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Disclosures

* None



Objectives

* |dentify NAFLD in your practice, when appropriate
* |ncorporate new tools for assessment of NAFLD

* |nitiate treatment alongside other metabolic conditions



Summary

We have to screen for NAFLD if we want to find it early enough to change
the course of disease.

FIB-4 is an easy to use tool to rule out significant fibrosis of the liver

Shearwave elastography will further stratify those with possible liver
disease

Treatment for NAFLD can be started immediately
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NAFLD Is coming:for

* Obesity + diabetes, + aging population -
= rapid growth of NAFLD

* NAFLD progresses silently = late
. diagnosis = reduced survival, long
. hospitalizations

No. of cases

* 2020 Canadian'data estimates
doubling of deaths due to NAFLD

\ . g | -
Swain, et al. CMAJ Open 2020
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'NAFLD is a spectrum

Obesity

Joetes el r 8 NAF LD we—

Dyslipidaemia

Fatty liver with Liver cirrhosis Hepatocellular
inflammation/scarring carcinoma

(NASH)

Healthy
liver

Simple fatty
liver

| Liver Transplantation or death |

NAFLD = Non-alcohol Fatty Liver Disease



Is it NAFLD, or Alcohol?

Observational Study > J Hepatol. 2022 Oct;77(4):918-930. doi: 10.1016/).jhep.2022.04.040.
Epub 2022 May 20.

Ethyl glucuronide in hair detects a high rate of
harmful alcohol consumption in presumed non-
alcoholic fatty liver disease



Initial cirrhosis state
Compensated
------- Decompensated
£
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0.2 - 3 years vs. 10 year survival
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Survival time (mo) Samonakis DN et al . 2014. WJG

Figure 2 Survival curves in compensated and decompensated cirrhosis.



Case: Mr. Joe

* Presented to EKRH with variceal bleed,
airlifted to Calgary, survived and
transferred back

* Diagnosed with decompensated liver
cirrnosis - a surprise! Consulted by me

* Entered into ultrasound surveillance
program to watch for liver cancer (HCC)

* Developed HCC and unfortunately was
not a candidate for treatment or liver
transplant due to cardiac disease

* Palliative principled care ensued...




British Columbia had the lowest
prevalence of obesity in Canada.’

Newfoundland

and Labrador
British Columbia Alberta Manitoba
29% [

Saskatchewan

% | A=
> G Prince Edward Island
F+]
30 % {-}

0."
New Brunswick Nova Scotia

lllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllll

35% 1

Sources Notes

' Statistics Canada, 2016 and 201/, Canadian Health Measures Survey. Ottawa. * Underweight and normal weight categories were combined



Figure 2. EKRH & EVH Number of
Hospitalizations and Unique Patients
Hospitalized for Chronic Liver Disease, by

Indicator, 2017/18 to 2021 /22

B # Hospitalizations

| | 139
# Unique Patients 2021/22: the highest number of
119 CLD hospitalizations (139) in 2
111 sites

CLD hospitalizations increased
17% relative to the previous
fiscal year and 53% relative to
two years prior.

2017/18 2018/19 2019/20 2020/21 2021/22
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2019 Patient mapping: median time to be seen = 261 days



o What a referral looks like now:

Patient sees
primary care: ===/ Bloodwork ==  Ultrasound |=—— I
?NAFLD ‘ E ﬁ astroenterology

Care returned to | triage referral
Primary Care

N\

Fibroscan

Referral to

Booked for
Gl/Hepatology
Consult!

Request
missing info

\/



How It could be

* Routine visit... patient has DM, obesity, HTN, elev cholesterol
* Send usual labs including AST, ALT, INR, bill, ALP
* Send complete liver work up if concern about other liver diseases

e Calculate a FIB-4 score

* And then what?!



FIB-4 Score

Calc app on smartphone
5 =rules out advanced fibrosis with 90% accuracy

 >3.25 rules in advanced fibrosis with 65% accuracy
* Limitations: underestimates fibrosis in young, overestimates in the elderly

Age (years) AST Level (U/L)
X J

Platelet Count (10°9/L) _ EnteraValue __

ALT (U/L)
X

FIB-4 =



The future looks brighter

* First. FIB-4 score easily stratifies L, Ao lyears) x AST(UL

patlents at rullng out fibrosis Platelet Count (10%/L) x ~/ALT (U/L)

* Second: Shearwave elastography
technology added on to an ultrasound
exam, can FURTHER delineate degree .
of liver disease. (like fibroscan..

* Shearwave elastography (SWE) is
validated in NAFLD

* |t is now Installed at EKRH and EVH
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FIB-4 correlates to Shearwave

Table 2: Classification of patients with nonalcoholic fatty
liver disease who had available fibrosis-4 index scores
according to fibrosis-4 index score and shear wave
elastography value

FIB-4 index score; no. (%) of patients

> 1.30 < 1.30
SWE value, kPa n = 396 n = 855

34 (8.6) 21 (2.5)
362 (91.4) 834 (97.5)

Note: FIB-4 = fibrosis-4, SWE = shear wave elastography.

