ACLF'da Medikal
Tedavinin Yeri

Gupse Adali

SBU istanbul Umraniye Egitim ve Arastirma Hastanesi



ACLF Mortalite

CANONIC Study, n=415 ACLF, 28 guinlik mortalite % 32.8, 90 gunlik mortalite % 51.2
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Moreau R et al. Acute-on-chronic liver failure is a distinct syndrome that develops in patients with acute decompensation of cirrhosis. Gastroenterology. 2013
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Sarin SK, Choudhury A. Acute-on-chronic liver failure: terminology, mechanisms and management. Nat Rev Gastroenterol Hepatol. 2016



ACLF'da medikal tedavinin ana bilesenler;i

[Acute-on-chronic liver failureJ

Coagulation failure

A v" Multidisipliner organ yetmezlikleri tedavisi
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v’ Presipitan faktor tedavisi
v’ Enfeksiyon / Sepsis tedavisi

Respitatorytaiiure v' Diger destek tedaviler - Liver-assist devices ?

Cardiocirculatory
failure @

Kidney failure

Engelmann C et al. Granulocyte-colony stimulating factor (G-CSF) to treat acute-on-chronic liver failure: A multicenter randomized trial (GRAFT study). J Hepatol. 2021



ACLF'de organ yetmezliklerine yaklasim — Beyin
— Grade llI/IV HE

HE Grade 3 / 4 - Sedasyon, kisa etkili-> Dexmedetomidine = Precedex

Presipitan faktor ve enfeksiyon tedavisi, laktuloz, rifaximin, NH3{
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Bajaj IS, O'Leary JG, Lai JC, et al. Acute-on-Chronic Liver Failure Clinical Guidelines. Am J Gastroenterol. 2022.
Sarin SK, Choudhury A, Sharma MK, et al. Acute-on-chronic liver failure: consensus recommendations of the Asian Pacific association for the study of the liver (APASL). Hepatol Int. 2019.
Cordoba J et al. Characteristics. risk factors. and mortalitv of cirrhotic patients hospitalized for hepatic encephalopathv with and without acute-on-chronic liver failure (ACLF). J Hepatol. 2014.
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ACLF'da HE - Laktuloz

ACLF ve HE grade > 2 olan hastalar: 29 hasta Laktuloz + PEG vs 31 Laktuloz
HE skorunda gerileme % 62 vs % 32, HE rezollisyonu stresi 4.5 glin vs 9 glin
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y Laktuloz + PEG % 93
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00
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Number at Day of mortality
Risk
PEG 29 27 27 27 27 25 24
+Lactulose
SMT 31 30 28 28 27 23 20

Ahmed S et al. Combined PEG3350 Plus Lactulose Results in Early Resolution of Hepatic Encephalopathy and Improved 28-Day Survival in Acute-on-Chronic Liver Failure.
J Clin Gastroenterol. 2022




ACLF'da HE — Profilaktik Rifaximin

TABLE 3 Non-infectious liver complications developed during follow-up and deaths in the rifaximin and control groups

ACLF Non-infectious liver complications developed Number of
Patient number  ACLF at admission resolution  during follow-up complications Death
Rifaximin group
1 No No o] Yes
6 No Gastrointestinal bleeding. ACLF 2 (Liver and 3 Yes
cerebral).
12 ACLF 2 (Liver and coagulation)  no Progressed to ACLF 3a for renal failure. Mild HE 2 No
13 No Ascites 1 No
14 No No 0 Yes
15 ACLF 1 (Liver failure) Yes Ascites 1 No
2 No

