
Drug Direction and 

severity of effect 

on INR 

Mechanism Anticipated 

onset

Anticipated offset 

(t½)†

Suggested management Significant ขอ้มลูเพิม่เตมิ

Acarbose ↑ INR

Moderate

Unknown: effect may be due to 

increase in warfarin absorption 

or to drug- associated diarrhea

2–3 days (t ½ = 2 hours) ระดับ

INR กลับมาคงทีใ่ชเ้วลา

 7-14 วนั หลังหยดุยา 

Acarbose*

Monitor INR closely when starting 

or stopping acarbose

4 *Morreale AP, et 

al. Am J Health 

Syst Pharm. 

1997;54(13):1551

.
Acetaminophen

(doses >2 g/d)

↑ INR

Moderate

Decrease in warfarin 

metabolism and/or decrease 

in production of clotting factors 

2–5 days (t½ = 2–4 hours) 

หยดุยา 2 วนัแลว้

กลับมาปกต*ิ

Monitor INR when starting or 

stopping higher doses of 

acetaminophen; minimize use of  

drug (e.g., <2 g/d for short 

courses[<1 week])

2 * Gebauer MG, et 

al. 

Pharmacotherapy.

2003 

Jan;23(1):109-12.

Allopurinol ↑ INR

Major

Unknown 3–5 days NR

(t½ = 1–2 hours; 

foractive 

metabolite,oxypurinol, 

t½ = 15–25 hours)

Reports of interaction are 

inconsistent; monitor INR when 

starting or stopping allopurinol 

Reassess in 1 week

4

Amiodarone ↑ INR

Moderate to 

severe

Inhibition of warfarin 

metabolism; amiodarone may 

also increase or reduce INR by 

inducing hyper- or hypo-

thyroidism, respectively

3–7 days

ท าใหร้ะดับ 

INR เพิม่ขึน้

อยา่งชา้ๆ

ในชว่ง 2-4 

สปัดาห์

แรก**

~ 90 days; may 

be longer if 

amiodarone therapy 

is prolonged 

(t½ = 26–107 days)

หลังจากหยดุยา

INR ลดลงอยา่งชา้ๆ

ในชว่ง 4-12 สปัดาห์

หลังหยดุยา 

amiodarone**

Monitor INR closely (i.e., weekly) 

when starting or stopping 

amiodarone; if loading doses of 

amiodarone are used, interaction 

will occur sooner; AMS considers 

empiric 10%–25% warfarin dose 

reduction 1 week after starting 

amiodarone, in anticipation of 

eventual dose reductions of up to 

60%ใหต้ดิตาม INR ทกุ 1-2

สปัดาหใ์นชว่ง 12 สปัดาหแ์รกทีท่านยา

1 *Lu, et al.Am J 

Health Syst

Pharm May 15,

2008; 65(10):947-

952.4.**Kurnik, 

Daniel MD; et al. 

Medicine 

(Baltimore). 2004

Mar;83(2):107-13.

Amprenavir ↑ INR

Moderate

May inhibit warfarin 

metabolism (through 

CYP3A4 inhibition)

Delayed Delayed

(t½ = 7–10 hours)

Monitor INR more frequently when  

starting or stopping amprenavir; 

addition of ritonavir booster 

(CYP2C9, CYP1A2 inducer) may 

result in net decrease in INR; see

entry for ritonavir for additional 

information

4

รายการยาทีม่รีายงานอนัตรกริยิากบัยา warfarin (Practical tool - Warfarin drug interaction)



ASA No effect at doses 

< 6 g/d, ↑ risk of 

bleeding  Major

Irreversible inhibition of 

platelet function

1–3 days 5–7 days (inhibitory 

effects of ASA on 

platelets last for 

lifetime of each 

platelet)

Use lowest effective dose of ASA; 

use 

enteric-coated formulation; 

monitor 

for bleeding 

1

Atazanavir ↑ INR

Moderate

May inhibit warfarin 

metabolism (through 

CYP3A4 inhibition)

Delayed Delayed

(t½ = ~7 hours)

Monitor INR more frequently when 

starting or stopping atazanavir;  

addition of ritonavir booster 

(CYP2C9, CYP1A2 inducer) 

mayresult in net decrease in INR; 

see entry for ritonavir for additional 

information

4

Azathioprine and 

mercaptopurine

↓ INR

Moderate

Possible increase in warfarin 

metabolism

1–3 days NR

(t½ = 5 hours)

Monitor INR when azathioprine 

therapy is started or discontinued 

or dosage is adjusted; significantly 

more (2- to 3-fold) warfarin may 

be required when given 

concurrently with azathioprine

2

Azithromycin ↑ INR

Major

Possible decrease in 

warfarin metabolism; 

interaction is often 

compounded by other 

factors that may increase 

INR (e.g., fever, decreased 

appetite) 

3–7 days NR

(t½ = 68 hours)

Inconsistent effect; monitor INR 

closely when starting or stopping 

azithromycin; AMS will not 

empirically decrease warfarin 

unless 

patient has other factors affecting 

INR (e.g., fever, decreased 

appetite)

1

Barbiturates 

(amobarbital, 

aprobarbital, 

butabarbital, 

butalbital, 

mephobarbital, 

pentobarbital, 

phenobarbital, 

primidone, 

secobarbital)

↓ INR

Major

Induction of hepatic 

metabolism of warfarin

Delayed เริม่

เห็นผล

ภายใน 14 

วนันับจาก

วนัทีเ่ร ิม่ยา 

phenobarbit

al*

NR

 (t½ = 1.5–4.9 days)

เมือ่หยดุยา 

phenobarbital การ

metabolism ยา 

warfarin จะลดลง

ภายใน 2 สปัดาห*์

Monitor INR closely, especially 

when starting or stopping 

phenobarbital or barbiturates; 

according to published reports, 

30%–60% wafarin dose increases 

may be required after barbiturate 

initiation

1 *MacDonald 

MG,Robinson DS. 

