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Question 1

(D)

Mucosa-associated lymphatic tissue (MALT) lymphomas are indolent B cell lymphomas composed of small lymphocytes that originate in extranodal tissues, often as a consequence of chronic antigenic stimulation by a self-antigen (e.g., Hashimoto's thyroiditis, Sjögren's syndrome, sialadenitis) or a foreign antigen. MALT lymphomas are rare. They account for about 2 to 4 percent of lymphomas worldwide. MALT lymphomas may arise in the lacrimal glands, thyroid, salivary glands, breast, and lung. Most MALT lymphomas arise in the gastrointestinal tract, and more than 90 percent of all gastric MALT tumors are associated with chronic Helicobacter pylori infection. Remissions of the gastric MALT lymphomas may occur after bacteriologic cure of H. pylori infection, but long-term follow-up of these patients is lacking.

Neubauer and colleagues (1997) report on clinical follow-up of 50 patients and add information from polymerase chain reaction (PCR) determination of B cell monoclonality to the traditional criteria for follow-up.

Neubauer and colleagues identified 50 patients considered to be stage I-E after clinical examination, computed tomography scan of the chest and abdomen, endoscopic ultrasound, and bone marrow biopsy. Patients were treated with 2-week courses of amoxicillin, 750 mg tid, and omeprazole, 40 mg tid. Endoscopy was repeated in 4 weeks and then monthly until a complete remission was achieved. After complete remission, endoscopy was done twice a year and the other staging procedures were done yearly. Nonresponding patients were given alternative treatments at week 22.

All 50 patients were cured of H. pylori by the antibiotic regimen. Two of the patients required a second antimicrobial treatment with metronidazole (800 mg per day), clarithromycin (500 mg per day), and omeprazole (40 mg per day) for 7 days. One patient had a relapse of a MALT tumor associated with reinfection, which cleared with the triple regimen resulting in a second remission. Forty patients (80 percent) went into a complete remission, four had a partial remission, and six did not respond.

If the tumor begins to grow, an alternative approach is required. Surgery, chemotherapy, and radiation therapy are all reasonable choices for the patient who does not respond to antibiotics. In light of the high frequency of high-grade transformation in these patients, I favor a surgical approach with a wedge resection of the tumor and exploration of perigastric lymph nodes. If the tumor is superficial and low grade, the surgical procedure may be curative. If the tumor is deeply invasive, involves lymph nodes, and has high-grade histology, combination chemotherapy is indicated.

Question 2

(C)

IV drug use

Intravenous drug use currently accounts for most HCV transmission in the USA. Injecting drug use leads to HCV transmission in a manner similar to other blood borne pathogens (ie. through transfer of HCV infected blood by sharing syringes wither directly or through contamination of drug preparation equipment.

HCV is acquired more rapidly after initiating injection compared with othe viral infections (eg. HIV and HBV) and rates of HCV infection are 4 times higher than rates of HIV infection. After 5 years of injecting as many as 90% of users are infected.

Sexual activity

A low prevalence of transmission is reported in studies of longterm spouses of HCV infected, who had no other risk factors for infection. On average the prevalence was 1.5%. There was no difference in prevalence rates between male or female (7 vs 8% in another study), but it has been suggested that it is 4x more likely for a female to transmit HCV to a male.

Male/male sex transmission epidemiology is still unclear.

Perinatal

The average rate of HCV infection in infants born to HCV positive mothers is 5-6% hased on antibody and PCR tests. However the rate of infection was higher (14%) if the mother was coninfected with HIV.

The transmission of HCV in breast milk has not been documented and is therefore not contraindicated.

Question 3

(C)

The test should have read HBVcIgM antibody.

PRIVATE
Table 3. Serologic and molecular tests for hepatitis B 




Test 
Clinical scenario 



Immunity 
Acute infection 
Chronic infection 
Resolution 
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HBV DNA** 
+ 
+/- 
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HBeAg** 
+ 
+/- 
- 






Anti-HBe** 
- 
+/- 
+ 






Anti-HBc, antibody to hepatitis B core antigen; anti-HBe, antibody to hepatitis B e antigen; anti-HBs, antibody to hepatitis B surface antigen; HBsAg, hepatitis B surface antigen; HBV DNA, hepatitis B DNA; HBeAg, hepatitis B e antigen; +, positive findings; -, negative findings; +/-, inconclusive findings. 






There is a time interval known as the "window period" in which both HBsAg and neutralizing antibodies against HBsAg (anti-HBs) may be below the level of detection. The sole marker of recent (<6 months) acute HBV infection is an IgM antibody directed against the hepatitis B core antigen (IgM anti-HBc); the presence of anti-HBs indicates immunity. Both HBsAg and anti-HBs may be found simultaneously. The reasons for this include a resolving acute HBV infection or a heterotypic nonneutralizing antibody directed against HBs subdeterminant that is absent from the circulating HBs. The presence of both anti-HBs and hepatitis B core IgG antibody (IgG anti-HBc) suggests immunity was obtained through natural infection. On the other hand, hepatitis B immunization results only in anti-HBs production. 

Levels of IgM anti-HBc and IgG anti-HBc rise together early in the course of HBV infection but trail behind HBsAg levels. After reaching a maximal level, titers of IgM anti-HBc fall, but IgG anti-HBc level remains elevated. IgM anti-HBc is not a neutralizing antibody. 

Absence of IgM anti-HBc indicates that HBV infection is not acute. The presence of an "isolated" IgG anti-HBc (ie, without HBsAg) suggests resolved HBV infection (table 4) and the decline of IgM anti-HBc to undetectable levels, although immunity to HBV persists. Very young and very old patients and immunocompromised persons, including hemodialysis patients, are less likely to clear acute HBV and are at risk of remaining infected (5). 

PRIVATE
Table 5. Tests for chronic viral hepatitis 



Test 
Explanation 
Comment 





HBsAg 
Acute or chronic hepatitis B 
Check IgM anti-HBc to differentiate acute from chronic hepatitis; measuring HBeAg to assess viral replication if IgM anti-HBc is negative 





Anti-HCV 
Acute or chronic hepatitis C 
Most cases are chronic 





Anti-HCV, hepatitis C antibody; HBeAg, hepatitis B e antigen; HBsAg, hepatitis B surface antigen; IgM anti-HBc, hepatitis B core IgM antibody. 







Chronic HBV infection is suggested by the presence of HBsAg in serum for at least 6 months and is confirmed by the absence of IgM anti-HBc. After it has been determined that HBV is chronic, the level of viral activity or replication is assessed by testing for hepatitis B e antigen (HBeAg) and hepatitis B DNA (HBV DNA) in the serum. These results provide prognostic information and help identify candidates for antiviral therapy (table 5).

Question 4

(B)

Ursodiol 

Ursodiol has been evaluated in four randomized, prospective, double-blind trials. (121,128,129,130) The appropriate dose is 12 to 15 mg per kilogram of body weight per day, given either in divided doses or as one dose at bedtime. It is safe and well tolerated. Diarrhea occurs in less than 2 percent of patients. Ursodiol lowers the serum levels of bilirubin, alkaline phosphatase, (gamma)-glutamyltransferase, alanine and aspartate aminotransferase, and IgM. It relieves pruritus in some patients, although it may exacerbate that symptom during the first two weeks of treatment. Its effect on liver histology is uncertain. Ursodiol decreased hepatic inflammation in one study, (121) but not in the others. (128,129,130) 

Ursodiol extended the time before a patient died or was referred for liver transplantation, as compared with placebo, in studies that continued for four years. (121) When the data from three of these studies were combined and analyzed, ursodiol slightly prolonged the time before liver transplantation was indicated, as compared with placebo (3.66 vs. 3.45 years, P = 0.014), and decreased the likelihood of liver transplantation or death by 32 percent. (131) Ursodiol appears to be more effective in patients with early disease than in those with later disease stages. (132) In one trial, the results of biochemical tests became completely normal in 12 of 65 patients after two years of treatment. As compared with the other patients, these 12 patients had less advanced histologic stages of disease and lesser elevations of serum bilirubin and alkaline phosphatase at the time that ursodiol was given. 

Ursodiol is ineffective in patients with advanced disease and may worsen symptoms and blood-test results in some patients. (73) Because ursodiol may lower serum bilirubin levels in patients with clinically and histologically progressive disease, treatment with the drug may take away the predictive value of bilirubin in the timing of liver transplantation. (93) 

Combined analysis of randomized controlled trials of ursodeoxycholic acid in primary biliary cirrhosis. 

Gastroenterology 1997 Sep;113(3):884-90   (ISSN: 0016-5085)

Poupon RE; Lindor KD; Cauch-Dudek K; Dickson ER; Poupon R; Heathcote EJ [Find other articles with these Authors]

INSERM Unite 21, Villejuif, France.

BACKGROUND & AIMS: Long-term ursodeoxycholic acid (UDCA) therapy slows the progression of primary biliary cirrhosis. This study examined the effect of UDCA therapy on survival free of liver transplantation in a large group of patients. METHODS: Data from three clinical trials were combined in which patients with primary biliary cirrhosis were randomly assigned to receive UDCA (n = 273) or placebo (n = 275). After 2 years, patients from French and Canadian studies received UDCA for up to 2 years. Patients from the American study remained on their assigned treatment for up to 4 years. RESULTS: Survival free of liver transplantation was significantly improved in the patients treated with UDCA compared with the patients originally assigned to placebo (P < 0.001; relative risk, 1.9; 95% confidence interval, 1.3-2.8). Subgroup analyses showed that survival free of liver transplantation was significantly improved in medium- and high-risk groups (serum bilirubin level, 1.4 to 3.5 or > 3.5 mg/dL; P < 0.0001 and P < 0.03, respectively) and histological stage IV subgroup (P < 0.01). CONCLUSIONS: Long-term UDCA therapy improves survival free of liver transplantation in patients with moderate or severe disease. An effec

Question 5
(F)

Predictors of a Response to Therapy 

A large number of retrospective analyses have identified several clinical and serologic features that predict a high likelihood of a long-term response to therapy with interferon alfa. (78,79,80,81,82,83,84) The most important factors identified were an age of less than 45 years, a duration of disease of less than 5 years, the absence of cirrhosis or only minimal histologic evidence of fibrosis, low concentrations of iron in liver tissue before treatment, low levels of HCV RNA in serum before treatment, the presence of HCV genotype 2 or 3 (as opposed to genotype 1), and low levels of genetic diversity of HCV (so-called quasispecies). (82,83) The predictive factors for a sustained response in hepatitis C are different from those in hepatitis B, in which the presence of cirrhosis is associated with a high rate of response to interferon (Table 3). 

