AUTOIMMUNE HEPATITIS (AIH)
Def = Unresolving inflammation of the liver with no known cause
Epidemiology:
· Incidence = 1.9/100,000
· Women:Men = 3:1

· All ages and ethnic groups effected similarly

Etiology:

· Pathology = Interface hepatitis and portal plasma cell infiltration on biopsy
· Hypergammaglobulinemia & Autoimmune antibodies

· Cirrhosis develops in 82% by 5 years (MR 45% at that point)

· Esophageal varices in 50% (20% die from varices)

	EXTRAHEPATIC DISORDERS LINKED TO A. HEPATITIS

	· Ulcerative colitis

· Hemolytic anemia

· ITP

· Type I DM

· Thyroiditis

· Hyperthyroidism

· Diabetes insipidus

· Primary adrenal insufficiency

· Polyglandular autoimmune syndrome I

· Celiac disease

· SLE

· RA
	· Polymyositis

· Mixed connective tissue disease

· Pulmonary fibrosis

· Glomerulonephritis

· Behcet’s disease

· Febrile panniculitis

· Skin diseases:

· Pityriasis lichenoides

· Vitiligo

· Urticaria pigmentosa

· Sweet’s syndrome


Clinical presentation:

· 40% have acute onset (may be encephalopathic and fulminant in <8wk)
· DDx:

· Hereditary:
· Wilson disease
· Antitrypsin deficiency
· Genetic hemochromatosis
· Infectious:
· Hepatitis A, B, and C infection
· Drug-induced = Minocycline, nitrofurantoin, isoniazid, propylthiouracil, and -methyldopa
Labs:

· Autoantibodies:

· Antinuclear antibodies (ANA) = 70% have
· Anti-smooth muscle antibodies (SMA) = 54%
· Antimicrosomal antibodies (anti-LKM1) = Usually only positive if other two are negative
· Liver biopsy = Critical to establishing diagnosis 
· Rebiopsy Q2yr after initial diagnosis
· Criteria:

	DIAGNOSTIC CRITERIA

	
	DEFINITE
	PROBABLE

	No genetic disease
	Normal a-1 antitrypsin

Normal ceruloplasmin

Normal Iron and ferritin levels
	Partial a-1 antitrypsin deficiency

Nonspecific ceruloplasmin

Nonspecific iron and ferritin

	No active viral infection
	Hep A, B, & C negative
	No markers

	No toxic injury
	Daily EtOH <25g/d

No use of hepatotoxic drugs
	Daily EtOH <50g/d

No recent use of hepatotoxic drug

	Laboratory values
	Predominantly AST/ALT rise

Hypergammablobulinemia >1.5X 
	Hypergammaglobulinemia <1.5X

	Autoantibodies
	ANA >1:80
SMA >1:80

Anti-LKM1 >1:80

No AMA
	ANA >1:40
SMA >1:40

Anti-LKM1 >1:40


Treatment:

· Prognosis:
· Untreated = 40% dead within 6 months

· Poor prognosis = AST > 10X normal

· Indications to treat:
· Severity of symptoms = Little data to support steroid use in mild disease

· AST&ALT >10X normal

· AST&ALT >5X normal + Hypergammablobulinemia 2X normal

· Histologic bridging necrosis or multiacinar necrosis (Do not treat cirrhosis with no active inflammatory cells)

· Side-effects from corticosteroids = Brittle diabetes, osteoporosis, emotional lability or a history of psychosis, or poorly controlled hypertension (relative)
· Pregnancy is not a contraindication to treat with steroids or azothioprine
· 90% 10yr survival when treated (including cirrhotics)
· 90% respond with improved LFT within 2 weeks
· HepC = If present treat Autoimmune 1st since worsened by Interferon
· May use high dose prednisone or prednisone + Azothioprine (less side effects)
· Must monitor LFT
· Indications for Prednisone alone:
· Cytopenias
· Pregnancy
· Malignancy
· TPMT deficiency (MUST test prior to use)
· Prednisone 60mg taper Qwk 60->40->30->30->20 (until results)
· Prednisone + Azothioprine:
· Prednisone = 30->20->15->15->10 (until results)
· Azothioprine 150mg Qd until results
· Endpoint:
· Reasons:
· Remission (mean = 12 months; 65% by 2yr):
· Resolution of symptoms
· Reduction in AST&ALT to <2X 
· Normalization of serum bilirubin and gamma globulin levels
· Improvement in liver histology to normal or only mild portal hepatitis (or minimal or no activity in patients with cirrhosis)
· Treatment failure = 10% fail to respond despite any treatment used
· Predicted by = Cirrhosis, Young age, HLA-B8 and HLA-DR3 phenotypes
· Drug toxicity = Occurs in 10% (continue therapy with whichever one does not cause side effect)
· Withdrawal:
· Prednisone over 6 weeks
· Azothioprine (after steroid) = Reduce 50mg every 3 months
· Follow-up:

· LFT & globulin at 3mth, then Q6mth for 1 year
