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3.
Which of the following is most likely to lead to a poor response to antiviral therapy for hep C( interferon/ribavirin)?

A. Genotype

B. Age

C. Gender

D. Viral load

E. Cirrhosis

Answer  A: genotype ( answer given by lecturer at deltamed) 

Treatment of chronic HCV consists of a combination of IFN and ribavirin administered for 12 months. Sustained response (defined as normalization of serum ALT and clearance of HCV RNA from serum 6 months after completion of treatment) is observed in 30–60% of patients. Therapy is appropriate only in selected patients, owing to significant toxicity and side effects. Additional toxicity from ribavirin includes reversible hemolysis and teratogenicity. Contraindications to treatment with ribavirin include myocardial ischemia and chronic renal failure. These patients may receive monotherapy with IFN. Pegylated IFN (IFN attached to polyethylene glycol to prolong half-life) alone or in combination with ribavirin  is also used

NEJM - Two large, prospective trials demonstrated that the combination of interferon alfa and ribavirin significantly increases the percentage of previously untreated patients who have a sustained virologic response, from 16 percent to 40 percent. Both studies showed that in patients infected with HCV genotype 2 or 3 and in those with low viral loads before treatment, the response was maximal after 24 weeks of treatment, whereas patients infected with genotype 1 and those with a high viral load before treatment required a course of 48 weeks for an optimal outcome. This finding led to the recommendation that the duration of treatment should be based on the HCV genotype and the pretreatment viral load.

However, since tests for the quantification of HCV RNA are still not standardized, and since the viral load naturally fluctuates over time, the viral load is currently not routinely used for determining the treatment regimen.

Patient variables that tend to correlate with sustained responsiveness to interferon include a low baseline level of HCV RNA and histologically mild hepatitis. Patients with cirrhosis can respond, but they are less likely to do so and especially unlikely to have a sustained response. Patients with HCV genotype 1 are less likely to respond than patients with other genotypes.





4.
45 y/o man with oesophageal varices. Biggest risk factoe for bleeding

A. Child-Pugh score

B. Portal HTN

C. Systemic HTN

D. Coagulopathy

E. Low albumin

Answer B: PORTAL HTN ( given by the author of the NEJM article)

Prediction of Variceal Hemorrhage 

Despite the high prevalence of varices in patients with cirrhosis, bleeding only occurs in about one third of patients.Various factors may lead to variceal bleeding. Physical factors, including the elastic properties of the vessel and the intravariceal and intraluminal pressure, are important determinants of whether rupture will occur. However, the main determinant of bleeding is variceal-wall tension (T), which, according to Frank’s modification of Laplace’s law (T=[TPxr]xw–1), is a function of the transmural pressure (TP), the radius ® of the vessel, and the thickness of the vessel wall (w).

For optimal management, it is important to understand which patients are most likely to have bleeding. Clinical factors associated with an increased risk of a first variceal hemorrhage include continued alcohol use and poor liver function.Endoscopic predictors of bleeding include large varices and endoscopic red signs (e.g., red wale markings) on the variceal wall. A combination of clinical and endoscopic findings including an advanced Child–Pugh class of cirrhosis large varices, and the presence of red wale markings correlate highly with the risk of a first bleeding episode in patients with cirrhosis.2
[image: image1.jpg]TABLE 1. Crip—PUGH CLASSIFICATION OF THE
SEVERITY OF CIRRHOSIS. *

Vasasie
1 vont
Encephalopathy Absent
Ascites Absent
Bilirubin (meg /1)t <2
Albumin (g/liter) >35
Prothrombin time (sec 1-4

above normal)

Score
2 roixts

Mild to
moderate

Slight
2-3
28-35
4-6

3 ronvTs

Severe to

Moderate
>3
<28

=6

*If the total score is 5 or 6, the cirrhosisis designated class
A;if the score is 7 to 9, the cirrhosis is class B if the score
i 10 or higher, the cirrhosis is class C. The prognosis is di-
rectly related to the score. Adapted from Pugh et al.®

1To convert values for bilirubin to micromoles per liter,

multiply by 171




6. 24 y/o male , prev well admitted with pharyngitis and fever is started on erythromycin. On day 2 of admission he is noted to be jaundiced. Normal FBC, hb 140 , and LFTS show isolated inc in bilirubin 87. 

Cause of jaundice?

a.hemolysis

b.erythromycin

c.
gilberts syndrome

d.
EBV infection

answer: C : gilberts syndrome

Erythromycin causes a cholestasis with hepatitis therefore would expect raised alt/alp therefore this is ruled out with normal LFTS

Normal HB r/o hemolysis

EBV infection causes a hepatitis

Decreased Uptake and Conjugation  of bilirubin is a mechanism of unconjugated hyperbilirubinemia. The only evidence of hepatocellular dysfunction is an increase in unconjugated bilirubin. Frequently, a concurrent acquired illness, such as an infection, cardiac disease, or cancer, is present. Hereditary conditions, such as Gilbert’s and Crigler-Najjar syndromes, are often responsible. 

