG: <75 mg/dl (424-1051)

izohemaglutinin: yeterli antikor olusturamadigi igin
bakilamad..

AntiHbs :negatif



lll. Predominantly Antibody deficiencies.

S EXClu

a: Hypogammaglobulinemia

Bc absent

Bc>1%

Severe bacterial infection. All g isolypes
decreased.

X=Linked Agammaglobulinemia. BTK.

Some patients have detectable Ig. ProBc: NI

AR:
p heavy chain Def, IGHM
lga def*. CD79A, Igp def*. CD79B

BLNK def*. BLNK, A5 def*™. IGLL1,
ProBec: NI

E47 transcription factor def*. TCF3
Severe, failure to thrive.

p85 def**. PIK3R1. Cytopenia. ProBc:|
p1108& def**. PIK3CD. Autoimmune
complications.

ZIPT def*, SLC39A7, Early onset
infections, blistering dermatosis,

thrambocylopenia

AD

E4T transcription factor def*. TCF3.
Hoffman syndrome=®. TOP2B. Facial
dysmorphism, limb anomalies

Commun Variable Inmunodeficiency Phenotype

CVID with no gene defect specified. Clinical phenotypes vary: most
have recurrent infections, some have polyclonal lymphoproliferation,
autoimmune cytopenias and/or granulomatous disease

CD19 deficiency®. CD19. Recurrent infections, may
have glomerulonephritis.

Activated p1105 syndrome (APDS) AD. Severe bacterial infections.
Lymphadenopathy, lymphoproliferation, lymphoma. Reduced
memory Bc and increased transitional Be, PIK3CD GOF. EBVE CMV

CDE1 deficiency®. CDE1. Recurrent infections, may
have glomerulonephritis. Phenocopy of CD19
deficiency.

viremia, autoimmunity. PIK3R1. Developmental delay.
I

PTEM Deficiency (LOF)*. PTEN. AD. Lymphoproliferation, Autoimmunity.
Developmental delay.

CD21 deficiency®. Recurrent infections. Low IgG,
impaired anti-pneumococcal response,

ARHGEF1 deficiency**, ARHGEF. Recurrent infections, bronchiectasis.

SHIKBP1 deficiency®* SH3KBPI (CINES). XL, Severe bacterial infections.

TRNT1 deficiency. TRNTI, Congenital sideroblastic
anemia, deafness, developmental delay. B cell
deficiency and hypogammagl.

SEC61A1 deficiency.® SEC61A1. AD, Severe recurrent respiratory tract
infections

RACZ deficiency**. RACZ. AR, Recurrent sinopulmaonary infections,
poststreptococeal glomerulonephritis; urticaria. Some have selective 1g&
def.

NFKB1 deficiency. NFKB1. AD. Recurrent sinopulmonary
infections, COPD, EBY proliferation, autoimmune cytopenias,
alopecia and autoimmune thyroiditis, Ig Nl or -, Bc J- or NI,
4 memory Bc,

NFKB2 deficiency. NFKB2. AD. Recurrent sinopulmonary
infections, alopecia and endorinopathles {ie, central adrenal
insufficiency). Low Be.

CD20 deficiency™**. CD20.Recurrent infections. Low IgG, Nl or elevated Igh and IgA.

TACI deficiency. TMFRSF13B (TACI). AD or AR . Variable clinical expression and penetrance for monoallelic variants.

BAFF receptor deficiency®. TNFRSF13C (BAFF-R). Variable clinical expression. Low IgG and lghi.

IKAROS haploinsufficiency. IKZF1. AD, Recurrent
sinopulmeonary infections; increased risk of ALL,
autoimmunity. Decreased pro-Bc, low or normal Be reducing
levels with age.

TWEAK deficiency**, TWEAK (TNF5F12). AD. Pneumonia, bacterial infections, warts, thrombocytopenia. Neutropenia. Low Igh

and A, lack of anti-pneumococcal antibody.

ATPBAP1 deficiency. ATPSAPL. XL. Hepatopathy,
leukopenia, low copper. Variable |g findings.

IRFZBPZ deficiency®*. IRF2BP2. Recurrent infections, possible autoimmunity and inflammatory disease. Hypogammaglobulenia,

absent Igh.

Mannosyl-oligosaccharide glucosidase deficiency
(MOGS)*. MOGS (GC51). Low bacterizl and viral infections
in comparison to the level of hypogammaglobulinemia,
severa neurologic disease, also known as congenital

disorder of ghycosylation type ik (CDG-11h).