Multivariate analyses have provided estimates of which features are independent predictors of a long-term response to therapy with interferon alfa. Many of the predictive factors (such as a relatively short duration of disease and the absence of cirrhosis) are interrelated. In large trials the two most important independent predictors identified have been the serum HCV RNA level and the viral genotype. (71,77,78,79,80,81) Thus, independently of age and the duration of disease or cirrhosis, patients with low pretreatment levels of HCV RNA (less than 100,000 genomes per milliliter) have high rates of long-term response, but patients with very high levels (greater than 2 million genomes per milliliter) have low rates of response. The HCV genotype also correlates strongly with the likelihood of a long-term response to interferon. (79) In patients with genotype 1 (including 1a, the prototype strain isolated in the United States, and 1b, the initial strain isolated in Japan) the response rate has been less than 10 percent, but in patients with genotype 2 or 3 it has been greater than 40 percent. (71,72,73,74,75,76,77,78,79,80,81,82) Unfortunately, 70 to 80 percent of the patients in the United States have genotype 1a or 1b. (85) 

High concentrations of iron in liver tissue obtained at biopsy before therapy are correlated with a lack of response to interferon alfa. (84) This finding may be clinically important, since hepatic iron levels can be decreased by phlebotomy or chelating agents. Up to now, however, attempts to increase the rate of response with phlebotomy have been unsuccessful. 

These predictive factors can be used to help choose appropriate therapy. For example, in an elderly patient with cirrhosis who has high levels of HCV genotype 1, the likelihood of a long-term response to the standard therapeutic regimen of interferon alfa is very low. Such a patient may prefer not to be treated. 


Question 6

(C)

Mechanisms of Gastroesophageal Reflux

The movement of gastric contents into the esophagus, or gastroesophageal reflux, is due to a defective sphincter mechanism at the esophagogastric junction. An understanding of the two lower esophageal sphincters would lead one to expect weakness in either of the two to cause reflux. Indeed, some patients with reflux disease have a weak lower esophageal sphincter, some have a weak crural diaphragm, and some have both. However, in patients with mild-to-moderate (nonerosive) reflux disease, the pressures exerted by the lower esophageal sphincter (29) and the crural diaphragm (30) are normal. In fact, some patients with mild-to-moderate reflux disease have a higher-than-normal pressure at the lower esophageal sphincter. (31) 

What, then, is the mechanism of gastroesophageal reflux? A large body of data indicates that in normal subjects and patients with reflux disease, the condition is primarily due to transient relaxation of the lower esophageal sphincter and the crural diaphragm (Figure 3). (2) 

Transient relaxation of the lower esophageal sphincter is a long period (lasting 10 to 60 seconds) of simultaneous relaxation of the lower esophageal sphincter and crural diaphragm. In normal subjects whose lower-esophageal-sphincter pressure was reduced to zero by either a pharmacologic agent (atropine) (32) or stimulation of pharyngeal receptors, (33) reflux occurred only during periods of transient inhibition of the crural diaphragm. These findings indicate that the absence of lower-esophageal-sphincter pressure in normal subjects does not induce reflux if contraction of the crural diaphragm is preserved. 

Transient relaxation of the lower esophageal sphincter is a neural reflex that is mediated through the brain stem (Figure 2). The efferent pathway for such relaxation is in the vagus nerve, and nitric oxide is the postganglionic neurotransmitter. (34) The mechanism of relaxation of the crural diaphragm is not known. Gastric distention and pharyngeal stimulation are two possible mechanisms by which the afferent stimulus that initiates transient relaxation of the lower esophageal sphincter may originate. (2) Gastric distention, upright and right lateral decubitus postures, and meals high in fat increase the frequency of such relaxation. (2) The nature of the afferent dysfunction that increases the frequency of transient relaxation of the lower esophageal sphincter in patients with reflux disease is not clear. 

A subgroup of patients, usually with severe reflux disease, have decreased lower-esophageal-sphincter pressures and low-amplitude esophageal contractions. The latter result in an impaired ability to clear an acid bolus from the esophagus after an episode of reflux. (35) Whether this is a primary defect or one due to acid-induced esophagitis is not clear. There is good experimental evidence to indicate that acid-induced injury to the esophagus can impair the contractility of the esophagus and the lower esophageal sphincter. (36) However, in patients with low-amplitude contractions and erosive esophagitis, healing of the esophagitis does not restore normal esophageal contractility. Patients with scleroderma and mixed connective-tissue disease have a similar defect that is due to the replacement of esophageal muscle with fibrous connective tissue. (37) Cisapride, a prokinetic drug that facilitates the release of acetylcholine, increases the amplitude of esophageal contractions and relieves symptoms of reflux in some patients. (38) 

Question 7

(B)

85-90% of patients with typical features for hereditary haemochromatosis are homozygous for a single nonsense mutation in HFE resulting a substitution of tyrosine for cysteine at aminoacid 282, referred to as the C282Y mutation. A second mutation of HFE (C to G at nucleotide 187) results in a substitution of aspartate for histidine at amino acid 63 (H63D). 2-5% of typical hereditary haemochromatosis are compound heterozygotes (C282Y/H63D).

Current estimates suggest that more than 90% of C282Y homozygotes develop significant degrees of iron overload equivalent to a hepatic iron concentration of > 4500 ug dry weight during adulthood compared with <5% of compound heterozygotes.

NASH

Certain condition are associated with increased association with the HFE gene mutations.NASH is a chronic liver disease charcterised by fatty infiltration, lobular and portal inflammation and fibrosis. Patients frequently have obesity, hyperlipidaemia or diabetes. Several studies have documented abnormal iron levels in serum and liver in up to 50% of patients with NASH and a higher than expected frequency of C282Y mutation (homozygosity 3-8% and heterozygosity of 14-21%) cf with (0.5-1% expected)

CHRONIC VIRAL HEPATITIS

Iron overload can also occur in chronic viral hepatitis, with increased iron levels associated with a poor response to interferon.Patients with hepatiits C have frequencies of HFE mutations which are no different from the baseline population. However heterozygosity for C282Y is asociated with iron overload in some studies with more advance liver fibrosis

PORPHYRIA CUNEA TARDA

Iron over load istypical in porhyria cunea tarda with phlebotomy usually resulting in remission of the disease. 30% of these patients are either heterozygous or homozygous for the C282Y mutation in HFE, a rate seven fold higher than what would be expected from the background population. Most patients however do not have rank haemochromotosis

ALCOHOLIC LIVER DISEASE
Patients with alcoholic liver disease frequently have iron overload and liver biopsy of patients with alcoholic liver cirrhosis may reveal heavy iron overload. Studies investigating the potential role of HFE mutations on the iron overload in chronic liver disease have failed to show an assocaition with either alcoholic liver disease or the iron overload that occurs in proportions of these patients.

The C282Y mutation reduces the ability of the HFE gene product to bind beta 2 microglobulin on the cell surface which results in an HFE product which has decreased affinity for the transferrin receptor. When wild tytpe HFE binds to the transferrin receptor in decreases the ability of the receptor to bind iron from transferrin. There for playing a role in modulating the uptake of iron into the cell.

Question 8

(D)

Imaging Studies 
Diverticula are easily demonstrated by contrast enema, but their presence alone does not establish or negate the presence of diverticulitis. Multiple diverticula along with a segmental sigmoid narrowing or extravasation of contrast material suggest the presence of diverticulitis, although luminal narrowing and extravasation are also consistent with the diagnosis of Crohn's disease. The presence of a stricture or signs of extraluminal compression occasionally make differentiation from carcinoma difficult, but the clinical distinction between diverticulitis and nonperforating carcinoma is usually not subtle. In a retrospective study, Parks et al. (26) found not only great variability in the opinions of experienced radiologists about whether radiologic signs of inflammation were present but also a relatively poor correlation between the radiologic and subsequent pathological diagnosis of diverticulitis. Since the use of insufflation can actually dislodge an obstructing fecalith and result in a perforation, and given the limitations of diagnostic capabilities, the use of contrast studies in patients with presumed diverticulitis has been supplanted by computed tomography (CT) and ultrasonography. Sigmoidoscopy is of value in establishing the diagnosis of carcinoma or Crohn's colitis but is of limited use in ascertaining the presence of diverticulitis, since this disease is almost always extraluminal. 

CT is the safest and most cost-effective diagnostic method, with additional potential for use in the treatment of abscesses. (27,28,29,30,31,32,33,34) Tomographic evidence of acute diverticulitis includes inflammation of the pericolic fat, the presence of a single diverticulum or multiple diverticula, thickening of the bowel wall to more than 4 mm, or the finding of a peridiverticular abscess (Figure 1). (35) Advantages of this imaging method include its relative noninvasiveness and the ability to visualize the bowel wall and pericolonic tissues (Figure 2 and Figure 3) as well as to exclude the possibility that other intraabdominal pathologic conditions are present. CT-guided percutaneous drainage can control systemic sepsis and eliminate or reduce the size of an abscess, allowing a single-stage resection and avoiding the more costly and complicated multistage procedure. (35) 

False negative rates of 2 to 21 percent have been reported. (35,36) Several factors may contribute to the failure of CT to establish the diagnosis of diverticulitis definitively. These include the inability to exclude a diagnosis of carcinoma conclusively when there is a marked bowel-wall thickening and an insufficient sensitivity to detect small abscesses within the bowel wall or mesocolon. (37) Despite these shortcomings, CT remains the diagnostic method of choice in acute diverticulitis. 