Clinical 

observations of 

possible 

barbiturate 

interference with 

anticoagulation. 

JAMA 1968 Apr 

8;204(2):97-100.



Bismuth subsalicylate ↑ risk of  bleeding

Moderate

Possible displacement of 

protein binding 

1–3 days NR

 (t½ = 2–5 hours)

Avoid this drug, if possible, 

especially  at high doses; monitor 

INR and monitor for bleeding

Bosentan ↓ INR

Moderate

May induce warfarin 

metabolism (through 

CYP3A4 and/or CYP2C9)

5–10 days NR

 (t½ = 5–8 hours)

Monitor INR when starting or 

stopping bosentan; AMS considers 

empiric 15%–20% warfarin dose 

increase, with further increases 

according to weekly INR; may 

need increase in warfarin dose ofas 

much as 50%

2

Carbamazepine 

(CBZ)

↓ INR

Moderate to  

severe

Increase in warfarin 

metabolism (through 

CYP2C9 induction)

10–35 days Delayed (14–40 

days)

(t½ = 12–17 hours)

Monitor INR closely when starting, 

stopping, or adjusting CBZ; 

increase in warfarin dose 

of50%–100% may be required 

when initiating CBZ; decrease 

warfarin dose by ~50% when 

stopping CBZ

2

Celecoxib ↑ INR

Major (especially 

in elderly patients)

Celecoxib is metabolized 

by CYP2C9 but does not 

inhibit or induce this isozyme

2–5 days NR

 (t½ = 11 h)

Monitor INR closely when starting 

or stopping celecoxib; monitor for 

bleeding; AMS considers empiric 

0%–15% warfarin dose reduction

1

Cephalosporins

 (Cefamandole, 

cefazolin, 

cefoperazole, 

cefotetan, cefoxitin, 

ceftriaxone)

 ↑INR

Moderate

Delayed Monitor INR closely when starting 

or stopping Cephalosporins

2

Chloramphenicol ↑ INR

Moderate

Delayed monitor INR, Decrease warfarin 

dose if necessary

2

Cholestyramine ↓ INR

Moderate

Decrease in absorption of 

warfarin

1–3 days NR Monitor INR more frequently when 

starting or stopping 

cholestyramine; avoid 

administering cholestyramine 

within 2 hours of warfarin

2



Cimetidine ↑ INR

Moderate

Decrease in warfarin 

metabolism

3–5 days ~1 week

(t½ = 2 hours)

Monitor INR closely when starting 

or stopping cimetidine until INR is 

stable; consider changing to 

another H2RA or PPI instead of 

using cimetidine

1

Ciprofloxacin ↑ INR

Major

Unknown; may be due 

to CYP1A2 inhibition; 

interaction more prevalent 

among elderly patients 

taking multiple medications

2–5 days 2–4 days

(t½ = 3–6 hours)

Monitor INR more frequently when 

starting or stopping ciprofloxacin; 

most patients will have increase in 

INR, but some will experience no 

effect; AMS considers empiric 

10%–15% warfarin dose reduction

1 drug fact 2012 

2014*

Cisplatin ↑ INR, ↑ risk of 

bleeding

Major

Delayed หากผูป่้วยไดรั้บ warfarin รว่มกบั 

Cisplatin โดยเฉพาะในชว่งสามวนัแรก

ของการรับยาเคมบี าบัด ควรมกีาร

ตดิตาม

INR อยา่งใกลช้ดิ (อยา่งนอ้ย 2 

สปัดาหห์ลังรับยาเคมบี าบัด) และ

ตดิตามอาการเลอืดออก และปรับขนาด

ยา warfarin ให ้

1 Yano R, et al. 

Ann 

Pharmacother 

Oct, 2011;

45(10):e55

Citalopram ↑ risk of bleeding 

Moderate

Delayed t½ = 35 hr 2 Welmoed E,

et al. Arch Intern 

Med. 

2004;164:2367-

2370

Clarithromycin ↑ INR

Major

Inhibition of warfarin 

metabolism (through 

CYP3A4 inhibition)

3–7 days NR

 (t½ = 5–7 hours)

Monitor INR more frequently when 

starting or stopping clarithromycin; 

AMS considers empiric 15%–25% 

warfarin dose reduction

1

Clopidogrel No effect on INR, 

↑ risk of bleeding 

Severe

Antiplatelet effects of 

clopidogrel combined with 

anticoagulant effect of 

warfarin impair clotting

~2 hours 

for 

antiplatelet 

impact

3–7 days

(platelet aggregatio

is irreversibly 

inhibited by 

metabolite of 

clopidogrel for 

lifetime of the 

platelet)

Monitor for bleeding 1



Cloxacillin ↑ INR

Moderate

Unknown Delayed NR

 (t½ = 0.5–1 hour)

Monitor INR frequently when 

starting or stopping cloxacillin; 

AMS will not empirically decrease 

warfarin unless patient has other 

factors affected INR (e.g., 

decreased appetite, fever)

2

Colchicine ↑ INR

Moderate

Possibly due to diarrhea 

associated with colchicine

1–3 days 1–3 days

(t½ = 26.6–31.2 

hours)

If patient is experiencing significant 

diarrhea with colchicine (>3–4 

loose

stools per day), check INR; 

decrease in warfarin dose may be 

needed during concurrent therapy 

with colchicine

Cyclophosphamide ↑ INR, ↑ risk of 

bleeding

Major

possible protein displacement, 

inhibition of warfarin 

metabolism, or

inhibition of clotting-factor 

synthesis

Not Specified 1 Seifter et al, 

Cancer Treat Rep. 

