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Epidemiologic Trends




@ JAMA Network-

From: Alcohol-Related Deaths During the COVID-19 Pandemic

JAMA. 2022;327(17):1704-1706. doi:10.1001/jama.2022.4308
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Figure Legend:

Monthly Alcohol-Related Deaths Among People 16 Years and OlderThe dotted vertical lines indicate important dates in the US at the
beginning of the COVID-19 pandemic. Deaths increased in the spring of 2020 as the pandemic unfolded, and the number of deaths
remained elevated in the first half of 2021.

Copyright 2022 American Medical Association.

Date of download: 8/15/2022 All Rights Reserved.
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Global trends: alcohol-related epidemiology and mortality/disability
statistics: Consumption, death, and disease burden

Aberg, F et al J Hepatol 2023
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Combined effects of alcohol and metabolic syndrome on liver-
related outcomes

I No Mets
B Mets

3.1%

1.5% 1.4%
0.5%

Abstinence Moderate Risk Heavy
or light drinking  drinking drinking drinking

Aberg, F et al J Hepatol 2023




o
ée CURSO DE AVANCES .,

- EN GASTROENTEROLOGIA
PERSPECTIVAS FUTURAS EN GASTROENTEROLOGIA
17 - 19 Julio 2024 - Hotel InterContinental, Stgo. § X \

Abdominal obesity increases alcohol-related liver
toxicity by fourfold

— WHR, lowest tertile
—— WHR, middle tertile
—— WHR, highest tertile
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PETH testing and overlap of ASH from NASH

Dual diagnosis: MAFLD/NAFLD +/- ALD

Fatty liver disease

Cirrhosis

Methods |

e

b R

Eﬁﬁ#’n

Questionnaire Sample collection

<§

SCR for alcohol consumption

+ metabolic characterization | fr—

N

Results & conclusions '

Moderate to excessive alcohol
consumption in
s 28.6% of NAFLD patients
25.0% of MAFLD patients

Optimal diagnostic means

hEtG: AUC 0.927
+ uEtG: AUC 0.754
+ AUDIT-C: AUC 0.733

Staufer et al.,
DOI: 10.1016/].jhep.2022.04.040

Staufer, K et al J Hepatol 2022
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The Dynamic Spectrum of Steatotic Liver Disease

Fibrosis stage

Risk estimates for decompensation
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The dynamic spectrem of SLD
/ MetALD /

Obsesity, insulin resistance and type 2 diabetes, dyslipidaemia, and hypertension, etc

Disease drivers

Cardio- |
metabolic risk

Genetic risk = PNPLA3, MBOAT7, TMGSF2, HSD17B13, etc

Alcoholuse +

<20 g (female) 20-50 g (female) =50 g (female)
=30 g (male) 30-60 g (male) >B0 g (male)

Israelsen M, et al Lancet 2023
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Bariatric Surgery and Female Sex

= 28% of participants in a survey endorsed problems with alcohol control
after bariatric surgery in comparison to only 5% before surgery

= Bariatric surgery is more common in women than men

= Patients after gastric bypass surgery drank significantly more alcoholic
beverages per day as compared to before surgery.

= Potential mechanisms that may account for this include neurohumoral
consequences of gastric secretion, the concept of addiction transfer, and
changes in alcohol metabolism
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Alcohol Use, Alcohol-Related Problems, and Treatment Before Bariatric Surgery
and During First and Second Postoperative Years

P Value

No. (%) of Participants™ f
I (%) 1 Preoperative Preoperative
1-y 2-y vs1-y vs 2-y 1-yvs 2-y
Preoperative Postoperative Postoperative Postoperative Postoperative Postoperative
A ent A nent A ient  Assessment A it A nent

Select AUDIT items
Frequency of alcohol consumption
Never 578 (41.3) 628 (44.9) 580 (41.4) 7

= Monthly 523 (37.4) 455 (32.5) 414 (29.6)
2-4 times/mo 197 (14.1) 200(14.3) 238 (17.0)
2-3 times/wk 65 (4.6) 74(5.3) 97 (6.9)
=4 times/wk 37 (2.6) 43 (3.1) 71 (5.1)
Aloool'volic drinks on a typical drinking day

568 (41.8)  619(45.5  571(42.0) 7
1-2 611(44.9) 607 (44.6) 623 (45.8)
34 134 (9.9) 106(7.8)  120(9.5)
5-6 35 (2.6) 18(1.3) 25 (1.8)
79 8(0.6) 8(0.6) 11 (0.8)
=10 4(0.2) 2(0.2) 1(0.4) J

AUDIT summary measures
Consumption at hazardous level® 266 (19.6) 180 (13.3) 224 (16.5) g 02

AUDIT score =8¢ 36 (2.6) 43 (3.1) 76 (5.5)