Sekonder 1Y

e llaclar
-steroid
-kemoterapi

e Lenfosit-antikor kaybi

-nefrotik sendrom
-protein kaybettiren enteropati
-yanik

Dalagin alinmasi




lll. Predominantly Antibody deficiencies.

IgG, IgA and/or IgM ¥ W

Exclude second causes: drugs [Hx], myeloma [bone marrow], lymphoma. Ig loss (not hypo-lgM) in urine, gastro-intestinal or skin.

— B Lymphocyte (CD19+) enumeration (CMF)

Bc absent

a: Hypogammaglobulinemia

Commun Variable Inmunode

ciency Phenotype

X=Linked Agammaglobulinemia. BTK.
Some patients have detectable Ig. ProBc: NI

CVID with no gene defect specified. Clinical phenotypes vary: most
have recurrent infections, some have polyclonal lymphoproliferation,
autoimmune cytopenias and/or granulomatous disease

CD19 deficiency®. CD19. Recurrent infections, may
have glomerulonephritis.

AR:
p heavy chain Def, IGHM
lga def*. CD79A, Igp def*. CD79B

BLNK def*. BLNK, A5 def*™. IGLL1,
ProBec: NI

Activated p1105 syndrome (APDS) AD. Severe bacterial infections.
Lymphadenopathy, lymphoproliferation, lymphoma. Reduced
memory Bc and increased transitional Be, PIK3CD GOF. EBVE CMV

CDE1 deficiency®. CDE1. Recurrent infections, may
have glomerulonephritis. Phenocopy of CD19
deficiency.

viremia, autoimmunity. PIK3R1. Developmental delay.
I

E47 transcription factor def*. TCF3
Severe, failure to thrive.

PTEM Deficiency (LOF)*. PTEN. AD. Lymphoproliferation, Autoimmunity.
Developmental delay.

CD21 deficiency®. Recurrent infections. Low IgG,
impaired anti-pneumococcal response,

p85 def**. PIK3R1. Cytopenia. ProBc:|
p1108& def**. PIK3CD. Autoimmune

ARHGEF1 deficiency**, ARHGEF. Recurrent infections, bronchiectasis.

complications.

ZIPT def*, SLC39A7, Early onset

SHIKBP1 deficiency®* SH3KBPI (CINES). XL, Severe bacterial infections.

TRNT1 deficiency. TRNTI, Congenital sideroblastic
anemia, deafness, developmental delay. B cell
deficiency and hypogammagl.

infections, blistering dermatosis,
thrambocylopenia
AD

SEC61A1 deficiency.® SEC61A1. AD, Severe recurrent respiratory tract
infections

HT transcription factor def*. TCF3.
Hoffman syndrome=®. TOP2B. Facial
dysmorphism, limb anomalies

RACZ deficiency**. RACZ. AR, Recurrent sinopulmaonary infections,
poststreptococeal glomerulonephritis; urticaria. Some have selective 1g&
def.

NFKB1 deficiency. NFKB1. AD. Recurrent sinopulmonary
infections, COPD, EBY proliferation, autoimmune cytopenias,
alopecia and autoimmune thyroiditis, Ig Nl or -, Bc J- or NI,
4 memory Bc,

NFKB2 deficiency. NFKB2. AD. Recurrent sinopulmonary
infections, alopecia and endorinopathles {ie, central adrenal
insufficiency). Low Be.

CD20 deficiency™**. CD20.Recurrent infections. Low IgG, Nl or elevated Igh and IgA.

TACI deficiency. TMFRSF13B (TACI). AD or AR . Variable clinical expression and penetrance for monoallelic variants.

BAFF receptor deficiency®. TNFRSF13C (BAFF-R). Variable clinical expression. Low IgG and lghi.

IKAROS haploinsufficiency. IKZF1. AD, Recurrent
sinopulmeonary infections; increased risk of ALL,
autoimmunity. Decreased pro-Bc, low or normal Be reducing
levels with age.

TWEAK deficiency**, TWEAK (TNF5F12). AD. Pneumonia, bacterial infections, warts, thrombocytopenia. Neutropenia. Low Igh

and A, lack of anti-pneumococcal antibody.

ATPBAP1 deficiency. ATPSAPL. XL. Hepatopathy,
leukopenia, low copper. Variable |g findings.

