Pantoprazole and rabeprazole are available as enteric-coated
tablets. Pantoprazole is also available as a parenteral formulation
for intravenous use. These agents are lipophilic compounds; upon
entering the parietal cell, they are protonated and trapped within the
acid environment of the tubulovesicular and canalicular system.
These agents potently inhibit all phases of gastric acid secretion.
Onset of action is rapid, with a maximum acid inhibitory effect
between 2 and 6 h after administration and duration of inhibition
lasting up to 72—-96 h. With repeated daily dosing, progressive acid
inhibitory effects are observed, with basal and secretagogue-
stimulated acid production being inhibited by >95% after 1 week of
therapy. The half-life of PPls is ~18 h; thus, it can take between 2
and 5 days for gastric acid secretion to return to normal levels once
these drugs have been discontinued. Because the pumps need to
be activated for these agents to be effective, their efficacy is
maximized if they are administered before a meal (except for the
immediate-release formulation of omeprazole) (e.g., in the morning
before breakfast). Mild to moderate hypergastrinemia has been
observed in patients taking these drugs. Carcinoid tumors
developed in some animals given the drugs preclinically; however,
extensive experience has failed to demonstrate gastric carcinoid
tumor development in humans. Serum gastrin levels return to
normal levels within 1-2 weeks after drug cessation. Rebound
gastric acid hypersecretion has been described in H. pylori—
negative individuals after discontinuation of PPIs. It occurs even
after relatively short-term usage (2 months) and may last for up to 2
months after the PPI has been discontinued. The mechanism
involves gastrin-induced hyperplasia and hypertrophy of histamine-
secreting ECL cells. The clinical relevance of this observation is that
individuals may have worsening symptoms of GERD or dyspepsia
upon stopping the PPI. Gradual tapering of the PPI and switching to
an H, receptor antagonist may prevent this from occurring. H.
pylori-induced inflammation and concomitant decrease in acid
production may explain why this does not occur in H. pylori—positive
patients. IF production is also inhibited, but vitamin B4, deficiency

anemia is uncommon, probably because of the large stores of the
vitamin. As with any agent that leads to significant hypochlorhydria,



