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Natural History of Alcoholic Liver Disease [ALD] 

Mathurin P, Bataller R. J Hepatol. 2015;62(1 Suppl):S38-46. Seitz HK, et al. Nat Rev Dis Primers. 2018;4(1):16. 
Stickel F, et al. Gut Liver. 2017;11(2):173-88.. Gao & Bataller. Gastroeterology 2011 
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Fig. 2. Natural history of alcoholic liver disease from steatosis to cirrhosis and hepatocellular carcinoma (HCC). The percentage represents the patients who progress
from one stage to the next. Most patients with persistent alcohol abuse develop some degree of hepatic steatosis. If the alcohol abuse persists, liver fibrosis progressively
develops, ultimately resulting in cirrhosis. Cirrhosis can lead to severe complications related to portal hypertension (ascites, variceal bleeding and encephalopathy),
bacterial infections and also predisposes to HCC. The development of alcoholic steatohepatitis (ASH) predisposes patients to progress to advanced liver fibrosis, and when
this develops in patients with severe disease it results in AH.

Factores de riesgo. 

The progression for alcoholic liver injury to steatosis with scarring, inflammation and architectural distortion leading to cirrhosis. As a
complication of cirrhosis, hepatocellular carcinoma may occur. However, only a minority of patients with alcoholic steatosis progress to severe
liver injury.

Stickel F, Datz C, Hampe J, Bataller R. Pathophysiology and Management of Alcoholic Liver Disease: Update 2016. Gut Liver. 2017;11(2):173-88.
Stickel F, et al. Gut Liver. 2017;11(2):173-88.
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Alcoholic Hepatitis. Definition 

Clinical Syndrome:  
- Acute onset of JAUNDICE [Bilirubin >3mg/dl].  
- Active alcohol consumption (at least previous 4-8 weeks) 

- >100g/OH/day. Binge drinking. 
- AST, ALT <300-400 UI/mL, ratio 2:1 
- Rule out other causes of liver injury.  

Crabb DW et al. Gastroenterology. 2016. EASL Clinical Practice Guidelines: Management of alcohol-related liver disease. J Hepatol. 2018;69(1):154-81. 
Singal AK, et al. ACG Clinical Guideline: Alcoholic Liver Disease. Am J Gastroenterol. 2018. 

PROBABLE Alcoholic Hepatitis 
 
DEFINITE Alcoholic Hepatitis 
- with liver biopsy 
 

POSSIBLE Alcoholic Hepatitis (uncertain / confounding) 
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Alcoholic Hepatitis  
Clinical presentation: signs and symptoms 

Dugum MF & McCullough AJ. Clin Liv Dis 2016 

• JAUNDICE 
• Nausea/vomiting 
• Abdominal pain (usually right upper 

quadrant/midepigastric) 
• Fatigue 
• Weakness 
• Anorexia 
• Fever 
• Increased abdominal girth with ascites 
• Tender hepatomegaly 
• Hepatic decompensation: variceal bleeding, 

hepatic encephalopathy 

Stigmata of chronic liver disease:  
• Spider angiomata 
• Palmar erythema 
• Gynecomastia 
• Parotid enlargement 
• Increased collateral vessels  
• Dupuytren’s contractures 



Burden / Why treat these patients? 

Mortality:  
 - 28 days: 25-40%.  
 - 90 days: 20-50% 
 
Issues strongly associated with mortality during hospitalization (6,8-15%): 

- Age. 
- Sepsis. 
- Infections: SBP, pneumonia, UTI.  
- Acute kidney injury [AKI] 
- Hepatic Encephalopathy. 
- Coagulopathy. 

Lucey MR, et al. New England Journal of Medicine. 2009;360(26):2758-69. 
Mathurin P, Bataller R. J Hepatol. 2015;62(1 Suppl):S38. Liangpunsakul S. J Clin Gastroenterol. 2011;45(8):714. Dunn W, et al. Hepatology. 2005;41(2):353 

*SBP: Spontaneous bacterial peritonitis; UTI: urinary tract infection 
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Prognostic Score to indicate treatment 

Altamirano J et al. Gastroenterology. 2014. EASL Clinical Practice Guidelines: Management of alcohol-related liver disease. J Hepatol. 2018;69(1):154-81.  
Garcia-Saenz-de-Sicilia M, et al. Am J Gastroenterol. 2017;112(2):306 

Bilirubin PT/INR Creatinine  
Urea Leukocytes Age Albumin Severity 

MADDREY DF ✔ ✔ > 32 
MELD ✔ ✔ ✔ >20 
GAHS ✔ ✔ ✔ ✔ ✔ >9 
ABIC ✔ ✔ ✔ ✔ ✔ >6,71 
LILLE* ✔ ✔ ✔ ✔ ✔ >0,45 

AHHS - Alcoholic Hepatitis Histologic System: fibrosis, neutrophil infiltration, bilirubinostasis, 
megamitochondria.  Severe > 6 points.  

* Bilirubin at baseline and day 7 / day 4 
**PT: prothrombine time. INR: International Normalized Ratio. 
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Caso clínico –

Garcia-Saenz-de-Sicilia M, Duvoor C, Altamirano J, Chavez-Araujo R, Prado V, de Lourdes Candolo-Martinelli A, Holanda-Almeida P, Becerra-Martins-de-Oliveira B, Fernandez-de-Almeida S, Bataller R, Caballeria J, Duarte-Rojo A. A Day-4 Lille Model Predicts Response to Corticosteroids and Mortality in Severe Alcoholic Hepatitis. Am J Gastroenterol. 2017;112(2):306-15. doi: 10.1038/ajg.2016.539. PubMed PMID: 27922027.