1985 

Feb;69(2):244-

245.

Danazol ↑ INR

Moderate

Decrease in warfarin 

metabolism; may relate 

to direct inhibition of 

fibrinolytic systems

3–7 days Delayed

(t½ = 24 h)

Monitor INR when starting or 

stopping danazol; warfarin dose 

reductions of ~50% may be 

necessary

1

Darunavir ↓ INR

Moderate

Induction of warfarin 

metabolism observed 

with use of ritonavir 

(through CYP2C9, 

CYP1A2 induction); AUC 

for S-warfarin decreased 

by 21% when given with 

darunavir / ritonavir 

combination. Induction 

of warfarin metabolism 

likely due to ritonavir 

(through CYP2C9, CYP1A2 

induction)

1 week Delayed

(t½ = ~15 hours)

Monitor INR more frequently when 

starting or stopping darunavir; 

warfarin dose increase of up to 

20% may be required; inductive 

effect on warfarin may be due to 

coadministration of ritonavir

4



Dextrothyroxine ↑ INR

Major

Delayed monitor INR, Decrease warfarin 

dose if necessary

1

Dexamethasone ↑ INR or ↓ INR

Moderate

Delayed monitor INR, adjust warfarin dose 

if necessary

2

Delavirdine ↑ INR

Moderate

Possible inhibition of 

warfarin metabolism 

(through CYP3A4 inhibition)

Delayed Several days

(t½ = ~ 6 hours)

Monitor INR more frequently when 

starting or stopping delavirdine; 

decrease in warfarin dosage may 

be required

4

Diclofenac No effect on INR, 

↑ risk of bleeding

 Major

Inhibition of platelets 

and gastroprotective 

prostaglandins

2–5 days 3–7 days

 (t½ = 2 hours)

Minimal interaction if diclofenac 

administered topically; 

minimize oral use; watch for 

bleeding, especially gastrointestinal 

bleeding

1

Dicloxacillin ↓ INR

Moderate

Increase in warfarin 

metabolism (through 

CYP2C9, CYP3A4 induction

Delayed เริม่เห็นการลดลงของ 

INR หลังจากเริม่ให ้

dicloxacillin คูก่นัไป 

4-5 วนั และมผีล

ตอ่เนื่องหลังหยดุยาไป

แลว้อกีอยา่งนอ้ย 2-3 

สปัดาห์

monitor INR ในชว่งแรกของการให ้

และ

หลังจากหยดุ dicloxacillin อยา่งนอ้ย

อกี 3 สปัดาห์

2 Lacey CS, 

Interaction of 

dicloxacillin with 

warfarin. Ann

Pharmacother 

2004; 38(5): 898.

Disopyramide ↑ INR

Moderate

Unknown 2–5 days 2–5 days

(t  = 4–10 hours)

Monitor INR when starting or 

stopping disopyramide

5

Doxepin ↑ INR

Moderate

Delayed 2

Doxycycline ↑ INR

Major

Unknown; possible 

inhibition of CYP3A4-

mediated warfarin 

metabolism and/or protein-

binding displacement

2–5 days NR

 (t½ = 15–24 hours)

Monitor INR when starting or 

stopping doxycycline; AMS will not 

empirically decrease warfarin 

unless 

patient has other factors affecting 

INR (e.g., decreased appetite, 

fever)

1



Dronedarone ↔ or ↑ INR

Mild 

Dronedarone 600 mg bid 

increased S-warfarin 1.2-

fold via moderate inhibition

of CYP3A4, INR increased 

1.07-fold

3-5 days NR

 (t½ = 25–30 

hours; completely 

eliminated after 2 

weeks)

No evidence of safety concerns 

with 

coadministration in clinical trials

Efavirenz ↑ or ↓ INR

Moderate to 

severe

Inhibition or induction 

of warfarin metabolism 

(efavirenz induces CYP3A4 

and may inhibit CYP2C9)

2–3 weeks Several weeks

(t½ = 40–55 hours)

Consider empiric reduction of 

warfarin dose; monitor INR more 

frequently when starting or 

stopping 

efavirenz; one patient required 4-

fold reduction in warfarin dose

4

Erythromycin ↑ INR

Major

Decrease in warfarin 

metabolism (through 

CYP3A4 inhibition)

3–5 days 3–5 days

(t½ = ~1.5 hours)

Monitor INR when starting or 

stopping erythromycin; AMS 

considers empiric 10%–15% 

warfarin dose reduction

1

Ethinyl estradiol ↑ or ↓ INR

 ↑ or ↓ 

anticoagulation

Moderate

Unknown; case reports of 

substantial increase in INR 

after administration of 

emergency contraceptive 

pill; long-term estrogen 

therapy thought to be 

thrombogenic

2–7 days Delayed

 (t½ = 13–27 hours)

