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Akut Karaciger Yetmezligi

« AKY altta yatan sebebe ve hastanin

refere edildigi klinigin tecrubesine bagli
olarak mortalitesi %60 — 80 arasinda

degisen bir klinik sendrom

WIlodzimirow KA, et al. Aliment Pharmacol Ther. 2012
Tytgat Institute for Liver and Intestinal Research



Akut Karaciger Yetmezligi
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Akut Karaciger Yetmezliginin ilk Tanimi

* ‘Fulminant Hepatic Failure’

—"..syndrome of sudden hepatic dysfunction in
the absence of prior liver disease that results

In hepatic encephalopathy (within 8 weeks)..’

Trey and Davidson. Progress in liver diseases. 1970



Akut Karaciger Yetmezligi

Hastalik .
baslangici K:::ngker
French, i €
Japanese Chinese luK/ ASL UsS ARSLD Hastaligi
Karaciger 1 1
hastall(lﬁl L haffa 4 haft? 8 hlafta | 26 hafta
Yo Hiper  Akut Subakut

akut



Ensefalopati Baslangici
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Hepatik Ensefalopati: Baslangi¢c ve Prognoz
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Semptom baslamasi - Grade 2 HE (Gin)

Nakayama et al. J Gastroenterol 2011.



Etyoloji Prognoz lligkisi

ALFSG Adult Registry, USA 1998-2014, n = 2000

APAP DILI Indeterminate HAV HBV All others
n=916 n=220 n =245 n =36 n =142 n =441
Age (median years) 37 46 39 49 43 45
Sex (% F) 76 69 59 44 44 71
Jaundice to coma (median days) 1 12 11 4 8 7
HE grade 23 (%) 53 35 48 56 52 38
ALT (median 1U) 3773 640 865 2275 1649 681
Bilirubin (median pmol/L) 74 339 361 210 315 238
Transplanted (%) 9 40 42 33 39 32
| Spontaneous survival (%) 66 24 22 50 21 31
Overall survival (%) 73 58 60 72 55 58

Bernal W, et al. J Hepatol



Akut Karaciger

Yetmezligi - Tanimlar

Definitions criteria

No pre- Number of
Weeks existing studies that
from liver used the
HE onset Coagulopathy disease Other definition
[v + 8 + 19 |
2 + 26 INR > 15 + Three studies used INR > 1.5 or PT > 15 s. 8
3 + 12 + HALF - jaundice-HE interval of O—7 days, ALF — 8-28 days, 6
SALF - 29 days-12 weeks.
4 + 4 + In one study: SAHF — (a) persistent or progressive jaundice for 5
4 weeks after its first appearance, (b) development of
unequivocal ascites after 4 weeks (but within 5 months) of the
onset of jaundice, (c) biochemical evidence of hepatocellular
necrosis and (d) submassive or bridging necrosis on liver biopsy.

5 =2 8 PT < 40% In two studies: ALF - HE within 10 days, SALF - HE > 11 days. 3

6 =2 8 PT < 40% + )

7 + 8 INR > 1.5 + Jaundice; one study used INR = 1.5 or PT = 15 s. 2

8 + 12 HALF - jaundice-HE interval of 0O-7 days, ALF - 8-28 days, 2

SALF - 29 days—12 weeks.

9 + 26 INR = 1.5 + 2
10 + 2 + SubFHF - jaundice-HE interval of 2 weeks to 3 months. 2
mn 2-4 2
12 + INR > 1.5 + 2
13 + INR > 15 2
14 + + + Jaundice 2
15 + 8 1
16 + 8 Late-onset - HE between 8 and 24 weeks after the onset of 1