Garcia-Saenz-de-Sicilia M, et al. Am J Gastroenterol. 2017;112(2):306

Homogeneizar – MELD – 90 días. – GASH – 84 días… ABIC – 90 días, pero nos da 3 categorías



Lille 4        AHHS 

Altamirano J et al. Gastroenterology. 2014 
Garcia-Saenz-de-Sicilia M et al. Am J Gastroenterol. 2017;112(2):306 



Serum bile acid profiles distinguish severe alcoholic hepatitis from 
decompensated alcohol-related cirrhosis  

Tyson LD, et al. ILC 2019; PS-174 

 BACKGROUND & AIMS ​  
• Accurate diagnosis of severe 

alcoholic hepatitis (SAH) is 
important in determining therapy 

• However, surveys suggest only a 
minority of patients undergo liver 
biopsy due to high cost and 
potential complications 

• Aim: Determine a new  
non-invasive diagnostic test for 
steatohepatitis that would 
distinguish SAH from its most 
common differential, acute 
decompensation (DC) of alcohol-
related cirrhosis 

 METHODS ​  
• SAH patients had biopsy-proven steatohepatitis with MDF ≥32 
• Serum BAs measured by mass spectrometry in two cohorts 

 
 
 
 
 

 
 
 

 

• Analyzed by OPLS-DA and AUROC 

Exploratory 
cohort 

Validation 
cohort 

SAH DC SAH DC 
N= 68 21 65 40 
Mean age (years) 49 54 47 51 
Median MELD 23 26 25 30 
Mean bilirubin (µmol/L) 378 246 323 261 
Median MDF 54 65 56 79 
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Abbreviations: AH, alcoholic hepatitis; AUROC, area under the receiver operating curve; BA, bile acid; DC, decompensation; GCA, glycocholic acid; LS, least squares; MDF, Maddrey’s discriminant function; MELD, Model for End-stage Liver Disease; OPLS-DA, orthogonal projection to least squares discriminant analysis; TCA, taurocholic acid
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Serum bile acid profiles distinguish severe alcoholic hepatitis from decompensated alcohol-related cirrhosis
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Background and Aims: Alcoholic hepatitis (AH) is characterised by recent onset jaundice in patients with ongoing alcohol misuse. Distinguishing AH from decompensated alcohol-related cirrhosis (DC) guides rational use of prednisolone but can be challenging. Demonstration of steatohepatitis on liver biopsy remains the gold standard. Liver biopsy is not universally available and both biopsy and prednisolone are associated with complications. Differences in the serum bile acid (BA) profiles of patients with AH and DC have been reported. The aim of this study was to determine whether serum BAs can non-invasively discriminate between AH and DC.
 
Method: Serum BAs were measured by ultraperformance liquid chromatography-mass spectrometry in exploratory and validation cohorts. Patients with AH had a Maddrey’s Discriminant Function (DF) > 32 and steatohepatitis on liver biopsy. The exploratory cohort comprised 68 patients with AH (median Model for End-stage Liver Disease score, MELD, 23) and 21 with DC (defined as MELD > 18; median 26); the validation cohort comprised 65 patients with AH (median MELD 25) and 40 with DC and jaundice (defined as bilirubin > 80 micromol/L and DF > 32; median MELD 30). Mean age was 49 years; 69% were male. Data was analysed by orthogonal projection to least squares discriminant analysis (OPLS-DA) and area under the receiver operating curve (AUROC) analysis.
 
Results: OPLS-DA accurately discriminated AH from DC in both exploratory and validation cohorts. The AUROC for the full BA profiles was 0.93 (95%CI 0.87 – 0.99) and 0.93 (95%CI 0.88 – 0.98) respectively. Model diagnostics identified glycocholic (GCA) and taurocholic (TCA) acid as dominant metabolites. The AUROC for serum GCA was 0.90 (95%CI 0.83 – 0.97) in the exploratory and 0.85 (95%CI 0.77 – 0.92) in the validation cohorts. The AUROCs for TCA were 0.87 (95%CI 0.77 – 0.97) and 0.83 (95%CI 0.74 – 0.92). Both performed better than bilirubin (AUROC 0.79 (95%CI 0.67 – 0.91) and 0.65 (95%CI 0.54 – 0.76) respectively). In the validation cohort, TCA concentration more than or equal to 8300 nM had a sensitivity and specificity for AH of 83% and 85%.
 
Conclusion: AH has a serum BA profile distinct from patients with DC and similar liver dysfunction and jaundice. The discriminatory performance of both the entire bile acid profile and individual bile acids (GCA and TCA) indicates that they are promising non-invasive biomarkers for severe AH and may reduce the need for liver biopsy.





 RESULTS ​  
• OPLS-DA accurately discriminated AH from DC in 

both cohorts:  
– GCA -GLYCOCHOLIC acid and TCA -TAUROCHOLIC acid 

were the dominant metabolites 

 CONCLUSIONS  SAH has a serum BA profile distinct from patients with DC and similar liver dysfunction. The 
entire BA profile and individual BAs of GCA and TCA are promising non-invasive biomarkers for SAH, and 
may reduce the need for liver biopsy 

Tyson LD, et al. ILC 2019; PS-174 

Serum bile acid profiles distinguish severe alcoholic hepatitis from 
decompensated alcohol-related cirrhosis  

ROC curve:  
Validation Cohort 

Full BA 
profile GCA TCA Bilirubin 

Exploratory cohort 
AUROC 0.93 0.90 0.87 0.79 
95% CI 0.87–0.99 0.83–0.97 0.77–0.97 0.67–0.91 

Validation cohort 
AUROC 0.93 0.85 0.83 0.65 
95% CI 0.88–0.98 0.77–0.92 0.74–0.92 0.54–0.76 

AUROC analyses for serum BAs and bilirubin 



Alcoholic Hepatitis Treatment 
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Algorithm to manage Alcoholic Hepatitis [Alc Hep] 