Several authors (38,39,40) advocate the use of ultrasonography in the diagnosis and treatment of acute diverticulitis. Positive findings include a hypoechoic, thickened colonic segment, the presence of diverticula, pain on compression of the affected region, and a zone of increased echogenicity surrounding the diseased colon. (39) This procedure is relatively inexpensive, noninvasive, and widely available and offers therapeutic options. The disadvantages are that ultrasonography is more operator-dependent than CT, abdominal tenderness may preclude the use of the requisite amount of external pressure to visualize the intraabdominal contents adequately, and the image quality is often poor in obese patients. As is true of CT, sonography fails to distinguish between inflammatory and neoplastic masses. (38) 

Treatment of Acute Diverticulitis

In patients for whom the diagnosis of diverticulitis can be made with confidence by clinical examination, it is reasonable to begin empirical treatment immediately. For a patient with a mild first attack, who is able to tolerate oral hydration, treatment may be initiated on an outpatient basis, consisting of a liquid diet and 7 to 10 days of oral broad-spectrum antimicrobial therapy, including coverage against anaerobic microorganisms (i.e., ciprofloxacin and metronidazole). Once the acute attack has resolved, the patient should be instructed to maintain a diet high in fiber, (14) and colonoscopy is advisable to exclude a diagnosis of cancer. After medical management of a first attack, about 5 percent of patients in one study had a second attack within the next two years (3); others have noted higher rates of recurrence. (6,8) 

If the patient is unable to tolerate oral hydration, if pain is severe enough to require narcotic analgesia, or if the symptoms fail to improve despite adequate outpatient therapy, admission to the hospital is appropriate. Since feeding increases pressure in the colon, (16) the patient should be given nothing by mouth. Broad-spectrum antibiotic coverage is appropriate, and standard triple therapy consists of ampicillin, gentamicin, and metronidazole. Monotherapy with newer broad-spectrum antibiotics, such as piperacillin or tazobactam, has also been shown to be effective. Morphine sulfate should be avoided, since it causes colonic spasm and may accentuate hypersegmentation. (17) Meperidine is a more appropriate choice should narcotics be required. If the pain has not subsided in two to three days, if fever and leukocytosis do not resolve, or if serial physical examinations reveal new peritoneal signs, further imaging studies are appropriate. 

Question 9

(D)

Diagnosis and Treatment of Nonvariceal Bleeding of the Upper Gastrointestinal Tract

Hemorrhage of the upper gastrointestinal tract is a common reason for emergency medical care and hospitalization. Despite the widespread use of histamine H2-receptor antagonists and proton-pump inhibitors, bleeding from a peptic ulcer (Figure 1) remains the most common cause of upper gastrointestinal bleeding, accounting for approximately 50 percent of cases of severe upper gastrointestinal hemorrhage. Other common causes of upper gastrointestinal bleeding are esophageal or gastric varices, Mallory-Weiss tears, and vascular malformations. Endoscopy is the preferred investigative procedure for upper gastrointestinal bleeding because of its accuracy, low rate of complications, and potential for therapeutic intervention. (12) Rates of hemostasis that resulted from a first endoscopic procedure exceeded 94 percent in most large studies in which standardized techniques were used for thermocoagulation of bleeding lesions. (13) Methods of achieving hemostasis include multipolar electrocoagulation, injection therapy, endoscopic laser therapy, hemoclipping, (14) and ligation. (15) Endoscopic ligation was first used for the treatment of bleeding esophageal varices in 1988, (16) but its technical simplicity as compared with other endoscopic methods of achieving hemostasis has led to its use in treating a variety of upper gastrointestinal lesions, including Dieulafoy's lesions, duodenal ulcers, gastric angiodysplasia, and Mallory-Weiss tears. (15) 

Endoscopic therapy that is performed within 24 hours after admission is associated with reductions in the length of hospital stay and in the risk of recurrent bleeding. (17) After bleeding from ulcers is controlled endoscopically, the rate of recurrent bleeding is 15 to 20 percent. Endoscopic retreatment was compared with surgery in a prospective trial involving 3473 adults with bleeding peptic ulcers who had been admitted to a single medical center. (18) The success rate of an initial endoscopic procedure to achieve hemostasis in patients with severe upper gastrointestinal bleeding was high; the rate of rebleeding was only 8.7 percent. Ninety-two patients in whom hemostasis was achieved with an initial procedure but who later had recurrent bleeding were randomly assigned to undergo either a second endoscopic procedure (48 patients) or surgery (44 patients). As compared with the patients randomly assigned to surgery, the patients with recurrent bleeding who were treated with a second endoscopic procedure had a reduced need for surgery without a concomitant increase in the risk of death and had a lower rate of complications. The authors concluded that in the minority of patients in whom hemostasis was not achieved by an initial endoscopy, at least one more attempt at endoscopic therapy was preferable to surgery. (18) 

At the other end of the spectrum, some patients can be assigned to outpatient treatment of acute upper gastrointestinal hemorrhage on the basis of the early identification of favorable clinical and endoscopic characteristics. (19,20) In prospective analyses, hemodynamically stable patients in whom endoscopy did not show features suggestive of a high risk of rebleeding -- such as arterial bleeding, an ulcer greater than 2 cm in diameter, an adherent clot, a visible vessel, esophageal varices, or portal hypertensive gastropathy -- were safely discharged from acute care after medical treatment was begun. (17,21,22) This strategy has the potential to reduce costs considerably in the treatment of upper gastrointestinal bleeding. (17) 

Effect of Intravenous Omeprazole on Recurrent Bleeding after Endoscopic Treatment of Bleeding Peptic Ulcers

Abstract

Background. After endoscopic treatment of bleeding peptic ulcers, bleeding recurs in 15 to 20 percent of patients. 

Methods. We assessed whether the use of a high dose of a proton-pump inhibitor would reduce the frequency of recurrent bleeding after endoscopic treatment of bleeding peptic ulcers. Patients with actively bleeding ulcers or ulcers with nonbleeding visible vessels were treated with an epinephrine injection followed by thermocoagulation. After hemostasis had been achieved, they were randomly assigned in a double-blind fashion to receive omeprazole (given as a bolus intravenous injection of 80 mg followed by an infusion of 8 mg per hour for 72 hours) or placebo. After the infusion, all patients were given 20 mg of omeprazole orally per day for eight weeks. The primary end point was recurrent bleeding within 30 days after endoscopy. 

Results. We enrolled 240 patients, 120 in each group. Bleeding recurred within 30 days in 8 patients (6.7 percent) in the omeprazole group, as compared with 27 (22.5 percent) in the placebo group (hazard ratio, 3.9; 95 percent confidence interval, 1.7 to 9.0). Most episodes of recurrent bleeding occurred during the first three days, which made up the infusion period (5 in the omeprazole group and 24 in the placebo group, P<0.001). Three patients in the omeprazole group and nine in the placebo group underwent surgery (P=0.14). Five patients (4.2 percent) in the omeprazole group and 12 (10 percent) in the placebo group died within 30 days after endoscopy (P=0.13). 

Conclusions. After endoscopic treatment of bleeding peptic ulcers, a high-dose infusion of omeprazole substantially reduces the risk of recurrent bleeding. (N Engl J Med 2000;343:310-6.) 

Question 10
(D)

True or false? COX-1-sparing agents are associated with a significant decrease in endoscopic ulcer rates.

True. According to Loren Laine, MD, who presented data regarding COX-2-specific inhibitors and their effect on the GI mucosa at the recent Digestive Disease Week conference in San Diego, California, May 21-24, 2000, COX-1-sparing agents (such as rofecoxib and celecoxib) are associated with a significant decrease in endoscopic ulcer rates comparable with placebo. This finding translated into a significantly decreased rate of clinical GI events and serious GI complications.

Dr. Laine evaluated endoscopic trials as well as 2 large outcome trials focused on quantifying the clinical advantages of COX-2 inhibitors. In reviewing the literature from endoscopic trials, he clearly demonstrated that both celecoxib and rofecoxib use was associated with a reduced rate of endoscopic ulcers as compared with traditional nonsteroidals. He very elegantly showed that after 3 months of therapy on COX-2 specific inhibitors, the relative risk reduction (RRR) associated with COX-1-sparing, COX-2-selective inhibitors was about 85% and the number needed to treat (NNT) was about 4-5; at 6 months, the RRR was about 70% to 75% with the NNT equal to about 4-9.

Dr. Laine then presented data regarding 2 large double-blind, randomized, controlled trials of COX-2-specific inhibitors compared with traditional nonsteroidals. In these 2 trials, the endpoints were clinically significant upper GI events such as perforation, obstructions, bleeding, and symptomatic ulcers. Dr. Laine reported that with celecoxib (400 mg twice daily), symptomatic ulcer, and ulcer complications (per 100 patient years) was 1.4% compared with ibuprofen (800 mg thrice daily) and diclofenac (75 mg twice daily), which were associated at a combined rate of 2.9% (P = .02). Based on these data, he calculated that there was an associated RRR of 53% and that the NNT was 63 in patients not using aspirin (</= 325 mg). With rofecoxib (50 mg/d) vs naproxen (500 mg twice daily), incidence of symptomatic ulcer and ulcer complications (per 100 patient years) was 2.1% with rofecoxib and 4.5% with naproxen (P < .001). The RRR with rofecoxib was 54% and the NNT was 42. This analysis was based on a population of patients not using aspirin (its use was an exclusion criteria).

Overall, then, Dr. Laine concluded that COX-2-specific inhibitors (both rofecoxib and celecoxib vs traditional NSAIDs) in the absence of acetylsalicylic acid use were associated with a 53% RRR (NNT = 42-63) for clinical GI events and a 57% to 62% RRR (NNT = 125) for complicated upper GI events. 

