Outline of Lecture 21 (02-24 PP; Thuluvath)

Portal HTN, Ascites, Varices, and Hepatic Encephalopathy
PATHOGENESIS
Portal hypertension


Clinical


- Sx include edema, ascites, caput medusae, prominent veins on abdominal wall, confusion, asterixis, splenomegaly


- Further evaluation can include HVWPG measurement and imaging of the portal vein



- Complications occur when PV pressure > 10-12 mmHg (nl 5-10) 


Causes of portal HTN may be divided into 3 categories

1. Pre-sinusoidal: eg splenic vein thrombosis ( “left sided” portal HTN); PV thrombosis, stenosis, or compression



2. Sinusoidal: eg cirrhosis of any cause, severe hepatitis, venoocclusive disease



3. Post-sinusoidal:  eg Budd-Chiari syndrome (hepatic vein obstruction)



Ultimately, portal HTN results from ( resistance


- Due to fixed (eg fibrosis, nodules, thrombosis) or dynamic (eg smooth mm, myofibroblasts, stellate cells) defects

- Due to ( production and exaggerated response to vasoconstrictors and insufficient release of vasodilators (eg NO)


Complications


- ( collateral circulation: hemorrhoids, caput medusae, gastric varices, splenorenal shunt


- Gastric and esophageal varices, & bleeding


- Effects on the circulatory system:  portal HTN ( ( vasodilators in mesenteric bed ( splanchnic vasodilation ( ( effective circulating volume



- Ascites



- Hepatic encephalopathy



…and others

Ascites: fluid in peritoneal cavity

Results from



High portal pressure (HVWPG > 12 mmHg)



Splanchnic vasodilation



Renal hypoperfusion or renal dysfunction: results in renal Na and water retention

Albumin content of ascites


Low in portal HTN (sinusoids prevent protein escape)



High in Budd-Chiari (leaky sinusoids)

Hepatorenal syndrome: renal failure due to liver disease


- Portal HTN ( splanchnic vasodilation ( ( effective circulating volume ( vasoconstriction (RAAS, SNS) ( renal vasodilation unable to compensate as disease progresses ( renal failure


- 2 flavors: type I (rapidly progressive renal failure) and type II (slowly progressive renal failure)

Hepatic encephalopathy


- Def: CNS dysfunction (confusion) due to hepatic insufficiency or porto-systemic shunting


- Causes: cirrhosis, acute liver failure, shunting (sponatenous, collateral, surgical, or TIPS)

- Underlying mechanism is failure of the liver to clear materials toxic to the CNS.  The primary toxin is ammonia, which interferes with synaptic transmission.  Ammonia is usually metabolized to urea by the liver, then trapped in the intestine by bacterial conversion back into ammonia

MANAGEMENT

Variceal bleeding


A medical emergency, and a leading cause of death in cirrhosis


Prevention of large varices



- Prevent progression of underlying liver disease first



- Role of beta blockers for this treatment goal is still under investigation


Primary prophylaxis (prevent first variceal bleed)


- Nonselective beta blocker (propranolol) to reduce HVWPG has been shown to be effective in reducing bleeding and mortality


- Endoscopy in cirrhotics to check for imminent bleeds (large varices, red spots, Wale signs, and hematocystic spots are all risk factors)


- Small trials show that endoscopic banding reduces bleeding but doesn’t reduce mortality; still may be useful if beta blockers are contraindicated


- Sclerotherapy is NOT effective; TIPS and shunt are contraindicated b/c of hepatic encephalopathy


Management of acute variceal bleeding



- Resuscitation


- Start octreotide or somatostatin if strongly suspect variceal bleeding



- Use vasopressin only in combination with nitrates (compensate for arterial constriction)


- Endoscopy if patient is stable to confirm bleeding; stop bleeding by sclerotherapy or banding


- If bleeding continues, attempt 2nd round of endoscopy and pharmacological treatments


- If bleeding still continues, consider balloon tamponade, TIPS, or shunt

Secondary prophylaxis (prevent second bleed)


- Endoscopic therapy PLUS nonselective beta blockers is better than either alone

- Shunt and TIPS better than endoscopy, but carries risk of hepatic encephalopathy and high mortality
Gastric varices


- Isolated gastric varices: R/O splenic vein thrombosis


- Isolated gastaric varices + splenic vein thrombosis: splenectomy


- Bleeding gastric varices: see above
Portal hypertensive gastropathy


- Shows mosaic pattern on endoscopy; propranolol is treatment of choice

Ascites


- Identify cause, sodium restrict, diuretic & aldosterone antagonist, paracentesis


- Refractory ascites: repeated large volume paracentesis, shunt, TIPS, liver Tx
Hepatic encephalopathy


- Treat ppt’ing factors, lactulose (to get 2-3 bowel movements per day and cause GI clearing of ammonia), low protein diet, shunt reversal, liver Tx