symptoms.
17 + 12 + + HALF - jaundice-HE interval of 0-7 days, ALF - 8-28 days, 1
SALF - 29 days-12 weeks.
18 + + 1
19 + INR = 1.5 1
19 + &5 1
20 2 8 + Asterixis, hyperbilirubinaemia, or hypoglycaemia 1
21 + 8 + + 1
22 + 8 + Jaundice, hyperbilirubinaemia, hypoglycaemia, or renal 1
impairment in absence of HE
23 =2 8 PT < 40% + 1
24+ 8 Impaired synthetic function 1
25 =2 8 PT < 40% ALF - HE within 10 days, SALF - HE presented later 1
26 + 8 + Jaundice 1
27 + 8 PT < 40% 1
28 + 4 INR = 15 + 1
29 =2 4 PT and 1
HPT < 40%
30 + 2 Jaundice; SubFHF - 2 weeks to 3 months after the onset 1
of jaundice
N =2 PT < 40% + 1
32 =2 PT < 40% + 1
33 =2 PT < 40% ALF - HE within 10 days, SALF - HE presented later 1
34 34 1
SSlNG INR = 15 + 1
36 + PT and/or 1
factor V < 50%
(INR = 1.7)
37 + MOF, acute renal failure, haemodynamic instability 1
3B + + + Jaundice; frequently circulatory shack with MOF 1
39 + + 1
40 >2 8 1
4 4 + 1

Wilodzimirow KA, et al. Aliment
Pharmacol Ther. 2012



AASLD Position Paper:
The Management of Acute Liver
Failure: Update 2011

Definition of Acute Liver Failure (ALF)

“Acute”
duration < 26 weeks*

no underlying chronic liver
disease or cirrhosis

S S

“Liver Failure”
e INR =1.5
e Encephalopathy (any grade)

e 1: distracted

- -

——
- ~ 2: confused
® o

_N-\- G,
- @

3: somnolent . D¢

*AASLD definition (Polson and Lee, Hepatology 2005). 4: comatose



Epidemiyolojl

Ispanyal
Georgia, USA?

Iskocya3

1992-00 37
2000-04 37
1992-09 38

%56 K
%63 K
%56 K

%41 1.4/milyon/yil
%47 5.5/milyon/yIl
%29 6.2/milyon/yil

lEscorsell et al. Liver Transpl 2007
2Bower et al. Am J Gastroenterol 2007
3Bretherick et al. QJM 2011



Etyoloji - ABCs

Acetaminophen, hepatitis A, autoimmune hepatitis, Amanita phalloides,

| adenovirus

Hepatitis B, Budd-Chiari syndrome

Cryptogenic, hepatitis C, CMV

o0 @ >

Hepatitis D, drugs and toxins

Hepatitis E, EBV

Fatty infiltration - acute fatty liver of pregnancy, Reye's syndrome

Genetic - Wilson disease

J

T G M m

Hypoperfusion (ischemic hepatitis, SOS, sepsis), HELLP syndrome, HSV, heat

| stroke, hepatectomy, hemophagocytic lymphohistiocytosis

Infiltration by tumor




Konfuze Edici Etyolojiler

* AKY ve ACLF ayiriminin her
zaman kolay olmadigi durumlar

— Akut Wilson hastalig:
— Hepatit B reaktivasyonu

— Otoimmun hepatit

» Karaciger biyopsisi yardimci

— Histolojide bile AKY icin karakteristik olan yapisal
kollaps! bazen fibrozisten ayirmak gug olabilir

« Akut alkolik hepatit AKY'den cok ACLF olarak
dusunulmelidir



Etyolojik Nedenlerin Dunyada Dagilimi

United Kingdom

HAV
[+
OtherZA’ HEV
7% 1%
= HBV
Unknown \ ‘ 5%
17% \ |
|
Other drugs f\ceta-
11% minophen
57%
United States
HAV" LEv, NT
4%
y ——HBV
~ Other 7%
O 19%
. . Sudan
Unknown  Aceta-
18% minophen Other ';';V
0,
39% g HEV
5%
Other
drugs ;’23/
13% Unknown °
38%
Other
drugs
Acetaminophen/ 8%
0%