Source: Goldstein JL.: An integrated and evidence-based approach to the management of nonsteroidal-associated ulcer complications. Digestive Disease Week, May 21-24, 2000. [Medscape Gastroenterology Conference Summaries]

Question 11

(C)

Patients who report having diarrhea for more than four weeks should be evaluated for chronic diarrheal diseases, since most infectious enteritides and other causes of acute diarrhea generally resolve spontaneously within this period.

Are there any clues from the initial evaluation that predict the presence of an organic as opposed to a functional cause of diarrhea? Certain criteria suggest an organic disorder: a shorter duration of diarrhea (usually less than three months), predominantly nocturnal diarrhea, continual rather than intermittent diarrhea, a sudden onset, weight loss of more than 5 kg, a high erythrocyte sedimentation rate, a low hemoglobin level, a low albumin level, and an average daily fecal weight of more than 400 g. (5,6,7,8) Although the sensitivity of at least three of these criteria is poor, the specificity for organic disorders is 90 percent or higher. No single screening test has enough sensitivity to determine an organic basis for chronic diarrhea. In the absence of the above criteria suggesting an organic disorder, a diagnosis of functional diarrhea is sometimes made. However, so many organic disorders would be missed by this approach that patients in this category should also be evaluated thoroughly.

LAXATIVE ABUSE

Laxative abuse with resulting factitious diarrhea is found in approximately 4 percent of new patients visiting gastroenterology clinics for evaluation of chronic diarrhea and in as many as 15 to 20 percent of those evaluated by tertiary referral centers. (26) That is also the most common cause of diarrhea of undetermined origin (see below). There are five categories of patients with laxative-related factitious diarrhea (1): patients with eating disorders including anorexia nervosa and bulimia; hysterical patients; patients driven by emotional problems; patients with Munchausen's syndrome; and children who are abused by being given laxatives (the so-called Polle syndrome). Patients nearly always deny laxative ingestion, and no single clinical feature can provide a clue, except the presence of psychiatric disease and macroscopic melanosis coli on sigmoidoscopy. These patients often have major metabolic derangements and clinical manifestations that can be confused with those of other chronic diarrheal diseases. These include hypokalemia (with or without nephropathy), clubbing, hyperpigmentation of the skin, steatorrhea, colonic inflammation, uric acid kidney stones, osteomalacia, and protein-losing enteropathy. Screening tests for laxatives in urine or stool water are summarized in Table 3. Several studies document the frequent failure of physicians to screen for laxative abuse. (29,30) Laxatives can be used intermittently, although continued use, even by inpatients, occurs surprisingly often. Thus, urine should be screened for laxatives several times by alkalinization and thin-layer chromatography. Melanosis coli is dark pigmentation of the colonic mucosa frequently seen in patients who use anthroquinone laxatives, although the relationship is not exclusive. Its gross appearance is a reticulated pattern of striations and spots that resemble alligator skin. The association with melanosis coli and anthraquinone laxatives is well established with 73% of patients using anthroquinone laxatives develop melanosis.Can appear as rapidly as 4 months after the initiation of treatment. After withdrawal of laxative, changes can resolve within 9 months. Can also be seen with colonic cancer but no relationship between the 2 established.



Question 12

(B)

More than 80% of patients with HCC have cirrhosis. Cirrhosis per se seems to predispose to HCC, the risk varying according to the aetiology of the cirrhosis. Alcohol-related cirrhosis constitutes a major risk factor for HCC in the USA and in other places where the incidence of chronic viral hepatitis is low. About 15% of American cases are in patients presumed to have alcohol-related cirrhosis.14 A high percentage of individuals with cirrhosis and a history of alcohol abuse are also positive for HCV.15 The combination of heavy alcohol use and chronic infection with HCV increases the risk of HCC beyond that due to either risk factor alone.

HCC presents in three principal ways--a right-upper-quadrant mass, a worsening of the general health of a patient with cirrhosis, or asymptomatically as a result of a radiological examination. When HCC presents as a mass (as it commonly does in sub-Saharan Africa), abdominal pain, malaise, and inanition are frequent accompanying signs and symptoms. Because the tumour is not constrained by a deeply fibrotic liver it commonly grows very large. 

HCCs which infiltrate a cirrhotic liver often severely compromise already impaired hepatic function. They may do this by replacing functioning hepatic mass, by causing portal or hepatic vein thrombosis, or by compression of intrahepatic vasculature. HCCs in densely cirrhotic livers (as in most Japanese and American cases) thus cause death before the tumour becomes very large. Liver weights at necropsy of African patients average twice those of Japanese patients who die from HCC. 
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Detection of Liver Masses with Spiral Computed Tomography

To the Editor: 

A recently developed technique, spiral computed tomographic (CT) scanning, may be particularly useful in the identification of liver masses. Data indicate that hepatocellular carcinomas and other liver masses with a predominantly arterial blood supply are best detected during the arterial phase of contrast enhancement, which occurs between 20 and 40 seconds after the administration of intravenous contrast material. (1,2) Spiral CT scanning represents a technological advance and is the result of improvements in the efficiency of x-ray detection and continuous rotation of the x-ray tube. With spiral CT, an entire set of images of the liver can be obtained during the arterial phase of contrast enhancement. 

An 85-year-old man with alcoholic cirrhosis had anorexia and truncal edema. Physical examination revealed visible periumbilical veins and a quiet, continuous murmur over the umbilicus. Abdominal CT scanning before the administration of intravenous contrast medium (iopamidol, Isovue 300, Bracco Diagnostics, Princeton, N.J.) showed ascites, splenomegaly, and a nodular liver without obvious mass lesions (Figure 1A). An image obtained during the arterial phase of contrast enhancement (Figure 1B) showed two hyperenhanced liver nodules (arrows). The masses were difficult to see on an image obtained during the standard portal venous phase (Figure 1C) because they were of the same density as the surrounding liver tissue. 

A biopsy of one of the masses was performed with image guidance. Hepatocellular carcinoma was diagnosed. The patient was sent home with a request to receive only palliative care. He died three weeks later. 

The image obtained during the portal venous phase (Figure 1C) shows a markedly enhanced recanalized umbilical vein (arrows) coursing along the falciform ligament and anterior abdominal wall, indicating the presence of portal hypertension. The combination of liver cirrhosis, dilated periumbilical veins, and a venous hum over the umbilicus is known as the Cruveilhier-Baumgarten syndrome. (3) High pressure in the portal venous system creates a portosystemic shunt through the remnants of the umbilical vein that communicates with abdominal-wall veins. 

Question 13

(C)

Long resections of the ileum and right colon can cause diarrhea due to a lack of absorptive surface, (24) decreased transit time, malabsorption of bile acids, and a smaller bile acid pool (leading to steatorrhea that is unresponsive to cholestyramine). Shorter intestinal resections (< 100 cm) can lead to bile acid diarrhea, called cholerheic enteropathy, since malabsorbed bile acids cause colonic secretion of water and electrolytes. This diarrhea occurs after meals; usually involves about 300 g of stool per 24 hours, less than 15 to 20 g of stool fat per 24 hours, and a stool pH of more than 6.8; and responds to fasting and cholestyramine. (25) 

Question 14

(D)

Sucralfate 

Early, small studies suggested that sucralfate might reduce gastroduodenal mucosal injury associated with the use of NSAIDs. (83) However, a large, controlled, randomized trial conducted by Agrawal et al. (84) showed no significant benefit of sucralfate in preventing gastric ulcers in patients with osteoarthritis who were receiving NSAID therapy. 

H2-Receptor Antagonists 

Two large, placebo-controlled, prospective trials investigated the protective effect of ranitidine in patients with arthritis who were receiving NSAID therapy. (85,86) Ranitidine (150 mg given twice a day) was effective in preventing duodenal ulcers, which developed in 0 percent and 1.5 percent of the ranitidine-treated patients in the two studies, as compared with 8 percent of the placebo-treated patients in both studies. In contrast, the same dose of ranitidine was ineffective in preventing gastric ulcers in both studies. Taha et al. (73) recently reported a benefit of high-dose famotidine (40 mg given twice a day), as compared with placebo, in preventing both gastric and duodenal ulcers in patients with arthritis who received NSAIDs for 24 weeks. Symptomatic relief was also observed in the group randomly assigned to famotidine, but the benefit, although statistically significant, was only moderate, and the cost of such doses of H2-receptor antagonists is considerable. Thus, the use of H2-receptor antagonists for the prevention of NSAID-associated ulcers cannot be recommended. 

Proton-Pump Inhibitors 

Although proton-pump inhibitors had previously been demonstrated to heal gastroduodenal ulcers effectively in NSAID users, (81) until recently only two small studies (87,88) had systematically examined their effectiveness in preventing NSAID-related gastroduodenal mucosal injury. A recent study compared omeprazole and ranitidine for the prevention of recurrent gastroduodenal ulcers in a large number of patients with arthritis in whom NSAID therapy could not be discontinued. (74) After six months of treatment, 16.3 percent of the patients treated with ranitidine had gastric ulcers, and 4.2 percent had duodenal ulcers. In the omeprazole group, only 5.2 percent of the patients had gastric ulcers, and only 0.5 percent had duodenal ulcers. (74) 

Another recent study compared omeprazole (20 mg given once a day) and misoprostol (200 µg given twice a day) for the prevention of recurrent ulcers in patients with arthritis who were receiving NSAID therapy. (75) After six months, 12 percent of the patients receiving placebo and 10 percent of those receiving misoprostol, but only 3 percent of those receiving omeprazole, had duodenal ulcers. Gastric ulcers recurred in 32 percent of the patients receiving placebo, in 10 percent of those receiving misoprostol, and in 13 percent of those receiving omeprazole. (75) These studies suggest that, like misoprostol, proton-pump inhibitors are superior to H2-receptor antagonists. Although a prospective analysis of clinical outcomes has not been performed, these agents appear to be effective in preventing the recurrence of ulcers during continued use of NSAIDs. (76) 

Prostaglandins 
In their initial study, Graham et al. (67) reported that the prevalence of gastric ulcers in patients with osteoarthritis who were receiving NSAIDs was 1.4 percent in those receiving concomitant treatment with 200 µg of misoprostol four times a day, 5.6 percent in those receiving 100 µg of misoprostol four times a day, and 21.7 percent in those receiving placebo. The efficacy of misoprostol as prophylaxis against duodenal ulcers was confirmed in a subsequent study by Graham et al. (89) Despite the effectiveness of misoprostol in preventing gastroduodenal ulcers, the agent was not associated with any improvement in dyspeptic symptoms in these studies. Furthermore, diarrhea developed in many of the patients receiving the 200-µg dose of misoprostol. Raskin et al. (90) compared three regimens of misoprostol (200 µg given twice, three times, or four times a day) and concluded that although lower doses of misoprostol are better tolerated, the drug needs to be taken at least three times a day to provide effective prophylaxis against NSAID-induced gastric ulcers. 

