
 

Selected Warfarin Drug-Drug Interactions and Monitoring Guidelines* 
 

Drug/Drug Class INR 
Effect† Potential Clinical Impact Mechanism Suggested Monitoring‡ 

Co-trimoxazole 
(Bactrim®, Septra®)1,2 ↑↑ 

Increased bleeding; increased 
gastrointestinal (GI) 
bleed/hospitalization risk3 

Strong cytochrome P450 enzyme 
inhibition of more active S-isomer  
of warfarin1,4 

Avoid concomitant use4 unless benefit outweighs risk; monitor 
INR closely; dosage reduction of warfarin often required. 

Metronidazole (Flagyl®)1,5 ↑↑ Increased hemorrhage risk, 
possibly greater in elderly6,7 

Strong cytochrome P450 enzyme 
inhibition of more active S-isomer  
of warfarin4 

Avoid concomitant use4 unless benefit outweighs risk; monitor 
INR closely; dosage reduction of warfarin often required. 

Quinolones1,2,8-12 

− Ciprofloxacin (Cipro®) ↑↑ 

Increased bleeding Cytochrome P450 enzyme inhibition  
of warfarin by ciprofloxacin1 Use alternative antibiotic when possible; monitor INR closely.4 − Levofloxacin (Levaquin®) ↑ 

− Moxifloxacin (Avelox®) ↑ 
Macrolides1,13 

− Erythromycin ↑↑ 
Increased bleeding 

Cytochrome P450 enzyme inhibition  
of warfarin by erythromycin and 
clarithromycin4 

Avoid concomitant use with erythromycin when possible; 
monitor INR closely.4 − Azithromycin (Zithromax®) 

↑ 
− Clarithromycin (Biaxin®) 

Antifungals1,3,5 

− Fluconazole (Diflucan®) ↑↑ 

Increased bleeding; increased GI 
bleed/hospitalization risk3 

Cytochrome P450 enzyme inhibition  
of warfarin1 

Avoid concomitant use when possible4; monitor INR closely; 
dosage reduction of warfarin may be required. 

− Itraconazole (Sporanox®) ↑ 

− Miconazole vaginal  
(Micatin® Monistat®) ↑↑ 

− Voriconazole (Vfend®) ↑ 

Non-steroidal anti-inflammatory drugs (NSAIDs)1,14,15 

− Ibuprofen (Advil®, Motrin®) 

↔, ↑ 
Increased bleeding, elderly at 
increased risk14,15, many case 
reports of possible interactions  
in elderly16,17,18; PT/INR may be 
unchanged despite increased 
bleeding risk4 

NSAID anti-platelet action and direct 
injury to gastrointestinal mucosa when 
combined with warfarin yields 
enhanced pharmacodynamic effects  
that increase bleeding risk4,14,15 
Celecoxib may displace warfarin from 
protein binding sites or inhibit its 
metabolism4,16,17 

Avoid concomitant use, especially in patients at increased risk for 
NSAID gastropathy (age >75, history of peptic ulcer disease); 
consider therapy modification4; because INR may not change, 
patient should be monitored for evidence of bleeding; 
acetaminophen preferred analgesic4 (acetaminophen, especially  
at doses above 2 grams, may increase bleeding risk especially if 
INR increases19,20,21). 
Monitor celecoxib therapy11 closely; consider alternatives. 

− Naproxen  
(Aleve®, Naprosyn®, Naprelan®) 

− Diclofenac  
(Voltaren®, Arthrotec®) 

− Celecoxib (Celebrex®) ↔, ↑ 

Key: ↑↑ – potentially large effect on INR; ↑ – potentially moderate effect on INR; ↔ – potentially minor effect on INR. 
*Not meant as an exhaustive list. Many antibiotics alter the intestinal flora resulting in a reduced synthesis of Vitamin K, which may enhance warfarin’s effects. Antibiotics, such as those listed above that interfere with warfarin 
via pharmacokinetic pathways, have increased potential for clinically significant effects on INR and bleeding. Please consult additional references for information on these and other drug-drug interactions with warfarin. 

†International normalized ratio (INR) effect represents the expected effect on INR based on available literature. The actual effect on INR can vary widely among patients and can be affected by other factors such as dose, length 
of therapy of object/precipitant drug, concomitant drugs and foods, pharmacogenetics, disease states, advanced age, etc. 

‡Weigh risk vs. benefit for all drug pairs. The use of drugs that interact with warfarin should be avoided. When potentially interacting drugs must be used together, monitor INR closely. Follow-up monitoring 
requirements will vary widely depending on the drug pairs involved. INR and bleeding should be monitored at regular intervals whenever drug therapy is started, stopped, or changed. 

Note: This document is intended for educational purposes only to identify some of the more common drug-drug interactions with warfarin. It is not intended to override a clinician’s judgment in individual patient management.  
Prescribing decisions are complex and must be based on an individual’s full clinical picture. 
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