IRFZBPZ deficiency®*. IRF2BP2. Recurrent infections, possible autoimmunity and inflammatory disease. Hypogammaglobulenia,

absent Igh.

Mannosyl-oligosaccharide glucosidase deficiency
(MOGS)*. MOGS (GC51). Low bacterizl and viral infections
in comparison to the level of hypogammaglobulinemia,
severa neurologic disease, also known as congenital
disorder of ghycosylation type ik (CDG-11h).







lll. Predominantly Antibody deficiencies.

IgG, IgA and/or IgM ¥ W

a: Hypogammaglobulinemia

Exclude second causes: drugs [Hx], myeloma [bone marrow], lymphoma. Ig loss (not hypo-lgM) in urine, gastro-intestinal or skin.

Bc absent

— B Lymphocyte (CD19+) enumeration (CMF)

Bc>1%

Severe bacterial infection. All g isolypes
decreased.

X=Linked Agammaglobulinemia. BTK.

Some patients have detectable Ig. ProBc: NI

AR:

p heavy chain Def, IGHM

lga def*. CD79A, Igp def*. CD79B
BLNK def*. BLNK, A5 def*™. JGLLT,
ProBe: NI

E47 transcription factor def*. TCF3
Severe, failure to thrive.

p85 def**. PIK3R1. Cytopenia. ProBc:|
p1108& def**. PIK3CD. Autoimmune
complications.

ZIPT def*, SLC39A7, Early onset
infections, blistering dermatosis,

thrambocylopenia

AD

E4T transcription factor def*. TCF3.
Hoffman syndrome=®. TOP2B. Facial
dysmaorphism, limb anomalies

Commun Variable Inmunodeficiency Phenotype

CVID with no gene defect specified. Clinical phenotypes vary: most
have recurrent infections, some have polyclonal lymphoproliferation,
autoimmune cytopenias and/or granulomatous disease

CD19 deficiency®. CD19. Recurrent infections, may
have glomerulonephritis.

Activated p1105 syndrome (APDS) AD. Severe bacterial infections.
Lymphadenopathy, lymphoproliferation, lymphoma. Reduced
memory Bc and increased transitional Be, PIK3CD GOF. EBVE CMV

CDE1 deficiency®. CDE1. Recurrent infections, may
have glomerulonephritis. Phenocopy of CD19
deficiency.

viremia, autoimmunity. PIK3R1. Developmental delay.
I

PTEM Deficiency (LOF)*. PTEN. AD. Lymphoproliferation, Autoimmunity.
Developmental delay.

CD21 deficiency®. Recurrent infections. Low IgG,
impaired anti-pneumococcal response,

ARHGEF1 deficiency**, ARHGEF. Recurrent infections, bronchiectasis.

SHIKBP1 deficiency®* SH3KBPI (CINES). XL, Severe bacterial infections.

TRNT1 deficiency. TRNTI, Congenital sideroblastic
anemia, deafness, developmental delay. B cell
deficiency and hypogammagl.

SEC61A1 deficiency.® SEC61A1. AD, Severe recurrent respiratory tract
infections

RACZ deficiency**. RACZ. AR, Recurrent sinopulmaonary infections,
poststreptococeal glomerulonephritis; urticaria. Some have selective 1g&
def.

NFKB1 deficiency. NFKB1. AD. Recurrent sinopulmonary
infections, COPD, EBY proliferation, autoimmune cytopenias,
alopecia and autoimmune thyroiditis, Ig Nl or -, Bc J- or NI,
4 memory Bc,

NFKB2 deficiency. NFKB2. AD. Recurrent sinopulmonary
infections, alopecia and endorinopathles {ie, central adrenal
insufficiency). Low Be.

CD20 deficiency™**. CD20.Recurrent infections. Low IgG, Nl or elevated Igh and IgA.

TACI deficiency. TMFRSF13B (TACI). AD or AR . Variable clinical expression and penetrance for monoallelic variants.

BAFF receptor deficiency®. TNFRSF13C (BAFF-R). Variable clinical expression. Low IgG and lghi.

IKAROS haploinsufficiency. IKZF1. AD, Recurrent
sinopulmeonary infections; increased risk of ALL,
autoimmunity. Decreased pro-Bc, low or normal Be reducing
levels with age.

TWEAK deficiency**, TWEAK (TNF5F12). AD. Pneumonia, bacterial infections, warts, thrombocytopenia. Neutropenia. Low Igh

and A, lack of anti-pneumococcal antibody.

