GASTROINTESTINAL DRUGS

ANTIEMETICS

	CLASS
	DRUGS
	PK
	MECHANISM
	USES
	AE
	OTHER

	Dopamine antagonists
	Chlorpromazine
	
	
	
	
	

	
	Droperidol
	
	
	
	-sudden cardiac death

-rare:

   -neuroleptic malig syn

   -tardive dyskineseas

   -blood dyscrasias
	

	
	Metoclopramide
	-acts as prokinetic

-p.o.

-rectal

-i.v.
	
	Highly effective at doses against the highly emetogenic cisplatin
	-sedation

-diarrhea

-extrapyramidal symptoms
	-limit high dose usage

	Serotonin antagonists
	Ondansetron
	
	-5HT3 antagonist in:

   *small bowel

   *vagus nerve

   *chemoreceptor trigger zone

(targeting diff organs renders them more effective)
	-prevent emesis in 50-60% of cisplatin treated pts

prevention of postop nausea
	High cost

Headache


	Well tolerated




	CLINICAL SITUATION
	DOPAMINE ANTAGONISTS
	SEROTONIN ANTAGONISTS
	ANTIHISTAMINES
	ANTICHOLINERGICS
	OTHER

	Migraine
	Metoclopramide
	
	
	
	

	Motion sickness
	
	
	Meclizine
	Scopolamine
	

	Pregnancy
	
	
	Promethazin
	
	-ginger

-Vit B6

	Gastroenteritis
	1st line
	2nd line
	
	
	Children: controversial

Eliminate causes: fod infection, drugs

	Postoperative
	Used in prevention & tx
	Used in prevention & tx
	
	
	-dexamethasone used in prevention and treatment


LAXATIVES

	LAXATIVE TYPE
	EXAMPLES
	USE
	ADVERSE EFFECTS
	GENERAL ISSUES
	CONSTIPATION CAUSES

	Osmolar laxatives
	-Mg

-sulphate
	-bivalent ions are not absorbed well by the GI and thus retain fluid
	
	1. Excessive forces laxation causes symptoms also seen w/diarrhea:

   -K loss

   -electrolyte imbalance

2. Altered GI transit results in changes in drug absorption

3. Tolerance and dependence development

4. Nutrition (fiber) before forced laxation
	1. Opioids

2. Anticholinergics

3. Ca channel antagonists

4. IBS

5. Bad diet, dehydration, general GI dysfunction/dysregulation

6. Electrolyte imbalance

7. Psychogenic

	Fiber formulations
	-fruits

-vegetables

-psyllium

-metamucil
	-first line therapy for mild forms of constipation
	Serious complication: compaction due to insufficient fluid
	
	

	Stool softerners/Lubricants
	-synthetic formulations
	-severe forms of constipation (including those due to opioids)
	
	
	

	GI stimulants
	-phenolphtalein

-anthrachinones

-caster oil

-herbal preparations (sennae-laxative teas)
	-stimulate GI motility and seretions in small intestine/colon
	
	
	

	Rectal Enemas
	
	-dystension produces massive evacuation urge

-preparation for surgery, colonoscopy

-now replaced by osmotic diuretics used in preceding day
	
	
	


ANTACIDS
	
CLASS

	DRUGS
	MECHANISM
	ADVERSE EFFECTS
	OTHER

	Antacids
	Oxide/Hydroxides/carbonate

NaHCO3
Ca/Mg/Al
	-neutralize and buffer stomach acid

- NaHCO3:

   *emerbency, resulting in Na absorption

- Ca/Mg/Al

   *excessive use may cause diarrhea

   *short term suppression of symptoms
	-since Ca salts stimulate gastrin release, use of Ca containing antacids such as CaCO3 (tums, rolaids) may be counterproductive

-Systemic absorption of NaHCO3 can produce tansient metabolic alkalosis ( not recommended for long term use
	-Al/Mg containing antacids promote healing of duodenal ulcers

-AlOH ( diarrhea

NaHCO3 liberates CO2 (burbs/farts

	H2 Antagonists
	Cimetidine

Ranitidine

Famotidine
	-block H2 receptors in stomach, blood vessels.

