An all too common liver case

Niall Breslin, Consultant Gastroenterologist and Hepatologist
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- SHOCK

Europe’s
Jumbo-Size
Health Crisis




The Real Pandemic

Fatty liver affects 25% of our population — directly related to calorific food intake

25% will have NASH

30% of these will have significant fibrosis

20% of type Il DM have clinically significant fibrosis

Rate of progression

e 1 stage very 7 years
® 10% of NASH - cirrhosis
* But 20% progress to cirrhosis in 10 years

NASH cirrhosis now the leading indication for transplant in females and 2"9 in males
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Case

46 year old male with fatigue
Hypertension, hyperlipidaemia, BMI 30Kg/m?, impaired fasting glucose
Rare alcohol

On Rosuvastatin

ALT 67 IU/L

AST 47 1U/L

GGT 80 1U/L
ALK P 140 IU/L

é Beacon Hospital
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Clinical assessment

»

History

What symptoms?
Why?

Examination

e Beacon Hospital



Helpful symptoms in making your assessment

Abdominal pain

Dark urine

ltching

@ - Beacon Hogpital



Assess risk factors

Alcohol intake Metabolic
21 units//14 Viral risk

units

syndrome/auto-
iImmune

Drug history -
including herbal Family history
remedies

e Beacon Hogpital






Our patient

You're concerned about alcohol

Nail the history
How many pints of beer do you consume on a Friday, Saturday etce
What percentage proof?

How many bottles of wine do you drink in a week?

How long does a bottle of gin laste

-
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Helpful indicators for alcohol excess

AST/ALT ratio >2

GGT

(Blood alcohol)

@
||)

ALT invariably <300
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.........

You remain to be convinced

Our patient about his reported alcohol
intake!




PEth testing
— The HBA1cC
of alcohol
consumption

Phosphatidyl ethanol
(PEth)

formed on surface of the
red blood cell

sensitive and specific -
detects excessive alcohol
intake within a two-week
period.

ethyl alcohol reacts with
phosphatidylcholine, in a
reaction catalysed by
phospholipase D

0-20 ng/ml — negligible

alcohol intake

20-199 ng/ml - significant
consumption

>200ng/ml — heavy
consumption
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The
Chronic
Liver

Disease
screen

Viral

HBV & HCV; hep a (?VACCINATE IN FUTURE)

hepatitis E - especially if immunosuppressed

Immunological

Auto antibodies — ANA, smooth (AIH) , LKM (AIH), mitochondrial (PBC),
Coeliac anti-bodies

Immunoglobulins — IgA (alcohol), IgG (AlIH), IgM (PBC)

IgG4

Metabolic
Lipids/glucose/HbAlc
Ferritin/transferrin satin >50%(fasting)

Alpha 1 antitrypsin levels
Copper studies — caeruloplasmin; 24 hour urinary Cu /

o



Don’'t forget the simple tests

FBC

Coagulation
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Our case

«/ Liver screen normal

B US — increased echogenicity

“3* Diagnosis as expected...what next?
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Non invasive assessment of fatty liver

FIB-4 score APRI score
Age

ALT AST

AST Platelets
Platelets

& Beacon Hospital



FIB 4 SCORE

Simple
Quick
Inexpensive — no added cost

Use online calculator — MD Calc

score <1.3
e 70-80% of our patients
* Negative predictive value for FO-F2 is 93%

Score > 2.6
* 96% specificity for advanced fibrosis
* 66% positive predictive value
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MD CALC

Fibrosis-4 (FIB-&) In

When to Use v Pearls/Pitfalls v

46
AST
. ’ &7
Aspartate aminotransfer
“ALT 57
Alanine a
Platelet count 200

1.32 points

Further investigation needed

Approximate fibrosis stage: Ishak 0-1 (Sterling et al 2006)

Copy Results B

Why Use v
years
u/L
u/L
x1P/L &5

Next Steps »