ATPBAP1 deficiency. ATPSAPL. XL. Hepatopathy,
leukopenia, low copper. Variable |g findings.

IRFZBPZ deficiency®*. IRF2BP2. Recurrent infections, possible autoimmunity and inflammatory disease. Hypogammaglobulenia,

absent Igh.

Mannosyl-oligosaccharide glucosidase deficiency
(MOGS)*. MOGS (GC51). Low bacterizl and viral infections
in comparison to the level of hypogammaglobulinemia,
severa neurologic disease, also known as congenital

disorder of ghycosylation type ik (CDG-11h).




*TANI

X-LINKED AGAMMAGLOBULINEMI
(BRUTON AGAMMAGLOBULINEMIST)




OLGU 2

e 14 yas, erkek hasta

e 4 yasindan sonra yilda yaklasik 6 kez hastane basvurusu
gerektirecek kadar yogun 6ksiirdkleri ve hiriltilar:
nedeniyle astim tanisi konmus.

e Son 2-3 yildir anti-astmatik ilaglardan yarar
gormiyormus, persistan produktif oksirik sikayefti
gelismis.

e Son 1yilda pnémoni nedeniyle yatisi olmus ve 3 kez
sinzit tanisi ile ayaktan antibiyoterapi almig



OLGU 2

e Anne-baba akraba degil.
e Babada astim tanisi var, 9 yas erkek kardes saglikl.

e Boy ve kilo 10 p, 3-4 cm boyutunda dalak biyukligu
mevcut.

e BK: 6230 /mm3 (lenf: 2400/mm3), Hb:14.4 gr/d|
Sedimentasyon:11 mm/saat

e PA akc : normal
e Inhaler alerjen prik test:negatif,SFT normal



| Laboratuvar Incelemeler coeo
Genel Incelemeler; Tam kan sayimi, tam idrar tetkiki, eoe
Mikrobiyolojik ; Kiltiir °
Humoral immiin

erum IgG, IgM. IgA duzeyl
Isohemaggiilitinin titreleri
Spesﬁik antikor yamtl (AntiHbs,tetanoz,difter1,Hib gibi

Lokosit ve lenfosit sayimi
Total B, T lenfosit ve Th, Ts oranlari
Geg asirt der1 duyarlik testleri.
In vitro T hiicre stimulasyonumitojenler (PHA,ConA)
antijen (kandida,tetanoz)
Akciger grafisi: Timus goriintiillemesi
Fagosit fonksiyonlarn
Total Notrofil sayim, NBT
NK hucre sayimi
Kompleman Sistemi; CH 50, kompleman diizeyi



Laboratuvar :

IgA: 58 mg/dl (65)
IgM: 69 mg/dl (56)
IgG: 555 mg/dl (748)
izohemaglutinin: 1/32
Anti-hbs: 6.3 U
sPnémokok antikorlari: Asi 6ncesi:0.12 mcg/dl
4 hafta sonra:0.15 mcg/d|



On tani?
Tetkik ?




> Flowsitometrisinde

CD 3: %69
CD4 . 0/014
CD 8: %52

CD 16+56+: %15
CD19: %l12.2




lll. Predominantly Antibody deficiencies.

S EXClu

a: Hypogammaglobulinemia

Bc absent

Bc>1%

Severe bacterial infection. All g isolypes
decreased.

X=Linked Agammaglobulinemia. BTK.

Some patients have detectable Ig. ProBc: NI

AR:
p heavy chain Def, IGHM
lga def*. CD79A, Igp def*. CD79B

BLNK def*. BLNK, A5 def*™. IGLL1,
ProBec: NI

E47 transcription factor def*. TCF3
Severe, failure to thrive.

p85 def**. PIK3R1. Cytopenia. ProBc:|
p1108& def**. PIK3CD. Autoimmune
complications.

ZIPT def*, SLC39A7, Early onset
infections, blistering dermatosis,

thrambocylopenia

AD

E4T transcription factor def*. TCF3.
Hoffman syndrome=®. TOP2B. Facial
dysmorphism, limb anomalies

Commun Variable Inmunodeficiency Phenotype

CVID with no gene defect specified. Clinical phenotypes vary: most
have recurrent infections, some have polyclonal lymphoproliferation,
autoimmune cytopenias and/or granulomatous disease

CD19 deficiency®. CD19. Recurrent infections, may
have glomerulonephritis.

