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Case history
* 41 year old male accountant-Croydon University Hospital March 22

- jaundice, distention of abdomen, confusion

- Drinking since the age of 17 years socially, escalated to dependence
for 8 years

- 30 units/day during COVID pandemic

- Stress, anxiety

* Clinically was markedly icteric, moderate ascites, grade 2 hepatic
encephalopathy



Investigations

e Bilirubin 550 ( <21)

* Albumin 25 (35-50)

* INR 2.1 (<1.3)

* Sodium 128 (135-145)

 Creatinine 300 (61-123)

Severe Alcoholic Hepatitis with 4 organ failure

Intubated and ventilated, inotropic support, haemofiltration
Treated with Prednisolone- responder

Protracted stay on ICU- discharged after 2 months



Referred to Kings College Hospital to manage his ArLD on
patient’s request

* Reviewed in the integrated Alcohol Liver clinic-Naina Shah and Nicky
Kalk

* Remained abstinent of Alcohol since his discharge in May 22

- Supportive partner, family, manager.

- Got married

- Work provided distraction from craving and anxiety

- Referred to Croydon IAPT and self guided help to manage anxiety
e Fibroscan August 22 LSM 14 kPA, CAP 187



* Decompensation * Recompensation

Fibroscan August 22 LSM 14 kPA, CAP 187 Fibroscan April 23 LSM 6.9 kPA, CAP 153

No Cirrhosis but life threatening clinical presentation.
Excellent recovery with sustained abstinence
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Age-standardised alcohol-specific death rates per 100,000 people, by sex, UK, deaths registered between 2001
and 2021

Age-standardised rate per 100,000 people

_— ==
2001 2003 2005 2007 20040 2011 2013 2015 2017 20149 2021
— Dargors — —hles —— [ TE e

Source: Office for National Statistics - Alcohol-specific deaths in the UK: registered in 2021,
National Records of Scotland and the Northern Ireland Statistics and Research Agency

The alcohol specific death rate in 2021 was 25.4% higher than 2019



Mumbers of alcohol-specific deaths, by five-year age group and individual cause, UK, deaths registered in 2021
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Three-quarters of alcohol-specific deaths were caused by alcoholic liver disease
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Screen for underlying Liver disease

 Late presentation with fatal complications of cirrhosis.

* harmful levels—more than 50 (men) and 35 (women) units a week- to
be offered transient elastography (Fibroscan) to exclude cirrhosis.
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Aproposed framework for early diagnosis of chronic Liver disease

Subjects with risk factors for
chronic liver diseases (CLD)

Step 1
Rule-out RIEB-dert Very low risk
FIB-4 <1.45 of fibrosis
> ok No further
FIB-4 > 1.45 FLI <60 assesment
or
FLI 2 60
Step 2 Y
TE or ELF .
_in fi i Low risk of
Rule-in fibrosis ———— Lowr
. or | ibrosis
No further
v ELF<9.5
TE >9.2 kPa ASSESISHE
or
ELF =29.5

Refer to secondary care /
Liver center

Gines et al Liver screen consortium. Hepatology 22



Fibrosis-4 (FIB-4) Index for Liver FIbI"OSIS Ay

Moninvasive estimate of liver scarring in HCV and HBV patients, to assess ne eed fo .

When to Use ~ Pearls/Pitfalls ~ Why Use ~

Age
Use with caution in patients <35 or =65 years Norm:0 -0 years

old, as the score has been shown to be less
reliable in these patients

AST a
Aspartate aminotransferase Norm: 15 - 41 u/L
ALT

Alanine aminotransferase Norm:1-35 L/
Platelet count Norm- 150 - 250 Y 10°7/L

Result:

Please fill out required fields.

A score - <1.45 has a negative predictive value of over 90% for advanced liver fibrosis of multiple aetiologies

MDcalc



ELF

* The Enhanced Liver Fibrosis (ELF) score is an ECM marker

-tissue inhibitor of metalloproteinases 1 (TIMP-1),

-amino-terminal propeptide of type Ill procollagen (PIIINP) and
-hyaluronic acid (HA)

shows good correlation with fibrosis stages in chronic liver disease.