Aé I r a I ko I i k h e p a t i t 18 No Ascites. Acute kidney injury

Control group

R FX _4 1 K t | _ 4 2 1 ACLF 2 (Liver and renal) No Ascites. Mild HE 2 No (OLT)
n - VS O n ro n - 2 No ACLF 2 (Liver and coagulation). Gastrointestinal 3 Yes

bleeding

RFX 1200 mg/gu nN- 90 gun 3 No Mild HE.(ACLF 2 (Liver and kidney) 3 Yes
4 No Gastrointestinal bleeding (massive). Acute kidney 2 Yes
injury
5 ACLF 2 (Liver and coagulation)  No Progressed to ACLF 3b for cerebral and renal 2 Yes
failure)
R FX g r u b u n d a n = 1 AC L F 6 No Gastrointestinal bleeding. Mild HE/ACLF 1 (Liver 3 Yes
failure)
Kontrol gru bu nda n:lo ACLF 8 ACLF 2 (Liver and renal) Yes No 0 Yes
9 No Ascites. ACLF 3 (Renal, respiratory and cerebral) 4 Yes
10 No Severe HE 1 No
16 No ACLF 2 (Liver and respiratory) 2 Yes
17 No ACLF 3a (Liver, respiratory and cerebral) 5 Yes
18 No Mild HE. Ascites 2 No
20 No ACLF 1 (renal) 1 No
21 ACLF 1 (liver) No Progressed to ACLF 2 for renal failure 1 No (OLT)
27 No Ascites 1 No
30 ACLF 1 (liver) Yes Severe HE 1 No
32 No Severe HE 1 No
33 No Mild HE. Gastrointestinal bleeding. Ascites g No
36 ACLF 2 (Liver and renal) No Ascites. Mild HE. Gastrointestinal bleeding 3 Yes
37 No ACLEF 2 (Liver and renal failure) 2 Yes
38 No Ascites. ACLF 3a (Liver, Renal and cerebral) 4 Yes
89 No Ascites 1 No
40 No Ascites. Gastrointestinal bleeding. ACLF 3b 6 Yes
(Liver, renal, respiratory and circulatory)
41 No Mild HE. Ascites 2 No

Abbreviations: ACLF, acute-on-chronic liver failure; HE, hepatic encephalopathy; OLT, orthotopic liver transplantation.

Jiménez C et al. Effect of rifaximin on infections, acute-on-chronic liver failure and mortality in alcoholic hepatitis: A pilot study (RIFA-AH). Liver Int. 2022.



ACLF'da bébrek yetmezligi - Albumin

Albumin tek basina HRS-Akut bobrek hasari tedavisinde efektif degil

volim arttirici ve antiinflamatuar etkili)!

Vazokonstruktor tedaviler (Terlipressin, Noradrenalin) ile beraber 6neriliyor (albumin -
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Bobrek fonksiyonlarinda diizelme
Terlipressin+albumin % 43.5 (n=10)
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90 glinlik sagkalim

Terlipressin+albumin ile HRS’de diizelme olanlarda %100
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1Bajaj JS et al. Acute-on-Chronic Liver Failure Clinical Guidelines. Am J Gastroenterol. 2022.
2Martin-Llahi M et al. Terlipressin and albumin vs albumin in patients with cirrhosis and hepatorenal syndrome: a randomized study. Gastroenterology. 2008.
3Boyer TD et al. Terlipressin Plus Albumin Is More Effective Than Albumin Alone in Improving Renal Function in Patients With Cirrhosis and Hepatorenal Syndrome Type 1. Gastroenterology.2016.
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ACLF'da bdbrek yetmezligi - Vazokonstrutktorler

Terlipressin Vazokonstriiktor tedaviler Stage 2 ve 3 AKI d? oneriliyor 13 daha etkili
, Stage 2: sCr > 2.0-3.0 kat Mbazale gore 15
ACLF'da Te Stage 3: sCr > 3.0 kat ™ bazale gore VEYA sCr 4.0 mg/dL +0.3mg/dL ik gerekli

akut artis VEYA RRT baslanmasi

HRS-AKIoUzZerme:
Terlipressin vs Noradrenalin
Daha erken ve yliksek oranlarda

28 glinliik sagkalim:
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1Bajaj JS, O'Leary JG, Lai JC, et al. Acute-on-Chronic Liver Failure Clinical Guidelines. Am J Gastroenterol. 2022.
2Sarin SK, Choudhury A, Sharma MK, et al. Acute-on-chronic liver failure: consensus recommendations of the Asian Pacific association for the study of the liver (APASL). Hepatol Int. 2019.
3Arora V et al. Terlipressin Is Superior to Noradrenaline in the Management of Acute Kidney Injury in Acute on Chronic Liver Failure. Hepatology. 2020.