Activated p1105 syndrome (APDS) AD. Severe bacterial infections.
Lymphadenopathy, lymphoproliferation, lymphoma. Reduced
memory Bc and increased transitional Be, PIK3CD GOF. EBVE CMV

CDE1 deficiency®. CDE1. Recurrent infections, may
have glomerulonephritis. Phenocopy of CD19
deficiency.

viremia, autoimmunity. PIK3R1. Developmental delay.
I

PTEM Deficiency (LOF)*. PTEN. AD. Lymphoproliferation, Autoimmunity.
Developmental delay.

CD21 deficiency®. Recurrent infections. Low IgG,
impaired anti-pneumococcal response,

ARHGEF1 deficiency**, ARHGEF. Recurrent infections, bronchiectasis.

SHIKBP1 deficiency®* SH3KBPI (CINES). XL, Severe bacterial infections.

TRNT1 deficiency. TRNTI, Congenital sideroblastic
anemia, deafness, developmental delay. B cell
deficiency and hypogammagl.

SEC61A1 deficiency.® SEC61A1. AD, Severe recurrent respiratory tract
infections

RACZ deficiency**. RACZ. AR, Recurrent sinopulmaonary infections,
poststreptococeal glomerulonephritis; urticaria. Some have selective 1g&
def.

NFKB1 deficiency. NFKB1. AD. Recurrent sinopulmonary
infections, COPD, EBY proliferation, autoimmune cytopenias,
alopecia and autoimmune thyroiditis, Ig Nl or -, Bc J- or NI,
4 memory Bc,

NFKB2 deficiency. NFKB2. AD. Recurrent sinopulmonary
infections, alopecia and endorinopathles {ie, central adrenal
insufficiency). Low Be.

CD20 deficiency™**. CD20.Recurrent infections. Low IgG, Nl or elevated Igh and IgA.

TACI deficiency. TMFRSF13B (TACI). AD or AR . Variable clinical expression and penetrance for monoallelic variants.

BAFF receptor deficiency®. TNFRSF13C (BAFF-R). Variable clinical expression. Low IgG and lghi.

IKAROS haploinsufficiency. IKZF1. AD, Recurrent
sinopulmeonary infections; increased risk of ALL,
autoimmunity. Decreased pro-Bc, low or normal Be reducing
levels with age.

TWEAK deficiency**, TWEAK (TNF5F12). AD. Pneumonia, bacterial infections, warts, thrombocytopenia. Neutropenia. Low Igh

and A, lack of anti-pneumococcal antibody.

ATPBAP1 deficiency. ATPSAPL. XL. Hepatopathy,
leukopenia, low copper. Variable |g findings.

IRFZBPZ deficiency®*. IRF2BP2. Recurrent infections, possible autoimmunity and inflammatory disease. Hypogammaglobulenia,

absent Igh.

Mannosyl-oligosaccharide glucosidase deficiency
(MOGS)*. MOGS (GC51). Low bacterizl and viral infections
in comparison to the level of hypogammaglobulinemia,
severa neurologic disease, also known as congenital

disorder of ghycosylation type ik (CDG-11h).




TANI

Yaygin degigsken immin yetmezlik (CVID)




OLGU 3: 2

e 10 aylik kiz hasta

e 5. aydan sonra baslayan, ayda bir kez olan ve acil
basvurusu gerektiren hirilti, 6ksirik

® Anne-baba akrabalik yok.

® 7 yasinda erkek kardesi astim tanili

® Ailede bilinen immin yetmezlik tanisi yok

® Gelisimi normal

® Fizik muayene normal

® BK:9300/mm3(lenfosit:3920/mm3)



Laboratuvar

(dis merkezde bakilan)

IgA: 35 mg/dl (12-99)
IgM: 45 mg/dl (34-215)
IgG: 300 mg/dl (381-1221)
Anti-hbs: 150 U
Izohemaglutinin:1/8




Laboratuvar

. FLOW SITOMETRI:

vV Vv YV V¥V VY V V

CD 3 %65
CD 4 %40
CD 8 %25
CD 16+56+7%5
CD 19 %12
CD 20 %10
HLA DR 764




On tani?
Tetkik ?




lll. Predominantly Antibody deficiencies.

b: Other Antibody deficiencies

cht Chain, or Functional Deficiencies High Bc numbers due to

Severe Reduction in Serum IgG and IgA with :
with Generally NI Numbers of Bc onstitutive NF-kB activation

Normal or elevated IgM

Selective IgA deficiency. Unknown.

and Normal Numbers of Bc : ARD11 GOF .