ELF Test | Interpretation Action plan
Score
>0.8 Likely severe fibrosis | Biopsy may not be

required for liver
fibrosis assessment
7.7-9.8 Uncertain may be Biopsy may be

moderate fibrosis recommended
<1.7 Likely no or mild Biopsy may not be
fibrosis required for fibrosis

assessment




Fibroscan, Echosens, Paris
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‘The estimated lifetime cost of a patient with alcohol-

related liver disease is between £47000 and £124000, so

early interventions are likely to be highly cost-effective’
‘Cost of transplant’



Risk of Liver related events for 3 risk groups
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Time-dependent AUC for prediction of liver-related events during 5 years of follow-up
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Kaplan-Meier survival curves from univariable Cox

-related events
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Fibroscan as a motivational intervention

Whole Cohort (n = Raised Liver Normal Liver
86) Stiffness (n = 33) Stiffness (n = 53)
Age (years) 46.3 (+9.8) 46.6 (+8.6) 46.0 (+10.9) 0.79
Gender (male) 53 (70.0) 17 (51.2) 35 (66.0)

Liver Sti(flfgae)ss Seore 6.9 (3.1-75.0) 13.5 (8.1-75) 5.8 (3.1-8) <0.01
ALT (units/litre) 64.5 (£52.5) 83.1 (£60.8) 53.0 (£43.4) 0.01
GGT (units/litre) 568.6 (£757.4) 1033.6 (£949.7) 226.7 (£260.8) <0.01

Alcohol intake
(units/week)
Baseline (n =57) 145 (24-420) 149 (39-420) 126 (24-378) 0.338

>Six months (n = 47)

80 (0-315)

65 (0—300)

90.7 (0-315)

Subhani et al. Biomedicines Feb 22



Alcohol related Liver disease

* Late presentation

* 50% of patients will stop drinking after Liver consultation, 25% die
and 25% survive long term.

* High risk drinkers in the primary care:10% of patients reduce drinking
by a significant degree.

e Alcohol intoxication within the last 3 months of presentation and
infection were the most common PE’s: CANONIC study.

Claria J et al. Hepatology. 2016
Thursz MR et al. N Engl J Med.2015
Sheron N et al. Br J Gen Pract. 2013



https://www.ncbi.nlm.nih.gov/pubmed/?term=Cl%C3%A0ria%20J%5BAuthor%5D&cauthor=true&cauthor_uid=27483394
https://www.ncbi.nlm.nih.gov/pubmed/27483394
https://www.ncbi.nlm.nih.gov/pubmed/24152485

Severe Alcoholic (Alcohol related) Hepatitis

* Clinical

- Jaundice

- Drinking until admission or stopped within 4 weeks of presentation
(daily consumption of 80 grams for atleast 5 years)

* Biochemical

Bilirubin > 85umol/L, INR 1.5 or more, AST>ALT *(but AST <400)
Maddrey discrimant factor >32 poor prognosis, 30% mortality at 28 days.
Treatment

Steroids but no benefit beyond 28 days

Clinical trials: immuno-modulators

- Best clinical care

* Alcohol abstinence improves long term prognosis

Thursz MR et al. STOPAH Trial. N Engl J Med. 2015



Stratification- AUDIT score
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MM Harm reduction

ACLF grade 1 (n=7) 5 2 0
ACLF grade 2 (n=15) 6 5 4
ACLF grade 3 (n-7) 6 1 1

Decompensated ArLD (n=61) 51 6 4

Cirrhosis compensated (n=69) 36 18 15

mortality (n=22) 4 18 0

The overall abstinence rate is 65%

Alcohol recovery>>> Liver recovery>>> reduced Hospital readmission>>>>reduce mortality



Acamprosate

* Possibly NMDA receptor agonist
 Safe in Alcohol related cirrhosis- no hepatic metabolism
* Need to monitor eGFR

Tyson et al. Eur J Gastroenterol Hepatol 2022



Naltrexone

* a p-opioid antagonist- moderates dopamine surges and reduces
alcohol consumption

* Black box warning
e Safe in cirrhosis

Atkinson et al Clin Pharmacol Ther. 1985
Ayyala et al. Hepatol Commun 2022



Cumulative Days

Baclofen
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| Treatment --#--- 30mg/d —8— 90mg/d —4A— PBO |

James C et al. Neuropsychopharmacology. 2021
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Take home messages

 Abstinence
 Abstinence
e Abstinence

* Alcohol dependence for 5 years or more- consider referral for
Fibroscan/ELF.

* Fibrosis is reversible

* Complications related to portal hypertension can be stabilised
following abstinence



Love your Liver!

Any Q/comments
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