Avoid concurrent use if possible; 

monitor INR closely; monitor 

clinically for signs of bruising or 

bleeding

4

Etravirine ↑ INR

Moderate 

Inhibition of warfarin 

metabolism (through 

CYP2C9 inhibition)

1–2 weeks 1–2 weeks

(t½ = 41 hours)

Consider empiric reduction of 

warfarin dose; monitor INR more 

frequently when starting or 

stopping 

etravirine

Fibric acids 

(Clofibrate, 

Fenofibrate, 

Gemfibrozil see 

gemfibrozil)

↑ INR

Major

Unknown 5–10 days Delayed

 (t½ = 20–22 hours)

Monitor INR closely (i.e., weekly) 

when starting or stopping 

fenofibrate; AMS considers initial 

empiric 10%–15% warfarin dose 

reduction, in anticipation of 

eventual reduction of up to 40%

1



Fluoxymesterone and

 other androgens 

(Danazol, 

methyltestosterone, 

nandrolone 

decanoate, 

oxandrolone, 

oxymetholone, 

stanozolol, 

testosterone)

↑ INR

Major

Delayed Avoid combination if possible. 

Otherwise, monitor INR and 

decrease warfarin dose if necessary

1

Fluconazole ↑ INR

Major

Inhibition of warfarin 

metabolism (via CYP2C9- 

and CYP3A4)

2–3 days 7–10 days

(t½ = ~30 hours; 

prolonged in elderly

patients)

Monitor INR closely when starting 

or stopping fluconazole; effects 

more pronounced in patients with 

reduced renal function due to 

reduced clearance of fluconazole; 

AMS considers empiric 25%–30% 

warfarin dose reduction, with 

eventual reductions approaching 

80%

3

Fluorouracil ↑ INR

Major

Possible protein displacement, 

inhibition of warfarin

metabolism or inhibition of 

clotting-factor synthesis

2 – 4 wk หากใชย้า 2 ตัวรว่มกนั ควร

ตดิตามคา่ INR ทีส่ปัดาหท์ี ่3 เพือ่ปรับ

ขนาดยา warfarin (จ าเป็นตอ้งลด

ขนาด warfarin 20 – 70%) หลังจาก

นัน้ เมือ่ส ิน้สดุ

การรักษาดว้ย 5-FU อาจตอ้งเพิม่ขนาด

ยาภายใน 30 วนั เพือ่ใหไ้ดร้ะดับ INR 

ตามเป้าหมาย

1 Carabino

(2002)

Fluoxetine ↑ INR or*↑ Risk 

bleeding    

Moderate

Delayed **การเพิม่ขึน้ของ INR 

จะเห็นไดช้ัดเจนประมาณ

 1 สปัดาหเ์มือ่

ไดรั้บยารว่มกนั และจะ 

INR จะกลับมาปกตหิลัง

หยดุยาประมาณ 1 

สปัดาห ์หรอือาจยังสงู

อยูแ่มว้า่จะหยดุใหย้า

2 **Duncan D, et 

al. 

IntClinPsychophar

macol. 

1998;13(2):87-94 

*Welmoed E, et 

al. Arch Intern 

Med. 

2004;164:2367-

2370



Fluvastatin ↑ INR

Moderate

Inhibition of warfarin 

metabolism (via CYP2C9)

1–3 weeks Delayed

(t½ = 2.5 h)

Monitor INR when starting or 

stopping fluvastatin; consider 

alternate statin (interactions 

involving pravastatin and 

atorvastatin have not been 

reported)

1

Fosamprenavir ↑ INR

Moderate

Possible inhibition of 

warfarin metabolism 

(through CYP3A4 inhibition)

Delayed Several days to 

weeks 

(t½ = ~ 7.7 hours)

Monitor INR more frequently when 

starting or stopping fosamprenavir; 

addition of ritonavir booster 

(CYP2C9, CYP1A2 inducer) may 

result in net reduction in INR; see 

entry for ritonavir for additional 

information

4

Gemfibrozil ↑ INR

Major

Inhibition of warfarin 

metabolism (via CYP2C9); 

displacement of warfarin 

from plasma-protein 

binding sites

5–7 days Delayed

(t½ = 1.3 h)

Monitor INR when starting or 

stopping gemfibrozil; consider 

empiric 10%–30% warfarin dose 

reduction, with ongoing monitoring 

(based on published case reports)

1

Griseofulvin ↓ INR

Moderate

Delayed 2

Glyburide ↑ INR

Moderate

Unknown Delayed Delayed

(t½ = 5–10 hours)

Monitor INR closely when starting 

or stopping glyburide

Hydrochlorothiazide ↓ INR

Moderate

Delayed 4

Ibuprofen No effect,↑ risk of 

bleeding

Major

nhibition of 

functioning of platelets 

and gastroprotective 

prostaglandins

~2–5 days 

(Delayed)

3–7 days

(t½ =1.8–2.4 hours)

Monitor for bleeding (especially 

gastrointestinal); minimize or avoid 

concurrent use of ibuprofen; take 

with food

1

Indinavir ↑ or ↓ INR

Moderate 

Inhibition of warfarin 

metabolism (through 

CYP3A4 inhibition)

Several 

weeks

1 week

(t½ =1.4–2.2 hours)