EASL Clinical Practice Guidelines: Management of alcohol-related liver disease. J Hepatol. 2018;69(1):154 
ACG Clinical Guideline: Alcoholic Liver Disease. Am J Gastroenterol. 2018;113(2):175 

Clinical diagnosis of Alc Hep 
Jaundice onset 

History of heavy alcohol consumption 
Alcohol Use disorder [AUD] treatment 

Consider Liver biopsy if any 
doubt (transyugular LB) 

Systematic & Comprehensive 
INFECTIOUS screen 

NUTRITIONAL evaluation: 
- 35-40kcal/kg/d po 

- B vitamin supplements 

Severity Assessment 
Prognostic Scores 

mDF >32; GASH >9; MELD >20 

Specific Management 

mDF <32 y GASH <9; MELD <20 

Non-specific Managent 
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Singal AK, Bataller R, Ahn J, Kamath PS, Shah VH. ACG Clinical Guideline: Alcoholic Liver Disease. Am J Gastroenterol. 2018;113(2):175-94.




Alcoholic Hepatitis Treatment  

– General Measures: INFECTIONS 

Michelena, J. Et al. Hepatology. 2015. Prado V, et al. Ann Hepatol. 2016;15(4):463-73 Orntoft NW, et al. Clin Gastroenterol Hepatol. 2014;12(10):1739-44 e1. 
Louvet A, et al. Gastroenterology. 2009;137(2):541-8. 

At admission: 25% of the patients have infections 
20-60% also have Systemic Inflammatory Response 
Syndrome [SIRS] 

SIRS associated infection:  
- Procalcitonin 0,45ng/mL (PPV 83.3; NPV 71%) 

23,7% develop infections after starting steroids. 
Steroid non-responders are prone to infections. 

It is the first cause of death in the first 90 days. 
Infections during admission reduces 2-month survival 
[SV]: -> 46,4 vs 77,3%.  

Definición de SIRS:  > 2:  
1. Tª <36 or >38º C 
2. HR >90 bpm 
3. RR>20bpm or PaCO2 <32mmHg 
4. Leukocytes >12.000 or <4.000, immature neutrophils >10%  

Moderador
Notas de la presentación
- METAANALISIS DE INFECCIONES Y CORTIC DE SINGAL – LIVER INT 2016 – NO REL CON CORTIC, PERO SÍ INFEC FUNGICAS…



Vergis N, et al. Gut. 2017;66(3):519-29 .  
Vergis N, et al. Gastroenterology 2017; 152(5): 1068-1077 

Alcoholic Hepatitis Treatment  

– General Measures: INFECTION detection 
Phagocytosis and monocyte oxidative burst [MOB] Circulating Level of Bacterial DNA 

- >18pg/mL (80% specificity D7 Infection) 
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Vergis N, Khamri W, Beale K, Sadiq F, Aletrari MO, Moore C, Atkinson SR, Bernsmeier C, Possamai LA, Petts G, Ryan JM, Abeles RD, James S, Foxton M, Hogan B, Foster GR, O'Brien AJ, Ma Y, Shawcross DL, Wendon JA, Antoniades CG, Thursz MR. Defective monocyte oxidative burst predicts infection in alcoholic hepatitis and is associated with reduced expression of NADPH oxidase. Gut. 2017;66(3):519-29. Epub 2016/02/11. doi: 10.1136/gutjnl-2015-310378. PubMed PMID: 26860769; PMCID: PMC5534772.
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AUROC para 2 semanas infección – 0.86. 

Vergis N, Atkinson SR, Knapp S, Maurice J, Allison M, Austin A, Forrest EH, Masson S, McCune A, Patch D, Richardson P, Gleeson D, Ryder SD, Wright M, Thursz MR. In Patients With Severe Alcoholic Hepatitis, Prednisolone Increases Susceptibility to Infection and Infection-Related Mortality, and Is Associated With High Circulating Levels of Bacterial DNA. Gastroenterology 2017; 152(5): 1068-1077 e1064 [PMID: 28043903 PMCID: PMC6381387 DOI: 10.1053/j.gastro.2016.12.019]

Vergis N, et al. Gastroenterology 2017; 152(5): 1068-1077



Jiménez C et al. AEEH 2018 

Severe Alc Hep, n=19 vs Historic Controls n=19. 

No relevant adverse events 

Alcoholic Hepatitis Treatment  

– General Measures: INFECTIONS 



Jiménez C et al. AEEH 2018 

Severe Alc Hep, n=19 vs Historic Controls n=19. 

No relevant adverse events 

Alcoholic Hepatitis Treatment  

– General Measures: INFECTIONS 



• Early predictor of mortality:   
– 23%*-32% AKI 
– 90-day mortality: 65% vs 7%. 

• AKI precictors*: 
– SIRS at admission 
– Bilirubin 
– INR 

Altamirano J. et al. CGH 2012. Serste T, et al. Liver Int. 2015;35(8):1974. 
Sujan R, et al. Liver transplantation. 2018;24(12):1655   

AKIN criteria:  
•> 0.3mg/dl 
•> 50% baseline 

• AKI risk score [0-4]:  
• Hepatic Encephalopathy. 
• SIRS 
• MELD  

Alcoholic Hepatitis Treatment  

– General Measures: ACUTE KIDNEY INJURY 

Moderador
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Como sabéis los BB tienen efectos deletéreos en la cirrosis avanzada (ascitis refractaria/PBE) y en la HA también sucede

Serste T, Njimi H, Degre D, Deltenre P, Schreiber J, Lepida A, et al. The use of beta-blockers is associated with the occurrence of acute kidney injury in severe alcoholic hepatitis. Liver Int. 2015;35(8):1974-82.

Serste T, et al. Liver Int. 2015;35(8):1974.

