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KHN sonrasi erken donem

Hazirlama rejimlerinin toksik etkisiyle
Agrili hepatomegali, hiperbilirubinemi ve asit
Siklik= %8-14

» Yuksek riskli hastalarda >%60

Coklu organ yetmeazligi ve 6limle sonuclanabilen
— Ciddi VOD’ da mortalite >%80

Kesin tedavisi olmayan

Acil bir durum
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* Karakteristik klinik bulgular:
(J Hepatomegali
d Sag Ust kadran agrisi
U Kilo artis
d Asit
d Sarihk

* Nakil sonrasi ilk 30 giin icinde
olusur
— Nadiren daha sonrada olusabilir
* Trombosit transflizyonuna
refrakter trombositopeni

— Onemli bir ipucu olabilir
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A ONg
A O

vooysos: RISK FAKTORLERI ()

1. Var olan karaciger hastalig (Hepatit C, hepatik fibrozis, siroz)

2.Daha 6nceden myeloablatif rejime maruziyet

3. Geenus HSOS oykiisii

4. Myeloablatif rejim kullanim

5. Total Viicut Ismlamast (TVI)

6. Busulfan kullanimu (6zellikle oral)

7. Siklofostamud 1¢eren rejimlerin kullanilmas

8. Losemunin ge¢ déneminde transplant yapilmast

9. Hemakromatoz C282Y alleli tastyicilart

‘nFEVZI ALTUNTA$

ddddddddddddddd


http://www.google.com.tr/url?sa=i&source=images&cd=&cad=rja&docid=449_dSZUSqLxDM&tbnid=MM2tmVbN3wIVmM:&ved=0CAgQjRwwAA&url=http://www.sinavdirgecer.com/page/universite&&503&ei=zegDUtO8C5KM4gT1sYCQAg&psig=AFQjCNEuPk_H-oSqsKQy7rF0o7LKBeXLvg&ust=1376074317271207
http://www.google.com.tr/url?sa=i&source=images&cd=&cad=rja&docid=plLz5wzJKRdxaM&tbnid=lSnDEqxlSv6xoM:&ved=0CAgQjRwwAA&url=http://www.hastanerandevu.net/ankara-onkoloji-egitim-ve-arastirma-hastanesi.html&ei=5ukDUsXHAcHo4QSynYC4CQ&psig=AFQjCNG6m0F9VRkjqF1LaTlvDbwSjNNCLA&ust=1376074598064824

Baslangic:
Endotel tedavi rejimi ile iliskili hasara
bagh sinizoidal endotel

hasari ve aktivasyonu

hlcre hasari

inflamatuvar
sitokinlerde

A Sonug:

Proinflamatuar yollarin
aktivasyonu: sitokinler ve
Koagulasyon/ hipofibrinolitik,
Mikroangiopati Fibrinoliz {, mikroanjiopatik,
i prokoagulan
sistemlerin gelisimi

VOD/SOS

Prof. Dr.
Richardson PG. VOD/SOS following HSCT: pathogenesis, current status of treatment and future directions. ASBMT annual meeting 2013. ‘MI’WEEZVEL&EISS'iJﬁs
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Primer hedef=
Endotelyal hiucreler

 VOD; GVHD gibi
komplikasyonlarin
baslangici: Endotelial

hiicre hasaridur.

 Damar endotel hasarin
gen ekspresyon markiri
olarak 6ne surulen vVF
bu yolda ECI olarak rol
alabilir.

Richardson PG. VOD/SOS following HSCT: pathogenesis, current status of treatment and future directions. ASBMT annual meeting 2013.
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Sinuzoidal endotelyal hiicre
hasari ve aktivasyonu

e Once sinlizoit
ﬂ-ﬂ--ﬂ-ﬂﬂ

e endotel
“T’ R — hicrelerinde
. sisme, ardindan
sintzoidal
. Oy ,!*“ e bariyerde
Lo oy JI  bosluk olusum
Redbloodcel @ Toxi U Adeonmobals ) Cuiidm ve Disse
e e W araliklarina
1 TNF-g,ICAM-1, VCAM-1, PAI-1, YWF, TF, heparanase; |t-PA e rit ros it sizmasi

Richardson PG. VOD/SOS following HSCT: pathogenesis, current status of treatment and future directions. ASBMT annual meeting 2013.
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Gap formasyonu, fibrin birikimi ve
sintizoidlerde daralma