Expected probability of response after treatment

ACLF'da bdbrek yetmezligi - Terlipressin

ACLF 3 hastalarda Terlipressin kullanirken solunum yetmezligi acisindan dikkatli olunmali

HRS-AKI’de Terlipressin ile yanit orani —~ % 44
Cevap orani ACLF evresi arttikca azaliyor

ACLF 1 % 60
ACLF 2 % 48
ACLF 3 % 29

ACLF at basel ACLF 1 ve ACLF 2’da azahyor
’fGr:ds: :ne ACLF 3’da Terlipressin cevapli vs cevapsiz fark yok

Terlipressin cevapli hastalarda 90 glinlik mortalite:

~—Grade Il
—Grade Il

>

Bajaj IS, O'Leary JG, Lai JC, et al. Acute-on-Chronic Liver Failure Clinical Guidelines. Am J Gastroenterol. 2022.
Piano S et al. Association Between Grade of Acute on Chronic Liver Failure and Response to Terlipressin and Albumin in Patients With Hepatorenal Syndrome. Clin

Gastroenterol Hepatol. 2018.
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ACLF'da b6ébrek yetmezligi -Renal replasman tedavisi
(RRT)

RRT sadece vazokonstriktor tedaviye cevapsiz veya ciddi volim yuklenmesi, hiper K, hipo Na,
metabolik asidoz varsa
LT adayi ise kopri olarak ve Continuous Renal Replacement Therapy (CRRT) tercih edilerek

planlanmalit?3
1.0
Vazokonstriktor cevapsizlara RRT vs Non-RRT , » _ ,
. o . Summary of the effects of RRT status and baseline characteristics on HRS patient survival
T 08 30 gun ve 180 gu nlik sagkallm arasinda fark yOk4 by univariate and multivariate analyses
§ Multivariate analysis
£ OR 95% Cl P
2 06
é‘ Overall patient survival—30 d
g RRT unadjusted 0.811 0.336-1.957 642
3 04 RRT adjusted for all confounders 1203  0.409-3.542% 7377
@ Overall survival-180d
& N n=43 RRT unadjusted 0.830 0.304-2.266 717
5 on-RRT .
E i - RRT adjusted for all confounders 0.487¢ 0.122-1.951¢ 310
O 024 R —— " Survival in patients not transplanted-30 d
=37 RRT unadjusted 1.058 0.372-3.011 916
RRT | nN= RRT adjusted for all confounders 1.408° 0.355-5.590¢ 627
004 Survival in patients not transplanted—180 d
RRT unadjusted 0.646 0.109-3.826 603
0 80 120 180 240 300 360 RRT adjusted for all confounders 0.328¢ 0.015-7.112¢ A77¢

Time (days)
1Gineés P, Sola E, Angeli P, Wong F, Nadim MK, Kamath PS. Hepatorenal syndrome. Nat Rev Dis Primers. 2018.
1Sarin SK, Choudhury A, Sharma MK, et al. Acute-on-chronic liver failure: consensus recommendations of the Asian Pacific association for the study of the liver (APASL). Hepatol Int. 2019.
3Bajaj JS, O'Leary JG, Lai JC, et al. Acute-on-Chronic Liver Failure Clinical Guidelines. Am J Gastroenterol. 2022.
4Zhang Z, Maddukuri G, Jaipaul N, Cai CX. Role of renal replacement therapy in patients with type 1 hepatorenal syndrome receiving combination treatment of vasoconstrictor plus albumin. J Crit Care.




