Pharm - GI


	Drug
	Spectrum
	Mechanism
	Pharmacokinetics
	Toxicities
	Miscellaneous

	Cimetidine (Tagament)

Rantidine (Zantac)

Famotidine (Pepcid)

Nizatidine (Axid)


	Acute Rx of duodenal and benign gastric ulcers

Prevents recurrence of duodenal ulcers

Acute and Chronic 

GERD

OTC’s: Heartburn and acid indigestion
	H2 Receptor Antagonist

Competitive inhibition of Histamine 2 Receptors

Inhibit gastric acid and other H2 agonists(dose dependent)

Decrease basal, nocturnal and stimulated aid secretion
	Peak plasma conc in 1-2 hrs

Renal Elimination

Short half life but can still be dosed once/twice a day.
	Inhibits C-P450-Interactions with theophylline, phenytoin

CNS-confusion, somnolence

Anti androgenic-gynecomastia, impotence
	

	Omeprazole (Prilosec)

Lansoprazole (Prevacid)
	Acute Rx for “peptic ulcers” in esophagus, duodenum, stomach-esp if unresposive to H2 blockers

GERD esophagitis

ZE peptic and esophageal ulceration
	Proton Pump Inhibitor

Sulfinyl group is protonated in parietal cells forming a sulfenamide which irreversibly inhibits        H/K ATPase
	Degraded by stomach acid

Hepatic metabolism (adjust dose w/ liver failure)
	Hypergastrinemia-hyperplasia (ECL cell carcinoid

Potential Bacterial Overgrowth

CP450 inhibitor-interactions with phenytoin, diazepam, warfarin
	Efficacy as high as 95%

De novo synthesis of proton pumps required to overcome effects of drug



	Sucralfate
	Stress induced ulcers

Acute & maintenance for peptic ulcers
	Mucosal Defense

Activated by acid forming a gel that binds +charges in ulcer craters

Inhibits pepsin, adsorbs bile salts

Efficacy in ulcer healing
	Most excreted unchanged

Accumulation of Al in renal failure patients

Administer on an empty stomach.
	Constipation

Reduces bioavailability of phenytoin, digoxin, theophylline if administered at the same time, but no P450 interactions
	

	Misoprostol (prostaglandin analogue)
	Prevention of gastric ulcers with NSAID use.
	Mucosal Defense

Antisecretory- inhibits basal and nocturnal gastic acid secretion by parietal cells

Cytoprotective-increased mucus & bicarb secretion
	Well absorbed orally
	Uterine contractions (abortifacient)

Diarrhea

Abdominal cramping
	

	Antacids

Mg/Al salts
	Duodenal Ulcers

GERD

Prophylaxis of stress ulceration
	Mucosal Defense

Neutralize HCl

Increase gastric pH

Inactivation of pepsin; bind bile salts
	Some absorption of cations - careful w/renal failure

Frequent administration
	Interfere w/absorption & F of other drugs

Altered gastric motility (diarrhea or constipation)

(fx due to cation absorption)


	

	Metaclopramide (reglan)
	Gastric Motility Probs:

GERD (by ( LES tone & ( gastric emptying)

Diabetic gastroparesis

Prevention and Rx of nausea and vomiting
	Prokinetic 

GI dopamine antagonist

Cholinergic agonist ((Ach)

Enhances smooth muscle motility of proximal GI tract

(Gastric emptying

(LES tone

CNS Dopamine antagonist   (anti-emetic)
	Half life ( w/ renal failure
	Somnolence, nervousness

( Prolactin may interfere w/ Parkinsonian  Rx
	Cisapride-devoid of dopaminergic fx or anti-emetic fx

Domperidone doesn’t penetrate CNS

	Ondansetron
	Nausea and Vomiting (e.g. chemo induced)
	Seratonin Antagonist

Blocks seratonin receptors in CNS (area postrema)
	
	
	

	Diphenoxylate (Opiate Derivatives)
	Diarrhea
	Opiate Rec medicated fx

Inhibit slow cholinergic phase of long. Muscle

Inc segmentation activity

Altered motility and secretion=(transit time and ( absorption
	
	Sedation

Toxic megacolon
	

	Dioctyl sodium sulfosuccinate

(Stool softener)
	Constipation
	Anionic detergent which lowers surface tension of stool facilitating penetration of water and fats
	
	
	

	Saline cathartics (Mg salts)

Milk of Mg

Mg Citrate

Mg Sulfate
	Constipation
	Mg is poorly absorbed increasing colon osmolarity and water retention

?CCK stim-increased bowel motility and secretion
	
	
	Hypertonic solns better than isotonic

	Stimulant cathartics

Phenolphthalien, Senna,

Cascara, Castor Oil
	Cinstipation
	Decrease colonic and ileal motility

Decrease water absorption

Increase fluid secretion
	
	
	

	Nonabsorbable sugars

Lactulose
	Constipation
	Not absorbed proximally and is broken down into osmotically active organic fatty acids
	
	
	

	Hydrophillic compounds

Methylcellulose, psyllium preps
	Constipation

?IBS
	Hold water in stool

?Inhibit absorption of bile salts stimulating water secretion in the colon
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