*******
Sujan R, Cruz-Lemini M, Altamirano J, Simonetto DA, Maiwall R, Axley P, et al. A Validated Score Predicts Acute Kidney Injury and Survival in Patients With Alcoholic Hepatitis. Liver transplantation : official publication of the American Association for the Study of Liver Diseases and the International Liver Transplantation Society. 2018;24(12):1655-64.
Sujan R, et al. Liver transplantation. 2018;24(12):1655


Identifying patients at high risk for acute kidney injury (AKI) during hospitalization among patients admitted with severe alcoholic hepatitis (AH) is an unmet clinical need. We performed a multicentric prospective cohort study using data from 4 different cohorts on well-characterized patients hospitalized with severe AH. Data collected on 773 AH patients from 4 cohorts across the globe were randomly split into test (n = 390) and validation (n = 383) cohorts. We found that 32% of the patients developed inpatient AKI in the test cohort. Approximately 60% of patients met criteria for systemic inflammatory response syndrome (SIRS) at admission. Hepatic encephalopathy, SIRS, and Model for End-Stage Liver Disease score at admission predicted inpatient AKI with odds ratios of 3.86, 2.24, and 1.14, respectively. The AKI risk score developed using these predictors stratified risk of inpatient AKI to low (score <3), moderate (3-4), and high (>4). These findings were replicated in the validation cohort. In the whole study cohort, patients with AKI had a lower 90-day survival (53% versus 77%; P < 0.001). Those with AKI risk score of >4 had significantly lower 90-day survival as compared with those with risk scores between 3 and 4 and <3 (47% versus 68% versus 88%; P < 0.001). In conclusion, AKI occurs frequently in AH patients and negatively impacts short-term mortality. The AKI risk score is useful in identifying patients at high risk for inpatient AKI and may be useful for developing new therapeutic strategies to prevent AKI in patients with AH.




Forrest E, et al. ILC 2019; GS-11 

Baseline neutrophil-to-lymphocyte ratio indicates infection and acute kidney 
injury, and is related to corticosteroid Lille response in alcoholic hepatitis 

 BACKGROUND & AIMS ​  
• Neutrophil-to-lymphocyte ratio (NLR) has been shown to reflect sepsis and inflammation 
• This study assessed the role of the NLR in the prognosis of alcoholic hepatitis 

 METHODS ​  
• NLR calculated from 789 patients in the STOPAH trial  
• Patients were randomized to prednisolone treated or 

no prednisolone treatment groups 
• Prevalent infections treated prior to randomization;  

infections developing after inclusion were recorded 
• Prevalent AKI was defined by initial creatinine ≥133 

µmol/L. Incident AKI was defined as an increase of 
serum creatinine by 26.5 µmol/L, or by 50% by Day 7 in 
those without baseline AKI  

• OR and t-tests were used for comparative analysis 

 RESULTS ​  
• Higher NLR found in patients with 

prevalent AKI (11.1 vs. 6.0; p=0.001 [2.6, 
7.6]) and with prevalent infection (7.8 vs. 
6.3; p=0.02 [0.2, 2.8]) vs those without 
such features 

• Higher NLR values were seen in those 
patients with incident AKI and in those who 
developed infection (Table)  

• If NLR ≥5, a favourable Lille score was more 
likely with prednisolone treatment (Figure) 



Forrest E, et al. ILC 2019; GS-11 

Baseline neutrophil-to-lymphocyte ratio indicates infection and acute kidney 
injury, and is related to corticosteroid Lille response in alcoholic hepatitis 

 RESULTS (Cont.) ​   
• Risk of developing infection and incident AKI after 

prednisolone treatment greater if NLR >8 vs ≤8: 
– Infection by Day 7: 17.3% vs 7.4%: p=0.006;  

OR 2.60 
– Infection by Day 28: 30.6% vs 20.0%: p=0.031; OR 1.76 
– Incident AKI: 20.8% vs 7.0%: p=0.008;  

OR 3.46 

 CONCLUSIONS ​ High NLR associates with 
prevalent AKI and infection in alcoholic 
hepatitis. A Lille response to prednisolone is 
more likely if NLR ≥5, but development of 
infection or AKI after prednisolone treatment is 
greater if NLR >8 

  NLR 
Incident 
AKI 

Present (n=67) 7.5 (6.4, 8.7) p=0.0056 Absent (n=403) 6.0 (5.6, 6.4) 
Infection by 
Day 7 

Present (n=94) 7.8 (6.3, 9.2) p=0.035 Absent (n=695) 6.1 (5.8, 6.5) 
Infection by 
Day 28 

Present (n=185) 7.1 (6.3, 8.0) p=0.025 Absent (n=604) 6.1 (5.6, 6.5) 

 TABLE ​ 

 FIGURE   



Alcoholic Hepatitis Treatment 

Specific Management 

EASL Clinical Practice Guidelines: Management of alcohol-related liver disease. J Hepatol. 2018;69(1):154 
ACG Clinical Guideline: Alcoholic Liver Disease. Am J Gastroenterol. 2018;113(2):175 

Prednisone 40mg or Metilprednisolone 32mg 
- 4 weeks 
+ N-acetylcysteine (5 días) 

Clinical diagnosis of Alc Hep 
Jaundice onset 

History of heavy alcohol consumption 
Alcohol Use disorder [AUD] treatment 

Consider Liver biopsy if any 
doubt (transyugular LB) 

Systematic & Comprehensive 
INFECTIOUS screen 

NUTRITIONAL evaluation: 
- 35-40kcal/kg/d po 

- B vitamin supplements 

Severity Assessment 
Prognostic Scores 

mDF >32; GASH >9; MELD >20 mDF <32 y GASH <9; MELD <20 

Non-specific Managent 



Alcoholic Hepatitis Treatment 

Specific Management: STEROIDS 
Prednisolone 40mg po for 28 days (stop/tapered dose for 3 weeks) 

Louvet A, et al. Gastroenterology. 2018;155(2):458 

Meta-analysis: 11 studies – 2111 patients – Primary End Point: 28-day Mortality. 