Sintzoidal

Space of Disse
— \ gl membrani
. olusturan
hucrelerin

nl. S | E—

# L
(o[o[ojofo[o[o]o]o]0] piplm]
R Bl Nepatik dolagimi
* bozmasi ve

yverinden ayrilarak
limeni tikayip,

Kupffer cell ‘ Heparanase (_) VWF Fibrin

hepatosit nekrozu
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= vop/sos: PATOLOJI- 2

Hipofibrinolitik durum ve
Endotel insitu protrombotik ylzey
hiicre hasar fenotipi,
sinuzoidal endotelyal
hasara ve aktivasyona yol
acar

inflamatuvar

sitokinlerde
2 Sonuc:

Hepatik sinluizoitlerde
daralma,
Koagilasyon/ Azaltilmis hepatik venoz
Mikroangiopati Fibrinoliz |, cikis,
Postsilizoidal HT,
Santral venoz tikanma,

Multiorgan yetmezligi ve
VOD/SOS oliim
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ASpesifik laboratuar testi yok:

» Endotelyal hasar ile iliskili biyomarkerlar yiksek
> PAI-1

JKesin tani icin altin standart = Karaciger biopsisi

» Hastalik yama tarzinda olabilir,

» Yalanci negatif olabilir
> Tehlikeli olabilir
JdTani klinik olarak konur:

> Seattle kriterleri
> Baltimore kriterleri

‘n Prof. Dr.
FEVZI ALTUNTAS
www.drfevzialtuntas.com


http://www.google.com.tr/url?sa=i&source=images&cd=&cad=rja&docid=449_dSZUSqLxDM&tbnid=MM2tmVbN3wIVmM:&ved=0CAgQjRwwAA&url=http://www.sinavdirgecer.com/page/universite&&503&ei=zegDUtO8C5KM4gT1sYCQAg&psig=AFQjCNEuPk_H-oSqsKQy7rF0o7LKBeXLvg&ust=1376074317271207
http://www.google.com.tr/url?sa=i&source=images&cd=&cad=rja&docid=plLz5wzJKRdxaM&tbnid=lSnDEqxlSv6xoM:&ved=0CAgQjRwwAA&url=http://www.hastanerandevu.net/ankara-onkoloji-egitim-ve-arastirma-hastanesi.html&ei=5ukDUsXHAcHo4QSynYC4CQ&psig=AFQjCNG6m0F9VRkjqF1LaTlvDbwSjNNCLA&ust=1376074598064824

A
&N\ 2010 7 &>
- ~ = @

JIModifiye Seattle kriterleri:

Nakil sonrast ilk 20 giin icinde asagidakilerden en az ikisi

1)Hiperbiliribinemi (T. bilirubin = 2mg/dL)

2)Hepatomegali veya KC kaynakli sag tst kadran
agrisi

3)Sivi birikimi nedeni ile vicut agirliginin

%2 ‘sini asan kilo artisi
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(J Bearman Modeli:
1. Bilirubin artis orani
2. Agirlik artisi orani

3. Multi organ yetmezligi
v’ Oksijen gereksinimi
v’ Renal bozukluk
v’ Ensefalopati

 Ciddi VOD:

» Multi organ yetmezligi:
» kotli sonucu tahmin ettirir

» Mortalite: >%80
» Daha cok renal yetmezlige bagl
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Epidemiologic
stratification

Conditioning regimen
Identification of genetic

predisposition \

Cell injury

Ursodiol

Drug levels (Bu, Cy)
GSH
N-acetylcysteine

GSH, glutathione; TNF, lumor necrosis lactor;

VOD yonetimi:
Olasi Suiregler

Pentoxifylline,
TNF antibodies, steroids

v

Inflammation )

Microthrombosis | \ TIPS

Liver
transplant

Charcoal
Defibrotide hemofiltration

Heparin CVVHD
AT Il

APC

LMWH

PGE, prostaglandin E; TIPS, transjugular intrahepatic portosystemic shunt; Adapted from Richardson P & Guinan £,
AT I, antithrombin I11; APC, activated protein C; LMWH, low molecular Acta Haematol 2001;106:57-68:
weight heparins; CVVHD, continuous veno-venous hemodialysis McDonald GB ASH E ducatio i
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1 Gincel tedavi yaklasimi
d Eniyi destek tedavi
>