-inhibits gastric acid secretion induced by histamine or gastrin
	-minor probs except w/cimetidine (drug interactions, antiandrogenic manifestations
	-med/long term use

-GERD requires higer doses than ulcer diseases

-healing of ulcers; no cure

	Mucosal Protective Agents
	Bismuth Citrate
	-has antimicrobial action

-inhibit activity of pepsin

-( mucus secretion 

-interact w/proteins in nerotic mucosal tissue to coat and protect ulcer
	
	

	
	Sucralfate
	-complex of AlOH and sulfated sucrose

-binds to (+)ly charged (glyco)proteins of normal and necrotic mucosa

-forms complex gels w/mucus ( physical barrier: 

     *impairing diffusion of HCl      

     *prevent degrad of mucus by pepsin

     *stim prostaglandin release, mucus,and bicarb output

     *inhibits peptic digestion
	
	

	Proton Pump Inhibitors
	Omeprazole

Iansoprazole
	-binds to H/K-ATPase enzyme sys of parietal ell, suppressing secretion of H ions into gastric lumen

-inhibits basal and stimulated gastic acid secretion more than 90%

-enteric coated to protect them from premature activation by gastric acid
	-excessive acid control removes acid-base infection prevention

-caution advised when traveling to areas w/high risk of travellers diarrhea or parasitic infections
	Both:

   -short term tx of erosive esophagitis and active duodenal ulcer

   -long term tx of hypersecretory conditions (ZES)

Omeprazole:

   -refractory GERD

   -maintenance therapy of erosive esophagitis

   -used w/antimicrobial to get rid of H. pylori

Iansoprazole

   -more effective than Ranitidine


	CLINICAL SITUATION
	TREATMENT
	OTHER

	Peptic Ulcer
	Clarithrymycin, amoxycillin, omegrazol (90% cures)

Metronidazol, tetracyclines, bismuth
	Problems: GI upset, diarrhea affecting compliance

	GERD
	Lifestyle: no late evening irritating foods/fat

Do NOT tx w/antibiotics

-Higher doses of either H2 blockers or PPIs (1 hr b4 meals)

-GI prokinetcs (metoclopramide)

-Anti-acid tx for 4-6 weeks and stop
	What is GERD?

   -acid hypersecretion in response to certain foods, alcohol

   -upper GI motility impairment

   -may result in reflux w/esophageal erosions and damge or Barret’s eso

   -may cause fullness, gas, epigastric symptoms including eso spasms

	IBS
	Diarrhea: 

   -loperamide

   -cholestyramine

   -alosetron

Constipation: 

   -fiber 

   -osmolar laxatives

   -tegaserod


Pain

   -antispasmodics

   -anticholinergics

   -TCAs

Gas

   -antacid

Depression:

   -antidepressants/anxiolytics

Crohn’s Colitis and Ulcerative Colitis

   -Corticosteroids (induce remissions)

   -5-ASA (maintains remission by inhibiting COX & LOX)

   -6 Mercaptopurine (step up to maintain remission)

   -Remacade (Infliximab)
	Tegaserod:

   -prerunner cisapride w/drawn due to QT lengthening

   -agonist of 5HT4 receptors (more motility, less visceral sensations)

   -safe, but 7% discontinue due to diarrhea and abd cramps

Alosetron:

   -5HT3 agonist

   -decrease motility, secretions and afferent pain

Infliximab:

   -used for inflammatory type or fistulizing type Crohn’s

   -50% complete remission

   -concers about cost, repeatability, re-emergence of laent TB

5-ASA preparations:

   -Sulfasalazine: cleavage in colon

   -Asacol: coated 5ASA, dissolves at pH 7 in terminal ileum and colon

   -Pentasa: coated capsule ethylcellulose 5ASA releases throughout small bowel

   -Osalazol: split in colon