Monitor INR more frequently when 

starting or stopping indinavir; 

paradoxical case report described 

unboosted indinavir leading to 

decrease in INR, which required 

50% increase in warfarin dose37

; addition of ritonavir booster 

(CYP2C9, 

CYP1A2 inducer) may result in 

net reduction in INR; see entry for 

ritonavir for additional information

4



Indomethacin Potential ↑ INR,

 ↑ risk of bleeding

Moderate

Inhibition of platelet 

aggregation and 

gastroprotective 

prostaglandins

2–5 days 3–7 days

(t½ = 4.5 hours)

Monitor INR with concomitant use; 

monitor for bleeding (especially 

gastrointestinal); minimize use; 

take with food 

1

Isoniazid ↑ INR

Moderate

Inhibition of warfarin 

metabolism (via CYP2C9)

3–5 days Delayed

(t½ = ~1–4 hours)

Monitor INR when starting or 

stopping isoniazid; consider 

empiric 

10%–15% warfarin dose reduction 

initially, then further reductions 

based on close monitoring of INR 

(at least weekly)

4

Isotretinoin ↓ INR

Moderate

Possible CYP-enzyme 

induction

Unclear Unclear

(t½ = 10–20 hours)

Monitor INR when starting or 

stopping isotretinoin; case reports 

indicate that increase in warfarin 

dose of 33%–50% may be required

4

Itraconazole and 

ketoconazole

↑ INR

Major

Inhibition of warfarin 

metabolism (via CYP2C9 

and CYP3A4)

2–5 days 3–14 days

(itraconazole t½ = 

64 ± 32 hours;

ketoconazole t½ = 

2–12 hours)

Monitor INR closely when 

starting or stopping itraconazole 

or ketoconazole; AMS considers 

empiric 25%–30% warfarin dose 

reductions

3

Ketorolac ↑ INR

Major

Delayed 1

Lactulose ↑ INR

Moderate

Decreased intestinal 

absorption of vitamin K

1–3 days Delayed Monitor INR closely when starting 

or stopping lactulose

Lansoprazole ↑ INR

Moderate

Unknown 2–7 days NR

(t½ = 0.9–1.5 

hours)

Monitor INR when starting or 

stopping lansoprazole; consider re-

assessing INR in 1 week

Leflunomide ↑ INR

Major

Inhibition of warfarin 

metabolism (via CYP2C9)

2–10 days Delayed

(t½ = ~2 weeks)

Monitor INR closely when starting 

or stopping leflunomide

4

Levofloxacin ↑ INR

Major

Unknown; possible CYP1A2 

inhibition; clinically 

significant interaction more 

common among elderly 

patients

3–5 days 5–10 days Monitor INR closely when starting 

or stopping levofloxacin; INR will 

be 

affected by severity of illness; AMS 

considers empiric 0%–15% 

warfarin dose reduction

1



Thyroid hormones

(Levothyroxine, 

liothyronine, liotrix, 

thyroid)

↑ INR

Moderate

Patients with hypothyroidism 

have higher requirements for 

warfarin because of decreased 

catabolism of clotting factors; 

correcting hypothyroidism 

therefore decreases warfarin 

requirements

1–2 weeks 1–2 weeks

(t½ = 6–7 days)

Monitor INR closely (every 1–2 

weeks) when starting or adjusting 

levothyroxine; adjust warfarin 

gradually according to INR results

1

Lovastatin ↑ INR

Major

Inhibition of warfarin 

metabolism

Delayed monitor INR, adjust warfarin dose 

as needed when starting or 

stopping HMG-CoA reductase 

inhibitor

1

Lopinavir/ritonavir 

(Kaletra)

↓ INR

Moderate

Increase in warfarin 

metabolism (through 

CYP2C9, CYP1A2 induction)

Several 

days 

to weeks

Several days to 

weeks

(t½ = 5–6 hours)

Monitor INR more frequently when 

starting or stopping lopinavir–

ritonavir; at steady-state, induction 

interaction more likely to prevail, 

resulting in reduced INR, requiring 

up to a 2-fold warfarin dose 

increase; see also entry for ritonavir

4

Meclofenamiate ↑ INR

Major

Delayed 1

Mefenamic acid ↑ INR

Major

Delayed 1

Mefloquine ↑ INR

Major

Delayed 4

Mesalamine ↓ INR

Mild to moderate

Unknown Delayed NR

 (t½ = 0.6–1.4 

hours)

Monitor INR when starting or 

stopping mesalamine; one patient 

experienced dramatic decline in 

INR and deep vein osis, but INR 

became therapeutic once 

mesalamine was stopped

4



Methimazole ↓ INR

Moderate

Increased catabolism 

of clotting factors 

with introduction of 

methimazole and return 

of euthyroidism increases

warfarin requirements

3–10 days 1–2 weeks

(t½ = 2–3 hours)

Monitor INR closely when starting, 

stopping, or adjusting methimazole

1

Methyl salicylate 

(topical)

↑ INR, 

↑ risk of bleeding

Moderate

Inhibition of warfarin 

metabolism and platelet 

aggregation

Delayed NR Monitor INR closely; consider 

alternative therapy (topical 

capsaicin is preferred alternative)

1

Metronidazole ↑ INR

Major

Decrease in warfarin 

metabolism (through 

CYP2C9 inhibition)

3–5 days ~ 2 days

(t½ = 8 hours)

Monitor INR closely when starting 

or stopping metronidazole; AMS 

considers empiric 25% –40% 

warfarin dose reduction

1

Miconazole (oral, 

topical, or vaginal 

formulation)