Gilbert’s syndrome is the most common cause. This is a benign disorder that produces recurrent, self-limited episodes of mild jaundice. Typically, the unconjugated fraction rises to no more than 100 . In Gilbert’s syndrome, fasting and minor illness can precipitate jaundice.

Q7 . 46 y/o male presents with lethargy, spiders, hepatomeg, abn lfts, bili 11, alp 80, ggt 120, alt238, ast 245, INR 1.5. ferritin 2300. Transferrin Normal. Next best test

A. HFE gene

B. Autoimmune screen

C. Viral hep screen

D. Liver biopsy

E. Ceruloplasmin level

F. Alpha-1 anti trypsin

ANSWER A. Best test as non invasive, but also nationality is important as European HFE is best test, and in Asians  liver biopsy remains gold standard.

But LIVER BIOPSY REMAINS GOLD STANDARD

Cause of Fe overload in absence of transfusional fe overload is almost always  hereditary Hemochromatosis.  ( HH)

Screening for Fe overload- serum Fe, transferrin sats, ferritin

Transferrin sats greater than 60% in males and greater than 50 % females detects 90% persons with HH. 

Ferritin also acute phase reactant. Inc in inflam/sepsis/chronic viral hep/ other liver diseases

Hereditary hemochromatosis (incidence, 1 in 200 to 1 in 800) is a common inherited (autosomal recessive) disorder of iron overload that is usually not diagnosed until middle age (40–60 years). It may present with slate-colored skin, diabetes, cardiomyopathy, arthritis, hypogonadism, or hepatic dysfunction. The diagnosis is suggested by elevated serum ferritin levels (>300 ng/ml in men, >200 ng/ml in women) and high transferrin saturation (>55% in men, >45% in women). Tests are available for detection of the most common mutations (C282Y and H63D). First-degree relatives should be screened if the mutation is detected in the proband or if they have a high serum ferritin level or transferrin saturation, or both. Therapy consists of phlebotomy (500 ml whole blood per week) until iron depletion is confirmed by mild anemia, and ferritin levels are below 50 ng/ml, or transferrin saturation is less than 30%. Thereafter, maintenance phlebotomy of 1–2 units of blood three to four times a year is continued for life. Genetic counseling is important. Patients with cirrhosis are at increased risk for the development of hepatocellular carcinoma despite therapy. The survival rate in appropriately treated noncirrhotic patients is identical to that of the general population.

The majority of patients with hereditary hemochromatosis are descended from a common Celtic ancestor who lived 60 to 70 generations ago.36 They carry a unique missense mutation (C282Y) that alters a major-histocompatibility-complex class I–like protein designated HFE.

HFE GENE STUDIES CAN BE TESTED FOR 

1-Antitrypsin deficiency (incidence, 1 in 1600) may present with pulmonary, hepatic, or pancreatic manifestations. Clinically significant liver disease develops in 10–15% of patients with the PiZZ phenotype during the first 20 years of life. The diagnosis is suggested by a low serum 1-antitrypsin level and is confirmed by liver biopsy. No specific medical therapy for the hepatic disease is available, but transplantation is curative.

Cerruloplasmin - disorder of biliary copper excretion, may cause elevated aminotransferase levels in patients with no other symptoms of the disease. The clinical onset is usually between the ages of 5 and 25 years, but the diagnosis should be considered in patients up to the age of 40 years. The initial screening test for Wilson’s disease is measurement of serum ceruloplasmin The levels will be reduced in approximately 85 percent of affected patients. Patients should also be examined by an ophthalmologist for Kayser–Fleischer rings. 
If the ceruloplasmin level is normal and Kayser–Fleischer rings are absent, but the physician still suspects that Wilson’s disease may be present, the next test is a 24-hour urine collection for a quantitative assessment of copper excretion. Excretion of more than 100 µg of copper per day is suggestive of Wilson’s disease. The diagnosis is usually confirmed by liver biopsy to measure hepatic copper levels. 

8. 24 y/o , smoker, alcohol intake 140g/week presents after vomiting blood in first vomit. Bp no post drop. ? findings on gastroscopy. 

A/ Malory weiss tear

B/ DU

C/barretts

D/gastritis

E/varices

Main DD here is b/w MW and DU---- but ANSWER IS A

C, D, E – unlikely.

Key point – 30% MW tears can have blood in first vomit

DU- 80% with h. pylori, rest NSAIDS- both  less commonly seen in younger population . most commonly present with coffe ground vomit or blood and/or maleana. More likely to be CVS unstable .

