ge Universitesi

Tip Fakiiltesi HaStarleatss ©

COCUKTA
EDINSEL HEMOFILI

Dr. Sebnem Onen Goktepe

drsonen@gmail.com



Olgu

2,5 yas, erkek
IIk basvuru: Subat-2006

Yakinma: 3 ay 6ncesinde koroziv madde icimi sonucunda gelisen
Ozefageal Striktir

Cocuk Cerrahisi’nde;
Dilatasyon islemi sirasinda olusan 6zefageal yirtilma
Durmayan kanama

Pediatrik Hematoloji'de;
APTZ: 59 sn
FVII: %5
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2,5 yas
Erkek
Ozgecmis :

Olgu

— Kanama hikayesi yok

Soygecmis:

— Ailede kanama hikayesi olan birey yok

APTZ: 59 sn
FVII: %5

HEMOFILI A







Tedavi

F VIII:C =2 %80- 100 olacak sekilde faktor
replasmani

Kanama belirgin 6lcude azaldi
Sizinti tarzinda birkac¢ gun devam etti

6. glin sonunda tamamen durdu



Tedavi

Mart-2006:

Faktor destegi altinda 6zefagus dilatasyonu = Sorunsuz

Nisan-2006:
Sol dizde hemartroz = 3 giin faktor tedavisi

— Es zamanli olarak = 2. seans dilatasyon islemi




cﬁ Tedavi

Cocuk Hematoloji

Mayis-2006:

— 3. seans icin yatirildi
— Islem 6ncesi 1.000 IU F VIII'e ragmen = aktivite: % 11
— INHIBITOR > ???

H iNHIBITOR = 5.7 BU/mL H

* 3. seans dilatasyon = aPCC ile sorunsuz
(12 saat arayla 3 kez 100 IU/kg)
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Tedavi

0,
2

Cocuk Hematoloji

Temmuz-2006:
* 4. seans dilatasyon

— aPCCile & sorunsuz

Temmuz-2006 > “ Inhibitor = 4 BU/mL “
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Cocuk Hematoloji

Tedavi

Agustos-2006:
Disme -2 sol femur diafizinde kirik
— aPCCile tedavi = Basarlli

Eyliil-2006:
Ozefageal kalip (stent) yerlestirilmesi
— aPCCile

Eylil-2006:
5. seans dilatasyon

— aPCCile

Ekim-2006:

6. seans dilatasyon

— 1 doz aPCC + 6 doz rFVIla = Basarili
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Ekim-2006:
— INHIBITOR = Negatif
e Kontrol - Negatif
— Gerektiginde = Faktor VIII kullanilmasi planlandi

Temmuz-2007:
* Stentin 6zefagusu perfore etmesi nedeniyle 2> KANAMA

— Acil =2 Cocuk Cerrahisi’'ne yatis
— APTZ = 25 sn - HATALI M| ???
— 2 saat arayla 3 doz NovoSeven
— Kontrol APTZ =28 sn !!!

— FVIII =% 53 !
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izlem

Ekim-2007:

e Dilatasyon uygulamasi
— PZ )
— APTZ [ Normal
— PFA-100 -

— F VIII veya By-pass ajan verilmeksizin = Operasyon

— Sonu¢ = Kanama YOK



Inhibitor (+) olan klasik hemofili A ???

By- pass edici ajanlarla ( aPCC, rFVlla)
inhibitor gelisimi (-)

Izleminde,
APTZ Normal, FVIII aktivitesi ylkselen
inhibitor (-)

Yorum
Edinsel Hemofili




& Antegrad Ozefageal Dilatasyon Operasyonu ﬂ
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EDINSEL HEMOFILI

Nadir bir durum

— 16 yasindan kiiciik cocuklarda 0,045/milyon/yil
— > 85 vyas 14.7 /milyon/yIl

Etnik ve cografik fark gozetmez

Hemen timu eriskinlerde

K=E

Collins PW, et al. UK Haemophilia Centre Doctors’ Organisation Acquired hemophilia.Blood. 2007;109(5):1870-1877



EDINSEL HEMOFILI

F VIll'e karsi 1gG yapisinda oto-antikor
Eklem ici kanamalar daha nadir
Deride yaygin purpura ve i¢ organ kanamalari tipik
% 50 kadarinda

— Otoimmun bir hastalik

— Enfeksiyonlar

— Kanser

— llac kullanimi

— Postpartum dénem

Yarisinda bir neden yok

— “Idiopatik”



ae T . . Figure 1. Hematoma and extense ecchimosis of a lower limb
Figure 2. Lower limb ecchimosis.



Figure 1: Extensive purpura over the flanks ofa
62.year-old man with acquired hemophilia.

Figure 2: Extensive purpura over the chest and
abdomen of a 78-year-old woman with acquirecd
hemophilia.
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EDINSEL HEMOFILI

Tani:
— Uzamis APTZ
— Ddusuk F VIII aktivitesi
— Inhibitér pozitifligi
* LA pozitifligi ile ayirt edilmelidir

Tedavi:
By-pass edici ajanlar (PCC, aPCC, rFVlia)

Immunsupresyon
Prednisone + cyclophosphamide
Azathioprine
Cyclosporine

IVIG

Rituximab
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L. EDINSEL HEMOFILI

Acquired Hemophilia in
Pediatric Population

Kaan KAVAKLI*, Giingiir NISLI*. Yesim AYDINOK*, Nazan CETINGUL®,

Deniz YILMAZ®, Tilay KAVAKLI*

* Department of Pedistric Hematalogy and Oncology. Ege University Hospital, Lzmir
** Department of Pedistrics, De. Behoet Uz's Children Hospital, Lamie, TURKEY