It must be emphasized that the prevention of endoscopically detectable ulcers as an end point is not necessarily a safeguard against the development of serious ulcer-related complications. To determine whether treatment with misoprostol could affect the incidence of ulcer complications caused by NSAID use, Silverstein et al. (24) conducted the Misoprostol Ulcer Complication Outcomes Safety Assessment (MUCOSA) study. They reported a 40 percent reduction in the overall rate of complications due to NSAID-associated ulcers in a group of patients receiving 200 µg of misoprostol four times a day, as compared with the patients receiving placebo. (24) 

Although misoprostol is highly effective for preventing NSAID-induced ulcers and is the only drug approved by the Food and Drug Administration as prophylaxis against NSAID-related gastroduodenal ulcers, it has a number of adverse effects. These include diarrhea and abdominal pain associated with the increased generation of cyclic adenosine monophosphate in the small intestine and increased uterine contractility that can lead to spontaneous abortion. 

Question 15

(C)

The major clinical features of CD are fever, abdominal pain, diarrhea (often without blood), and generalized fatigability. There may be associated weight loss. With colonic involvement, diarrhea and pain are the most frequent symptoms. Rectal bleeding is distinctly less common than with UC and reflects (1) sparing of the rectum in many patients and (2) the transmural nature of the disease, with only irregular mucosal involvement. There may be associated severe anorectal complications such as fistulas, fissures, and perirectal abscess. Such features may antedate the clinical onset of colitis and should always raise the suspicion of associated Crohn's disease. Recurrent perirectal inflammation may result in a thickened anal canal, and perianal fistulas or scarring may be present. Extensive colonic involvement may lead to dilation of the colon. However, since CD often results in a thickened colonic wall, this feature is less common with CD than with UC. Extracolonic manifestations (discussed below), particularly arthritis, are seen more commonly with colonic than with small-bowel CD.

Involvement of the small bowel may be accompanied by additional presenting signs and symptoms. Typically, the disease presents in a young adult with a history of fatigue, variable weight loss, right lower quadrant discomfort or pain, and diarrhea. Low-grade fever, anorexia, nausea, and vomiting also may be present. The abdominal pain may be steady and localized to the right lower quadrant or may assume a colicky or crampy pattern, reflecting various degrees of intestinal stenosis. The diarrhea is often moderate, usually without gross blood; if there is no rectal involvement, tenesmus is absent. Physical examination at this time often reveals right lower quadrant tenderness with an associated fullness or mass reflecting adherent loops of bowel. At this time the patient may have mild anemia, mild to moderate leukocytosis, and an elevated erythrocyte sedimentation rate.

Since acute ileitis may have an abrupt onset with fever, leukocytosis, and right lower quadrant pain, the clinical picture may be indistinguishable from that of acute appendicitis. Often the diagnosis can be made only at laparotomy, when the characteristic beefy red terminal ileum, boggy mesenteric fat, and succulent mesenteric lymph nodes indicate that appendicitis alone cannot be the culprit.

While the symptoms of diarrhea and abdominal pain will usually alert the clinician to the possibility of regional enteritis, other symptoms may dominate the clinical presentation. In children and the aged, fever of undetermined origin and unexplained weight loss may be prominent and initially may suggest an underlying malignancy. In some patients, the first manifestation of the disease is intestinal obstruction; in others, the disease presents with perianal sepsis or urinary tract infection resulting from an enterovesical fistula. Similarly, right ureteral obstruction and hydronephrosis may occur as a result of external compression of the ureter by a right lower quadrant inflammatory mass. On occasion, often in the setting of extensive small-bowel involvement, features of malabsorption may be prominent. These features, along with anorexia and the catabolic effects of the chronic inflammatory process, may combine to produce striking weight loss. The complications of the disease are often local, resulting from intestinal inflammation and involvement of adjacent structures.

Intestinal obstruction is a frequent complication, occurring in 20 to 30 percent of patients during the course of the disease. In the initial stages, the obstruction usually is due to acute inflammation and edema of the involved intestinal segment, which is usually the terminal ileum. However, as the disease progresses and fibrosis develops, obstruction may be due to a fixed narrowing of the bowel.

Fistula formation is a frequent complication of chronic regional enteritis as well as of CD of the colon. Fistulas may occur between contiguous segments of intestine; they also may burrow into the retroperitoneal spaces and present as cutaneous fistulas or indolent abscesses. In a significant number of patients, the first indication of the disease may be the presence of persistent rectal fissures, a perirectal abscess, or a rectal fistula. Although uncommon, pneumaturia should raise the suspicion of enterovesical fistula and is often associated with a persistent urinary tract infection.

Since CD is a transmural disease in which the bowel wall is greatly thickened, free intestinal perforation is uncommon. Rarely, however, it is the presenting feature, and the disease is first discovered at the time of laparotomy for a perforated viscus. The passage per rectum of bright red blood should alert one to the possible coexistence of rectal involvement (i.e., ileocolitis). CD can involve any portion of the gastrointestinal tract. Aphthous ulcers are the most common oral manifestation of CD. CD also may involve the stomach and duodenum, most often the antrum and/or the first and second portions of the duodenum. Symptoms may include pain mimicking peptic ulcer disease. Later in the course of the disease, chronic scarring may produce gastric outlet or duodenal obstruction

Question 16

(D)

Hepatitis E

· Faecal oral spread

· Epidemic and sporadic cases in India and Nepal

· Most common type of acute hepatitis in many developing countries

· Mainly affects adolescents and young adults

· Weeks to Months

· No carrier state

· 20% mortality in 3rd trimester of pregnancy

Question 17

(E)

With the history of intermittent RUQ pain and is H. pylori positive, I am assuming that this lady has H. pylori related dyspepsia. The 2 contrast enhancing lesions I think are in the liver. It is difficult to know what this incidental finding is… really need to see the CT scan to be sure. Based in this NEJM 336: 26: 1889, I would go for an MRI because this is most likely to be able to classify a variety of different lesions.

Incidental Liver Masses

At least 20 percent of adults have benign liver tumors. (27) Hence, in patients with incidental liver masses and those undergoing workups to detect liver metastases, the classification of focal lesions is an important objective. In the appropriate clinical setting, ultrasonographic features and contrast-enhanced CT characteristics are adequate for classifying the majority of focal liver lesions, particularly cysts, metastases, and hemangiomas (Figure 3). (28) Indeed, whenever possible, follow-up imaging can be used to confirm whether a lesion is benign or malignant. When the ultrasonographic or CT features are atypical, however, and when the clinical presentation and the radiologic findings are incongruent, MRI has become the preferred imaging method for classifying liver lesions. MRI can identify over 90 percent of liver hemangiomas and the vast majority of cases of focal nodular hyperplasia. (29,30) It is particularly adept at identifying focal fatty infiltration of the liver, which appears as a focal hepatic mass on ultrasonography and CT. MRI is also useful for evaluating livers with heterogeneous fatty infiltration. (31) Many nuclear scintigraphic tests are available, such as technetium-labeled red-cell study to identify hemangioma, hepatobiliary scintigraphy to identify focal nodular hyperplasia and liver-cell adenoma, and scintigraphy targeted to reticuloendothelial cells with technetium-labeled sulfur colloid examination to identify focal nodular hyperplasia. Each of these tests identifies only one type of lesion, whereas a single MRI examination can classify a variety of lesions. Alternatively, image-guided fine-needle aspiration or biopsy of the lesion may be considered; these techniques are safe even with vascular lesions such as hemangiomas. (32) Increasingly, lesions smaller than 1 cm in diameter are being detected by CT. Although these lesions are difficult to classify, most are likely to be benign, even in patients with known cancer, and they are therefore evaluated with follow-up examinations. (33) 

Question 18

(C)

Aminotransferases (Transaminases)

Assays of many serum enzymes have been proposed as indicators of hepatocellular damage. Of these, aspartate aminotransferase (AST, SGOT) and alanine aminotransferase (ALT, SGPT) activities have proven most useful. These enzymes catalyze the transfer of the -amino groups of aspartate and alanine, respectively, to the -keto group of ketoglutarate, leading to the formation of oxaloacetic acid and pyruvic acid. In contrast to ALT, which is found primarily in the liver, AST is present in many tissues, including heart, skeletal muscle, kidney, and brain, and is thus somewhat less specific as an indicator of liver function. The source of serum AST and ALT in the normal person [less than 0.58 kat/L (35 U/L)] is unclear, and the mechanism responsible for clearance of these enzymes is uncertain. In the hepatocyte, ALT is found exclusively in the cytosol, while different isoenzymes of AST exist in mitochondria and the cytosol. Although elevated serum levels of AST or ALT may be observed in a variety of nonhepatic diseases, notably in myocardial infarction and skeletal muscle disorders, these disorders can usually be distinguished clinically from liver disease. Conversely, uremia may lead to spuriously low aminotransferase values.