About the Creator

Dr. Richard Sterling &

Also from MD|

Related Calcs

« NAFLD Fibrosis Score
* HIV CKD Prediction
» MELD Score (New)
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ArC ( I r ’ ( Login -

Fibrosis-4 (FIB-4) Index for Liver Fibrosis

About the Creator
When to Uise v Pearls/Pitfalls v Why Use + De: RickardStarling &
M D A LC Al s
o with ynln r 565 year 46 years
! F . Related Calcs
* NAFLO Fibro
+ HIV CKD Predi
AST + MELD Score (New
-\ &7 UL MELD Score (New)
artate aminatransferase
f,m . 67 u/L
Platelet count 110 x 10%L &5

2.40 points

Further investigation needed
Approximate fibre ge: Ishak 2-3 (Sterling et al 2006)

Copy Results Bl Next Steps D»
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Fibrosis Risk Stratification

FIB-4: < 1.3 — FIB-4 Index
l_ l FIB-4: 1.3-2.67

Low risk

Indeterminate risk

FIB-4: > 2.67 —l

High risk

l Order second test

Liver stiffness measurement (LSM)
by elastography or ELF blood test

v

Low risk

FIB-4:<1.3
LSM < 8 kPa
ELF<7.7

Indeterminate
risk ~
FIB-4: 1.3-2.67 /
LSM 8-12 kPa |
ELF 7.7-9.8

High risk

FIB-4: > 2.67
LSM > 12 kPa
ELF >9.8

v

= Managed by
primary care team,
endocrinologist, other
= Focus care on obesity

management
and CVD prevention

v

(MRE, cT1, other)

and CVD

v

= Referral to liver specialist for additional
proprietary biomarkers or imaging

= Multidisciplinary team to prevent cirrhosis

e Beacon Hospital



FIBROSCAN

quick
accurate

expensive
trained staff
limited resource




Management of suspected fatty liver

Target high risk groups

e ALT/AST over 301U/L
Ta rget efatty liver on imaging
ediabetes/pre-diabetic

eobesity with cardio-metabolic disease

Weight Weight loss — aim for 10% loss — no caloric excess not NAFLD!

Manage Manage hypertension, diabetes, hyperlipdaemia

Stratify Stratify risk of fibrosis

2 é Beacon Hospital



Goal - halt inflammation and reverse fibrosis
* Vitamin E —400-800iu; non diabetic/non cardiometabolic patients
* Pioglitazone - non diabetic or diabetic patients

* GLP-1 RA—-DIABETIC PATIENT
. Dulaglutide (Trulicity), Semaglutide (Ozempic), Liraglutide (Victoza)

e SGLT 2 —reduce liver fat but ?fibrosis
e Bariatric surgery?

Emerging treatments

* Obeticholic acid

* Resmitron (Thyroid hormone receptor agonist)
* 955 patients — at year resolution of NASH and improved/stable fibrosis

Treatment of NASH




Key points

Pandemic
Know who to screen

Risk stratify your patients using the FIB-4 score

Aim for >10% weight reduction and manage the add ons

Pharmacotherapy for those with fibrosis....

e Beacon Hogpital



“Each capsule contains your medication,
plus a treatment for each of its side effects.”
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THE DR KELLY
SALAD

AVAILABLE AT
FOOD CREW
IN MARCH

Q - Beacon Hospital



Thank you



Fibroscan

* Transient elastography
* shear waves propagate faster in fibrotic tissue
* Takes 5 minutes

e 2readings
e CAP score — burden of fat
* Liver stiffness — severity of scarring

* F>1:7.1kPa, sensitivity 75 percent, specificity 78 percent
* F>2:7.8 kPa, sensitivity 77 percent, specificity 83 percent
* F>3:8.0 kPa, sensitivity 92 percent, specificity 76 percent
* F4 (cirrhosis): 11.5 kPa, sensitivity 81 percent, specificity 61 percent
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