Turk J Haematol 2002;19(2):199-202

Kaan Kavakli, Glingor Nisli, Yesim Aydinok, Nazan Cetingdil,
Deniz Yilmaz, Tllay Kavakl. Acquired Hemophilia in Pediatric
Population. Turk J Hematol. 2002; 19(2): 199-202
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insidans calismasi

Yiksek riskli grupta

Edinsel hemofili arastirmasi
483, non-hemofilik

2-20 yas, ort. 11

Transfizyon bagimh beta talasemi
(n=75)

Malignite (n=55)

Astim (n=65)

Tip | Diyabet (n=63)

Kollajen doku hastaligi (n=35)

2 hastada edinsel hemofili (+)
— Osteosarkom
— Tip | diyabet
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Cocuk Hematoloji

Pediatr Blood Cancer 2010;55:606-611

REVIEW
Acquired Hemophilia in Pediatrics: A Systematic Review

Massimo Franchini, MD,"* Marco Zaffanello, Mp,? and Giuseppe Lippi, MD?

Acquired hemophilia A is a rare but potentially life-threatening
hemorrhagic disorder caused by the development of autoantibodies
directed mostly against coagulation factor VIIl. Acquired hemophilia
is frequently associated with several underlying conditions such as
malignancy, autoimmune disorders, drug reactions, and pregnancy,
although the pathogenesis remains undetermined (idiopathic) in up
to 50% of reported cases. The disorder occurs most commonly in the
elderly and only rarely affects pediatric patients, who might however
experience severe, and sometimes life-threatening, hemorrhage. The
maternal transplacental transfer of the autoantibody to the neonate

occurs very rarely and also in this circumstance it may be associ-
ated with clinically significant bleeding. The management of acute
bleeding and the inhibitor eradication are the mainstay of the treat-
ment. The outcome in pediatric patients seems more favorable than
in adults because the inhibitors usually resolve more quickly and
in a higher rate of patients. The epidemiology, diagnosis, clinical
course, and management of this hemorrhagic disorder in children
will be addressed in this systematic review. Pediatr Blood Cancer.
2010;55:606-611. © 2010 Wiley-Liss, Inc.

Key words:  autoantibodies; bleeding; FVIIl inhibitors; therapy

Yayinlanan tiim olgular

* 42 cocuk

* n=37,de novo inhibitor

* n=5, olgu transplasental

* K/E : 1,1, median yas: 5

* FVlllab : 28 (%75,7)

e FIXab :6o0lgu

e FXlab :2olgu

* 1 olguda FVIII ve FIX!a karsi ortak
ab

* Mukozal kanama, cilt alti
kanama

* Hematom

e 3 olguintrakranyal kanama

Altta yatan neden

*  Otoimmun hastaliklar %16,7
* infeksiyonlar %16,7 = 1 olgu
streptokokal farenijit
* Antibiyotik kullanimi
Penisilin ve tlrevi
*  %33,3 idiyopatik
* Median inhibitor : 8,5 BU/ml
* 3 olgu tedavi almadan dizelmis
* %80 olgu 2,5 aylik izlemde diizelmis

En hizh diizelme orani antibiyotik ya da
enfeksiyonla iliskililerde ytksek



o=

@

EDINSEL HEMOFILI

24 hastanin 28 vil izlendigi bir calismada:

* 23 hastada purpura ve yumusak doku kanamalari (+)

— Kompartman sendromuna hizh gidis
* 4 olguda hematdri
e 2 olguda GIS kanamasi
* 1 olguda uzamis post-partum kanama

 3(%11) olgu kanama komplikasyonlari nedeniyle = ex

* Mortalite orani 2> % 8-22
— En sik ortaya c¢ikis sonrasindaki ilk birkac haftada

Yee TT et al. Clin and Lab Haem 2000: 22 (5): 275-8
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Cocuk Hematoloji

EDINSEL HEMOFILI

e 20 calismanin 249 hastasli incelendiginde:

Median yas 2 64 (8 —93 yil)
Median 12 aylik izlem sonucunda =2 % 74 tam remisyon
Kanamayla iliskili mortalite % 11

Delgado J et al. J Haematol 2003; 121(1): 21-35

» ingiltere’de yapilan bir calismada:

1981-1996 arasinda (nufus : 58 milyon)
240 olgu

Yas araligi : 20— 99

50 yas altindaki olgu sayisi : 24 (%10)

98 olguda (%41) altta kanser, hamilelik (+)

Rizza CR et al. Haemophilia 2001; 7(4): 349-59
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COCUKLARDA EDINSEL HEMOFILI

KORE’den bir olgu:

33 aylik kiz hasta

Mycoplasma Pneumonia sonrasi gelisen gecici edinsel HA
Hematokezya ve yaygin ekimozlar

Laboratuvar:
— Uzamis APTZ
— Dusuk F VIII aktivitesi
— Mixing testi ile kismen duzelme
— inhibitor (+)
Tedavi:

— Prednisone + IVIG

— Sonug: Sekelsiz iyilesme




- Son soOz

Cocuklarda cok nadir

Ancak
Eriskin
Izole A

ere gore duzelme hizi daha yi

PTZ yuksek saptanan her olguc

aktivitesi ile birlikte inhibitor bakilma

nayati tehdit eden kanama olasiligi var

ksek
a, FVII

v Ana tedavi : Hekim farkindaligini arttirmak
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