Shaheen, et al. CMAJ Open 2020



Does this algorithm work®

SWE showing advanced fibrosis
SWE Indeterminate

Referred to Gl/Hepatolog

Normal or low risk SWE

Shaheen, et al. CMAJ Open 2020



o What a referral could look like:

Patient sees 2bN
primary care: _> B|°°d work Ultrasound I Referral to

2NAFLD '4 score + shearwave Gastroenterology

Normal
Normal SWE

Care remains
with Primary Care

Booked for
Gl/Hepatology
Consult!






NASH therapy?

Weight loss remains the mainstay of therapy

Optimize diabetic control and cardiac risk reduction (75% of people with
cirrhosis die of cardiac/CVA) disease

Statins are okay as long as not Child-Pugh C cirrhosis (encephalopathy,
ascites, varices)

The rest?



NASH treatments
E sl sl e

Weight loss a7 WV (if 10% loss)
Exercise 7 No data . . 7

Metformin €0 No data 7 v
Pioglitazone 177 v/ \Z €0

SGLT-2 inhib No data No data 7 v

GLP-1 agonists W 7 N7 €0

Insulin SC 47 No data 7 7



Weignht loss therapy

* Weight loss:

— 3% W = some reduction in steatosis
— 5% W = improvement in inflammation

— 7% W = could be enough to resolve NASH
—10% W = potential reversal of fibrosis, if not cirrhotic



5 visits/year result in better weight loss adherence
Refer to a dietitian

Encourage a formal program

Exercise 150 minutes a week

Medications and disability are more expensive than healthy
food and exercise equipment...

Bariatric surgery could be considered



Mediterranean Diet Pyramid

High in
*Olive oil 4tbsp/day
*Handful of nuts/day
*Fish 3x/week
*Legumes 3x/week
*Fruits and vegetables
*Fat: 40% of kcal,
MUFA, PUFA

Diabetes

CVvD

NAFLD

Blood pressure
Lipid profile
Glucose

CRP

Meats :
A = Low In

Swee ®
o~ ;: Soda pop
Sweets

J:rumd'::rj; , | - FEHHI}F" ‘Red meat and
BES
= | Cheese, processed meat
/ . & and Yogurt

- '?Eté._i ; | . :| Muoderate porlions, 'CHO: 40% Of kcal

daily to weekly

_ e Fish
iy L 2 and
S | ' | | =" Seafood

. . = = Often, af leasi
Drink Water ; \ T W= - - Foowr Hinmes per teek

Fruits,
Vegetables,
Grains
: . B 'y (mostly whole),
A Tl : _ Olive oil,
. 1_‘_ 255 : ; Beans, Nuts,
[ “ @ e \ Legumes
’ »- e ar Ve : and Seeds,
o " Herbs
e \ and Spices
e — Base evvry menl
on Hhese foods

Be
Physically
Active;
Enjoy
Meals
with Othe:




Semaglutide

The NEW ENGLAND JOURNAL of MEDICINE

* 320 patients with stage 2-3

fibrosis (F4 = cirrhosis)

* 99% had resolution of NASH 5 pl;cebo-Controlled Trial of Subcutaneous

with 0.4mg weekly vs. 17% Semaglutide in Nonalcoholic Steatohepatitis
of placebo group

P.N. Newsome, K. Buchholtz, K. Cusi, M. Linder, T. Okanoue, V. Ratziu,
A.J. Sanyal, A.-S. Sejling, and S.A. Harrison, for the NN9931-4296 Investigators*

* 13% weight loss at 0.4mg vs
1% In placebo group

published November 13, 2020,



A Resolution of NASH with No Worsening of Liver Fibrosis
(primary end point)

Odds ratio, 3.36 (95% Cl, 1.29-8.86)
-/ (¢ ¢/¢¥ """/

Odds ratio, 2.71 (95% Cl, 1.06-7.56)

100 | |
90 Odds ratio, 6.87
(95% Cl, 2.60—17.63)
80 P<0.001
70 | |

60
50

59
40
40 36
30
20 17
0

Semaglutide, Semaglutide, Semaglutide, Placebo
0.1 mg 0.2 mg 0.4 mg (N=58)
(N=57) (N=59) (N=56)

Percentage of Patients




Summary

We have to screen for NAFLD if we want to find it early enough to change the
course of disease.

FIB-4 is an easy to use tool with minimal effort to stratify risk of fibrosis
(scarring) to determine urgency of intervention needed

Shearwave elastography as an ‘add-on’ to initial Ultrasound for those with
elevated FIB-4 score will further stratify these people

Basic treatment starts immediately: Diabetic control, treat CVD risk factors,
consider weight loss programs and/or semaglutide
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Figure 1. EKRH & EVH Chronic Liver Disease Hospitalizations by Month, Fiscal Years 2017/18
to 2021/22

Over the last five fiscal years, hospitalizations at EKRH and EVH overall, showed an increasing trend which
ranged from three discharged a month (Jan 2017) to 17 discharged a month (July 2020).

18
16
14
12
H 10
Hospitalizations 8
6
4
2
0
2578822537882 2537882252882 235284°¢%
2017 2018 2019 2020 2021 2022

From 2017/18 to 2021/22: 552 hospitalizations for 421 unique patients
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