ACLF’da bakteriyel enfeksiyon tedavisi

Enfeksiyon varligi ACLF’'da kotl prognostik faktor
Ampirik antibiyoterapi secimi: Klasik 1.basamak antibiyotik rejimi yerine MDR
kapsayan genis spektrumlu rejim ACLF’da kisa stireli mortaliteyi azaltiyor

ACLF bacterial inf vs no bacterial inf - sagkalim

30 gun % 72 vs % 34 ACLF patients
w [0) [0)
90 gun % 54 vs % 25 1.0+ Gray's test p <0.0027 —— Adequate
;00 Trigger: no bacterial infection T e
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%0 < 28 gunluk mortalite
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Days Survival time in competing risks 28 days

Bajaj IS, O'Leary JG, Lai JC, et al. Acute-on-Chronic Liver Failure Clinical Guidelines. Am J Gastroenterol. 2022.
Micke MM, Rumyantseva T, Miicke VT, et al. Bacterial infection-triggered acute-on-chronic liver failure is associated with increased mortality. Liver Int. 2018.
Fernandez J, Prado V, Trebicka J, et al. Multidrug-resistant bacterial infections in patients with decompensated cirrhosis and with acute-on-chronic liver failure in Europe. J Hepatol. 2019



ACLF’da invaziv fungal enfeksiyon

ACLF’da bakteriyel enfeksiyon var ve antibiyotik cevapsiz ise MDR organizma
veya fungal enfeksiyondan stiphelenilmeli — fungal enfeksiyon ile mortalite T

Presence of invasive
fungal infection (IFI)
- VIFI+ ¢ IFI+ censored
fIFE- ¢ IFI- censored
n= 264 ACLF
IFl n=39 (%14.7) ”
E
30 gunlik sagkalim @ PR —
IFI varsa % 29 vs '§ P value = 0.043
IFI yoksa % 62 L
0
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Time (in d)

Bajaj IS, O'Leary JG, Lai JC, et al. Acute-on-Chronic Liver Failure Clinical Guidelines. Am J Gastroenterol. 2022.
Verma N, Singh S, Taneja S, et al. Invasive fungal infections amongst patients with acute-on-chronic liver failure at high risk for fungal infections. Liver Int. 2019.



ACLF'da NSBB

Nonselektif beta-blokerler (NSBB) bakteriyel translokasyonu azaltabilir
ACLF’da sagkalimi arttirdigini gosteren 2 calisma var 12
ACLF hastalari genelde optimal dozu tolere edememekte
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!Mookerjee RP, CANONIC Study Investigators of the EASL-CLIF Consortium. Treatment with non-selective beta blockers is associated with reduced severity of systemic
inflammation and improved survival of patients with acute-on-chronic liver failure. J Hepatol. 2016

2Kkumar M et al. Treatment with carvedilol improves survival of patients with acute-on-chronic liver failure: a randomized controlled trial. Hepatol Int. 2019



ACLF & Akut alkolik hepatit

Agir AAH’de (Maddrey discriminant function > 32, MELD > 20) kontrendikasyon yoksa prednisolone
veya prednisone (40 mg/giin) 28 giinliik mortaliteyi azaltiyor. Pentoxifilin onerilmiyor