Moderador
Notas de la presentación
The most studied formulation is prednisolone 40 mg daily for one month, with or without a taper.

Although the clinical trials suffer from heterogeneity and high risk of bias, a meta-analysis from individual data observed that corticosteroids improved survival in patients with a high DF.

Meta-analisis de Louvet 2018 – GE
Louvet A, Thursz MR, Kim DJ, Labreuche J, Atkinson SR, Sidhu SS, 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;155(2):458-68 e8.
Louvet A, et al. Gastroenterology. 2018;155(2):458

BACKGROUND & AIMS: We performed a meta-analysis of individual patient data from 11 randomized controlled trials comparing corticosteroids, pentoxifylline, or their combination in patients with severe alcoholic hepatitis. We compared the effects of the treatments on survival for 28 days or 6 months, and response to treatment based on the Lille model. METHODS: We searched PubMed for randomized controlled trials of pharmacologic therapy for severe alcoholic hepatitis. Our final analysis comprised 11 studies, of 2111 patients. We performed 4 meta-analyses of the effects of corticosteroids vs placebo or control, corticosteroids vs pentoxifylline, corticosteroids and pentoxifylline vs corticosteroids and placebo or control, and pentoxifylline vs placebo. In each meta-analysis, the effect of treatment on the primary outcome (overall survival at 28 days, defined as the period from the first day of assigned treatment to 28 days) was estimated using a Cox proportional hazards regression model, including trials as random effect. RESULTS: Corticosteroid treatment significantly decreased risk of death within 28 days compared with controls (hazard ratio [HR] 0.64; 95% confidence interval [CI] 0.48-0.86) or to pentoxifylline (HR 0.64; 95% CI 0.43-0.95). In multiple-imputation and complete case analyses, the effect of corticosteroids compared with controls remained significant. When we compared corticosteroids vs pentoxifylline, the corticosteroid effect remained significant in the complete case analysis (HR 0.66; P = .04) but not in multiple-imputation analysis (HR 0.71; P = .08). There was no difference in 28-day mortality when patients were given a combination of corticosteroids and pentoxifylline vs corticosteroids alone or between patients given pentoxifylline vs control. In our analysis of secondary outcomes, we found no significant differences in 6-month mortality when any treatments or controls were compared. Corticosteroids were significantly associated with increased response to therapy compared with controls (relative risk 1.24; 95% CI 1.10-1.41) or pentoxifylline (relative risk 1.43; 95% CI 1.20-1.68). We found no difference in response to therapy between patients given a combination of corticosteroids and pentoxifylline vs corticosteroids alone or pentoxifylline vs controls. CONCLUSIONS: In a meta-analysis of 4 controlled trials, we found corticosteroid use to reduce risk of death within 28 days of treatment, but not in the following 6 months. This loss of efficacy over time indicates a need for new therapeutic strategies to improve medium-term outcomes.




Meta-análisis – Mathurin – gut 2011

Mathurin P, O'Grady J, Carithers RL, Phillips M, Louvet A, Mendenhall CL, et al. Corticosteroids improve short-term survival in patients with severe alcoholic hepatitis: meta-analysis of individual patient data. Gut. 2011;60(2):255-60.

Mathurin P, et al. Gut. 2011;60(2):255-60.
INTRODUCTION: A meta-analysis was performed using individual patient data from the five most recent randomised controlled trials (RCTs) which evaluated corticosteroids in severe alcoholic hepatitis (Maddrey discriminant function (DF) >/= 32 or encephalopathy). This approach overcomes limitations associated with the use of literature data and improves the relevance of the study and estimates of effect size. AIMS: To compare 28-day survival between corticosteroid- and non-corticosteroid-treated patients and to analyse the response to treatment using the Lille model. METHODS: Individual patient data were obtained from five RCTs comparing corticosteroid treatment with placebo (n=3), enteral nutrition (n=1) or an antioxidant cocktail (n=1). RESULTS: 221 patients allocated to corticosteroid treatment and 197 allocated to non-corticosteroid treatment were analysed. The two groups were similar at baseline. 28-day survival was higher in corticosteroid-treated patients than in non-corticosteroid-treated patients (79.97+/-2.8% vs 65.7+/-3.4%, p=0.0005). In multivariate analysis, corticosteroids (p=0.005), DF (p=0.006), leucocytes (p=0.004), Lille score (p<0.00001) and encephalopathy (p=0.003) were independently predictive of 28-day survival. A subgroup analysis was performed according to the percentile distribution of the Lille score. Patients were classified as complete responders (Lille score </= 0.16; </= 35th percentile), partial responders (Lille score 0.16-0.56; 35th-70th percentile) and null responders (Lille >/= 0.56; >/= 70th percentile). 28-day survival was strongly associated with these groupings (91.1+/-2.7% vs 79.4+/-3.8% vs 53.3+/-5.1%, p<0.0001). Corticosteroids had a significant effect on 28-day survival in complete responders (HR 0.18, p=0.006) and in partial responders (HR 0.38, p=0.04) but not in null responders. CONCLUSION: Analysis of individual data from five RCTs showed that corticosteroids significantly improve 28-day survival in patients with severe alcoholic hepatitis. The survival benefit is mainly observed in patients classified as responders by the Lille model.