May be asymptomatic. Bacterial infections, autoimmunity

mildly increased. Very low to absent | ith otheri =3 AR
Hyper lgM Syndromes v ry gA wi sotyp D11. AD. BENTA syndrome

] normal, normal subclasses and specific antibodies.

AID deficiency. Transient hypogammaglobuliemia of infancy. Unknown.

AICDA. AR or AD. Usually not associated with significant infections, normal ability plenomegaly,

Bacterial infections, enlarged lymph nodes and germinal to produce antibodies to vaccine antigens. IgG and IgA decreased.

centers. NI memory Bc, but lacking somatic =1 mphadenopathy,

hypermutation in AR form. IgG subclass deficiency with IgA deficiency. Unknown.
0Or Vaccine responses.

Recurrent bacterial infections. May be asymptomatic. Reduced

UNG deficiency. UNG. lgA with decrease in one or more IgG subclass.
I I

Enlarged lymph nodes and germinal centers. lsolated IgG subclass deficiency. Unknown.

— Usually asymptomatic, a minority may have poor antibody response t8 specific antigens and recurrent
viral/bacterial infections. Reduction in one or more IgG subclass.

INOBO def*. INOBD .

Specific antibody defidency with normal Ig levels and normal B cellql Unknown.

Severe bacterial infections. Reduced ability to produce antibodies to specific antigens. lg: NI.

MSHE*. MSHE Ig heavy chain mutations and deletions.
Mutation or chromosomal defetion at 14g32.
Family or personal history of cancer. Variable IgG, May be asymptomatic. One or more 1gG and/or IgA subclasses as welllhs IgE may be absent.

Kappa chain deficiency*. IGKC.

defects, increased IgM in some, NI Bc, low switched s .
: ks Asymptomatic. All immunoglobulins have lambda light chain.

memory Bc.

Selective IgM deficiency. Unknown. Pneumococcal f bacterdal infectins. Absent serum Igh.




TANI

. SUT COCUGUNUN GE¢Ict
HIPOGAMMAGLOBULINEMISI(SGHG )




Immiin Yetmezlik Distindiiren 10 Klinik Bulgu

Yilda sekizden fazla ~ /
AOM Yilda > 2 sindis > 2 ay antibiyotik

infeksiyonu kullanimi

Gelisme geriligi Tekrarlayan cilt veya
organ abseleri

=

2 derin doku infeksiyonu, Aile dykiisii

Persistan oral
moniliazis Firsatgi m.o enf

Jeffrey Modell Foundation



Labaratuvar degerlendirmede -
1. basamak testler

Tam kan sayimi ve periferik yayma
Kantitatif Ig seviyeleri: Ig A MG,E
Izohemaglutiniler

Gecikmis tipte hipersensitivite testleri
Akciger grafisi: Timusun gorintilenmesi igin
CH50

NBT



Immun yetersizlik disiindiiren o
ozellikler-Laboratuvar

» Kronik lenfopeni

-1 yas alt1 3000/mm3

-1 yas usti 1500/mm3

* Notropeni

* Kronik l6kositoz

« Eozinofili(7%<4)

« Trombositopeni, anemi

« Agammaglobiilinemi,hipogammaglobiilinemi

* PY: nétrofil grandl yoklugu,mikrotrombosit,dev
grandl



Primer Immiin Yetersizlikler

I-Antikor Eksiklikleri
[I- Kombine Immiin Yetersizlikler

-Diger 1y1 tanimlanmis immiin yetersizlikler
IV-Immiin sistemin regiilasyon bozukluguna
bagh hastaliklar
V- Fagositin sayisal, 1slev bozuklugu
VI- Dogal immiin Sistemde eksiklik ile
seyreden
VII- Otomflamatuvar hastaliklar
VIII- Kompleman eksikligi

Notarangelo L, CasanovaJL ve ark .
J Allergy Clin Immunol 2006, 117,;4,;883-896




KGH

The Primary Immune Deficiencies

Percentages

m ANTIBODY

® COMBINED

W PHAGOCYTE

m COMPLEMENT
® CELLULAR



Humoral Immiin Yetmezlik Hastaliklar:

»Sut gocugunun gegici hipogammaglobulinemisi
*Konjenital X'e bagli agammaglobilinemi
(Bruton) hastaligi

*Yaygin degisken immin yetmezlik (CVID)

- Selektif IgA eksikligi

- Selekftif IgM eksikligi

*TgG subgrup eksikligi



Sut gocugunun gegici hipogammaglobulinemisij

6 aydan buytuk ¢ocuklarda altta yatan baska bir neden
olmaksizin IgG’ nin diisik olmasi

*Sut ¢ocuklugu doneminde imminoglobulin sentezinde
gecikme

*Sik enfeksiyon gegirebilir ya da asemptomatik olup
tarama sirasinda tesadiifen tani alabilirler.
‘Hastalarin muayenesi normaldir (tonsil dokusu var) ve
akciger filminde timus dokusu gérdldr.

*SGH tanisi hastanin klinik ve laboratuar bulgularinin
takibi ve bu bulgularin diizeldiginin gorilmesi ile
konulur.



X-bagimli agamaglobulinemi (Bruton hastaligi)

X' e bagli resesif, Bruton tirozin geninde
mutasyon

Pre-B->B diferansiasyon bozuklugu
Immiinglobiilin (Ig ) olusmaz
Erkeklerde goriilir, erken yasta belirir
Otoimmdin hastaliklar artmistir

Infeksiyonlar,bakteri,enteroviriis ,Giardia
lambdia inf. artmistir



Common variable" Yaygin degisken immin yetmezlik

*Bruton hastaligina benzer, ancak her iki cinste de
gordlir

*B hiicrelerinin’plazma hiicrelerine donisiimiinde sorun
vardir

*Hipogamaglobulinemi (6zellikle IgG’ de)
Cogu zaman ileri yaglarda belirir
*Otoimmin hastalik ve lenfoid timérlere egilim vardir



Izole IgA yetmezligi

Primer immin yetmezlikler iginde en sik olandir
Niks sinopulmoner infeksiyonlar ve diare gorilir

*7%40 inda IgA’ ya karsi antikorlar vardir

*IgA igeren kan urinlerinin transfiizyonu anafilaksiyi
tetikleyebilir

*7%20 sinde IgG2 eksikligi vardir

*Otoimmin hastaliklar artmistir



Ozellikler

Baglangig

Gorilen
Enfeksiyonlar

IgG
IgA
IgM
CD19 B lenfosit

ylizdesi

Molekiiler
defekt

Siit gocugunun
Gegici
Hipogammaglobu
linemisi

1-2 yas

Beklenmez

Diistik

Normal

Normal

Normal

Bilinmiyor

Selektif IGA
Eksikligi

Her hangi bir
yas

Belirgin
enfeksiyon yok
yada tekrarlayan
otit, sinuzit,

Normal
<7mg/d|
Normal
Normal

Bilinmiyor

Bruton Hastalig

Kongenital (>6
ay)

Tekrarlayan
pnomoni, sinuzit
ve otit

Disiik/yok
Diisiik/yok
Diisiik/yok

%0

' B-hiicre tirozin

kinaz

7200

CVID X

Herhangi bir yas
(>2 yas)
Tekrarlayan
pnomoni,
sinopulmoner
enfeksiyonlar,

Diisiik
Diisiik/yok
Normal/ bU;Uk
Normal veya

%2-10

Bilinmiyor



Ozellikler

Tonsil dokusu

Hepatosplenomegali
Biiyiime gelisme
geriligi
Brongiektazi

Sik goriilen MO

Eslik eden
hastaliklar

IgG replasmani

Siit gocugunun
Gegici
Hipogammaglobulin

emisi

var

yok

yok

Yok

Hayir

Siit gocugunun
Gegici
Hipogammaglobulin
emisi

Hayir

Selektif IGA
Eksikligi

var

nadir

nadir

Nadir

Hayir

Alerji (astim) ve
otoimmiin
hastaliklar (JRA,

otoimmiin troidit)

Hayir

Bruton Hastaligi

yok

yok

Nadir

Bezen

Evet

CVID kadar sik
degil ancak
malignite ve
otoimmin
hastaliklar eslik

edebilir

Evet

CVID

var
sik
sik
Sik
Evet

Malignite (6zellikle
lenfoma), IBD,
romatizmal
hastaliklar
(6zellikle JRA) ve
diger otoimmiin

Evet
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