Group 1 Group 2
Study Event Total Event Total HR (95%CI) P
Corticosteroids (group 1) versus control (group 2)
Mendenhall et al. N Engl J Med 1984 13 60 14 51 —a 0.71 (0.33 to 1.51) 37
Ramond et al. N Engl J Med 1992 4 32 1 29 [ —— 0.31 (0.10 to 0.98) .048
Meta_analiz 11 (;a||§ma Carithers et al. N Engl J Med 1989 2 a5 1 a1 - 015(0.03t00.66)  .013
Phillips et al. J Hepatol 2006 16 53 22 48 — 0.57 (0.30 to 1.09) .09
n - 2 1 1 1 Cabre et al. Hepatology 2000 8 36 9 35 N I 0.80 (0.31 t0 2.08) 65
.. .. Thursz et al. N Engl J Med 2015 38 274 44 272 —- 0.85 (0.55 to 1.32) .48
KS ku | Ia n I ml 28 gu n I u k Overall (heterogeneity, I? = 31%; P = .20) 81 490 111 466 - 0.64 (0.48 to 0.86) .003
m O rta | ite ris ki n i a Za |t |y0 r Sensitivity (heterogeneity, I = 44%; P =.13)' 73 454 102 431 . 0.63 (0.46 to 0.85) .003
Corticosteroids (group 1) versus pentoxifylline (group 2)
Park et al. J Hepatol 2014 6 59 14 62 s — 0.41 (0.15 to 1.07) .068
( H R O 64 . Thursz et al. N Engl J Med 2015 38 274 51 271 — 0.71(0.46 to 1.08) 1
* ?
Overall (heterogeneity, I = 4%; P = .31) 44 333 65 333 = 0.64 (0.43 to 0.95) .023
(0]
95% CI 0.43-0.95
Corticosteroids+pentoxifylline (group 1) versus corticosteroids (group 2)
Mathurin et al. JAMA 2013 13 133 16 137 B 0.83 (0.39 t0 1.72) .61
Thursz et al. N Engl J Med 2015 35 272 38 274 —.— 0.93 (0.58 to 1.48) 76
Sidhu et al. Dig Dis Sci 2012 8 36 51 34 —_— 0.82 (0.31 to 2.14) .69
Overall (heterogeneity, I° = 0%; P = .94) 56 441 63 445 - 0.89 (0.62 to 1.28) .53
Pentoxifylline (group 1) versus control (group 2)
Thursz et al. N Engl J Med 2015 51 271 44 272 |m 1.21(0.80 to 1.80) .36
Sidhu et al. J Assoc Phys India 2012 5 25 10 25 —_— 0.43(0.14 10 1.27) A3
Akriviadis et al. Gastroenterology 2000 9 49 15 52 —- 0.61 (0.26 to 1.40) .25
Overall (heterogeneity, I? = 55%; P = .11) 65 345 69 349 T 0.96 (0.68 to 1.35) .83
0.01 0.10 1.00 10.00
HR (95% CI)
Favor group 1 Favor group 2

Louvet A, Thursz MR, Kim DJ, et al. Corticosteroids Reduce Risk of Death Within 28 Days for Patients With Severe Alcoholic Hepatitis, Compared With Pentoxifylline or Placebo-a Meta-analysis of
Individual Data From Controlled Trials. Gastroenterology. 2018




HBV reaktivasyonuna bagli ACLF

Nukleoz(t)ide analoglari tani aninda HBV DNA beklenmeden hemen baslanmali

ETV, TDF ve TAF gibi potent antiviraller kullaniimalit

ETV vs NA almayan HBV ACLF?
1-aylik sagkalim %73 vs %53, P= 0.002
3-aylik sagkalim %61 vs %46, P = 0.022

Time(d)

TDF vs NA almayan HBV ACLF3
3-aylik sagkalim %57 vs %17

Follow up in 90 days
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g g P value <0.05
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1Sarin SK, Choudhury A, Sharma MK, et al. Acute-on-chronic liver failure: consensus recommendations of the Asian Pacific association for the study of the liver (APASL). Hepatol Int. 2019.
2Ma K et al. Entecavir treatment prevents disease progression in hepatitis B virus-related acute-on-chronic liver failure: establishment of a novel logistical regression model. Hepatol Int. 2012.
3Garg H, Sarin SK, Kumar M, et al. Tenofovir improves the outcome in patients with spontaneous reactivation of hepatitis B presenting as acute-on-chronic liver failure. Hepatology. 2011



HBV reaktivasyonuna bagli ACLF

HBV ACLF'da ETV vs LAM kisa donem (< 4 ay) mortalite oranlari benzer
ETV ile LAM’a gore uzun donem mortalite oranlari daha dustk