Alcoholic Hepatitis Treatment 

Specific Management: STEROIDS 

Cuyas B et al. AEEH 2018 

Retrospectivo. Prednisona 40mg, 7días – descenso de 10mg/sem hasta suspender 

Literatura (Louvet, Hepatology 2007):    5%   10%   15% 



Cuyas et al. AEEH 2019 

*El grupo de pauta rápida, asoció más frecuentemente 
antibiótico profiláctico (77% vs 44%) y un valor menor de 
albúmina (24 vs 26 g/L) 



Alcoholic Hepatitis Treatment 

Specific Management: N-Acetyl-cysteine [NAC] 
NAC: 100mg/kg/day for 5 days (+prednisolone [CS]) 

Nguyen-Khac E et al. The New England journal of medicine. 2011;365(19):1781 

89 ptes 

85 ptes 

Mortality due to HRS NAC group (6 months): 
- 9% vs 22% (p=0.02) 
Infections were less frequent in NAC group:   
- 19% vs 42% (p=0.001) 

*HRS: Hepatorenal Syndrome 

Moderador
Notas de la presentación
Nguyen-Khac E, Thevenot T, Piquet MA, Benferhat S, Goria O, Chatelain D, et al. Glucocorticoids plus N-acetylcysteine in severe alcoholic hepatitis. The New England journal of medicine. 2011;365(19):1781-9.

Nguyen-Khac E et al. The New England journal of medicine. 2011;365(19):1781

El objetivo principal era la mortalidad a 6 meses que no se cumplió, sí la disminuyó al mes.



Alcoholic Hepatitis Treatment 

Specific Management: Liver Transplant 

Mathurin P et al. N Engl J Med 2011;365:1790-1800 
Marot A, et al. PLoS One. 2018;13(1):e0190823 

Non-responders to steroids. 
Highly selected patients 
 
2/26 alcohol relapsers. Short follow-up. 

Systematic Review and Meta-analysis: – 11 studies 

Alcohol Relaps risk 



Alcoholic Hepatitis Treatment 

Long Term Management 
398 patients with Severe Alc Hep, steroid treated. 60% were responders.  
Follow-up: 42 months [11-88]. Short-term prognosis: MELD and Lille. 
- Long term prognosis: EtOH relaps (>30g/d). Proportional to amount and Lille. 
- Relaps: 1st-year- 25,2%, 3rd-y año- 33.7%, 5th-y - 35,2%.  

Louvet A, et al. Hepatology. 2017 

Short-Term 

Factors Patients Univariate 
HR (IC95%); p 

Multivariate 
HR (IC95%); p At risk Death 

Relaps 
No 
Yes 

1445 
161 

139 
9 

1.00 (ref) 
1.56 (0,74-3.30); p=0.24 

- 
- 

Lille 
<0,45 
>0,45 

238 
160 

46 
102 

1.00 (ref) 
6.08 (4.26-8,65);p<0.0001 1.35 (1.27-1.43); <0.0001 

MELD 
Each 5 points 373 137 1.64 (1.45-1.85); p<0.0001 1.29 (1.12-148); <0.0001 

Moderador
Notas de la presentación
During short-term follow-up (<6 months), 37% of patients died, with 90% of deaths related to liver insufficiency.


Beyond 6 months, approximately 40% of patients died, and mortality was related to liver failure in 66.7% of the cases.




Alcoholic Hepatitis Treatment 

Long Term Management 
398 patients with Severe Alc Hep, steroid treated. 60% were responders.  
Follow-up: 42 months [11-88]. Short-term prognosis: MELD and Lille. 
- Long term prognosis: EtOH relaps (>30g/d). Proportional to amount and Lille. 
- Relaps: 1st-year- 25,2%, 3rd-y año- 33.7%, 5th-y - 35,2%.  

Louvet A, et al. Hepatology. 2017 

Short-Term 

Factors Patients Univariate 
HR (IC95%); p 

Multivariate 
HR (IC95%); p At risk Death 

Relaps 
No 
Yes 

1445 
161 

139 
9 

1.00 (ref) 
1.56 (0,74-3.30); p=0.24 

- 
- 

Lille 
<0,45 
>0,45 

238 
160 

46 
102 

1.00 (ref) 
6.08 (4.26-8,65);p<0.0001 1.35 (1.27-1.43); <0.0001 

MELD 
Each 5 points 373 137 1.64 (1.45-1.85); p<0.0001 1.29 (1.12-148); <0.0001 

Long-Term 

Patients Univariate 
HR (IC95%); p 

Multivariate 
HR (IC95%); p At risk Deaths 

7860 
2554 

44 
55 

1.00 (ref) 
3,90 (2,61-5,82); <0.0001 

4.14 (2,76-6.20); 
<0.0001 

183 
35 

78 
21 

1.00 (ref) 
1.83 (1.12-2.98); 0.015 

- 
- 

209 97 0,94 (0.76-1.15); 055 - 

Moderador
Notas de la presentación
During short-term follow-up (<6 months), 37% of patients died, with 90% of deaths related to liver insufficiency.


Beyond 6 months, approximately 40% of patients died, and mortality was related to liver failure in 66.7% of the cases.




Alcoholic Hepatitis Treatment 

Long Term Management 
Abstinence is the main factor that predicts 
survival after an alcoholic hepatitis episode.  
 
N=162 patients (Deaths: during admission 20, in the 
follow-up 54) 
- Median of follow-up: 55 months [IQR 17-85] 
- Complete abstinence: 39%. 
Relapse predictors: 
• No previous AUD treatment. 

o Age (<48 years-old) 

Altamirano J, Lopez-Pelayo H et al. Hepatology 2017 
Lopez-Pelayo H et al. Journal of psychosomatic research. 2019;116:75 

Treatment retention rate in Alcohol Programs:  
- MELD in short-term; Long-term: High-Risk Alcoholism Relaps Scale (HRAR>3), psychiatric disorders. 
- To receive alcohol therapy in a center different from hospital where admission was -< Relaps (OR 5,4) 

Moderador
Notas de la presentación
ESTUDIO RETROSPECTIVO - 
Tras el primer ingreso por HA…
Predictores de recidiva por modelos de regression logistica - 