>
>
>
>

A\

— %70-85 geriler

Diet -
Dilretik

Sivi kisitlamasr
Hemofiltrasyon
Hemodiyaliz

Mekanik ventilasyon

F. Altuntas. Kok Hiicre Naklinde GVHH Disi Erken Donem Komplikasyonlar. Hematolog 2011; 1 (1):95-114
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VOD tedavisi:
Heparin &= t-PA

d Yanit >%30; fakat sagkalim siiresi diisik
d  Yasami tehdit eden kanama riski

d MOF gelismis olan ciddi VOD hastalarda 6nerilmemekte

No.of Dose | Duration Heparin No. o(
I

Baglin et al (1980)

Bearman et al (1997) 42 5.4-120 24 Yes 12 10
Leahey et al (1996) 9 5-10 2-4 Yes 5 0
Goldberg et al (1996) 1 20 4 Yes 1 0
Higashigawa et al {1995) 1 2-5 4 Yes! 1 0
Lee et al (1996) 3 10-20 7-14 Yes 3 0
Yu et al (1994) 3 0.25-05% 4 No 2 0
Schriber et al (1999) 37 3040 1-25 Yes 132y 13
Kulkarni et al (1999) 17 10 1-12 Yes® 6 0
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voo: TEDAVI

JKaraciger nakli:

dYararh olabilir
»AgIr karaciger yetmezliginde

» Malignitelerde genellikle dnerilmez

»Benign seyirli hastalikta yapilmalidir

JTIPS:

» Yaygin asiti olanlarda asiti azaltmak icin
uygulanabilir

Richardson PG. VOD/SOS following HSCT: pathogenesis, current status of treatment and future directions. ASBMT annual meeting 2013.
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S VOD tedavisi:

3())0 Defibrotid

* Defibrotid endotele yapismayi ve [6kosit
kimelesmesini azaltan

 Antitrombotik, anti-iskemik etkileri olan

* Vaskuler endotelde spesifik baglanma
bolgeleri olan

* Adenozin reseptor aktivitesine sahip

* Endotel Uzerinde koruyucu etkisi olan
* Tek zincirli oligonukleotid analogu
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Defibrotid:
Etki mekanizmasi

= |nflamatuar mediatorlerin
akisini azaltir

= |CAM-1 ve heparanaz’ |
azaltir

= Fibrinolitik sistemi aktivite
eder
" Endojen t-PA dlzeyini artirir

= TFPI inhibitoru ve
trombomodulini artirir

PAI-1 duzeylerini disurur
TF-vWF azaltir

PNIIP, N-terminal propeptide of type Ill collagen;

1GE-, transforming growth lactor bels;

LPS, lipopolysaccharides; TNFa, tumor necrosls factor-alpha;

IL, interloukin; FGF, fibroblast growth factor Adapted from Richardson P & Guinan E. Acta Haematol 2001;106:57-68
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Defibrotid:
Etki mekanizmasi- Mikrovaskliler

etkiler >

 Mikro ve makro vaskuler endotel
aktivasyonunu onler o

e t-PA salinimini é:
artirir 3 2

e PAI-1 salinimini R e e

azaltir

PAIL1 antigen [ng/mli|
Eisigantd

HMEC+MM « That 100ggamt
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Defibrotid

A
&N\ 2010 7 &>
- ~ = @

e Sistemik kanama veya diger toksisitelere neden
olmaz

e Sitotoksik tedavinin anti-timor etkisinden
odun vermeden endoteli korur

* Endotel hasari ile iliskili diger sendromlarda da
olasi rolt var (or: GVHH, TTP, HUS)

* Oral biyoyararlanim ile IV etki, ayni zamanda
olur.
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Defibrotig
OV

F. Altuntas. Kok Hicre Na ¥ GVHH DisI Erken Donem Komplikasyonlar. Hematolog 2011; 1 (1):95-114
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N=102 (DF)
N=32 (HC)

1
: T 1 = -
F"’ ;:'-2.;3' ~ o e
DNt ) y )
AL {145
" ,‘;'n 4

Phase lII*

Ciddi VOD/¢q!

e/ e

I °
[ J
,

yetmezl

Day+100 CR

*DF 24%
*HC 9% (p<0.05)

, organ
de DF

o i
results
M. ]

{ y+100 survival: 42%

1

alhoamdals

Day+100 survival: 32%

survival; 35%
AEs attributed

Treatment-related AEs
incidence: 8%
(greater at40 vs, 25

mglkglday)

Day +100 mortality:
*DF 62%; HC 75%

p=0.051)
EMerhagieAETs,
*DF 65%; HC 69%
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Defibroit Tedavisi sonrasi yaniti
ongormek mumkigmu?

