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14 yas kiz hasta; Aktif yakinma yok
Sakarya EAH'den tarafimiza
Chediak Higashi on tanisi ile
Allojenik KIT yapilmak igin
yonlendirildi.

SOY GECMIS: Anne ve Baba 1. derece kuzen
11 yasinda kardesi Chediak Higashi nedeni ile ex



Chediak Higashi

+ 1q42.1-q42.2 kromozomunda yer alan
CHS1/LYST geninde defekt

- Immin yetmezlik

« Tekrarlayan bakteriyel enfeksiyonlar

* Parsiyel okulokutanoz albinizm

« Kanama bozuklugu

» Ilerleyici norolojik defisit

Stabil donem ve hemofagositik lenfohistiyositoz (HLH) gelisebilen
Akselere donem olarak adlandirilan iki dsnemden olusmaktadir.

Akselere doénemde ates, sarilik, hepato-splenomegali, lenfadenopati,
pansitopeni ve kanama gorilebilmektedir.



Chediak Higashi

« CHSI proteini; lizozom, lizozom ile iligkili
organeller ve vezikilerin dizenleyicisi

* Hastalarda;
hicrelerde lizozom kaynakli iri inklizyon
cisimcikleri gordlir



Image 1

A, Wright-Giemsa-stained peripheral blood smear. B and C, bone marrow aspirate. Large azurophilic and eosinophilic granules are
noted within granulocytes (B) as well as hemophagocytosis, demonstrated by an erythrocyte located within a macrophage (C), are seen
on the bone marrow aspirate. The peripheral blood smear demonstrates large eosinophilic granules within neutrophils as well as reac-

tive lymphocytes (A).



Sakarya EAH'de
Oncesinde hemofagositoz ataklari
oldugundan
oral steroid baslanmis



2 aylik yatis siirecinde;

Akut gelisen bilateral masif plevral efiizyon
Solunum sikintisi

Ates

Batinda Asit

Yaygin odem

ABY bulgulari, metabolik asidoz
Hipoalbuminemi
Hipotansiyon/Hipertansiyon

¢oklu organ yetmezligi
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Capillary leak syndrome: etio|qgjes, (W) cos
pathophysiology, and management
Eric Siddall', Minesh Khatr” and Jai Radhakrishan

'Columbia University Medical Center, New York, New York, UsA: and *Winthrop University Hospital, Mineola, New York, USA
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Figure 1| Clinical manifestations of capillary leak syndrome. (a) In the resting state, capillary permeability is normal, and there is limited
movement of fluid and proteins from the intravascular to the interstitial space. (b) In response to cytokines, vascular permeability increases. The
increase in capillary permeability facilitates the movement of protein-rich fluid from the intravascular to the interstitial space. Subsequent
intravascular volume depletion causes hypotension of varying severity Hypotension causes decreased perfusion to the kidneys, resulting in
prerenal acute kidney injury or acute tubular necrosis (ATN) in more severe cases. Cytokines themselves may also contribute to renal injury.
Accumulation of protein-rich fluid in the interstitial SPace causes systemic pitting edema, effusions of the thoracic and abdominal cavities,
stress syndrome (ARDS) in the lung, gastric, and intestinal edema, and muscle

noncardiogenic pulmonary edema, and/or acute respiratory di

edema, which can rarely lead to rhabdomyolysis. Volume resuscitation can increase the intravascular volume and thus improve blood pressure
and renal function. Volume resuscitation also expands the interstitial volume and thus potentially worsens systemic edema, increases effusions,
and worsens pulmonary, gut, and muscle edema. i
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o TANI KRITERLERI
Ekslidatif eflizyon
Non-kardiyojenik pulmoner cdem
Hipotansiyon
Hipovolemik sok

Coklu organ yetmezligi



o ETIYOLOJI
Clarkson Hastaligi (SCLS)
Engrafman Sendromu
Diferansiasyon Sendromu
Ovaryan Hiperstimilasyon Sendromu (OHHS)
Viral hemorajik ates
Hemofagositik Lenfohistiyositoz

Ilaclar (IL-2, Gemcitabin, monoklonal
antikorlar)



o« EPIDEMIYOLOJI

Gergek insidans bilinmiyor
Literatirde vaka serileri mevcut

Mayo Clinic; SCLS 26 yilda 25 olgu

Daha ¢ok Ilaglara bagl olgu bildirileri
mevcut,



o« EPIDEMIYOLOJI

Tani almayan hastalar?

Kiltidr negatif sepsis olarak
degerlendirilen olgular??

Hipoalbuminemi??



©SCLS
Etiyoloji belli degil
EPlZOdlk ataklar (vaskiiler gegirgenlik artisi)

Pr'Odr'OmC(I bU|9U|Clr' (halsizlik, bas dénmesi, FLS)

Ani baslayan sok, hipotansiyon, sistemik 6dem, plevral efiizyon

ABY

Pulmoner
Birkag gtin iginde kendiliginden iyilesme, Adem Il




©SCLS
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wSCLS
Hastaliga 6zgli tedavi yok
6 olguda erken IVIG tedavisine yanit