Serum AST and ALT are elevated to some extent in nearly all liver disorders. Highest levels are found in association with conditions causing extensive hepatic necrosis, such as severe viral hepatitis, toxin-induced liver injury, or prolonged circulatory collapse. Lesser elevations are encountered in mild acute viral hepatitis as well as in both diffuse and focal chronic liver diseases (e.g., chronic active hepatitis, cirrhosis, and hepatic metastases). However, the absolute levels of aminotransferases correlate poorly with severity of liver injury or prognosis, and serial determinations are usually most helpful. Thus, in the patient with massive hepatic necrosis, there may be marked elevations in the early phase (i.e., 24 to 48 h), but by the time the patient is tested 3 to 5 days later, the levels may be in the range of 3.34 to 5.8 kat/L (200 to 350 U/L). It is noteworthy that in severe alcoholic hepatitis one commonly finds only modest increases in these enzymes (generally less than 5.0 kat/L). Minimal elevations of AST and ALT (less than 1.67 kat/L) also may be found in association with biliary tract obstruction; higher levels suggest the development of cholangitis with resultant hepatic cell necrosis.

In general AST and ALT levels parallel each other, with a couple of exceptions. In alcoholic hepatitis the AST/ALT ratio may be greater than 2; this appears to result from a reduction in hepatic ALT content due to a deficiency in the cofactor pyridoxine-5-phosphate. An increase in the ratio of AST/ALT (>1) also can be seen occasionally in patients with the fatty liver associated with pregnancy, but is typically <1 in other causes of steatohepatitis.

Question 19

(B)

Comparison of Endoscopic Ligation and Propranolol for the Primary Prevention of Variceal Bleeding

Shiv K. Sarin, Gurwant S. Lamba, Mandhir Kumar, Alok Misra, Nandagudi S. Murthy 

Abstract

Background and Methods. We compared propranolol therapy and endoscopic ligation for the primary prevention of bleeding from esophageal varices. This prospective, controlled trial included consecutive eligible patients who had large varices (>5 mm in diameter) that were at high risk for bleeding. The patients were assigned to either propranolol therapy, at a dose sufficient to decrease the base-line heart rate by 25 percent, or variceal ligation, to be performed weekly until the varices were obliterated or so reduced in size that it was not possible to continue treatment. 

Results. Of the 89 patients, 82 of whom had cirrhosis of the liver, 44 received propranolol and 45 underwent variceal ligation. The mean (±SD) duration of follow-up in each group was 14±9 and 13±10 months, respectively. The mean time required to achieve an adequate reduction in the heart rate was 2.5±1.7 days; the mean number of sessions needed to complete variceal ligation was 3.2±1.1. After 18 months, the actuarial probability of bleeding was 43 percent in the propranolol group and 15 percent in the ligation group (P=0.04). Twelve patients in the propranolol group and four in the ligation group had bleeding. Three of the four in the ligation group had bleeding before their varices had been obliterated. Nine patients in the ligation group had recurrent varices, a mean of 3.7 months after the initial treatment. Five patients in each group died; bleeding from the varices was the cause of death of four patients in the propranolol group and of three in the ligation group. There were no serious complications of variceal ligation; in the propranolol group, treatment was stopped in two patients because of side effects. 

Conclusions. In patients with high-risk esophageal varices, endoscopic ligation of the varices is safe and more effective than propranolol for the primary prevention of variceal bleeding. (N Engl J Med 1999;340:988-93.) 

Bleeding from esophageal varices is associated with mortality rates ranging from 30 to 70 percent. (1,2) Many therapies have been evaluated for primary prophylaxis against bleeding in people with cirrhosis and large varices. (3,4,5) The most effective therapy is the use of nonselective beta-blockers, which reduce the incidence of a first bleeding episode and, to some extent, reduce bleeding-related mortality. (5,6) However, beta-blockers have unpredictable effects on the hepatic venous pressure gradient, which is used to assess their efficacy. (7,8) Measurement of this gradient requires an invasive technique in which a catheter is passed through the femoral or jugular vein and wedged into a hepatic vein; the difference between the wedged and free hepatic venous pressures is recorded as the wedged hepatic venous pressure gradient. In one recent study, (9) the requisite reduction of more than 20 percent in the gradient was achieved in only 14 percent of patients who received propranolol. In another study, because of frequent side effects and contraindications, propranolol therapy was found suitable for only 23 percent of patients with cirrhosis. (10) Other issues of concern with respect to the use of beta-blockers are the lack of patient compliance, the prolonged (in some cases lifelong) need for therapy, (11) and the risk of rebleeding after the cessation of therapy. (12) The combination of a beta-blocker and a nitrate has been found superior to monotherapy with propranolol (13) or nadolol. (14) However, prolonged use of nitrates may increase the already advanced vasodilatory state of such patients (15) and increase mortality in patients with cirrhosis who are more than 50 years old. (16) 

Endoscopic sclerotherapy is currently not recommended as prophylactic therapy for esophageal varices because of conflicting results in earlier studies. (17,18,19) Endoscopic variceal ligation is more effective and safer than sclerotherapy (20,21,22) and decreases the risk of initial bleeding (23) and the risk of death (24) due to varices as compared with no treatment. On the basis of these results, we conducted a prospective, randomized, controlled trial to compare the efficacy and safety of variceal ligation with those of propranolol for the primary prevention of variceal bleeding in patients with esophageal varices that were at high risk for bleeding. 

Question 20

(C)

see answer question 17

Question 21

(A)

History is suggestive of HNPCC

GENETICS OF COLORECTAL CANCER
· The development of a readily evident precursor lesion (adenomatous polyp) has made  it possible to construct a model of sequential genetic events that contribute to the generation  of colon cancer.

· Multiple events involving tumour supressor genes, oncogenes and DNA mismatch repair genes and the order in which they occur are critical.

· Stepwise model of colorectal tumorogenesis:


1) Mutations in the APC tumour suppressor gene & B-Catenin pathway is proposed to occur early in the 
development of polyps


2) Oncogenic KRAS mutations arose during the adeonmatous stage

3) Mutations of TP53 (p53 mutation) and deletions on chromosome 18q coincided with the transition to malignancy

APC gene mutations
· Found in 60-80% of CRCs

· This  is the germline mutation in FAP. Results in 100's to 1000's of colorectal adenomas.

· Also prone to duodenal adenomas, desmoids, congenitl hypertrophy of retinal epithelium (CHRPE), gastric fundal gland polyps and osteomas

· Mutations in the gene product mostly occur in exon 15 in somatic mutation but germline mutation can occur throughout the genome

· Because more than 90% of APC mutations result in a premature stop codon and therefore a truncated gene product, an in vitro synthesised protein truncation test is available.

· Tumour suppressor gene

· Truncated APC results in increased levels of B-Catenin. B-Catenin TCF (T cell Factor) responsive genes critical for proliferation and transformation of colonic epithelial cells.

· Gain of function mutations in the B-Catenin are identified in 50% of colon cancers with intact APC gene and therefore can act as an oncogene.

DNA Mismatch Pathway
· The HNPCC syndrome is associated with DNA mismatch repair genes in 45-70%.

· DNA mismatch repair gene correct base pair mismatches that arise during DNA replication.

· Cells with defective mismatch repair sequences display a mutator phenotype in which many genes exhibit mutations because of uncorrected errors in DNA replication. Genes with simple repetitive sequences such as Poly A tracts or CA repeat microsatellites are particularly susceptible.

· 5 Mononucleotide and Dinucleotide microsatellite markers have been chosen as microsatellite markers for instability testing (MSI). Tumours are thus classified as high frequency MSI(>2), low frequency MSI (1) or microsatellite stable (0).

· Virtually all HNPCC patients have high frequency of MSI

TGF-B receptor gene
· The TGF B receptor gene mutations. TGF B is a potent inhibitor of colonic epithelial cell growth. A short GT sequence is a MSI target.

· TGF receptor activates a series of intracellular signelling proteins called SMADs, mutations in these genes have been small.
KRAS mutations
· Found in 50% of CRCs

· The ras family of proteins are involved in signal transduction via surface receptors

· Mutations are often seen in normal mucosa

TP53 mutations
· Gene product is p53

· Plays a diverse role in regulation of cell cycle progression and apoptosis

· Inactivating mutations occur as a late event during transition from adenoma to carcinoma

Mutation in DCC gene/allelic loss of 18q
· Deleted in 70% of CRC.

· Encodes for a large membrane protein, and appears to be a receptor for netrin, a nerve growth factor

· Loss of activity of 1 or more of the genes on 18q is an important step in tumour development

· Loss of DCC suppressor gene is associated with a poor prognosis

COX-2
· COX-2 is overexpressed in 43% of adenomas and 86% of carcinomas, and the increased levels of COX2 may have a role to play regulating angiogenesis and apoptosis

· Hence trial with trend towards decreased tumour number and size in FAP patients.
FRACP 1999 QUESTIONS

Question 1

(B)

Poorly remembered.

History suggestive of HNPCC as often associated with proximal colonic tumours

Question 2

(C)

In a patient with ulcerative colitis (UC), the lifetime incidence of colorectal cancer is approximately 6 percent, with the cancer-related mortality estimated at 3 percent. Increased duration of disease, younger age at disease onset, and the presence of extensive colonic involvement are important risk factors for the development of colorectal cancer associated with UC. The risk of developing colorectal cancer remains low until 8 years of disease, after which the risk rises exponentially to as high as 56 times the general population by the fourth decade of disease.

Approximately 2 to 5 percent of UC patients develop primary sclerosing cholangitis (PSC). This diagnosis adds significantly to the already high risk of dysplasia, a premalignant neoplastic lesion, and colorectal cancer in UC patients. Therefore, patients with PSC should be tested more often than those with UC with the same duration of disease. Furthermore, prophylactic colectomy may provide the safest alternative in terms of life expectancy for these patients.