Predictors “+100 survival
| 4 Day 14

Higher baseline P-
selectin

Higher baseline E-
selectin

Higher basellp ‘

Lower ba" ‘\\Q
Lows: 0 S\ ;
b::::ubr ‘Q 6 @ g |

Decrease O 6 p<0 001 | | : p=0.001

from baseli. 6

S —T 1=
Decrease in B\ *@ O‘® | p=0.03

from baseline

e 7.glnde 0(\ gln survival ve TR tahmini, bazale gore
PAI-1 azalmasi
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0

= A == i T o o+ WD o0 N O |
[T 1] [ §] 1= = [== e e prvia (B il B

* DF dozlarinda her ikisi icinde; KHN sonrasi 100. giinde sag kalim ve TR olan

hastalarda PAI-1 bazale gore 7. ve 14. giinde daha dusuk saptandi
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DeFibrotide:
PV kan akimi normal

kullanimi;
Portal ven
akimi
normal

(Faz 2 doz
calismalari)

Reversed Antegrade
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T-IND (treatment investigational
new drug) 2006-05; ASH 2012

* 2007 yilinda (Amerikada); VOD/multi organ
vetmezliginde T-IND 2006-05 baslatildi

— KT sonrasi (KHN yapilmayan) ve

— KHN sonrasi sVOD/multi organ yetmezligi gelisen
hastalar

— Tedavi amacli DF ile yapilan en buyuk prospektif
calisma

e 2007-2011 arasi, 68 merkez, kayith 333 hasta
analizleri 2012’ de giincellenmis

DDDDDDDD
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Pmtoeol 2005-01
Phasa lll)

Bammorecmenaby
Day+21
Post-HSCT Mandatory
Severity MOF by Day +28
Renal Creatinine23x baseline
dysfunction or
Creatinine clearance or
GFR 40%or
dialysis dependence
Pulmonary 0, saturation<90% on
dysfunction  roomair or O, oxygen
supplementation or
ventilator dependence

T-IND 2006-05:
Modifiye giris kriterleri

Protocol 2006-05
(Original)
Baltimore criteriaby
Day+35 or by biopsy

Mandatory

MOF by Day +45

Creatinine23x baseline
or
Creatinine clearance or
GFR 240% or
dialysis dependence

0, saturation<90% on
roomair or O, oxygen
supplementation or
ventilator dependence

Protocol 2006-05

Baltimore criteria
or by biopsy
Late onsetVOD
may enrol

VOD maybe
post-chemotherapy

MOF no longerrequired
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T-IND 2006-05:
Sonuclar

KHN vyapilanlarda TR= %30

CR Survival
Day +100 Day +100*

HSCT pts 30% 50%
(n=305) (90/305)
HSCT pts with sVOD 26% 45%
(n=220) (57/220)
HSCT pts with non-sVOD 39% 65%
(n=85) (33/85)
Non-HSCT pts 43% 67%
(n=28) (12/28)

Prof. Dr.
Richardson PG. VOD/SOS following HSCT: pathogenesis, current status of treatment and future directions. ASBMT annual meeting 2013. ‘nFEVZl ALTUNTA$


http://www.google.com.tr/url?sa=i&source=images&cd=&cad=rja&docid=449_dSZUSqLxDM&tbnid=MM2tmVbN3wIVmM:&ved=0CAgQjRwwAA&url=http://www.sinavdirgecer.com/page/universite&&503&ei=zegDUtO8C5KM4gT1sYCQAg&psig=AFQjCNEuPk_H-oSqsKQy7rF0o7LKBeXLvg&ust=1376074317271207
http://www.google.com.tr/url?sa=i&source=images&cd=&cad=rja&docid=plLz5wzJKRdxaM&tbnid=lSnDEqxlSv6xoM:&ved=0CAgQjRwwAA&url=http://www.hastanerandevu.net/ankara-onkoloji-egitim-ve-arastirma-hastanesi.html&ei=5ukDUsXHAcHo4QSynYC4CQ&psig=AFQjCNG6m0F9VRkjqF1LaTlvDbwSjNNCLA&ust=1376074598064824