+

2 olguda teofilin +
1 olguda anti-TNF alfa (infliximab) +



E Siddall et al.: Capillary leak syndrome .
review
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Figure 2| Management of capillary leak syndrome. (a) In cases of severe capillary leak, there is marked disruption of endothelial cell-to-cel
binding resulting in massive losses of protein-rich fluid into the interstitial space. Hypotension, shock, and acute kidney injury (AKI) often
dominate the initial clinical picture. In these patients, the priority is to increase the blood pressure in order to optimize organ perfusion. The
initial strategy is to administer boluses of crystalloids with a goal of providing the minimum effective volume that optimizes blood pressure.
A fluid-restrictive strategy is advocated to limit interstitial fluid volume expansion. The next step in the management of persistent hypotension
is the administration of vasopressors. A trial of 25% albumin i.v. is an additional option, although its efficacy is limited in those with a severe
capillary leak. In those who remain with refractory shock in the setting of low filling pressures, high molecular weight starches. such as
hetastarch and pentastarch may be effective in expanding i vascular volume. Supportive care with invasive and noninvasive ventilation
as well as renal replacement may be necessary in severe cases. When available, disease-specific therapy should be initiated as soon as pqsmb\e
to facilitate recovery. (b) In cases of mild capillary leak or during the recovery phase from severe capillary leak, the endothe\ia'l injury is less,
resulting in stable blood pressure. In this setting, fluid overload symptoms predominate (e.g., pulmonary edema, p!eural effusnc_ms, acute
respiratory distress syndrome, systemic edema, ascites). Volume removal with loop diuretics is the first-line thefa_py in these patients. In tpose
with marginal blood pressure and fluid overload, the combination of loop diuretics and 25% albumin i.v. may facilitate volume removal. Patients

with AKI refractory to diuretics will require renal replacement.
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oILACLAR

IL-2(Aldeslokin) (metastatik MM ve
RCC'de imminoterapi)

Deneysel hayvan modellerinde
alblimine karsi vaskiiler gegirgenligi
arttirdigl gosterilmis.

IL-11 ve IL-12'nin de CLS ile
iliskisi gosterilmis.



oILACLAR
OKT-3 Muromonab-CD3;

Monoklonal anti CD-3 antikoru,
Solid organ transplantasyonlarindan
sonra immin baskilayici olarak
kullanilmakta

IL-2, TNF alfa, IFN gamma
dizeylerinin artigi ile iligkili



oILACLAR
Rituximab g‘> TNF alfa ve IL-6
Alemtuzumab _> TNF alfa IFN gamma

Ilaca baglh en iyi 6rnek; Anti-CD28
monoklonal antikoru TGN1412'de
gorilmis ( 6 hastada saatler iginde
hipotansiyon, pulmoner eflizyon ABY)



oILACLAR

Ilaglara bagh CLS tedavisinde
steroid kullaniminin semptomlar
azalttigi ve iyilesme sagladig
gosterilmis.



wENGRAFMAN SENDROMU

Hematopoetik kok hiicre nakli
sonrasi

Siklikla granilosit engrafmanindan
sonraki 4 gin iginde

IL-1, TNF alfa, IFN gamma iliskili
Tedavi mm) Steroid




oDIFERANSIASYON SENDROMU

All-trans retinoik asit veya Arsenik
trioksit APL hastalarinda (725)

Siklikla tedaviden 10-12 giin sonra

Losemi hiicrelerinden kemokin
salinimina baglh 6zellikle de
akcigerde odem olusmasi ve ABY

Tedavi mm) Steroid




oOHSS

Siklikla ovilasyon indiiksiyonunda
kullanilan ovaryan stimdlator
ajanlara bagl.

En sik HCG'e baglh
Patofizyoloji mmm) VEGF

72 oraninda, ancak agir klinik tablo




oOHSS

Risk faktorleri; PKOS, erken yas,
dusik vicut agirhar,

Erken ve ge¢ olmak lzere 2 klinik
tablo mevcut

HCG sonrasi 3-9 ve 12-17. giinler
arasi

Sadece destekleyici tedavi



o-VIRAL HEMORAJIK ATES

Dengue hemorajik atesi=> daha ¢ok
ABY

Hanta virds = siklikla pulmoner
odem

Ebola viris(i Tedavi

Marburg virisi semptomatik



©-HEMOFAGOSITIK
LENFOHISTIYOSITOZ

Hiperaktif anormal immin yanit

Genetik form, genellikle antijen
sunan hicrelerin immin yanitinin
sonlandirilamamasina bagl

Siklikla enfeksiyona sekonder,
otoimmin ve malign hastaliklarda




©-HEMOFAGOSITIK
LENFOHISTIYOSITOZ

Klinik bulgular her iki formunda da
lenfosit ve makrofaj aktivasyonu
sonucu gelisen sitokin firtinasina
bagl

TNF alfa, IFN gamma, IL-18



©-HEMOFAGOSITIK
LENFOHISTIYOSITOZ

Tani: ilgili genetik mutasyon (tek
basina) ya da 8 kriterden b

*Ates *Splenomegali
*Hipofibrinojenemi (<150 mg/dl) *Bisitopeni veya pansitopeni
*Hipertrigliseridemi (aglik >265 mg/dl)  *Ferritin > 500 ng/ml

*Solubl €D25 >2400U/ml *Kemik iliginde hemofagositoz



©-HEMOFAGOSITIK
LENFOHISTIYOSITOZ

Hastalarin %50'sinde yogunbakim
takibi (ABY, biling bozuklugu,
solunum sikintisina bagl)

ABY siklikla prereanal olmakta
ATN, TLS de nedenler arasinda.



©-HEMOFAGOSITIK
LENFOHISTIYOSITOZ

Tedavi; etyolojiye yonelik olmakla
beraber, yliksek doz IVIG, steroid ve
destek tedavisini kapsamakta.

Rituksimab; EBV iliskili HLH'de
onerilmekte

Maligniteye sekonder gelisen olgularda
Etoposit+ steroid



YILAN SOKMASI
KAWASAKLI HASTALIGI

ANTIFOSFOLIPIT ANTIKOR
SENDROMU

STOGREN SENDROMU
POLIMIYOZIT



o Tesekkdirler