To decrease cancer-related mortality in UC, periodic colonoscopic surveillance with biopsies is currently recommended (Fig. 1). Dysplasia can be focal as well as diffuse, making it necessary to obtain random biopsies throughout the colon. Typically two to four biopsies are taken at every 10-cm interval and of polypoid lesions. Colectomy should be performed if any biopsy shows dysplasia. Outstanding issues concerning surveillance include the sensitivity and the predictive value of dysplasia, the lead-time between dysplasia and cancer, and the cost-effectiveness of the program. Instead of recommending prophylactic colectomy to all patients, surveillance is meant to identify the patients at high risk of cancer mortality for proctocolectomy and allow the remaining patients to continue safely in the cancer surveillance program.

 Colorectal cancers in UC can be difficult to detect endoscopically as they can directly involve the bowel wall and cause stricture formation. Any patient who develops a stricture or large bowel obstruction in the presence of UC should be promptly evaluated by colonoscopy or barium enema. Advanced cases may be characterized by obstructive symptoms, weight loss, and abdominal masses.

Dysplasia does not always present with visible endoscopic findings. Any lesion distinct from the general contour or color of the mucosa should raise suspicion of a dysplasia-associated lesion or mass (DALM) and be biopsied. A sessile adenoma in the area of colitis is a DALM, prompting a recommendation for colectomy, rather than a simple polypectomy. An ominous term, DALM alerts physicians that raised lesions in UC may represent a serious premalignant lesion and not a benign adenoma.

Because the risk for developing dysplasia or cancer increases with longer disease duration, efficient surveillance calls for more frequent testing when the risk is highest. One approach calls for testing every 3 years for the first 20 years of disease, every 2 years for the next 10 years of disease, and yearly thereafter. This regimen provides for at least 20 examinations over a 40-year lifetime of disease. The approximate time between the development of low-grade dysplasia and cancer (lead-time) is 3 years. Testing at intervals longer than 3 years should be discouraged; a majority of patients who develop cancer will not have the "opportunity" to have dysplasia detected prior to the cancer.

Experience has shown that if low-grade dysplasia is the indication for colectomy, a cancer may already be present in 19 percent of cases. Patients with low-grade dysplasia undergoing further surveillance have a likelihood of progressing to a malignant lesion in 16 percent of cases. If high-grade dysplasia is used as the criterion for colectomy, a cancer can be present in 40 to 45 percent of cases. The detection of high-grade dysplasia may be too late in the process of surveying for cancer to ensure colectomy prior to cancer development. When evaluating biopsy specimens for dysplasia, the best criterion for a positive test is low-grade dysplasia due to its high sensitivity, rather than high-grade dysplasia with its high specificity.

Question 3

(D)

MMWR recommendations for prevention and control of HCV infection and related chronic disease states regarding prophylaxis and follow-up...

"Available data regarding the prevention of HCV infection with IVIG indicate that IVIG is not effective for postexposure prophylaxis of Hep C. No assessments have been made of post exposure use of anti viral agents (eg interferon) to prevent HCV infection. Mechanisms of the effect of interferon in treating patients with HCV are poorly understood, and an established infection might need to be present for interferon to be an effective treatment. Presently interferon alpha is FDA approved only for the treatment of chronic hepatitis C."

Question 4

(B)

Barrett's Esophagus 
Barrett's esophagus is characterized by a metaplastic change of any length in the esophageal epithelium; it is recognizable during endoscopy and can be confirmed histologically as intestinal metaplasia. (44) There is considerable controversy regarding its precise definition, however. (45) It is a consequence of long-standing acid reflux, which is found in 8 to 20 percent of patients who undergo upper gastrointestinal endoscopy for symptoms of gastroesophageal reflux disease. (46) Barrett's esophagus is a precursor of adenocarcinoma of the esophagus, the incidence of which has been increasing over the past 20 years. (47,48) 

Recent practice guidelines offered by the American College of Gastroenterology suggest that patients with long-standing symptoms of gastroesophageal reflux, particularly patients older than 50 years of age, should undergo upper gastrointestinal endoscopy to determine whether Barrett's esophagus is present. (44) A recent population-based, case-control study found a strong causal relation between gastroesophageal reflux and esophageal adenocarcinoma. (49) The care of patients with Barrett's esophagus should include upper gastrointestinal endoscopy and mucosal biopsies performed at time intervals determined by the presence and grade of dysplasia. (44,50) Once Barrett's esophagus has been detected, the patient's condition should be monitored even if the symptoms of gastroesophageal reflux are controlled by medications that suppress gastric acid. (51,52) 

The restoration of normal squamous epithelium in patients with Barrett's esophagus has been a goal of treatment that, until recently, has been unattainable. The long-term suppression of acid, with or without surgical fundoplication, does not reverse Barrett's esophagus. (53,54) The application of new endoscopic therapies aimed at the destruction of the metaplastic columnar epithelium in the esophagus, followed by squamous reepithelialization of the esophageal surface during intensive suppression of acid by therapy with proton-pump inhibitors, has been found to reverse Barrett's esophagus (Figure 4). Endoscopic thermal methods that have been shown to have at least limited success in this regard include electrocoagulation, (55) argon plasma coagulation, (56,57) laser therapy, (58) a combination of laser therapy and antireflux surgery, (59) and photodynamic therapy. (60,61,62) The thermal ablation of metaplastic esophageal mucosa may be complicated by the formation of an esophageal stricture, which results in dysphagia. Of potentially greater concern is that a substantial number of patients treated with endoscopic thermal ablation have subsequently been found to harbor foci of persistent columnar epithelium beneath the reepithelialized squamous epithelium. The important question of whether the risk of transformation to adenocarcinoma is eliminated by endoscopic thermal ablation remains unanswered. (63,64,65) As yet, there are no reliably effective endoscopic, medical, or surgical therapies for patients with Barrett's esophagus, and thus no definitive recommendations can be made regarding optimal treatment. 

Question 5

(C)

ALCOHOLIC LIVER DISEASE
Patients with alcoholic liver disease frequently have iron overload and liver biopsy of patients with alcoholic liver cirrhosis may reveal heavy iron overload. Studies investigating the potential role of HFE mutations on the iron overload in chronic liver disease have failed to show an assocaition with either alcoholic liver disease or the iron overload that occurs in proportions of these patients.

Question 6

(A)

Antigliadin, antiendomysial, and antireticulin antibodies have been widely used in the diagnosis of celiac disease. Approximately 90 percent of patients with untreated clinically symptomatic celiac disease, and many patients with asymptomatic latent disease, have IgA and/or IgG antigliadin antibodies; titers frequently decrease after institution of a gluten-free diet. Elevated titers of antiendomysial antibodies are found in over 90 percent of patients with active celiac disease and also decrease with improvement following intitiation of a gluten-free diet. Antireticulin antibodies are less sensitive but more specific than antigliadin antibodies, which can be found in other disorders affecting the small-bowel mucosa, such as Crohn's disease. Combined determination of antigliadin, antiendomysial, and antireticulin antibodies offers optimal sensitivity and specificity for the detection of celiac disease. These antibodies are also useful in following the response to therapy and adherence to a gluten-free diet, and in screening for celiac disease among family members.

Antibodies in Celiac Disease May Play a Role in Pathogenesis 

Kurt J. Isselbacher

Celiac disease is a gluten-induced genetically linked disorder of the small intestine characterized by pronounced crypt cell hyperplasia with flattened villi. The hyperplasia represents an increased rate of proliferation of intestinal epithelial cells and differentiation of these cells seems to be markedly retarded. In untreated patients, ingested gluten triggers the production of IgA antibodies that are highly specific for certain extracellular matrix components and the IgA is deposited beneath the surface epithelium. The question has been whether these celiac disease-specific tissue autoantibodies could have a pathogenetic role in production of the mucosal lesion.

Halttunen and Maki (1999) studied this issue with a three-dimensional fibroblast-epithelial cell culture method that they developed. Using this system they previously showed that the differentiation and organization of intestinal crypt-like T84 epithelial cells form lumina as the result of the action of transforming growth factor beta (TGF-). Their exciting observation using this system is that celiac disease-specific antibodies (IgA from serum of untreated celiac patients) inhibits fibroblast-induced TGF- differentiation of crypt T84 epithelial cells. These antibodies also increased epithelial cell proliferation. Both of these changes--namely, increased proliferation and decreased cell differentiation--are typical of celiac disease.

Recent observations (see Update: Celiac Disease: Identification of the Autoantigen) have shown that tissue transglutaminase (tTG) is the one, if not the sole, celiac disease autoantigen. These investigators therefore tested whether monoclonal antibodies against tTG produced effects similar to celiac disease-specific IgA. Indeed, tTG antibodies decreased T84 epithelial cell differentiation to the same extent as celiac disease-specific IgA. The authors of these observations believe that the celiac disease-specific IgA antibodies interfere with normal TGF- mediated functions and that they may disturb the biologic function of TGF- in the intestine in celiac disease and, in turn, result in the typical jejunal mucosal lesion of celiac disease.

Question 7

(C)


Biology of the parietal cell

Multiple chemical, neural, and hormonal factors participate in the regulation of gastric acid secretion. Acid secretion is stimulated by gastrin and by postganglionic vagal fibers via muscarinic cholinergic receptors on parietal cells. Gastrin, the most potent known stimulant of gastric acid secretion, is contained in and released into the circulation from cytoplasmic secretory granules of gastrin cells (G cells), which are scattered singly or in small clusters among the epithelial lining cells of the middle and deeper portions of the pyloric glands of the antrum. Gastrin release is stimulated by the neuropeptide gastrin-releasing peptide and inhibited by somatostatin produced by D cells in the antrum. Gastrin in tissues and in the circulation exists in several molecular forms. The principal form of gastrin in gastric antral mucosa is heptadecapeptide gastrin (G-17), which contains 17 amino acid residues; the active site region is the C-terminal tetrapeptide amide (Trp-Met-Asp-Phe-NH2). Gastrin II is the form in which the tyrosyl residue at position 12 is sulfated, while gastrin I is the nonsulfated form. Although G-17 accounts for more than 90 percent of the gastrin in antral mucosa, approximately two-thirds of the gastrin in serum is a larger species containing 34 amino acids (G-34). Although G-17 has a shorter half-life than G-34, circulating G-17 is approximately as potent as G-34 in stimulating gastric acid secretion. Gastrin is also present in duodenal mucosa, particularly in the most proximal duodenum (at approximately 10 percent of the antral concentration). The mucosal concentration of gastrin and the proportion of G-17 decrease progressively down the duodenum.

