CASE 1

45 year old woman with fatigue is found to have an
elevated alkaline phosphatase; 180 (norm: 50-120)
Additional laboratory tests
ALT 30, AST 35,
Total Bilirubin 0.8
Total Protein 7.8, Albumin 4.3
Total Cholesterol 240, HDL 100, LDL 120

PBC

¢ Middle-aged women

¢ Interlobular — septal: inflammatory
ductular destruction

e AMA + or -!

¢ Check their
daughters!

Abnormal Alkaline Phosphatase in the Absence of Overt Liver or
Hepatobiliary Diseases

Case 2

40 year woman with a history of hypertension

glucose intolerance and hyperlipidemia has a BMI
35.

Taking metformin and lisinopril
“Social drinker”.
PE: hepatomegaly
Laboratory test:
Albumin 3.9

Total Bilirubin 1.2
Alk Phos 135

AST 39, ALT 38

The first commandment of NAFLD management:

Rule out advanced fibrosis

Liver Fibrosis, but No Other Histologic Features, Is Associated
With Long-term Outcomes of Patients With Nonalcoholic
Fatty Liver Disease
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Fibrosis Stage Is the Strongest Predictor for Online calculators
Disease-Specific Mortality in NAFLD After Up to 33
Years of Follow-Up
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Fig. 2. (A) Survival of entire cohort compared to the reference pop-
ulation. (B) Survival of patients with fibrosis stage 0-2 and NAS 0-4,
fibrosis stage 0-2, and NAS 5-8, respectively, compared to the refer-
ence population. (C) Survival of patients with fibrosis stage 0-2, and
fibrosis stage 3-4 compared with the reference population.

(Hepwroroy 2015:61:1547-1554)|

Case 3

VCTE aka Fibroscan 22 year old marathon runner taking
acetaminophen for muscle aches in good general
health.

Laboratory test:
CBC normal, Alboumin 4.8
Total Bilirubin 0.4
ALK Phos 80
AST 190, ALT 200
Anti HCV -
PE: WNL

Abnormal Aminotransferases (AST/ALT) in the Absence of Overt Evaluation of Rhabdomyolysis as a cause of Elevated Liver Function Tests
Liver or Hepatobiliary Disease
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Toxicology screening |, | Detailed Medical History Toxic Insult
EtOH levels -Occupational exposures

-Drugs Viral Hepatitis
Macroenzyme -Alcohol HAV Ab
exclusion chromatography, k—] -Familial history of liver disease HBsAg, HBsAb, S—
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5-phosphate assay -Exercise HCV Ab

-Viral Infection

Ferritin

i i e Hepatitis ..
Iron Levels | -Macroenzyme Exercise/Rhabdomyolysi | CK > 5x above upper limit of normal ‘
Total Iron Binding Capacity CK elevation, Myoglobinuria J

Transferrin ‘ Myoglobinuria: Urine dipstick findings are positive in only 50%
C282Y, H63D
Wilson’s Disease Autoimmune Hepatitis l
NAFLD/NASH Ceruloplasmin Levels Anti Smooth Muscle Antibody | - o R R |
Triglyceride levels Serum Copper ANA Vigorous hydration with isotonic crystalloid
Total Cholesterol 24 hour urine copper Quantitative serum Immunoglobulins
Body Mass Index Kayser Fleischer Rings
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Muscular exercise can cause
highly pathological liver

function tests in healthy
men

Jonas Pettersson, UIf Hindorf, Paula Persson, Thomas Bengtsson,
UIf Malmauist," Viktoria Werkstrom' & Mats Ekelund®
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Aminotransferase Elevations in Healthy Adults
Receiving 4 Grams of Acetaminophen Daily
A Randomized Controlled Trial

Paul B_ Watkins, MD Context R
D i
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Design, Setting, and Participants A randomized, single-blind, placebo-
controlled. 5-treatment, paralle-group, inpatient, diet-controlled (meals rovided),lon-
gitudinalstudy of 145 healthy adults in 2 US inpatient dinical pharmacology units.
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Case 4

35 year old woman presents with fatigue. She is
taking nitrofurantoin for recurrent cystitis.

Laboratory tests:
Total Protein 9.3, Alboumin 4.4
Total bilirubin 1.5
Alk Phos 150, AST 85, ALT 140
CBC normal

Viral hepatitis serologies: anti HAV+, anti-HBs+,
anti HCV+, and HCV RNA neg.

PE: hepatosplenomegaly

Increasing incidence of AlH
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AIH Occurs in all age groups
It is not just a disease of young women!
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Diagnosis of Autoimmune Hepatitis: Simplified criteria

Elevation of serum total IgG

IgG>16g/I 1 point

1g§G>18.5g/1 2 points
Autoantibodies

ANA;SMA or LKM >1:40 1 point

>1: 80, or SLA/LP positive 2 points
Histology of chronic hepatitis

Compatible with AIH 1 point

Typical of AIH 2 points
Absence of viral hepatitis 2 points

Hennes EM et al., hepatology 2008; 48; 169-76




Take home messages:

Abnormal liver chemistries don’t necessarily
reflect abnormal liver function.

Abnormal liver chemistries may not necessarily
reflect liver disorder

Patterns of abnormal liver chemistries can
conform to hepatocellular, cholestatic and
mixed disorders.

There may be significant liver disease with
normal liver chemistries.
Serological tests for viral and autoimmune

hepatitis will help resolve the differential
diagnosis of chronic hepatitis