—— Germany
HAV Japan
4% Other HAV
- HEV, NT 7% 7%
HEV
HBV /A 1%
QOERR 5% \
o28% ;
e Aceta- Unknown \" HBV
Unknown minophen 34% 42%
21% 15%
Other drugs
14% g Other Aceta-
drugs  minophen
9% 0%
I Bangladesh
Other
0%
Unknown HAvV
6% 3%
Other drugs —
3%
. HBV
India Acata- 13%
Other HAV minophen
7% 2% 0%
Unknown |
b HEV
44%
HBV
E15%
Other Aceta-
drugs minophen
1% 0%

Bernal W, et al. NEJM 2013



Etyoloji - Turkiye

mViral
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Yurdaydin et al. 2004



Etyoloji - Turkiye

En sik: Eriskin: HBV Cocuk: HAV
' (%35) (%21)
n=308
Otoimmiun
3%
Metabolik
14%

intoksikasyon (%25 mantar)

13%

Kayaalp C, et al. Acute liver failure in Turkey: A systematic review. Turk J Gastroenterol 2014



NATURAL OUTCOMES OF PATIENTS WITH ACUTE LIVER FAILURE
UNDERGOING LIVER TRANSPLANTATION: A NOVEL INDEX FOR PREDICTING

EARLY MORTALITY
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Yas - Cinsiyet

Yas (yil) 36.8413.5 7.616.0
Cinsiyet — K (%) %57 %60



Total (n=336)

Adult (n=236)

Pediatric

(n=100)
Total Bilirubin (mg/dL) 18.0£12.1 18.1£11.3 16.8£14.5
Albumin (mg/dL) 3.0+0.7 2.9+0.7 3.4+0.7
INR 4.02+2.4 39+2.4 42432
Creatinine (mg/dL) 0.8410.8 0.9240.8 0.5510.5
Sodium (mEg/L) 13746 13745 1385
Pre-LT MELD/PELD score 31.147.2 27.519.6
Arterial lactate (mmol/L) 4.814 2 4.624.0 54145
Arterial ammonia (umol/L) 223+150 266+159 185+£118
Arterial pH 7.3810.10 7.38+0.06 7.3840.1
HE Grade (%)

4.1 3.5 5.4
1 23.0 19.0 32.6
. 40.9 38.1 47.8
° 321 394 141
4
Time until LT (day), median (range) 4 (0-34) 4 (1-33) 3 (0-34)
Transplant type (%)
LDLT 65.8 57.2 86.0
DDLT 34.2 42.8 14.0




Etyoloji - Erigkin
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Etyoloji - Pediatrik

ilag/Toksin

Viral

Wilson

Otoimmin

Diger



llaglar/Toksinler

Drug/Toxin n %
Amanita phalloides 25 29,8
Amoxicilline/Clavulonate 5 6,0
Paracetamol 8 9,5
Ornidazole 5 6,0
Anti-tbc 6 7,1
Firecracker (yellow phosphorus) 3 3,6
NSAID 1 1,2
Chemotherapy 1 1,2
Ectasy 1 1,2
Others 29 34,5

Total 84 100,0




Yasam Suresi

100 —

90 —

80 —

70 —

60 —

50 —

40 — 6-month 0S: 73.8%
1-year 0S: 72.1%
5-year OS: 68.0%
20 — 10-year OS: 66.1%

Survival probability (%)

30 —

10 —

0 48 96 144 192 240
Number at risk Months after liver transplantation
329 123 57 18 1 0



Yasam Suresi — Eriskin vs Pediatrik

100 —
90 —
80 —

70 —

60 —

Age groups
50 — — <18y
p:00012 >=18 y

40 —

30 —

Survival probability (%)