The effects of gastrin and vagal stimulation on gastric acid secretion are intimately interrelated. Vagal stimulation increases gastric acid secretion by cholinergic stimulation of parietal cell secretion, by enhancing release of gastrin from antral G cells (by both inhibition of the release of somatostatin by antral D cells and by direct stimulation of G cells), and by lowering the parietal cell threshold for response to circulating gastrin concentrations.

Question 8

(A)

Urea Breath Test

The nonendoscopic urease tests include the urea breath test and the urea blood test. As the name implies, these tests rely upon the identification of urease, an enzyme produced in large quantities by H. pylori, which cleaves urea into ammonia and bicarbonate. The bicarbonate is rapidly absorbed across the gastric epithelium and carried by the bloodstream to the lungs where it is expired as carbon dioxide. If urea labeled with either the radioactive isotope 14C or the stable isotope 13C is administered to a patient with H. pylori infection, labeled CO2 can be measured in the breath. The urea breath test has consistently yielded sensitivity and specificity of >90 percent for active H. pylori infection. Thus, urease tests are useful for both the initial diagnosis of H. pylori and to establish cure after a course of eradication therapy. When used to establish H. pylori eradication, the urease tests should be performed no less than 4 weeks after the completion of therapy. A number of drugs can adversely affect the accuracy of the urease tests. Antibiotics and bismuth should be withheld for at least 4 weeks and proton pump inhibitors for at least 1-2 weeks prior to testing (Chey et al, 1997; Lane et al, 1998).

Although versions of the 14C and 13C-urea breath test have been approved for use, relatively high cost (14C-urea breath test, $65; 13C-urea breath test, $165), the need for out-of-office analysis, and inconsistent reimbursement have prevented their widespread clinical acceptance. Innovations that will improve the ease of breath collection and allow for rapid in-office analysis at less expense are in various stages of development.

Harrisons states:

“When eradication of H. pylori is demonstrated at least one month after the completion of therapy, subsequent reinfection is uncommon, with a frequency as low as 1% per year in Western countries.”

FRACP 1997 Questions

Question 3

(A)

See answers above

Question 5

(E)

Question 16

(A)

See diagram FRACP 1999 Q7

Question 40

(E)

See diagram FRACP 1999 Q7

Question 48

(C)

Routine hematologic and biochemical blood tests are usually normal in patients with alcoholic fatty liver, except for minimal elevations of the serum AST (aspartate aminotransferase); occasionally alkaline phosphatase and bilirubin levels are also elevated. In more advanced alcoholic liver disease, abnormalities of laboratory tests are more common. Anemia may result from acute and chronic gastrointestinal blood loss, coexistent nutritional deficiency (notably of folic acid and vitamin B12), hypersplenism, and a direct suppressive effect of alcohol on the bone marrow. Hemolytic anemia, presumably due to effects of hypercholesterolemia on erythrocyte membranes resulting in unusual spurlike projections (acanthocytosis), has been described in some alcoholics with cirrhosis. Leukocytosis is often present in severe alcoholic hepatitis; however, some patients with this disorder may have leukopenia and thrombocytopenia due to hypersplenism or an inhibitory effect of alcohol on the bone marrow. Mild or pronounced hyperbilirubinemia may be found, usually in association with varying elevations of serum alkaline phosphatase levels. Levels of serum AST are frequently elevated, but levels greater than 5 kat (300 units) are unusual and should prompt one to look for other coincident or complicating factors. In contrast to viral hepatitis, the serum AST is usually disproportionately elevated relative to ALT (alanine aminotransferase), i.e., AST/ALT ratio >2. In nonalcoholic steatohepatitis, the ALT level is also typically greater than the AST level. This discrepancy in alcoholic hepatitis may result from the proportionally greater inhibition of ALT synthesis by ethanol, which may be partially reversed by pyridoxal phosphate.

The serum prothrombin time is frequently prolonged, reflecting reduced synthesis of clotting proteins, most notably the vitamin K-dependent factors (see "Coagulopathy" in Chap. 299). The serum albumin level is usually depressed, while serum globulins are increased. Hypoalbuminemia reflects in part overall impairment in hepatic protein synthesis, while hyperglobulinemia is thought to result from nonspecific stimulation of the reticuloendothelial system. Elevated blood ammonia levels in patients with hepatic encephalopathy reflect diminished hepatic clearance because of impaired liver function and shunting of portal venous blood around the cirrhotic liver into the systemic circulation (see Chaps. 293 and 299).

A variety of metabolic disturbances may be detected. Glucose intolerance due to endogenous insulin resistance may be present; however, clinical diabetes is uncommon. Central hyperventilation may lead to respiratory alkalosis in patients with cirrhosis. Dietary deficiency and increased urinary losses lead to hypomagnesemia and hypophosphatemia. In patients with ascites and dilutional hyponatremia, hypokalemia may occur from increased urinary potassium losses due in part to hyperaldosteronism. Prerenal azotemia is also observed in such patients.

Question 62

(A)

It has long been observed that DU patients as a group secrete more acid than normal; however, most individual DU patients have acid secretory rates (BAO and MAO) within the normal range. In response to stimulation of gastric acid secretion, DU patients as a group also have comparable increases in gastric secretion of pepsin and in serum PGI levels. The variations in both groups are so large that most DU patients are in the normal range.

At initiation of infection by H. pylori, there may be a transient increase in gastric acid secretion. This phase is often followed by hypochlorhydria lasting for several months, after which rates of acid secretion return within a year to approximately their preinfection levels. Subsequently, H. pylori infection may be associated with an increase in basal and meal-stimulated serum gastrin levels, presumably owing to chronic antral inflammation. Somatostatin deficiency has been proposed as the mechanism responsible for enhanced gastrin release in patients with H. pylori infection, in whom gastric mucosal somatostatin levels are reduced and are correlated inversely with gastric luminal ammonia. An associated increase in gastric acid secretion (BAO and MAO in response to gastrin) in patients with DU has been attributed to an increase in parietal cell mass caused by the increased gastrin release, but a similar increase in gastric acid secretion is generally not observed in patients infected with H. pylori but without a DU, even though gastrin levels may be elevated. Therefore, increased gastric acid secretion in DU patients may be dependent on factors other than H. pylori infection. With eradication of H. pylori, the serum gastrin level and BAO slowly return to normal, but MAO in response to gastrin may remain mildly elevated.

Question 67

(C)

Diagnostic paracentesis (50 to 100 mL) should be part of the routine evaluation of the patient with ascites. The fluid should be examined for its gross appearance; protein content, cell count, and differential cell count should be determined, and Gram's and acid-fast stains and culture performed. Cytologic and cell-block examination may disclose an otherwise unsuspected carcinoma. Table 46-1 presents some of the features of ascitic fluid typically found in various disease states. In some disorders, such as cirrhosis, the fluid has the characteristics of a transudate (<25 g protein per liter and a specific gravity of <1.016); in others, such as peritonitis, the features are those of an exudate. Rather than the total protein content of ascites, some authors prefer the use of a serum-ascites albumin gradient (SAG) to characterize ascites. The gradient correlates directly with portal pressure. A gradient >1.1 g/dL is characteristic of uncomplicated cirrhotic ascites; a gradient <1.1 g/dL is seen in conditions characterized by exudative ascites. Although there is variability of the ascitic fluid in any given disease state, some features are sufficiently characteristic to suggest certain diagnostic possibilities. For example, blood-stained fluid with >25 g protein per liter is unusual in uncomplicated cirrhosis but is consistent with tuberculous peritonitis or neoplasm. Cloudy fluid with a predominance of polymorphonuclear cells and a positive Gram's stain are characteristic of bacterial peritonitis; if most cells are lymphocytes, tuberculosis should be suspected. The complete examination of each fluid is most important, for occasionally only one finding may be abnormal. For example, if the fluid is a typical transudate but contains more than 250 white blood cells per microliter, the finding should be recognized as atypical for cirrhosis and should warrant a search for tumor or infection. This is especially true in the evaluation of cirrhotic ascites where occult peritoneal infection may be present with only minor elevations in the white blood cell count of the peritoneal fluid (300 to 500 cells per microliter). Since Gram's stain of the fluid may be negative in a high proportion of such cases, careful culture of the peritoneal fluid is mandatory. Bedside innoculation of blood culture flasks with ascitic fluid results in a dramatically increased incidence of positive cultures when bacterial infection is present (90 versus 40 percent positivity with conventional cultures done by the laboratory). Direct visualization of the peritoneum (laparoscopy) may disclose peritoneal deposits of tumor, tuberculosis, or metastatic disease of the liver. Biopsies are taken under direct vision, often adding to the diagnostic accuracy of the procedure.

PAPER 2

Question 4

(C)

Omeprazole can result in elevated gastrin levels and must be stopped before assessing this lady for gastrinoma

See Greg’s 1998 answers

Question 19

(A)

Question 35

(D)

Barium swallow demonstrates likely severe GORD +/- obstructing lesion

Question 40

(C)

See answer to FRACP 2000 Q21

Question 45

(B)

Obstructive picture on LFTs, ERCP is going to reveal the diagnosis

Question 57

(C)

Endoscopy reveals either duodenitis or ? 2 shallow ulcers

Now after treatment  of H. pylori, eradication should be determined with a followup urease breath test in 2 months

See FRACP 1999 Q8

Question 90

(B)

See answer to FRACP 2000 Q13

Question 97

(E) 

The endoscopy shows very large varices

Propanolol was the answer at this time, but I think now prophyactic banding is now treatment of choice.