Alcoholic hepatitis (AH) is the most severe form of alcoholic liver disease. Most studies have focused on short-term prognosis, whereas factors associated with long-term survival are largely unknown. The aims of our study were to (1) determine the impact of complete abstinence from alcohol on long-term survival and (2) identify prognostic factors at admission capable of predicting abstinence during long-term follow-up in patients with AH. One hundred forty-two patients with biopsy-proven AH that survived the first episode were included. Demographic, psychiatric, and biochemical variables at admission and drinking status during follow-up were obtained. Cox regression, logistic regression, and classification and regression trees (CART) analyses were used for statistical analysis. Overall mortality was 38% with a median follow-up of 55 months. During follow-up, complete abstinence was reported in 39% and was associated with better long-term survival (hazard ratio, 0.53; P = 0.03). After adjustment for baseline prognostic scoring systems (Model for End-Stage Liver Disease and age, bilirubin, international normalized ratio, creatinine scores), complete abstinence was independently associated with survival (P < 0.05). Age and lack of past alcoholism treatments were independently associated with complete abstinence (P < 0.001 and P = 0.02, respectively) during follow-up. CART analysis generated a simple and practical algorithm based on the combination of past alcoholism treatments and age. Using CART analysis, we stratified 2 subgroups of patients with high (65%) and low (26%-29%) rates of complete abstinence after an episode of AH. CONCLUSION: Complete abstinence after an episode of AH positively impacts long-term survival. The combination of 2 variables easily obtained at admission might be useful to predict long-term abstinence after an episode of AH. Strategies aimed at promoting alcohol abstinence in these patients are necessary. (Hepatology 2017;66:1842-1853).


MÁS DEL 80% ERAN CIRRÓTICOS DE INICIO Y UN 36% DE LOS ABSTINENTES PRECISARON NUEVOS INGRESOS POR DESCOMPENSACIÓN.

EL TRATAMIENTO DE LA AH NO TIENE SENTIDO SI NO SE ACOMPAÑA DE UN SEGUIMIENTO ESPECÍFICO PARA MANTENER LA ABSTINENCIA – Y ESTO ME PERMITE DAR PASO AL SIGUIENTE TRABAJO.

AMBOS TRABAJOS CUENTAN CON SENDAS EDITORIALES - CONINCIDEN EN LA EVALUACIÓN DE LA RECAIDA.


Lopez-Pelayo H, Miquel L, Altamirano J, Bataller R, Caballeria J, Ortega L, et al. Treatment retention in a specialized alcohol programme after an episode of alcoholic hepatitis: Impact on alcohol relapse. Journal of psychosomatic research. 2019;116:75-82.
Lopez-Pelayo H et al. Journal of psychosomatic research. 2019;116:75

2) High-Risk Alcoholism Relapse (HRAR) scale, a 3-item questionnaire (scores range from 0 to 6 points) that allows patient stratification into two alcohol relapse risk categories (low risk -≤3-
and high risk - > 3-). 1 duracion de alcohol 2. numero de bebidas al dia 3. previous treatmen of AUD





Alcoholic Hepatitis Treatment 

Multidisciplinary Teams 
Multidisciplinary Team [MT]: Surgeons, Gastroenterologists, Addiction Specialists, 
Psychiatrists/psycologists + Alcohol biomarkers (CDT, EtG). 
N= 102 patients with liver transplant due to alcoholic cirrhosis.  
 - 28 patients were evaluated by MT 

Magistri P, et al. Transplantation proceedings. 2019;51(1):187 

p=0.02 

* CDT: Carbohydrate-deficient transferrin; EtG: ethyl glucuronide 

Moderador
Notas de la presentación
Magistri P, Marzi L, Guerzoni S, Vandelli M, Mereu F, Ascari F, et al. Impact of a Multidisciplinary Team on Alcohol Recidivism and Survival After Liver Transplant for Alcoholic Disease. Transplantation proceedings. 2019;51(1):187-9.

Magistri P, et al. Transplantation proceedings. 2019;51(1):187


Este grupo Italiano de Modena, diseña su EM en 2014 hace un análisis retrospectivo de su base de recogida de datos prospectiva.  

 Background. Alcohol use disorders have a prevalence of 10% among the population of the United States and Europe and are one of the most frequent causes of liver cirrhosis in the Western world. Currently, alcohol-related liver cirrhosis represents one of the most frequent indications to liver transplant (LT), both as independent cause or
with hepatitis C virus or hepatitis B virus infections. Starting from 2014, a
multidisciplinary team involving surgeons, gastroenterologists, clinical toxicologists,
psychiatrists, and psychologists was developed within the Modena Liver Transplant Center.  Methods. We retrospectively reviewed our prospectively maintained institutional database of liver transplants in order to identify cirrhotic patients eligible for LT with a diagnosis of alcohol use disorder.
 Results. A total of 756 liver transplants were performed at Policlinico University Hospital, University of Modena, and Reggio Emilia, MO, Italy, between November 2000 and November 2017; 102 patients who underwent LT were considered eligible for inclusion in the study.
 Conclusions. The multidisciplinary approach, together with blood, urinary, and hair
tests, allows identification of early recurrences and improves survival. Further studies are
necessary to understand how multidisciplinary teams can change the 6-month rule in
patient selection.




Where we can go? – Pathogenesys in Alcoholic Hepatitis 

Mandrekar P, Bataller R, Tsukamoto H, Gao B. Alcoholic hepatitis: Translational approaches to develop targeted therapies. Hepatology. 2016;64(4):1343-55. 

Moderador
Notas de la presentación
Mandrekar P, Bataller R, Tsukamoto H, Gao B. Alcoholic hepatitis: Translational approaches to develop targeted therapies. Hepatology. 2016;64(4):1343-55.




Where we can go? 

Mandrekar P, Bataller R, Tsukamoto H, Gao B. Alcoholic hepatitis: Translational approaches to develop targeted therapies. Hepatology. 2016;64(4):1343-55 

Moderador
Notas de la presentación
Mandrekar P, Bataller R, Tsukamoto H, Gao B. Alcoholic hepatitis: Translational approaches to develop targeted therapies. Hepatology. 2016;64(4):1343-55.