20 —
10 —

l T T T l T T T l T T T l 1 1 1 l 1 1 1 '
0 48 96 144 192 240

Number at risk Months after liver transplantation

Group: <18y

100 45 24 14 1 0
Group: >=18y

229 78 33 4 0 0



Yasam Suresi — Erigkin

LDLT vs DDLT

100 -
90
80 -

70 —
60 —

50 |

40 — Transplant Type
p=0.0012 —— LDLT
30 — —— DDLT

Survival probability (%)

20 -
10 —

0 —

0 48 96 144 192 240

Number at risk Months after liver transplantation
Group: LDLT

132 47 22 2 0
Group: DDLT

97 31 11 2 0



Yasam Suresi — Pediatrik

LDLT vs DDLT

100 —
90 -

80 - ]

70 —
60 — p=0.5959

50

40 — Transplant Type
—— LDLT
30 — —— DDLT

20 -

Survival probability (%)

10 —
0 —

l I I I ' I I I I I 1 I l I I I l I I I '
0 48 96 144 192 240

Number at risk Months after liver transplantation

Group: LDLT

86 39 19 12 1 0
Group: DDLT

14 6 5 2 0 0



Etyoloji — Yasam Suresi

100 —
90 —
|
80 -
L 70—
2-.
35 60—
®
0
o
2 50— _
s Etiologies
= — Viral
o 40 — DIL
Indeterminate
30 — — Vascular
—— Autoimmune hepatitis
20 — — Wilson's disease
10

0 48 96 144 192 240
Months after liver transplantation



Mantar Zehirlenmesi vs llag/Toksin

100 <

80 -

60 -

— Mushroom poisoning
— Other DILI

40 + p=0.0061

Survival probability (%)

20 -

T T | I L |
0 48 96 144 192
Months after liver transplantation
Number at risk
Group: Mushroom poisoning
23 10 1 1 0
Group: Other DILI
68 22 10 5 0



Yasam Suresi — Hepatik

Ensefalopatl Derecesi

100
80 -
> k\‘-‘—h
= 60 -
IS — HE 10r2
2 —— HE 3or4
Q- —
T 40 - p=0.0001
=
S
>
n
20 -
0 4
I T 1 1 I T T L] l 1 1 T l 1 1 1 I T T 1 l
0 48 96 144 192 240

Number at risk Months after liver transplantation

Group: HE 1 or 2

85 26 9 5 0 0
Group: HE 3 or 4

226 91 46 13 1 0



6-aylik Mortalite Multivariate Analiz

HE Evre IV 6.4 2.9265 — 14.0026 <0.0001
Yas >34 2.9 1.3426 — 6.0668 0.0064
INR >1.6 0.1 0.0170 —0.5273 0.0071
pH >7.3 0.2 0.1030 — 0.5827 0.0015

Pre-transplant
MELD >35 3.4 1.5165—-7.7552 0.0031

Na >140 Meq/L 4.7 2.0221 - 10.8522 0.0003



Prognostik Indeks

Prognostik indeks formuili:

R=0,47265 + 1,85653 (Eger HES evre 4 ise) + 1,04872 (Eger yas >34 ise) - 2,35826 (Eger INR >1,6 ise) -
1,40654 (Eger pH>7,3 ise) + 1,23237 (Eger MELD >35 ise) + 1,54426 (Eger Na>140 mEqg/L ise)

- — 100 —
Prognostik indeks = ] P
1+eR f
80 — Sensitivity: 81,8
Specificity: 84,1
-1 Criterion: >0,3739
> 60—
2 .
3 |
8 .
40 —
20 —
] AUC = 0,866
] P < 0,001
0 —
| AN LI L N LI L N [N N NN Y LN B |
0 20 40 60 80 100

100-Specificity



Sensitivity

Prognostik Indeks — ROC Egrileri

80 — Sensitivity: 81,8
Specificity: 84,1
-1 Criterion: >0,3739
60 —
40
20 -
] AUC = 0,866
7 P < 0,001
0 —
I I I I I I 1 I I I I I I I I 1 1 I
20 40 60 80 100

