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R - :
OLGU

» 16 yas kiz hasta

- Sikayet: Nefes darligi, ciltte kuruluk kasinti, sik enfeksiyon
gecirme



L
OLGU-Hikaye

10 yasinda dis merkezde astim ve atopik dermatit tanisi alan,
duzenli bir tedavi almadigi 6grenilen hastanin son 1 yil icinde eforla
nefes darhigi sikayetinde artma olmus.

Son 1 yil icinde 3 kere nefes darligi ile acil servis bagvurusu
olmus. Intramuskuler steroid ve salbutamol tedavisi sonrasi
sikayetleri gerilemis.

3 yasinda ilk defa pnomoni gecirmis, yogun bakimda yatmis.

3 yasindan itibaren her yil bir kere pnomoni tanisiyla IM
antibiyotik tedavisi almis.

- Yilda 6’dan fazla ust solunum yolu enfeksiyonu geciriyor.
Ciltte siklikla abse gelisiyor.

Cildinde kuruluk ve kasinti sikayeti surekli mevcutmus,
nemlendirici ile azaliyormus. Duzenli nemlendirme yapmiyormus.
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OLGU-Ozgecmis

- Term zamaninda , 3500 gr NSVY ile dogum. Yenidogan ybu yatisi yok. Asilari
uluslararasi agi takvimine uygun sekilde yapilimis.

- Astim , atopik dermatit tanilari ile takip ediliyor. Duzenli ila¢ kullanmiyor.
- Kifoskolyoz sebebiyle ortopedi takibinde.



OLGU-Soygecmis

- Akraba evliligi yok.

- Anne: 48 yas, sag saglikl

- Baba: 53 yas, sag-saglikli

- 1. Cocuk: hastamiz

- 2. Cocuk:12 yas, erkek, sag-saglikl
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OLGU-Fizik Muayene

Ates: 36.6 °C
Spo2: 98 KTA:68/dk DSS: 18/dk

*Genel durum: lyi, bilinci agik.

*Cilt: Turgor tonusu dogal.Cildi kuru. Her iki kolda antekubital bolgede atopik
dermatite sekonder kronik degisiklikler mevcut.

‘Bas-boyun: Lap yok. Gozler: Isik refleksi bilateral mevcut. Pupiller izokorik.
GOz kurelerin her yone hareketi dogal.

-Kulak-burun- bogaz: Bilateral kulak zarlari dogal. Burun genigliginde artis.
Yuksek damak )

-Kardiyovaskuler: S1, S2 dogal. S3 yok. Ufurum yok.

-Solunum sistemi: Her iki hemitoraks solunuma esit katiliyor. Dinlemekle yaygin
sibilan ronkus mevcut. Dispne, retraksiyon yok.

-Gastrointestinal sistem: Defans, rebound yok. Barsak sesleri dogal.
Organomegali yok. Traube agik.

*Genitouriner sistem: Haricen kiz. Anomali yok.

‘Noromuskuler sistem: Biling acik. Koopere, oryante,

-Ekstremiteler: Eklem hareketleri dogal.Dort ekstremite hareketli kas gucu
kaybi yok. Kifoskolyoz mevcut



OLGU-Patolojik Bulgular

- Astim
- Atopik Dermatit
- SIk solunum yolu enfeksiyonu ve ciltte abse

- Dismorfik bulgular: Burun genisliginde artis, yuksek
damak, kifoz




OLGU-Laboratuar

WBC: 10610 /mm?3
Notrofil: 6300/mm?3
Lenfosit:2440/mm?3
Eozinofil: 1050/mm?3
Eozinofil: 9,9%
HGB: 13,1 g/dl

PLT: 383,000 /mm?

1gG:1220 mg/dl
IgM:125 mg/dl
IgA:177 mg/dl

Total IgE:16758 kU/I

IgG1:627 mg/dl
1gG2:370 mg/dl
1gG3:46,9 mg/dl
1gG4:69 mg/dI

HX (Ev akari) : >100 kU/I
GX (Ot Poleni): <0,1 kU/I

AntiHbs: 270 1U/I
Anti-A titraj:1/64
Anti-B titraj:1/16

C3:94 mg/dl
C4:12 mg/dl
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IgE Yuksekligi Yapan Nedenler

Enfeksiyonlar immiin Yetmezlikler

» Parazitik (Ascaris) * Hiperimmunglobulin E sendromu
* Fungal (Kandidiyazis) » Wiskott-Aldrich sendromu

