Table 5: Most frequently prescribed drugs with potential drug-drug interactions
	Severity
	Drugs
	No. of interaction
	Potential mechanism of DDIs

	Major
	Clopidogrel + esomeprazole
	23
	Esomeprazole reduces clopidogrel activation by inhibiting CYP2C19

	
	Clopidogrel + rosuvastatin
	16
	Increases bleeding risk due to pharmacodynamic interaction

	
	Spironolactone + valsartan
	11
	Increases the risks of hyperkalemia

	
	Clopidogrel + rabeprazole
	10
	Reduces clopidogrel effectiveness in preventing heart attack or stroke

	
	Methotrexate + esomeprazole
	08
	Increases methotrexate side effects

	
	Spironolactone + telmisartan
	03
	Causes hyperkalemia with risk of renal failure, paralysis, arrhythmia, and cardiac arrest

	
	Indomethacin + diclofenac
	03
	Increases chances of GI effects like inflammation, bleeding, ulceration, and perforation

	
	Methotrexate + tofacitinib
	02
	Increases the chance of fatal infections and malignancy; affects the bone marrow

	
	Spironolactone + ramipril
	02
	Increases hyperkalemia risk, especially in renal disease, diabetes, and older adults.

	
	Methotrexate + aspirin
	02
	Aspirin increases methotrexate levels and associated side effects, raising toxicity risk

	
	Moxifloxacin + deflazacort
	02
	Moxifloxacin with steroids increases the risk of tendinitis and tendon rupture

	
	Sulindac + indomethacin
	02
	Increases chances of GI effects like inflammation, bleeding, ulceration, and perforation

	
	Ketoconazole + clotrimazole
	02
	Ketoconazole with clotrimazole increases the risk of liver injury

	
	Haloperidol + quetiapine
	01
	Increase risk of serious arrhythmia that can be serious and potentially life-threatening

	
	Prednisolone + levofloxacin
	01
	Levofloxacin with steroids increases the risk of tendinitis and tendon rupture

	
	Tramadol + pregabalin
	01
	Opioids with pregabalin cause CNS depression, respiratory distress, coma, or death

	
	Medroxyprogesterone + tranexamic acid
	01
	Increase the risk of blood clots, stroke, heart attack, heart failure, and kidney failure

	
	Trifluoperazine + escitalopram
	01
	Increase risk of serious arrhythmia that can be serious and potentially life-threatening

	
	Levodopa + quetiapine
	01
	Reduce the levodopa effect and increase drowsiness, hypotension, and dizziness

	
	Digoxin + spironolactone
	01
	Increases digoxin toxicity

	Moderate
	Cefuroxime + esomeprazole
	45
	Esomeprazole decreases the absorption of cefuroxime, reducing efficacy

	
	Naproxen sodium + esomeprazole
	34
	Combination causes premature naproxen release, lowering efficacy

	
	Atorvastatin + clopidogrel
	26
	Reduces clopidogrel effectiveness

	
	Atorvastatin + esomeprazole
	24
	Increases the risk of liver damage and rhabdomyolysis

	
	Cefuroxime + calcium carbonate
	21
	Calcium reduces the absorption of cefuroxime by binding in the gut

	
	Clonazepam + bisoprolol
	17
	Produces additive CNS and cardiovascular depressant effects.

	
	Clonazepam + nitroglycerin
	17
	Increases the risk of hypotension, lightheadedness, and fainting due to the additive effect

	
	Metformin + insulin regular
	15
	Increases risk of hypoglycemia, which may cause sweating, tremors, and confusion

	
	Insulin regular + empagliflozin
	13
	Empagliflozin lowers insulin needs by improving glucose control

	
	Levothyroxine + esomeprazole
	13
	Combination reduces levothyroxine absorption and effectiveness

	
	Amitriptyline + chlordiazepoxide
	13
	Increases risk of drowsiness, confusion, and impaired coordination in the elderly