Alcohol dependence symptomsd 39 (2.8) 44 (3.2) 77 (5.5) . 01
Alcohol-related harm® 94 (6.8) 93 (6.7) 119 (8.6) . .01 02
Alcohol use disorder® 106 (7.6) 101 (7.3) 133 (9.6) .98 01 01

Treatment for alcohol or drug abuse in past 12 mo
Admitted to hospital for treatment 1(0.1) 3(0.2) 2(0.2) . 52 87

Qutpatient treatment (ie, counseling)? 6 (0.5) 9{0.7) 9(0.7) .29 18 74
In hospital or outpatient treatment” 6 (0.5) 10(0.8) 9 (0.7 A6 25 .84

Abbreviation: AUDIT, Alcohol Use Disorders [dentification Test.
ALimited to participants with AUDIT data at all 3 time peints (n=1400). The number of participants across categories may not sum to 1400 because of missing data. Differences by
time point were determined with generalized linear mixed models using all available data (N=1945).
Missing data for 43 participants.
©Missing data for 8 participants
Missing data for 9 participants.
9Missing data for 11 participants. Alcohol use disorder defined as an AUDIT score of 8 or greater or indication of alcohal dependence symptoms or alcohal-related harm.
fMlsslng data for 34 participants,
9Missing data for 101 participants.,
NMissing data for 115 participants.

King, WC et al JAMA 2012
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Heatmap of the Alcohol Preparedness Index (API) obtained for
each country in 2010

Alcohol preparedness index (API) to assess public health policies on alcohol worldwide

T e
- i
i iig-ﬁl

4 \.#

k4
b Y

-

ﬂ
»

Diaz, LA et al Lancet 2023
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New Therapies and Advances
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Practice Guideline of therapy in alcohol hepatitis

Patient with alcoholic hepatitis:
AUD Therapy

Severe (mDF>32 or MELD>20) Mild disease

Any contra-indication to Nutritional supplementation
corticosteroids*™ Treatment of complications

No or reversed, if present

Use corticosteroids

Palliative Care
T Sehrwat et al Lancet Gastroenterol Hepatol 2020

Singal A et al Am J Gastro Practice Guidelines 2018




Which patients respond best to steroids?

100 —l—— Untreated group —&—— Steroids group
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JP Arab et al J Hepatol 2021
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MELD>20

Maximum benefit in
MELD 25-39

MELD>50 defines futility
Survival benefit at 30 d
but not 90 or 180 d
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Pathogenesis of
Alcohol-Associated

Hepatitis

Bataller, R et al N Engl J Med 2022
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Augmentin and AH: 180-Day Cumulative Incidence of All-Cause
Mortality, 60-Day Cumulative Incidence of Infection, and 60-Day
Cumulative Incidence of Hepatorenal Syndrome

\E Cumulative incidence of all-cause Cumulative incidence of Cumulative incidence of hepatorenal
mortality at 180 d infection at 60 d syndrome at 60 d

50+ 50+ 50+

%

40+ 40
30

40- Prednisolone plus
amoxicillin-clavulanate
30 Prednisolone

plus placebo

304

204 204 204

Infection, %

10

Log-rank test P=.52 04 Gray test P=.02

10
o =" GraytestP=81
60 90 120 150 180 0 15 30 45 60 0 15 30 45 60
Follow-up, d Follow-up, d Follow-up, d

All-cause mortality, %

Hepatorenal syndrome

No. at risk

Prednisolone plus 142 128 113 107 102 99 93 130 116 136 127 118 112
amoxicillin-clavulanate

Prednisolone plus placebo 142 126 110 100 96 92 87 115 95 131 122 112 108

Louvet, A et al JAMA 2023
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Anikinra: Kaplan-Meier survival plot by treatment assignment of all patients
enrolled, by treatment assignment and disease severity in MELD 20-25 group

Kaplan-Meier Plot of Survival by Treatment Assignment
With Number of Subjects at Risk

+ Censored
Logrank p=0.3001

Survival Probability

] L
28 90
Days from Entry to Study End, Death, or Censored at 180 Days

gtug}gﬁr _Legend: IL-1ralPTHiZn _— — — Prednisclone |

IL-1ralPTAIZN 44 30
Prednisolone 39 23

Szabo, G et al Hepatol 2022
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F-652 (recombinant IL-22) in Patients with
Alcoholic Hepatitis

= F-652: A recombinant fusion protein consisting of human interleukin 22 (IL-22)

= MELD scores 11-28/Dose 10ug, 30ug, 45ug (dose and disease severity®scalation study)
15+ : p=NS '

= Produced from blood cells o

= Promotes liver repair 5-

0+

= Reduces fibrosis
5=

A MELD score

= No immunosuppression

Arab, JP et al Hepatology 2020
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Rifaximin: Changes in non-invasive fibrosis markers, liver enzymes, and
self-reported alcohol consumption for the per-protocol population