» Bakteriyel (TBC) » Di George sendromu

« Viral (HIV.EBV,CMV) « IPEX

 Omenn syndromu

Atopik hastaliklar

 Allerjik Bronkopulmoner Inflamatuvar hastaliklar
Aspergillosiz (ABPA) » Vaskdilitler (Churg-Strauss ,

* Alerjik Astim Eozinofilik Allerjik graniilomatoz

* Alerjik Rinit anyjiit)

* Atopik Dermatit - Kistik Fibrozis

* Nefrotik sendrom
Neoplaziler « Kimura Hastaligi
* Hodgkin lenfoma
* IgE miyelomu




Eozinofili Nedenleri

Hafif 500-1500/mm?3
Orta 1500-5000/mm?
Agir >5000/mm?3

Eosinophil-associated diseases and disorders

Allergic disorders
Asthma, allergic rhinitis, atopic dermatitis

Drug hypersensitivity (eg, drug reacticn with
eosinophilia and systemic symptoms [DRESS],
eosinephilia-myalgia syndrome, interstitial
nephritis, eosinophilic hepatitis)

Infectious diseases

Helminths (eg, strongyloidiasis, trichinellosis,
filariasis, toxocariasis, schistosomiasis,
hookwarm)

Ectoparasites (eg, scabies, myiasis)

Protozoans (eg, isosporiasis, sarcocystis
myositis)

Fungi (eg, coccidiomycosis, allergic
bronchopulmonary aspergillosis,
histoplasmosis)

Viral (eg, HIV)

Neoplastic disorders

Primary hyperecsinophilic syndromes (eg,
FIPILI-PDGFRA, -PDGFRB, -
FGFR1 rearrangement)

Acute or chronic ecsinophilic leukemia

Other myeloid neoplasms (eg, chronic myeloid
leukemia, systemic mastocytosis)

Lymphoid malignancies (eg, B cell lymphoma,
B or T lymphoblastic leukemia/lymphoma,
adult T cell leukemia/lymphoma, cutaneocus T
cell lymphoma/Sézary syndrome)

Salid tumors (eg, adenocarcinoma, squamous
carcinoma)

Immunologic disorders

Immunodeficiencies (eg, DOCKS
deficiency, hyper-IgE syndrome,
Omenn syndrome)

Auteimmune and idicpathic discrders
(eg, sarcoidosis, inflammatory bowel
disease, 1gG4 disease, cther
connective tissue disorders)

Eosinophilic disorders
Idiopathic hypereosinophilic syndrome

Ecsinophilic granulomatosis with
polyangiitis (formerly Churg-Strauss
syndrome)

Ecsinophilic gastrointestinal disorders
Miscellaneous

Radiation exposure

Chelesterol emboli

Hypoadrenalism

IL-2 therapy

HIV: human immunodeficiency virus; FIP1L1-PDGFRA: FIP1-like-1-platelet-derived
growth factor receptor alpha; FIPIL1-PDGFRB: FIP1-like-1-platelet-derived growth factor
receptor beta; FGFR1: fibroblast growth factor receptor 1; DOCKS: dedicator of
cytokinesis 8; IgE: immuneglobulin E; IgG4: immunoglobulin G4; IL-2: interleukin 2.

UpToDate
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OLGU-Izlem

- IgE yUksekligi oldugu icin HiperlgE Sendromu Skorlamasi yapildi



L
OLGU-Izlem
Hiperlgk Sendromu Skorlama Sistemi

Klinik bulgular Puan
0 1 2 3 4 5 6 7 8 10
En yiiksek IgE <200 | 200- 1,001-2,000 § >2,000
[IU/ml] 500
Cilt absesi (total #) yok =4
Pnémoni (Réntgen 0 1 3 =3
ile kanitlanmis,
total #)
Parenkimal yok brongektazi pnomatosel
Akciger anormalligi
Diger ciddi yok
infeksiyonlar
oldirtcl yok
infeksiyon
En yaksek <700 700- >800 Skor: 52
eozinofil sayisi/ul 800 C—
Yenidogan yok var (>30)

déneminde ras

Egzema yok hafif orta agir Il
Sindzit, ofit (# 1-2 3 4-6 >6
total/yil ) aga a 0
Kandidiyazis yok | oral, | tirnak sistemik Sensitivite:%87,5
vajinal Spesifite:%80,6
St diglerinin 0 1 2 3 >3
dismesinde
| gecikme
Skolyoz <10° 10-14° 15-20° >20°
Kiglk travmalar 0 12 =2
ile kemik kiriklar
Hiperektansibilite yok var et
Karakteristik ylz yOK gu hafif var
Burun koki <1 I 1-2 >2
| genisliginde artis SD SD SD
Yuksek damak yok var
Orta hat anomalisi yok var
Lenfoma yok var
Kiglk yas >5 2-5 1-2 <1
yas yas yas yas
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OLGU-Izlem

- HiperlgE Sendromu kabul edilen hastadan genetik tetkik gonderildi.