9. 30 y/o male thrombocytopenic ( 130) with splenomegaly Ct abdomen- normal liver, splenomegaly, calcification in head of pancreas. Recalls being beaten at age 18 and having NG tube for pancreatic injury. Likely diagnosis?

a. pan cyst- unlikely diagnosis, although some pancreatic malignancies present as cystic adenocarcinomas and thus can be associated with splenic vein thrombosis

b. budd chiari- any pathologic process leading to interruption or diminution in blood flow OUT of liver—generally implies thrombosis of hepatic veins( one or all).- 50% associated myeloproliferative disorders and hypercoag state. Malignancies account for 10%

c. splenic vein thrombosis

d. portal vein thrombosis- mostly in kids, normal liver function, not as likely to get complicationsie encephalopathy. Causes are umbilical vein infection( kids), coagulopathies( protein c &s), hepatic malignancy, IBD, idiopathic. Diagnosis on ultrasound- lack of flow in vein. OFTEN INITIAL PRESENTATION IS VARICEAL BLEEDING IN PATIENT WITH NORMAL LIVER FUNCTION. ALSO splenomegaly

e. portal HTN- occurs as result of increased resistance to portal venous blood flow. Pathological when pressure in portal vein greater than 12mmhg. Spleen enlarges and porto-systemic shunts open. MOST COMMON CAUSE IS CIRRHOSIS ( often alcoholic)

causes- cirrhosis( any cause), portal vein thrombosis, budd chiari, tumors, constrictive pericarditis, right heart failure.

answer C – splenic vein thrombosis

splenic vein thrombosis- most often caused by disorders of the pancreas , including pancreatitis, trauma, pancreatic malignancy. –because of association with splenic vein behind and close to pancreas. Gastric varices

are present in 80% of patients and esophageal varices in 30%- 40%. Patients cured with splenectomy- but main indication is variceal heam

10. which of the following is the most sensitive test for gallstones.

sensitivity = probability of a positive test among patients with disease 

= pts who test positive for disease/ all pts with disease

specificity= prob of a negative test in pt without disease

= pts testing negative for disease/ all pts without disease
An easy way to remember this rule of thumb is the acronym “SnNOut”, which is taken from the phrase: “Sensitive test when Negative rules Out disease”.

Conversely, a very specific test, when positive, rules in disease. Not surprisingly, the acronym for this kind of test is “SpPIn”!  

A/ MRI cholangigraphy- MRI cholangiography no contrast material is administered, but native high signal intensity of fluid on T2-weighted images permits imaging of the biliary tree A preliminary study has found that the sensitivity of MRI cholangiography for detecting choledocholithiasis is over 90 percent.. Ie good for looking at stones in Bile duct noy IN GB

B/ CT ABDOMEN- can be used too see which gallstones are suitable  for some of non surgical gallstone elimination modalities. Poor initial test.

C/AXR – only pigment stones

D/AB U/S - Ultrasonography is the preferred method for diagnostic imaging of the liver and biliary tree in patients with acute right-upper-quadrant pain.5Ultrasonography is exceedingly sensitive (>95 percent) for gallbladder stones, and it permits the simultaneous evaluation of adjacent structures, such as the kidney. Gallstones, gallbladder-wall thickening, and localized tenderness over the gallbladder (a sonographic Murphy’s sign) correlate highly with the presence of acute cholecystitis

E/ HIDA SCAN – nuclear medicine test. Can ID obstructions to cystic duct, GB ability to contract, diagnose acute cholycystitis.

F/ ERCP- when gallstones suspected in bile ducts, invasive.

Answer D- US 

11.  most common acute complication of peg insertion

a/ gastric perf

b/infection at insertion site

c/ bleeding at insertion site

d/ peritonitis

e/ colonic perforation

2 main ones are bleeding at insertion site and infection/peritonitis( occurring in first 24 hours)

three direct complications of PEG placement: one an oesophageal perforation attributed to the need to dilate the oesophagus (cancer) prior to the PEG; severe peritonitis soon after the first PEG feed due to a direct leak into the peritoneal cavity; and a gastro-colic fistula requiring surgical correction. Complications of PEG are infrequent, with a procedure-related mortality rate of 1-2% and morbidity of 3-12% in the largest reported series.These low rates are confirmed by our experience. Reported complications include wound infection, necrotizing fascitis, peritonitis, aspiration, septicaemia, peristomal leakage, device dislodgement, bowel perforation and gastrocolic or colicocutaneous fistulae. 

The commonest complication is wound infection.  COMMONEST ACUTE COMPLICATION IS PERITONITIS .Preventing wound infection is important, particularly as so many PEG patients, by the very nature of their underlying medical illness, have poor healing due to associated malnutrition.