Entecavir Lamivudine Risk Ratio

Risk Ratio

1.3.1 Mortality (short-term)

Cui 2010 17 33 17 34 15.6% 1.03[0.64, 1.65] 2010
Chen 2012 13 42 12 30 8.8% 0.77 [0.41, 1.45] 2012 ‘
Lai 2013 46 93 43 89 39.2% 1.02[0.76, 1.38] 2013
Zhang 2014 14 65 19 54 10.0% 0.61[0.34, 1.10] 2014 Rl |
Wang 2014 33 100 26 98 18.6% 1.24 [0.81, 1.92] 2014 i
Gao 2015 10 46 19 66 7.8% 0.76 [0.39, 1.47] 2015 ) Ei
Subtotal (95% CI) 379 371 100.0% 0.96 [0.80, 1.16] 0
Total events 133 136
Heterogeneity: Tau? = 0.00; Chi® = 4.86, df =5 (P = 0.43); I2 = 0%
Test for overall effect: Z = 0.41 (P = 0.68)
1.3.2 Mortality(long-term)
Zhang 2014 23 65 28 54 455% 0.68 [0.45, 1.04] 2014 L
Chen 2014 13 107 49 215 24.8% 0.53 [0.30, 0.94] 2014 ol
Gao 2015 13 46 34 66 29.7% 0.55[0.33, 0.92] 2015 Ty
Subtotal (95% CI) 218 335 100.0% 0.60 [0.45, 0.80] 0
Total events 49 11
Heterogeneity: Tau? = 0.00; Chi2=0.67,df =2 (P=0.71); 2= 0%
Test for overall effect: Z = 3.54 (P = 0.0004)

0.01 0.1 1 10 100

: . Favours Entecavir Favours Lamivudine
Test for subgroup differences: Chi2 = 7.42, df = 1 (P = 0.006), I2 = 86.5%

Huang KW, Tam KW, Luo JC, Kuan YC. Efficacy and Safety of Lamivudine Versus Entecavir for Treating Chronic Hepatitis B Virus-related Acute Exacerbation and Acute-on-Chronic
Liver Failure: A Systematic Review and Meta-Analysis. J Clin Gastroenterol. 2017.



ACLF’da karaciger destek cihazlari
«Liver-assist devices»

Yapay karaciger destek sistemlerinin (biyolojik komponenti var/yok) klinik faydasi belirsiz

Plazma degisiminin ALF'da sagkalimi arttirdigi gdsterilmis, fakat ACLF'da etkisi bilinmiyor

MARS: molecular adsorbent recirculating system Prometheus (F_PSA): fractlonatfed plasma
separation and adsorption
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Bajaj JS, O'Leary JG, Lai JC, et al. Acute-on-Chronic Liver Failure Clinical Guidelines. Am J Gastroenterol. 2022.
Hassanein Tl, Schade RR, Hepburn IS. Acute-on-chronic liver failure: extracorporeal liver assist devices. Curr Opin Crit Care. 2011.



ACLF'da karaciger destek cihazlari

MARS + Standart tedavi vs Standart tedavi Prometheus + Standart tedavi vs Standart tedavi
28 gunlik transplantsiz sagkalim: % 60.7 vs %58.9 28 guinliik sagkalim: % 66 vs %63 p=0.70
90 glinlik sagkalim %47 vs %38 p=0.35
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Bafiares R et al. Extracorporeal albumin dialysis with the molecular adsorbent recirculating system in acute-on-chronic liver failure: the RELIEF trial. Hepatology. 2013.
Kribben A, et al. Effects of fractionated plasma separation and adsorption on survival in patients with acute-on-chronic liver failure. Gastroenterology. 2012.



ACLF'da plazma degisimi «plasma-exchange»

PE ile kc yetmezligi iliskili 6lim insidansi SMT ve Prometheus’a gére 30.glin ve 90. giin {

PE, MOF gelisiminin engellenmesi ve sagkalim acisindan SMT ve Prometheus’a Gstln

AARC (APASL ACLF Research Consortium) - Cok merkezli, cok uluslu veritabani
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Tum hastalar ve propensity risk score ile eslestirme yapilmis hastalarda
SMT vs Prometheus vs PE tedavilerinin karaciger iliskili 6lim ktimulatif insidansi

Maiwall R et al. Therapeutic plasma-exchange improves systemic inflammation and survival in acute-on-chronic liver failure: A propensity-score matched study from AARC. Liver Int. 2021.



ACLF'da plazma degisimi «plasma-exchange»

HBV-ACLF n= 524 - Chinese Acute-on-chronic Liver Failure (CATCH-LIFE)
n=358 SMT vs n=166 SMT + PE
PSM = 166 SMT vs 166 SMT + PE
Sagkalim PE grubunda daha yuksek

28 gun %69.5 vs.%57.6 90 gun %48.7 vs. %40.7 1 yil %42.20 vs. %31.3
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Chen YY et al. Plasma Exchange-Based Non-bioartificial Liver Support System Improves the Short-Term Outcomes of Patients With Hepatitis B Virus-Associated Acute-on-Chronic Liver

Failure: A Multicenter Prospective Cohort Study. Front Med (Lausanne). 2021.