Clinical and translational methods in AH. Description of the step-wise process to test plausible drug targets is briefly described. The method involves “omics” analysis in human samples and studies in animal models in preclinical drug development culminating
in testing drugs systematically in phase I-IV clinical trials in AH patients. Abbreviations: MELD, Model for End-Stage Liver Disease; PBMC, peripheral blood mononuclear cell.




TLR7-let7 signaling contributes to ethanol-induced hepatic inflammatory response 
in mice and in alcoholic hepatitis  
 

 
Massey VL, et al. Alcohol Clin Exp Res 2018; 42(11): 2107-2122 

DeepSeq 

Mice – Primary Hepatocytes - VL-17A 

Moderador
Notas de la presentación
Massey VL, Qin L, Cabezas J, Caballeria J, Sancho-Bru P, Bataller R, Crews FT. TLR7-let-7 Signaling Contributes to Ethanol-Induced Hepatic Inflammatory Response in Mice and in Alcoholic Hepatitis. Alcohol Clin Exp Res 2018; 42(11): 2107-2122 [PMID: 30103265 PMCID: PMC6282707 DOI: 10.1111/acer.13871]

Massey VL, et al. Alcohol Clin Exp Res 2018; 42(11): 2107-2122



Cabezas et al. AEEH 2018 

Moderador
Notas de la presentación
El análisis bioinformático integrado de predicción de vías activadas/inhibidas.

Principal components analysis



Moderador
Notas de la presentación
Esta es la diapo más importante, el análisis integrado de IPA y Opossum –para la predicción de activación/inhibición de factores de transcripcción muestran la huella de FT pata los genes downregulados. En la Fig. 5 con IPA buscamos que reguladores están implicados para gobernar dichos FT, seleccionando los más significativos y que está implicados en la fisiopatología de la enfermedad.





Pathophysiology of alcoholic hepatitis and novel therapeutic targets in current clinical trials 

Singal AK, Shah VH. Journal of Hepatology. 2019;70(2):305-13. doi: 10.1016/j.jhep.2018.10.026. 



Treatment AUD in a PATIENT-CENTERED MANNER 

Cortesía del Dr. Ramón Bataller 

COMMON ASSOCIATED  
CONDITIONS 

Isolation 
Stigma 
Transportation 
Insurance 

SOCIAOECONOMIC 
FACTORS 

PTSD 
Sexual abuse 
Depression 
Anxiety 
Sleep 
Pain 

Family history 
Genetic risk 
Other addictions 

GENETIC-ENVIRONMENTAL 
FACTORS 

• Specialized nurse 
• Addiction therapist 
• Social worker 
• Financial counselor 
• Hepatologist / GI doctor 

MULTIDISCIPLINARY ALD CLINIC 





Take home mesages:  

• Alcoholic Hepatitis management needs an integral and simultaneous assessment: 
– General Measures: Nutritional / Prevention and early detection of infections 

• In order to apply Specific Measures:  
– Pharmacological treatment: 

• CORTICOSTEROIDS + NAC 
• Ideally, highly selected patients with-in a multidisciplinary team, could benefit from 

a Liver Transplant when they are classified as a severe alcoholic hepatitis that do 
not respond to treatment.  

• To achieve long term abstinence multidisciplinary attention under the same roof is 
the key.  


	Hepatitis Alcohólica Aguda: �					¿qué hay de nuevo en 2019?
	Natural History of Alcoholic Liver Disease [ALD]
	Alcoholic Hepatitis. Definition
	Alcoholic Hepatitis �Clinical presentation: signs and symptoms
	Burden / Why treat these patients?
	Prognostic Score to indicate treatment
	Lille 4								AHHS
	Serum bile acid profiles distinguish severe alcoholic hepatitis from decompensated alcohol-related cirrhosis 
	Serum bile acid profiles distinguish severe alcoholic hepatitis from decompensated alcohol-related cirrhosis 
	Alcoholic Hepatitis Treatment
	Algorithm to manage Alcoholic Hepatitis [Alc Hep]
	Alcoholic Hepatitis Treatment �– General Measures: INFECTIONS
	Alcoholic Hepatitis Treatment �– General Measures: INFECTION detection
	Alcoholic Hepatitis Treatment �– General Measures: INFECTIONS
	Alcoholic Hepatitis Treatment �– General Measures: INFECTIONS
	Alcoholic Hepatitis Treatment �– General Measures: ACUTE KIDNEY INJURY
	Número de diapositiva 17
	Número de diapositiva 18
	Alcoholic Hepatitis Treatment�Specific Management
	Alcoholic Hepatitis Treatment�Specific Management: STEROIDS
	Alcoholic Hepatitis Treatment�Specific Management: STEROIDS
	Número de diapositiva 22
	Alcoholic Hepatitis Treatment�Specific Management: N-Acetyl-cysteine [NAC]
	Alcoholic Hepatitis Treatment�Specific Management: Liver Transplant
	Alcoholic Hepatitis Treatment�Long Term Management
	Alcoholic Hepatitis Treatment�Long Term Management
	Alcoholic Hepatitis Treatment�Long Term Management
	Alcoholic Hepatitis Treatment�Multidisciplinary Teams
	Where we can go? – Pathogenesys in Alcoholic Hepatitis
	Where we can go?
	TLR7-let7 signaling contributes to ethanol-induced hepatic inflammatory response in mice and in alcoholic hepatitis �
	Número de diapositiva 32
	Número de diapositiva 33
	Número de diapositiva 34
	Pathophysiology of alcoholic hepatitis and novel therapeutic targets in current clinical trials
	Treatment AUD in a PATIENT-CENTERED MANNER
	Número de diapositiva 37
	Take home mesages: 

