Gastrointestinal tract disorders
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Drugs that affect the GIT system

. Drugs used in Peptic ulcer disease.
Anti-emetic drugs.ll.
ll.  Anti-diarrheal drugs.

Laxative drugs.IV.




Peptic Ulcer Disease (PUD)

ePeptic ulcer disease (PUD) refers to a defect
in the gastric or duodenal mucosal wall that
extends through the muscularis mucosa into
the deeper layers of 'Ehe submucosa .
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Peptic Ulcer Disease

1. In peptic ulcer (PU)
there is imbalance
between:

Protective
factors

B The damaging factors: gastric
acid, pepsin, H. pylori &
NSAIDs.

Aggressive B The protective factors :
factors ,sucum,snidnalgatsorp
doolb lasocum & etanobracib
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* The three mostcommn Etiologies are: EtiOlOgies Of PU D

o H. Pyloriinfection.

Is transmitted through ingestion of fecal-contaminated water or food .

that are cause direct damage of paretial cells of <l M8 oy A g §unno Lg«.& O dHle *H pyloriJ! -
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X Use of non-steroidal anti-inflammatory drugs (NSAIDs).
(1) Directirritation of the gastricepithelium

(2) Systemicinhibition of endogenous mucosal PG synthesis.
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X Stress-related mucosal damage (SRMD) .

SRMD occurs most frequentlyin criticallyill patients due to mucosal defects
caused by gastric mucosalischemia and intraluminal acid.
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** The most important etiological
factor nowadays.
*+ They are gram negative organisms
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NSAIDs

Produce irritation & ulceration in the gastric mucosa by 2

mechanisms: 1- Systemic effect:

inhibition of PG synthesis.

2- Local effect:

NSAIDs are weak acids = they can penetrate the mucosa quickly
& then their distribution will be slow & accumulate in the mucosa 2>

gastric irritation.



Clinical Presentation

Symptoms
» Dyspepsia and mild epigastric pain that may be described Of P U D
as burning, gnawing, or aching in character.

» Epigastric pain with duodenal ulcers typically occurs 1
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o Weight loss may be associated with nausea and vomiting.
» Complications such as bleeding, perforation, or obstruction
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Non-Pharmacological Treatment

Lifestyle modifications, including stress reduction and smoking
cessation.
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Patients should avoid foods and beverages (eg, spicy foods, caffeine, and alcohol) that
cause dyspepsia or that exacerbate ulcer symptoms.

Reduce NSAIDs or aspirin use if possible.

Patients who require chronic NSAID therapy (eg, for rheumatoid arthritis) may be given
prophylaxis with misoprostolor a PPI.
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Pharmacological overview

Drugs used to treat peptic Ulcer Disease

1 1 1 1
. : Enhancing mucosal Neutralization of .
Reduction of Acid 3 . Eradication of
: Resistance
secretion ) y secreted acid Helicobacter
*Bismuth chelate pylori
* Sucralfate *Clarithromycin
- H z
Proton pump Misoprostol Other * Amoxicillin
H2 Blocker inhibitor kAgents A
-
*Cime tidine *Ome prazole Tetracycline
oni
*Famo tidine * Esome prazole : Ehwath i
*Niza tidine * lanso prazole . MagEi Stk sufrace (local)
Aluminium Salts *Oxides Foaming Agents
. i tidi * Rabe prazole " . anaesthetics
Rani tidine hydroxides = *Hydroxides *Alginates
* Panto prazole *Oxethazaine
*Trisilicates
Anti foaming
Agnts
Sodium Salts i Calcium salts *Simethicone
*Bicarbonates *Carbonates *Dimethicone

Drugsinjordan.com




Drugs for peptic ulcer ......

1- Eradication of H.pylori
(Combinations antibiotics and PPI or H2 blockers)
2Reduction of acid secretion:

( PPI ,H2 blocker, Anti-Muscarinic agents )
3Neutralization of secreted acid. (Antacids)

4 Enhancement mucosal protective. (local) (sucrifate, misoprostol, Bismuth
compound)



Treatment Of Helicobacter Pylori—Positive Ulcers

* Eradication therapy with a PPI-based three-drug regimen should be considered
for all patients who test positive for H.pylori and have an active ulcer.

* Treatmentshould be effective, well tolerated, convenient, and cost-effective.

Drug Regimens Used to Eradicate Helicobacter pylori :

* The first-line regimen should consist of triple drug therapy with a PPI plus
clarithromycin and either amoxicillin or metronidazole for 10 to 14 days.

Switch from Jeai Al $lgs cobudd! dasslins o 193l U ool an Zilall sl emb.ﬁg Lo -
.amoxicillin to metronidazole

* |If.a.secondtreatment courseis required, the regimen should containdifferent
antibiotics, or a four-drug regimen with a bismuth salt, metronidazole, tetracycline, and
a PPl should be used

* Monotherapy with a single antibiotic or antiulcer agentis not recommendeddue to
high failure rates. two-drug regimens consisting of a PPl and a single antibiotic are
also not recommended.



Anti-Secretory Drugs

* Proton Pump inhibitors
* Histamine H2-receptor Antagonists
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Hasten ulcer healing, relieves pain in patients with an active ulcer, and
enhances antibiotic activity by increasing intragastric pH and by decreasing
intragastric volume thereby enhancing the topical antibiotic concentration.
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| Cimetidine blocks the
H,-histamine receptor.

Dicyclomine blocks the
cholinergic receptor.

Misoprostol stimulates the
prostaglandin receptor.
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Proton pump inhibitors ( PPls )
- PPIs Irreversibly inhibits the H/K ATPase (the proton pump)
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-Prodrugs with an acid-resistant enteric coating to protect them from premature degradation
by gastric acid .

- Compared with H2 antagonists, PPls afford more rapid symptoms relief and faster ulcer
healing ( Heal 90 % of gastric ulcers within 6-8 weeks) .

- Plasma half-life of these agentsis only a few hours ( 1-2 h ), they have a long duration of
action ( approximately24 h).
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PPls shouldn't crushed or dissolved in water or juice

Why ?
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H2-receptor antagonists

Nonprescription H2-receptor antagonists (cimetidine, famotidine, nizatidine, and
ranitidine) are effective in diminishing gastric acid secretion when taken prior to
meals and decrease GERD symptoms associated with exercise.

Therapeutic uses:
1. Gastroesophageal reflux disease (GERD) .syoJ! 3145)Y Laf eM =
2. Peptic ulcer disease

3. Non-ulcer dyspepsia

* Ranitidine, Nizatidine have been banned because they mavy contain a cancer-
causing chemical.

Bl dls M w9l 92 Ranitidine J! -
* Cimetidine” may inhibit the metabolism of theophylline, warfarin, phenytoin



Both PPIs & H2 R. blockers

» They reduce the stomach acidity = effect the rate of absorption of
certain drugs which require acid to be absorbed or can affect on the MOA
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Sucralfate (mucosal protective).
ketoconazole (anti-fungal).
Iron
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Reduced vitaminiB12.absorption-from food.
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Antacids
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‘*Weak bases Quickly acting or reacts with gastric acid to form
water and a salts.

**Just to reduce gastric acid by neutralizing the HCL in stomach
(no effect on acid secretion) for up to 2 hrs.

*+So, antacid Not used for treatment of peptic ulcer, but used
for symptomatic treatment, they don’t' heal the ulcer such as
PPI.