100-Specificity

TEST GRUBU, n=119

Sensitivity

100 —
80 —
. Sensitivity: 71,0
] Specificity: 87,5
Criterion: >0,4045
60 —
40 —
20 —
11 AUC = 0,849
1( P < 0,001
0 —
I I 1 1 I I 1 I I I 1 I I I I I I 1 I
0 20 40 60 80 100

100-Specificity

VALIDASYON GRUBU, n=119



Test ve Validasyon Gruplarinin
Karsilastiriimasi

2> 60
;% P=0.7711
cC
0}
)] 40 —
20 B Gruplar
i —— Validasyon
l; —— Test
0 -
| | | | I I I I | | | | I I I I | I | | I
0 20 40 60 80 100

100-Specificity
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“\ TURK KARACIGER

ARASTIRMALARI DERNES] Dernek + Giincel v Etkinlikler ~  Yaymnlar v SSS
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Akut Karaciger Yetmezligi ve
Karaciger Transplantasyonu

Tanim: TKAD bunyesinde kurulmus olan karaciger nakli ve akut karaciger
yetmezligi alaninda calisan, calismak isteyen ve ilgi duyan Uyelerden
olusmus bir calisma gurubudur.

Amag: AKY ve/veya KN konusunda 6zellesmis ya da ilgi duyan farkh bilim dallarindan hekimleri
bir araya getirmek.

Retrospektif ve prospektif ulusal ve uluslararasi ¢aligmalarin planlanmasi ve bilimsel dergilerde
yayimlanmasi ve kongrelerde sunulmasi

AKY ve KN konusunda bilimsel yazilar ve kilavuzlar hazirlamak.

AKY icin temel hedefier:

¢ 1. Akut Karaciger yetmezligi ile ilgili veri tabani olusturmak
e 2. AKY ulusal verilerin toplanmasi

e 3. Verilerin ulusal ve uluslararasi toplantilarda sunulmasi

* 4. Biyobanka olusturulmasi

¢ 5. Retrospektik ve prospektif caligmalar yapiimasi

KN icin temel hedefier:

o 1. Karaciger nakliile ilgili veri tabani olusturmak
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AKY ve KN ozel ilgi alani grubu calismalari;

1. Yapilan calismalar

1. TKAD Karaciger nakli sonrasi HBIG kullanim kilavuzu

2. The COVID-19 pandemic: Clinical practice advice for gastroenterologists, hepatologists, and
liver transplant specialists

3. Natural outcomes of patients with acute liver failure undergoing liver transplantation: a novel
Index for predicting early mortality

4. Recommendations for hepatitis b iIimmunoglobulin and antiviral prophylaxis against hepatitis b
recurrence

1. Devam eden calismalar

1. Karaci@er nakli yapilan hastalarda Covid 19 enfeksiyonu
2. Turkiye'de karaciger nakli etyolojisinde degisim

1. Planlanan ¢aligmalar

. Karaciger nakli sonrasi gelisen denovo kanserler

. Karaciger nakli sonrasi niiks delta enfeksiyonu

. Tarkiye'de akut karaciger yetmezligi veri tabani olusturma

. Tarkiye'de karaciger nakli sonrasi geligen biliyer sorunlar

. Eksplant karaciger ve biyolojik materyal biyobanka olusturma
. Tarkiye'de HCC ve karaciger nakli

o b~ W=

TKAD AKY ve KN 6zel ilgi alani grubunun giderek geliserek ulusal ve uluslararasi diizeyde degerli
calismalar yapmasi en dnemli hedeflerimizdir. Tum uyelerimizin bu konuda destek vermesini
diliyoruz ve dnemsiyoruz.



Soru

» Asagidaki viral etyolojilerden hangisinde
AKY gelisimi en nadirdir?

Hepatit A
Hepatit B
. Hepatit C
. Hepatit E

o0 w»