- Astim icin Flutikazon-Salmeterol (125+25mcg) kombinasyonu verildi.
- Atopik Dermatit icin topikal steroid ve nemlendirme onerildi.
- Ev akari onlemleri anlatildi .



Hiper IgE Sendromu
- Hiper IgE sendromlari (HIES),

»egzematoz deri dokuntusu,
»yuksek IgE seviyesi,

~tekrarlayan cilt ve solunum yolu enfeksiyonlari
triadi ile kendini gosteren bir primer immun yetmezlik
hastalik grubudur



Journal of Clinical Immunology (2022) 42:1508-1520
https://doi.org/10.1007/s10875-022-01352-z

ORIGINAL ARTICLE

®

Check for
updates

The 2022 Update of IUIS Phenotypical Classification for Human Inborn

Errors of Immunity

Ilb. CID with Associated or Syndromic features (continued)

Diseases currently considered as hyper IgE syndromes (HIES)

AD-HIES (Job sd ). STAT3. AD LOF. Distinctive
facial features (broad nasal bridge); bacterial
infections {boils and pulmonary abscesses,
pneumatoceles) due to 5. aureus, secondary
aspergillosis, PIP; eczema; mucocutaneous
candidiasis; hyperextensible joints, osteoporosis and
bone fractures, scoliosis, retention of primary teeth;
coronary and cerebral aneurysms. IgE TT; specific
antibody production.)-. Be: Normal; reduced
switched and non-switched memory Bc; BAFF
expression ‘T, Te; Nl overall; Th-17 & T-follicular
helper cells J.

ILER deficiency™. IL6R AR.
Recurrent pyogenic infections, cold, abscesses, high
circulating IL-6 Levels,

ZNF341 deficiency. ZNF341. AR.

Phenocopy of AD-HIES: Mild facial dysmorphism, early onset eczema,
CMC, bacterial skin infections, abscesses, recurrent bacterial respiratory
infections (5. aureus), lung abscesses and pneumatoceles,
hyperextensible joints, bone fractures, retention of primary teeth

Comel Netherton Sd; SPINKS AR. Congenital ichthyosis,
bamboo hair, atopic diathesis; ‘T bacterial infections, failure to
thrive. ‘* Ik and IgA; Other Ig: variably decreased. Bc: Switched
and non-switched Be are.)..

ILEST deficiency. IL6ST

AR (LOF, partial deficiency)* : Bacterial
infections, boils, eczema, pulmonary abscesses,
pneumatoceles, aspergillosis, bene fractures,
scoliosis, retention of primary teeth,
craniosynostosis. - B-cell memaory,

AR (LOF, complete deficiency)® : Fatal Stuve-
Weidemann-like syndrome; skeletal dysplasia, lung
dysfunction, renal abnormalities, thrombocytopenia,
dermatitis, eczema. Defective acute phase response.
Complete unresponsiveness to IL-6 family cytokines,
Death in utero or in neanatal period occurred for
most affected individuals.

AD : HIES-STAT3-like; dermatitis/eczema,
eosinophilia, recurrent skin infections, pneumenia,
bronchiectasis, pneumatoceles with severe
secondary pulmonary aspergillosis, connective
tissue defects, phenocopies aspects of IL6R and
IL11R deficiencies. Mi/low 1gG and IgA, NI [gM, hyper
IgE. NI Tc numbers, J- to NI NKc, Ml Be,

4 memary Be.

PGM3 deficiency. PGM3 AR. It could have variable expressivity.
Severe atopy; autoimmunity; skeletal anomalies: short stature,
brachydactyly, dysmorphic facial features. Recurrent pneumonia,
recurrent skin abscesses, bacterial and viral infections; cognitive
impairment; delayed CNS myelination in some. Ig: Nl or . Elevated IgE;
eosinophilia. Reduced B/memory Bc. CDB and CD4 Tc may be-l..

CID with early-onset asthma, eczema and food allergies,
autoimmunity with atopic dermatitis (CADINS). CARD11
AD LOF {dominant negative). Variable atopy, cutaneous viral
infections, recurrent respiratory tract infections, lymphoma.
Eosinophilia, J. Tc proliferation. NI to low Bc.

