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Hepatic encephalopathy is associated with a poorer long-term prognosis than
non-hepatic encephalopathy in cirrhotic patients

Victor Desplats ', Julie Assaraf 2, Luc Haudebourg 3, Sarah Mouri ', Charlotte Bouzbib ', Dominique Bonnefont-

Rousselot 4, Mehdi Sakka 4, Philippe Sultanik '+ Apolline Leproux !, Nicolas Weiss ¢/, Marika Rudler -5 ¢,
Dominique Thabut 156

1Hepato-Gastro-Enterology and Liver Intensive Care Unit, AP-HP Sorbonne University, Hospital Pity Salpetriere , AP-HP, Paris, France. 2Gastro-Enterology and Hepatology, Henri Mondor Hospital , APH-HP, Créteil , France. 3Toxicologic
and Medical Intensive Care Unit, Hospital Lariboisiére , AP-HP, INSERM UMRS-1144, Paris University, Paris, France. 4 Metabolic biochemistry department, Pitié -Salpétriére Hospital , AP-HP, Paris, France. 5 INSERM UMR_S 938, Saint-
Antoine Research Center, Metabolic, biliary and fibro-inflammatory diseases of the liver, Institute of Cardiometabolism and Nutrition (ICAN), Paris, France. 6 Brain Liver Pitié-Salpétriére (BLIPS) Study Group, . 7 Neurology Intensive
Care Unit, Hospital Pitité-Salpétriére , AP-HP, Paris, France Clinical Research Group in Resuscitation and Intensive Care Patient in Acute Respiratory Deficiency Respiratory (GRC-RESPIRE) Sorbonne University

Introduction

e Survival dramatically decreases after a first episode of clinical hepatic encephalopathy (HE)

* Hyperammonemia, both isolated and in the context of HE, is associated with poorer prognosis at short and long term .
 Some patients display clinical encephalopathy without hyperammonemia, defined as non-hepatic encephalopathy ( nHE )
* No studies have compared the prognosis of HE with that of nHE .

Materials and methods
Table 1. Comparison of patients with HE (group 1) versus those with nHE (group 2)

* Retrospective observational study Group 1 Group 2
 Two different cohorts of patients hospitalized in Liver N6 Ny BRCRE
Intensive Care Unit between February 2014 and October Chronic renal failure, n (%) 17 (10.1) 2 (2.6) 0.042
2016, and between January 2019 and August 2021. Cirrhosis of alcoholic origin, n (%) 121 (71.6) 66 (85.7) 0.016
MELD score, median [IQR] 22 [16 - 29] 22 [18 - 30] 0.257
Exposure to beta-lactams at admission, n (%) 34 (20.1) 27 (35.1) 0.017

* All patients had at least one measurement of blood ammonia
(NH3) on admission.

, . - Table 2. Factors associated with the presence of nHE
* Hyperammonemia (hNH3) was defined by blood ammonia >

Group 2 Group 3

50 umol/L. '\;':I7E7 n05£q§?3 p-value
Results Cirrhosis of alcoholic origin, n (%) 66 (85.7) 78 (61.9) < 0.001
Presence of an infection at admission, n (%) 54 (70.1) 40 (31.7) < 0.001
MELD score, median [IQR] 22 [18 - 30] 19 [11 - 23] < 0.001
533 patients included, divided into 4 groups CLIF-C OF score, median [IQR] 9 [8-10] 7 [6-8] < 0.001

Exposure to beta-lactams at admission, n (%) 27 (35.1) 23 (18.3) 0.011

Exposition to efflux pump inhibitors, n (%) 42 (54.5) 49 (38.9) 0.041
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value, of the factors associated or not with lower one-year transplant free survival after
multivariate analysis

ConCI usion Parameters Hazard Ratio [95% CI] : p-value
Group 1 (OHE) 187 [1.31 - 267] = 0.001
* nHE - ie encephalopathy without hNH3 — is common in Group 2 (nHE) e i 5 = o
. . . . . Group 3 (noE/nNH3) 1 (ref) N :
C|rrho.t|c patients WI'.(h e.n?ephalopathy, and is probably of Sroun 4 (oE/hNH3) T - ) . s
drug-induced or septic origin . Age 102 [1.01 - 1.03] . 0.001
Sex (male) 096 [0.73 - 1.26] = 0.773
* The prognosis of nHE is not different from that of patients sodium DRt S " S
thout en hal th Albumin 0.99 [0.97 - 1.01] = 0.166
Wi u cepnhalopatny. Creatinin 1.01 [1.00 - 1.02] " 0.048
PT 097 [096 - 0.98] | < 0.001
 HE, but not nHE , is independently associated with poorer Total bilirubin 1.00 [1.00 - 1.00] - <0.001
transplant-free survival in cirrhotic patients admitted to infection RER R 5 - biis
) HCC 1.34 [0.98 - 1.84] ; » 0.066
liver-1ICU. Hemodynamic failure 0.97 [054 - 1.75] B 0.925
Respiratory failure 1.26 [0.63 - 252] R 0.512
* The presence of chronic renal failure could partly explain this 1 '

Hazard Ratio

result by favoring hyperammonemia.