Forest plot of effect sizes and corresponding 95 % Cls for changes in non-invasive secondary endpoints between baseline and 18 months

Estimated mean difference from baseline {95% C1) Cohen's d (5% Cl)

Rifaximin-a growp (n=54) Placebo group (n=53)

Mon-invasive markers

Liver stiffness (transient elastography), kPa 017 [-1-41to1-74) 1-65 (-2-21 to 5-50) 014 (-0-52 to 0-24)
Liver steatosis (CAP)*, dB/m —811(-2571t0 9.50) 1191 (-2.56 to 26-38) : 037 (-0-78 to 0-05)
Fibrosis-4 index, FIB-4 029 (-0-89 to 0-32) 0-61 (~0-04 to 119) ~0-47 (<0-90 to -0-04)
PRO-C3, ng/mL -1.24 (-3-45 to 0-96) 0-38 (-2-25 to 3-00) : ~0-19 {-0-57 to 0-20)
PRO-C4, ng/mlL 2800 (-1-00 to §6-00) 126-00 (74-00 to 179-00) : -0-65 (-1-04 to—0-25)
PRO-CE, ng/mL 011 (-112 to 0-89) 119 (013 to 2-65) 036 (-0-76 to 0-03)

| T T f T T i
-1-2 0B 04 0 04 08 12
—
Rifaximin-a better Placebo better

Israelsen, M et al Lancet Gastroenterol Hepatol 2023
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Temporal Changes in MAUD Prescription Patterns

MALD prescription trend from 2008 - 2020
Patients diagnosed each calendar year with alcahal related cirhosls and hazardous drinking

MAALID Lasa

I‘T.
: o & :
g g g

[
<
=

w
2
-
£
] .
£

o
*

Percentage ofpmelnrs on MALD
-
.”

Rabiee, A et al Hepatol Commun 2023
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MAUD Improves Survival in
Alcoholic Cirrhosis

(A) Kaplan-Meier analysis comparing the survival
curve among patients who received MAUD in the
first year after diagnosis of cirrhosis versus the
propensity score—matched controls. (B) Kaplan-
Meier analysis comparing the survival curve
among patients who did not receive MAUD
received 3 months or less, or>3 months, in the
first year after diagnosis of cirrhosis in the
propensity score—matched cohort.
(B) Abbreviation: MAUD, medications for alcohol use
disorder.

Rabiee, A et al Hepatol Commun 2023
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Schematic outline of the potential bidirectional relationship between
FGF21 and alcohol use

Exogenous FGF21 or
Endogenous FGF21 Féﬁgl Analogue

Releases Acts on B-Klotho g
hepatic FGF21 :

co-receptor [| H

Stimulates M e Reduces alcohol
hepatic FGF21 | A& consumption

Wang, T et al Cell Rep Med 2022
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Semaglutide reduces binge-like alcohol drinking in mice
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Chuong, V et al JCI Insight 2023
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Liver Transplantation
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Summary of Studies Assessing Early Liver Transplantation (eLT) for Severe
Alcohol-Associated Hepatitis (AH)

B Survival after Liver Transplantation in Patients with AH
and ALD
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C Alcohol Relapse after Liver Transplantation in Patients
with AH and ALD

10—

Percentage of Patients with Relapse

1N

Beyers AH ALD cirrhotis
with eLT withaut AH

Years of Follow-up

Bataller, R et al N Engl J Med 2022




2-year overall
survival after liver
transplantation in
the early liver
transplantation

group compared
with the standard
transplantation
group in the
QuickTrans study

—— Early transplantation group
— Standard transplantation group
HR 0-87 (95% C1 0:33-2-26)

0

1
0 é ].IE ZIEE 24
Number at risk Follow-up (months)

(number censored)

Early transplantation 68 (0) 61 (0) 61(0) B1(0)
group

Standard transplantation 93 (0) 81(1) B1(1) B1(3)
group

A Louvet et al Lancet Gastroenterol Hepatol 2022
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2-year cumulative
incidence of first
alcohol relapse after
liver transplantation
in the early
transplantation group
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= — Early transplantation group
— Standard transplantation group

Subhazard ratio 1-46 (95% Cl 0-82-2.60)
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e n rOI Ied i n th e SEHdetmnmlm;ﬁ; 93 (0)

Death
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Standard transplantation 0

A Louvet et al Lancet Gastroenterol Hepatol 2022 group
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Key Takeaways

Worrisome epidemiologic trends in ALD/AH

Studies are ongoing to target new pathways for therapeutic
benefit

Need to integrate AUD tx w ALD tx
Efforts to liberalize liver transplantation for ALD/AH
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