	
	Insulin isophane + linagliptin
	11
	Difficulty concentrating and impairment in motor coordination, thinking, and judgment

	
	Bisoprolol + empagliflozin
	11
	Increases risk of hypotension and dizziness, especially with dehydration or volume loss

	
	Amlodipine + bisoprolol
	11
	Increases the risk of hypotension, lightheadedness, and fainting due to the additive effect

	
	Nitroglycerin + empagliflozin
	10
	Raises risk of dehydration and hypotension, causing dizziness, fainting, or pulse changes

	
	Amlodipine + empagliflozin
	10
	Raises risk of dehydration and hypotension, causing dizziness, fainting, or pulse changes

	
	Cefuroxime + dexlansoprazole
	10
	Reduces cefuroxime absorption, lowering its effectiveness against infections

	
	Methotrexate + folic acid
	09
	Folic acid decreases methotrexate effectiveness

	
	Furosemide + clonazepam
	09
	Increases the risk of hypotension, lightheadedness, and fainting due to the additive effect

	
	Amlodipine + atorvastatin
	09
	Increase the risk of liver damage and rare rhabdomyolysis

	Minor
	Vitamin B12 + esomeprazole
	38
	Long-term use of esomeprazole causes malabsorption of Vitamin B12

	
	Aspirin + bisoprolol
	31
	High doses of aspirin blunt the antihypertensive effects of beta-blockers

	
	Aspirin + nitroglycerin
	21
	Enhancement of the antihypertensive effect of nitroglycerin by aspirin

	
	Aspirin + esomeprazole
	16
	Proton pump inhibition may decrease the oral bioavailability of aspirin

	
	Aspirin + rabeprazole
	15
	Proton pump inhibition may decrease the oral bioavailability of aspirin

	
	Zinc sulfate + carbonyl iron
	12
	Oral coadministration lowers the absorption of both drugs

	
	Fluticasone + salmeterol
	11
	Causes hypokalemia, increasing risk of ventricular arrhythmias, and QT prolongation

	
	Clonazepam + calcium carbonate
	11
	Antacids delay absorption and lower the peak plasma concentration of benzodiazepines

	
	Naproxen Sodium + calcium carbonate
	10
	The combination reduces the absorption of enteric-coated naproxen

	
	Aspirin + dexlansoprazole
	09
	Proton pump inhibitors reduce aspirin’s oral bioavailability

	
	Aspirin + spironolactone
	08
	Salicylates inhibit canrenone secretion, decreasing spironolactone’s natriuretic effect

	
	Clonazepam + sodium bicarbonate
	07
	Antacids delay absorption and lower the peak plasma concentration of benzodiazepines

	
	Glimepiride + esomeprazole
	05
	Increase sulfonylurea concentrations and enhance hypoglycemic effects

	
	Phenobarbital + esomeprazole
	04
	CYP2C19 inhibitors raise phenobarbital levels by reducing its metabolism.

	
	Clopidogrel + dexlansoprazole
	04
	Dexlansoprazole reduces clopidogrel activation, lowering its antiplatelet effect

	
	Metoprolol + aspirin
	03
	High-dose salicylates reduce the efficacy of beta-blocker antihypertensive medications.

	
	Esomeprazole + duloxetine
	03
	Causes premature duloxetine release, increasing the risk of GI irritation

	
	Levothyroxine + bisoprolol
	03
	Levothyroxine reduces bisoprolol’s effectiveness

	
	Itraconazole + fexofenadine
	03
	Increase fexofenadine levels by reducing its intestinal transport, raising side effects

	
	Aspirin + nebivolol
	03
	High-dose salicylates lessen the blood pressure–lowering effect of beta-blockers


DDI = Drug-drug interactions. In the table, the twenty drug–drug interactions are classified according to severity, with separate categories for major, moderate, and minor interactions. The possible mechanism of DDIs were reported using Drugs.com [22].