T-IND calismasi:
DF baslama 6@ NI

60(\@6\

meli DF
/Uuksek

 VOD/ciddi VOD ta
tedavisine basl
mortalite Qg

Lataiita
Uy !7 | +4
| et

’I x)

<‘<~ \Q,Q

G 1

B

<0

20%

0? @g\
(Day # .‘0@(@

m— 0 (Q
Survival (Q
(Day +100)t Jo)
@fl’

56% 3% 0.0118%
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T-IND ¢alismasi:
DF Yan etki profili

Protocol 2005-01
(Phase IlI)

Total patients with at least one AE
Total number of AEs
Hypotension

Hemorrhage

Pulmonary hemorrhage
Gastrointestinal hemorrhage
Epistaxis

Hematuria

Life-threatening hemorrhage*

Related events leading to discontinuation

Incidence of all grade GvHD
(in patients who underwent an allogeneic HSCT)

21% (66/319)
92
4%

18%
6%
4%
2%
2%
2%

13%
8%
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VOD proflaksisi:
Faz-3 DF calismasi

\ /
SN\ 2010~ &>
o7 VERSYSS

* Pediatrik yas grubu (<18 yas) randomize
controllt calisma

* KHN vyapilan grupta, DF profilaktik kullaniminin
viuksek risk VOD insidansini ve siddetini azaltabilir
olup olmadigi arastiriimis

* Primer sonlanim
v'KHN sonrasi 30. glinde VOD gelismesi
e Sekonder sonlanim

v akut GVHD 'in sidddeti ve insidansi
v'VOD siddetinin degerlendirilmesi

Corbacioglu S. Lancet 2012; 379:1301-09
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Corbacioglu S. Lancet 2012; 379:1301-09

VOD proflaksisi:
Faz-lll DeFibrotid calismasi

Conditioning Day30 post-HSCT

I Min 14 da
::::::g)laxus arm ’ ‘
*DF (total)

25 mg/kg/dayt
*Given on first day
of conditioning

until Day 30
post-HSCT

Continue
treatment
until
resolution

| /ossover
VoD

-

Control arm
(Nn=176)
No prophylaxis
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DeFibrotid Faz-lll Calisma:
VOD insidansi azaltmakta

p=0.0488!

Incidence of VOD (%)

Control (n=176) Defibrotide (n=180)

* Gruplar arasinda +100. giinde VOD ile iliskili mortalitede
anlaml bir fark gézikmemis

* VOD gelisen hastalarda mortalite 4 kat daha fazla

Corbacioglu S. Lancet 2012; 379:1301-09 ||
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DeFibrotid DeFibrotid Faz-lll Calisma:
Akut GVHH siddet ve insidansini

azaltmakta

DF (N=122) | Control (N=117)

No. (%) No. (%)
aGVHD by Day+30 42 (34) 61(52) 0.0057*
aGVvHD severity by Day+30
Grade 1 21 (17) 26 (22)
Grade 2 13 (11) 26 (22)
Grade 3 4(3) S(4) -~ 0.0062t
Grade 4 4(3) 4(3)
aGvHD by Day+100% 57 (47) 76 (65) _ 0.0046*
aGvHD severity by Day+100
Grade 1 30 (25) 33(28)
Grade 2 18 (15) 30(26) | ;
Grade 3 5 (4) 9(8) 0.0034
Grade 4 4(3) 4(3) _

Corbacioglu S. Lancet 2012; 379:1301-09 ‘nﬁé"\;‘z?RmeAs
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Blood and lymphatic disorders

*Coagulopathy 0
Gastrointestinal disorders

*Gastrointestinal hemorrhage 2 (1%)
*Abdominal pain 1{1%)
*Hemorrhagic diarrhea 1{1%)
*Hematemesis 1{1%)
*Mouth hemorrhage 1(1%)
*Nausea 1(1%)
*Upper gastrointestinal hemorrhage 0
*Vomiting 1{1%)
Respiratory, thoracic, and mediastinal disorders

*Epistaxis 2 (1%)
*Hemothorax 1{1%)
*Pulmonary hemorrhage 0
Vascular disorders

*Hemorrhage 1{1%)
*Microanglopathy 0

Corbacioglu S. Lancet 2012; 379:1301-09

DeFibrotid DeFibrotid Faz-lll Calisma:
Kabul edilebilir yan etki profili

1{1%)

O = 000000

1{1%)
1{1%)
1{1%)

1 (1%)
1 (1%)
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pmplications
¢ 1n different
ment. We aimed to
day 30 after

