
Hepatitis B and “Normal” ALT: Not Always a 
Safe Place to Be

It is estimated that about 350 million peo-
ple worldwide have chronic hepatitis B infection 
(CHB). This disease is particularly prevalent in the 
Asian/Pacifi c Island (API) community including in 
the US1,2. Since the vast majority of patients with 
CHB are asymptomatic, assessing disease severity 
usually relies on laboratory tests. This will predict 
prognosis and help determine if long-term antiviral 
treatment should be initiated. By far, the simplest 
and most commonly used method is to check and 
follow liver function tests especially the serum ala-
nine aminotransferase (ALT) level. Many clinicians 
rely on elevations of ALT above the upper limit of 
normal (>ULN) to determine if a patient should be 
referred for further evaluation and possible treat-
ment.

 New data suggests that relying on ALT >ULN 
as a marker for signifi cant liver disease in CHB is 
inadequate. The commonly used ULN for ALT (for 
example: <40 U/L for Quest, and <60 U/L Stanford 
Lab) is too high. Based on recent studies, the true 
normal ALT level should be <30 U/L for men and 
<19 U/L for women3,4. Therefore, clinicians should 
be conscious of this and specifi cally look at the ac-
tual ALT rather than relying on what the lab report 
fl ags as “abnormal”. Even when the ALT is just 
slightly above normal (1-2X ULN), which translates 
to ALT 30-60 for men and 20-40 for women, there is 
still a high prevalence of signifi cant liver disease in 
this population. 

 San Jose Gastroenterology in collaboration 
with Pacifi c Health Foundation and Stanford Uni-
versity recently published a study in the journal 
Clinical Gastroenterology and Hepatology, on the 
prevalence of signifi cant liver disease in CHB pa-
tients with only slightly elevated ALT5. A total of 
193 patients with ALT 1-2X ULN based on new cri-
teria <30 for men, <19 for women, underwent liver 
biopsy. Patients were considered to have signifi cant 

liver histology if the fi brosis stage was ≥2, or stage 
1 and at least grade 2 infl ammation. Signifi cant liv-
er histology was found in 20-27% and 44-53% of 
patients with ALT 1-1.5X ULN, and 1.5-2X ULN 
respectively. On multivariate analysis, independent 
predictors for signifi cant histology were age ≥35, 
male gender, and increasing ALT level. In fact, in 
patients with age ≥35, the prevalence of signifi cant 
liver disease was 54%, and with age ≥50, this rose 
to 57-75%.

 Patients with signifi cant liver histology gener-
ally should be treated with long-term antiviral medi-
cation4. Therefore, it is important to recognize that 
even patients with normal and mildly elevated ALT 
are still at risk for signifi cant liver disease especially 
as they get older (age >35). 
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The true upper limit of normal ALT should be ≤30 U/L 
for men and ≤19 U/L for women.

Significant liver disease was found in 54% of pa-
tients with age ≥35, and 57-75% of patients ≥50, 
even when ALT was only slightly elevated (30-60 U/L 
for men, and 20-40 U/L for women).

Most patients with significant liver disease on liver 
biopsy should be treated with long-term antiviral 
drugs, regardless of ALT level.
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Update in H pylori

 Helicobacter pylori infection is usually acquired early in childhood and lasts for a lifetime.  Though 
transmission occurs both from fecal-oral and oral routes, the predominant mechanism of transmission 
remains unclear1.  Prevalence reaches 70-80% in Asia and 30-40% in the USA and Western Europe.  The 
majority of those infected (80-90%) will carry and transmit the infection without any symptoms of disease.  
Therefore, some argue that H. pylori should be considered commensal, rather than a pathogen.  However, 
it is the strongest risk factor for gastroduodenal ulcers, with infection present in 60-80% of gastric and 
95% of duodenal ulcers2.  It is also the fi rst bacterium to be classifi ed as a defi nite carcinogen by the World 
Health Organization, due to its association with gastric adenocarcinoma and gastric lymphoma.

 There are three main outcomes of chronic infection, as illustrated below:

 There is clear evidence for H. pylori eradication to prevent ulcer recurrence, and even as a stand-alone 
treatment for gastric MALT (50% remission in one study3).  There is no clear data to support eradication to 
prevent progression to gastric cancer, however4.  There have been two meta-analyses of H. pylori eradica-
tion in non-ulcer dyspepsia: one showed no improvement5 and the other showed a small but statistically 
signifi cant benefi t6.

Selected Regimens for Helicobacter pylori Eradication7

 Treatment regimen Duration Eradication rate (%) 

  
 Proton pump inhibitor twice daily, plus amoxicillin,  10 to 14 days 86  
 1 g twice daily, plus clarithromycin 500 mg twice daily 

 Bismuth subsalicylate 525 mg four times daily, plus 14 days (then  
 metronidazole 250 mg four times daily, plus tetracycline  H2 blocker alone for  
 500 mg four times daily, H2 blocker 14 days more) 80 

Recent studies show second line therapy with a levofl oxacin-based regimen, along with amoxicillin and 
PPI, have an eradication rate of about 80%8.
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