↑ INR

Moderate

Inhibition of warfarin 

metabolism (via CYP2C9 

and CYP3A4)

2–5 days 2–5 days

(t½ = 24 hours)

Monitor INR closely when starting 

or stopping topical, vaginal, or oral 

miconazole; consider alternative 

therapy (e.g., clotrimazole, which 

has no interaction with warfarin); 

AMS considers empiric 25%–30% 

warfarin dose reduction

Moxifloxacin ↑ INR

Major

Unknown; possible 

inhibition of CYP1A2; 

clinically significant 

interaction more common

among elderly patients

2–5 days 2–3 days

(t½ = ~12.7 hours)

Monitor INR closely when starting 

or stopping moxifloxacin; INR will 

be affected by severity of illness; 

AMS considers 0%–25% warfarin 

dose reduction

1

Nalidixic acid ↑ INR

Moderate

Delayed Monitor INR. Decrease warfarin 

dose if necessary

2

Norfloxacin ↑ INR

Major

Delayed 1

Nortriptyline ↑ INR

Moderate

Delayed 2

ไมพ่บวา่มDีI

Naproxen No effect on INR,  

↑ risk of bleeding 

Major

Inhibition of platelet 

aggregation and production of 

gastroprotective prostaglandins

2–5 days 3–7 days

(t½ = 12–15 hours)

Monitor closely for bleeding 

(especially gastrointestinal); avoid 

or minimize concurrent use; take 

with food

1



Nelfinavir ↑ or ↓ INR

Moderate

Possible reduction or increase 

in warfarin metabolism possible 

(through CYP3A4 inhibition, 

CYP2C9 induction)

Several days Several days

(t½ = 3.5–5 hours)

Monitor INR frequently when 

starting or stopping nelfinavir  

4

Nevirapine ↓ INR

Moderate to 

severe

Increase in warfarin 

metabolism (through

CYP3A4 induction)

Several 

days 

to weeks

Several days to 

weeks

(t½ = 45 hours)

Monitor INR more frequently when 

starting or stopping nevirapine; 2- 

to 4-fold increase in warfarin dose 

may be required (based on case 

reports)

2

Ofloxacin ↑ INR

Major

Metabolism/transport 

effectsInhibits CYP1A2 (strong)

Delayed การเพิม่ฤทธิข์องยา 

warfarin จะเห็นได ้

ชัดเจนภายในวนัที ่3-4 

และขึน้สงูสดุภายใน

ระยะเวลาไมเ่กนิ 2

สปัดาห ์(7-14 วนั) และ

เมือ่หยดุยาการ

ตอบสนองของ 

hypoprothrombinemic

จะกลับสูส่ภาวะปกติ

1 Leor J, et a.lAnn 

Intern Med.

1988;109:761

Omeprazole ↑ INR

Mild to moderate

Decrease in warfarin 

metabolism through 

stereoselective inhibition of 

the hepatic metabolism of 

the less potent (R)-warfarin 

enantiomer

3–5 days NR

 (t½ = 0.5–1 hour)

Interaction of doubtful clinical 

significance; minimal effect on 

INR; no empiric warfarin dose 

adjustment required

4

Orlistat ↑ INR

Moderate

Decreased absorption 

of fat-soluble vitamins, 

including vitamin K

Unknown NR Monitor INR closely with 

concomitant use; avoid 

concomitant use if possible

Paroxetine  ↑ in risk of 

bleeding

Delayed 2 Welmoed E, et al. 

Arch Intern Med. 

2004;164:2367-

2370
Penicillins ↑ INR

Moderate

Delayed monitor INR, Decrease warfarin 

dose if necessary

2

Piroxicam ↑ INR

Major

Delayed 1



Phenytoin Initially, transient 

↑ in risk of 

bleeding; 

with long-term 

use, ↓ INR

Moderate

Initially, displacement of 

warfarin from protein-

binding sites; with long-

term use, induction of 

hepatic metabolism of 

warfarin

Initial: 1–3 

days

Subsequent:

 

2–4 weeks

10–14 days

(t½ = 22 hours)

Monitor INR closely when starting 

or stopping phenytoin;

AMS recommends no empiric 

dose adjustment when phenytoin 

is initiated, but monitoring of 

INR at least weekly; some patients 

may require up to 50% warfarin 

dose increase several weeks after 

phenytoin is initiated; warfarin also 

affects phenytoin concentration

2

Prednisone ↑ or ↓ INR

Moderate

Unknown Delayed NR

 (t½ = 2.6–3 hours)

Monitor INR when starting 

or stopping prednisone; AMS 

recommends no empiric dose 

adjustment when initiating 

prednisone; warfarin dose 

adjustment may be required for 

patients receiving large bolus or 

pulse doses of steroids; monitor for 

bleeding

2

Propafenone ↑ INR

Moderate

Decrease in warfarin 

metabolism; 39% increase 

in plasma concentration of 

warfarin reported

2–5 days ~2 days 

(t½ = 2–10 h)

Monitor INR when starting or 

stopping propafenone; AMS 

empirically reduces warfarin dose 

by 15%–30% and monitors 

closely, with futher reductions as 

required

4

Propoxyphene ↑ INR

Moderate

Unknown (may be due to 

propoxyphene alone or to 

acetaminophen component 

when used in combination)

Delayed NR

 (t½ = 2.6–3 hours)

Monitor INR when starting or 

stopping propoxyphene (based on 

published case reports only)

4

Propylthiouracil ↓ INR

Moderate

Increased catabolism 

of clotting factors 

with introduction of 

propylthiouracil and return 

of euthyroidism increases 

requirement for warfarin

Within 2 

weeks

1–2 weeks

(t½ = 1.5–5 hours)

Monitor INR closely when starting, 

stopping, or adjusting dose of 

propylthiouracil

1



Quinine derivatives (Quinidine, Quinine)↑ INR

Major

Delayed monitor INR.