ACLF'da Granulocyte colony-stimulating factor

ACLF'da G-CSF verilmesi kisa donem mortaliteyi Asya’daki kohortlarda azaltmis, fakat Bati
kohortlarinda azaltmamis — rutinde kullanilmasi tartismali

Meta-analiz, Hindistan ve Cin’den 2 calisma
G-CSF tim nedenlere baglh mortaliteyi azaltmis (RR 0.56; 95% Cl 0.39, 0.80; P = 0.002)
Yan etki: Ates, herpes zoster reaktivasyonu, bulanti ve ras

. . . Risk ratio
Experimental Control Risk ratio M-H. fixed. 95% Cl
Study or subgroup Events Total Events Total Weight M-H, fixed, 95% ClI ’ ’
Duan, 2013 14 27 22 28 56.5% 0.66 (0.44, 1.00) i+
Garg, 2012 7 23 17 24 43.5% 0.43 (0.22, 0.84) —
Total (95% Cl) 50 52 100.0% 0.56 (0.39, 0.80) >
Total events 21 39

Heterogeneity: % = 1.21, df =1 (P = 0.27); 12 = 18%

Test for overall effect: Z = 3.17 (p = 0.002)

0.02 0.1 1
Favours (experimental)

10 50
Favours (control)

K.i.nden CD34 + hlicreleri mobilize ederek hepatik rejenerasyon - Sepsis ve MOF gelisimini engelliyor

Chavez-Tapia NC et al. Granulocyte-colony stimulating factor for acute-on-chronic liver failure: systematic review and meta-analysis. Ann Hepatol. 2015.




ACLF'da Granulocyte colony-stimulating factor

Cok merkezli, prospektif, kontrolll, open-label Faz 2,
176 ACLF (EASL-CLIF criteria) randomize: G-CSF (5 pg/kg gunlik -5 giin ve 3 giinde bir 26.gline kadar) + SMT vs SMT
30 glin ve 360 gunlik transplant-free sagkalim, tim sagkalim, CLIF-C OF skoru, MELD skoru, enfeksiyon gelisimi
acisindan fayda gorilmemis

1.0

Treatment arm
—_ gr-v(llTSHSMT
0.8 -

0.6

0.4 90 gunlik 6lim veya LT:

% 61.4 G-CSF+SMT vs. %58 SMT

Cumulative survival

0.2 HR 1.05 [95% CI 0.711; 1.551 (p = 0.805)]

0.0

0 15 30 45 60 75 90 105
Time from baseline in days

Patients at risk
G-CSF + SMT 88 61 42 35 29 28 27
SMT 88 54 43 35 31 28 26

Engelmann C et al. Granulocyte-colony stimulating factor (G-CSF) to treat acute-on-chronic liver failure: A multicenter randomized trial (GRAFT study). J Hepatol. 2021



ACLF'da kok hlicre tedavisi «Stem cell therapy»

Kok hlicre tedavisi yeni ve umut vaad eden — kopru tedavisi olabilir

Henulz rutin klinik kullanimi icin veri az

p=.015

UC-MSC

HBV ACLF
n=24 umbilical cord MSC (UC-MSC)
n=19 kontrol
72 hafta - Oliim orani:
Kok hiicre grubunda daha az
%21 vs %47%?

Control

| | I | |
0 20 40 60 80

Weeks

1Xue R et al. Clinical performance of stem cell therapy in patients with acute-on-chronic liver failure: a systematic review and
meta-analysis. J Transl Med. 2018.

2Shi M et al. Human mesenchymal stem cell transfusion is safe and improves liver function in acute-on-chronic liver failure
patients. Stem Cells Transl Med. 2012
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Soru: ACLF'da bdbrek yetmezligi tedavisi icin
en etkili ajan hangisidir ?

* A. Albumin

* B. Noradrenalin

e C. Midodrin
e D. Terlipressin
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