Loeys-Dietz syndrome. TGFBR1, TGFBR2Z AD. Recurrent
respiratory infections, eczema, food allergies, hyperextensible
joints, scoliosis, retention of primary teeth; aortic aneurisms.

BCL11B deficiency. BCL11B. AD. It could have variable
expressivity. Congenital abnormalities: neonatal teeth, dysmorphic
facies; absent corpus callosum; neurocognitive deficits. Tc : Low,
poor proliferation.

ERBIN deficiency**. ERBB21P AD. Recurrent respiratory
infections, susceptibility to 5. aureus, eczema, hyperextensible joints,
scoliosis, arterial dilatation in some. Moderately increased Igk;
increased Treg.




Hiper IgE Sendromu
Jak-Stat Sinyal Yolagi
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Hiper IgE Sendromu
Jak-Stat Sinyal Yolagi
STAT 3*

® IL-6, IL-10, IL-17, IL-21, IL-22, IL-23
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STAT3
deficiency

impaired IL-6

signal transduction
.

impaired PGE2
release

Hiper IgE Sendromu

impaired IL-21
signaling pathway

:l impaired Th17 '—»

impaired Thf

o no fever,
cold abscesses
deficiency of peptides
and chemokines r——
responsive to defend l'emrrentﬁmgal
against fungi »| infection
) —
[ impaired Ig | impaired | reurrent
switching and || antibody bacterial
afinity | production | infection

impaired IL-10

| signaling transduction
7

v

impaired
IFN-gamma

impaired B cell
maturation

production

unbalanced

Th2
IL-4 " | predilection

—>[ impaired mast cell and basophilic degranulation }

elevated
IgE level

v

impaired IL-11 signaling transduction through
metalloproteinase dysregulation

={ less allergic reactions]

\4

\

non-immune abnormalities
(skeletal abnormalities)
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Hiper IgE Sendromu-Tani

- HiperlgE Sendromu Skorlama Sistemi
- Sensitivite:%87,5 Spesifite:%80,6

- Kesin tani genetik inceleme



Hiper IgE Sendromu-Izlem

- Enfeksiyondan korunma, uygun tedavisi
- Pulmoner komplikasyonlarin takibi
- Cilt bakimi
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OLGU-Izlem

- Tekrarlayan enfeksiyon oykusu oldugu icin trimetoprim-
sulfametaksazol profilaksisi baslandi

- Nefes darligi sikayeti gerileyen ancak akciger dinleme bulgulari sebat
eden hastaya Flutikazon-Salmeterol (125+25mcq)
kombinasyonunun dozu 250 mcg a cikildi , kronik degisiklikler
acisindan toraks BT cekildi.

- «Normal sinirlarda toraks BT incelemesi»

- IzZlemde inhaler tedavi uyumu arttigi da gdézlenen hastanin nefes
darlig1 oksuruk sikayeti geriledi, dinleme bulgulari kayboldu.

- Genetik sonucu bekleniyor..
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Eozinofili ve/veya Yuksek IgE

Ne zaman PIY disiunelim?
OYKU

- 2 ayliktan once baslayan veya agir/tedaviye direncli egzmatoz cilt
lezyonlari

- Dissemine olan veya tekrarlayan viral,bakteriyel,fungal veya firsatci
ajanlarla enfeksiyonlar

- Hematopoetik maligniteler

- Multisistemik otoimmun,otoinflamatuar hastaliklar
- Kronik ishal

- Endokrinopati

- Buyume gelisme geriligi

- Norogelisimsel anomaliler

- Akrabalik oykusu

- Ailede PIY 6ykisU
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Eozinofili ve/veya Yuksek IgE

Ne zaman PIY disiunelim?
FiZIK MUAYENE

- Erken baslangicli,tedaviye direncli egzema
- Cilt absesi

- Norogeligsimsel gerilik

- Mukokutanoz kandidiyazis

- Petesi,purpura

- Lenf nodlarinda bayume

- Hepatosplenomegali

- Stomatit/oral aftlar

- Bag doku, sacg, yuz ve kemik anomalileri



Eozinofili ve/veya Yuksek IgE
Ne zaman PIY disunelim?
TETKIKLER

- Lenfopeni
- Hipogamaglobulinemi
- Trombositopeni,MPV dusukligu
- Goruntulemelerde vaskuler anevrizma
- Goruntulemelerde skolyoz



Eve Goturulecek Mesajlar

- Klasik tedaviye yanit vermeyen,

- Bagka sistem bulgulari eslik eden alerjik hastaliklarda
immun yetmezlik goz onunde bulundurulmahdir.



- Tesekkdurler..