Decrease warfarin dose if necessary

1

Quetiapine ↑ INR

Moderate

Competitive inhibition of 

CYP3A4 and CYP2C9

7–14 days NR

 (t½ = ~6 h)

Monitor INR when starting or 

stopping quetiapine (based on 

single case report only)

Raloxifene ↓ INR

Moderate (based

on single-dose 

tudies only; no

data on long-

term use)

Unknown Rapid NR

 (t½ = 27 hours)

Monitor INR closely when starting 

or stopping raloxifene

Ranitidine ↑ INR

Moderate

Inhibition of hepatic 

metabolism of warfarin

1–2 weeks 3–7 days

(t½ = 1.9–3 hours)

Monitor INR when starting or 

stopping ranitidine; consider using 

famotidine or nizatidine instead of 

ranitidine

2

Ribavirin ↓ INR

Moderate

Unknown 2–4 weeks 2–4 weeks

(t½ = 298 hours)

Monitor INR frequently when 

initiating or discontinuing ribavirin 

in patients taking warfarin until 

INR 

stabilizes (~4 weeks)

4

Rifampin ↓ INR

Moderate to 

severe

Induction of hepatic 

metabolism of warfarin

1–3 weeks  1–5 weeks

(t½ = 1.5–5 hours)

Monitor INR carefully (at least 

weekly) when starting or stopping 

rifampin; AMS considers empiric 

25%–50% warfarin dose increase 

initially, with further increases 

based 

on frequent monitoring of INR (at 

least weekly); patients may require 

2–3 times their regular weekly 

warfarin dose when rifampin is 

added

2



Ritonavir ↑ or ↓ INR

Moderate

Induction of warfarin 

metabolism (through 

CYP2C9, CYP1A2 

induction)

Several days

to weeks

 1 week

(t½ = 3–5 hours)

Monitor INR more frequently when 

starting or stopping ritonavir; up to 

2-fold increase in warfarin dose 

and 3-fold increase in 

acenocoumarol dose  documented 

in case reports; another case 

report documented the opposite 

effect (increased INR requiring 

vitamin K and decrease in warfarin 

dose); see also entry for 

lopinavir–ritonavir

2

Ropinirole ↑ INR

Severe

Competitive inhibition 

of CYP1A2-mediated 

warfarin metabolism and/

or displacement of warfarin 

from binding sites

 5–10 days NR

 (t½ = 6 hours)

Monitor INR closely when starting 

or stopping ropinirole (based on 

single published case report)

4

Rosuvastatin ↑ INR

Major

Unknown  3–7 days 3–7 days

((t½ = 19 hours)

Monitor INR when starting or 

stopping rosuvastatin; consider 

alternative statin (no reports of 

interaction with warfarin for 

atorvastatin or pravastatin); AMS 

empirically reduces warfarin dose 

by 10%–25% and reassesses INR 

within 1 week

1

Rofecoxib ↑ INR

Major

Delayed 1

Saquinavir ↑ INR

Moderate

Decrease in warfarin 

metabolism (through 

CYP3A4 inhibition)

Up to 4–8 

weeks

 3–7 days

(t½= 13 hours)

Consider empiric decrease in 

warfarin dose with use of 

unboosted saquinavir; monitor INR 

more frequently when starting or 

stopping saquinavir; one patient 

required a 20% decrease in 

warfarin dose with unboosted 

saquinavir; addition of ritonavir 

booster (CYP2C9, CYP1A2 inducer) 

may result in net decrease in INR; 

see entry for ritonavir for additional 

information

4



Secobarbitol ↓ INR

Major

Delayed 1

Selegiline ↑ INR

Moderate

Selegiline มผีลยับยัง้การท างาน

ของ CYP1A2 (ระดับ moderate) ,

 CYP2C9 และ CYP3A4

(ระดับ weak)

Delayed t½ = 10 hr 4 Christopher R. 

Ensor and Stacey 

R. Dean. Hosp 

Pharm. 2010; 

45(6):478–483.

Sertraline ↑ INR

Moderate

unknown: serotonin (5-HT) มี

บทบาท

ส าคัญในการกระตุน้ใหเ้กดิ

กระบวนการ platelet aggregation

 ชว่ยท าใหเ้ลอืดหยดุไหล และยา

ในกลุม่ SSRIs มผีลยับยัง้การ

เก็บกลับสารสือ่ประสาท serotonin

 ดังนัน้การลดลงของ serotonin 

จงึอาจจะสง่ผลใหเ้พิม่ความเสีย่ง

ในการเกดิเลอืดออกได ้

Delayed t½ = sertraline 26 hr, 

N-desmethylsertraline 

66 hr

2 Welmoed E, et al. 

Arch Intern Med. 