4 S0 had received allo-HCT with
X £t between January 2009 and August
.{)(\\ P The first (standard group; n: 59) and

\% Wated with allo-HST duoring January 2009-
X *% yrespectively. Patient characteristics are summanzed

Pho as Plt = 30000/mm> and absence of bleeding),
&% axis. Twenty eipht of the patients in the second group

i v between posttransplantation days 1 and 14 in addition to
standard V \‘Q the patients were diagnosed as VOD, defibrotide dose was increased
to 25 mp/keN Q sis group. Fifty nine of the patients belonging to standard group did not
have the oppo! 0 grotide for prophylaxis or treatment due to dmg supply. Diagnosis and
classification of S defined according to Seattle coteria. None of the patients had hepatic biopsy
for histopathologi renosis mainly becanse of the thromboeytopenia/coagulopaty associated bleeding
nsk.
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www.drfevzialtuntas.com


http://www.google.com.tr/url?sa=i&source=images&cd=&cad=rja&docid=plLz5wzJKRdxaM&tbnid=lSnDEqxlSv6xoM:&ved=0CAgQjRwwAA&url=http://www.hastanerandevu.net/ankara-onkoloji-egitim-ve-arastirma-hastanesi.html&ei=5ukDUsXHAcHo4QSynYC4CQ&psig=AFQjCNG6m0F9VRkjqF1LaTlvDbwSjNNCLA&ust=1376074598064824

blood

JOURNAL OF

THE AMERICAN

SOCIETY OF

HEMATOLOGY

Effectiveness of Defibrotide in the
Prevention of VOD Among Patients
Receiving Allogeneic Hematopoetic Cell
Transplantation: A Retrospective Single
Center Experience

DEFIBROTIDE (-) DEFIBROTIDE (+)
(n-59) (n:28)

Age(median) 37 (18-63) 31 (21-60) P10 282
Sex(M/TF) 32427 18/10 PH376
Diagnosis{n) Pp724
AML 26 14
ALL 19 8
NHL 2 3
MM 3 0
Hodgkin 4 2
PNH 1 0
PMF 1 0
AA 3 1
Transplantation number(n) P0311
1 46 15
2 13 9
Conditioning regimen{n) Pp.142
MA 43 16
RIC 16 12
Hepatic disease before 1 1
transplantation(n)

AltuntasFet al. Blood (ASH Annual Meeting Abstracts) 2012 120: Abstract 4508
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blood

defibrotide group. Less patien

standard prophlasis (1123} O~
ertesve & > o\®

THE AMERICAN mild/moderate/seve %
SOCIETY OF posmnsplanta q QCD
HEMATOLOGY (77%) patg e 0 2 6

notbe QO 0|0
atients
m four
was found to be
Sphylaxis arm (280 mg;

dicidence during allogeneic stem cell
proor performance status, and alternative
Zat. Our patient groups were not statistically
ransplantations and previous hepatic disease
% JPor without defibrotide prophylaxis as 13.7% and

Q<<

44%) pat to this report we did not observed a significant difference
In termsN ) \'Qz e majority of our patients had either moderate or severe disease
and morta ’b\\ thout defibrotide prophylans as a consequence of mability to
reach to def1¥g O(K' ﬁbroude seems to be a very promising agent to reduce VOD incidence
by prophylactil
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VOD
Gelecek yonelimler

* Erken midahale
» Multi organ yetmezligini 6nceden 6nlemek

 Kombinasyon tedavileri

> DF’ nin N-asetilsistein, AT-1l ve diger endotelyal
hedef ajanlarla kombinasyonu

* Profilaksi

> AlloKHN ve yiiksek riskli oto KHN' nde
» Sirolimus, gemtuzumab kullanan
» Akraba dist AKHN yapilanlar
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G200~
VERSYS

KHN’ in hayati tehdit eden énemli bir komplikasyonu

Ciddi multi organ yetmezlikli hastalarda mortalite %80
veya daha fazla

VOD/SOS tanisi klinik kriterlere dayanir

VOD’ un giincel tedavisi ncelikli olarak destekleyici
tedavi

DeFibrotid VOD/SOS gelisiminin dnlenmesi ve
tedavisinde buylk umut vaat ediyor.

VOD o6nlenmesi ve tedavisi icin daha iyi tedavi
stratejilerine ihtiyac var

Hastalar klinik calismalara dahil edilmelidir
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