2004;164:2367-

2370

Simvastatin ↑ INR

Major

Competition for CYP3A4-

mediated metabolism

3–7 days 3–7 days

(t½ = 3 hours)

Monitor INR when starting or 

stopping simvastatin; interaction 

may range from negligible to 

clinically significant; consider using 

alternative statin (atorvastatin or 

pravastatin)

1

Sulindac ↑ INR

Major

Delayed 1

Sulfonamides 

(sulfamethizole, 

sulfamethoxazole 

with or without 

trimethoprim, 

sulfasalazine, 

sulfisoxazole)

↑ INR

Major

Inhibition of warfarin 

metabolism and 

displacement of warfarin 

from protein-binding sites

2–5 days 2–14 days (t½ of 

sulfamethoxazole = 

10 hours)

Monitor INR closely when starting 

or stopping sulfamethoxazole-

containing drug regimens; AMS 

considers empiric 25%–40% 

warfarin dose reduction

1



Sulfasalazine ↓ INR or ↑ INR

Major

Unknown Unknown NR

 (t½ = ~7.6 hours)*

คา่ INR เพิม่เป็น 6.1 

(เพิม่ขึน้ 3 เทา่

หลังใหย้า Sulfasalazine

 3 wk)เมือ่

Monitor INR frequently when 

starting or stopping sulfasalazine; 

one patient required 250% 

increase in weekly warfarin dose 

when sulfasalazine was started

1 *Hall S1,

Rindone JP. J Clin 

Pharm Ther. 

2011 

Apr;36(2):246-8.

Sulfinpyrazone ↑ INR

Moderate

Inhibition of warfarin

metabolism (primarily

S-isomer)

Delayed 1–2 weeks

(t½ = 4–4.3 hours)

Monitor INR when starting or 

stopping sulfinpyrazone; average 

daily warfarin dose decreased by 

~50% in small case series

1

Tamoxifen ↑ INR

Major

Delayed

 (3-6 wk)

ปฏกิริยิานี้โดยท่ัวไปอยูใ่นระดับรนุแรง 

และมแีนวโนม้จะเป็นชนดิทีข่ ึน้กบั

ขนาดยา warfarin ดังนัน้จงึควรมกีาร

ตดิตามระดับ PT/INR อยา่งนอ้ย 1-3 

วนัหลังไดรั้บยาทัง้ 2 ตัวรว่มกนั

1 Lodwick R et al.Br 

Med J 1987;295: 

1141. Mishra D, 

Paudel R, Kishore 

PV, Palaian S, 

Bista
Thyroid hormones

(Levothyroxine, 

liothyronine, liotrix, 

thyroid)

↑ INR

Moderate

Patients with hypothyroidism 

have higher requirements for 

warfarin because of decreased 

catabolism of clotting factors; 

correcting hypothyroidism 

therefore decreases warfarin 

requirements

1–2 weeks 1–2 weeks

(t½ of levothyroxine 

= 6–7 days)

Monitor INR closely (every 1–2 

weeks) when starting or adjusting 

thyroid hormone; adjust warfarin 

gradually according to INR results

1

Terbinafine Both ↑ and ↓ INR 

have been reported

Moderate

Unknown Unknown NR

 (t½ = 36 hours)

Monitor INR when starting or 

stopping terbinafine

4

Tetracycline ↑ INR

Major

Reduced plasma 

prothrombin activity

2–5 days NR

 (t½  ~8–10 hours)

Monitor INR 1

Ticlopidine ↑ INR, ↑ risk of  

bleeding

Moderate

Inhibition of metabolism 

of R-warfarin (minimal 

increase in INR); decreased 

platelet aggregation

1–5 days 3–7 days for platelet 

function to return 

to baseline

Monitor INR when starting or 

stopping ticlopidine; monitor for 

increased bleeding (patient may be 

at risk even if INR if INR does not 

increase)

1



Tipranavir ↔ or ↓ INR

Mild 

Possible increase in warfarin 

metabolism (through 

CYP3A4 induction); 

however manufacturer 

predicts ↔ on S-warfarin 

concentration

Delayed Several days to 

weeks

(t½ = 5.5–6 hours)

Monitor INR more frequently when 

starting or stopping tipranavir; 

addition of ritonavir booster 

(CYP2C9, CYP1A2 inducer) may 

result in net decrease in INR; use 

caution when combining with 

warfarin, as tipranavir has been 

associated with increased risk 

of intracranial hemorrhage; see 

entry for ritonavir for additional 

information

Tramadol ↑ INR

Moderate

Unknown (possible 

inhibition of CYP3A4-

mediated warfarin 

metabolism)

3–7 days 3–7 days

(t½ = 5.6–6.7 hours)

Monitor INR when starting or 

stopping tramadol; dose reductions 

of 25%–30% may be required; 

AMS considers empiric 0%–20% 

warfarin dose reduction

2

Vitamin E ↑ INR

Major

Delayed monitor INR.

Decrease warfarin dose if necessary

1

Vitamin K ↓ INR

Moderate

Delayed Avoid or minize intake of foods

with high vitamin K. Monitor INR. 

Adjust warfarin dose as needed.

2

Voriconazole ↑ INR

Major

Inhibition of  CYP2C9-

mediated metabolism of 

S-warfarin

3–7 days NR

 (t½ = 6 hours)

Monitor INR carefully when 

starting or stopping voriconazole; 

AMS considers empiric 25%–30% 

warfarin dose reduction

3

AMS= Anticoagulant 

management service

t1/2 = half life

NR= Not report

Ref: Drug Interaction Fact 2012
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