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= Abstract =
Interaction of Rifampin and Warfarin

Yeon Mok Oh, M.D.
Department of Internal Medicine, Boochun Sejong Hospital, Boochun, Korea

Background : It is well known that rifampin decreases the hypoprothrombinemic effect of warfarin by induc-
tion of cytochrome P-450 enzyme in healthy volunteer. However, in patients the dosage schedule of warfarin
during rifampin therapy is not established. Therefore, patients taking both rifampin and warfarin were re-
viewed to find out the adequate dosage schedule of warfarin in addition to side effects by interaction of two
drugs.

Method : Patients taking both rifampin and warfarin were retrieved from patients who were admitted due to
heart disease and tuberculosis at Boochun Sejong Hospital from January of 1995 to August of 1999. To decide
the adequate dosage of warfarin, the dosage of warfarin before, during, and after rifampin was evaluated in
patients who kept adequate hypoprothrombinemic effect of warfarin during rifampin. To decide the adequate
dosage schedule of warfarin, the time interval from the beginning of rifampin to normalization of prothrombin
time (INR<1.1) was evaluated. And, the side effects by interaction of two drugs were reviewed.

Results : All 12 patients taking both rifampin and warfarin were retrieved. Among them only 6 kept adequate
hypoprothrombinemic effect of warfarin during rifampin. The dosage of warfarin during rifampin was 2.4 +0.6
(mean+standard deviation) times as much as that before rifampin but the dosage after rifampin was the
same as that before rifampin. The time interval from the beginning of rifampin to normalization of prothrombin
time was 5.8 +2.9(mean +standard deviation) days. 2 out of 12 had complication related to the interaction of
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rifampin and warfarin, one cerebral embolism just after the beginning of rifampin and the other cerebral hem-

orthage just after the discontinuation of rifampin.

Conclusion ;: When both rifampin and warfarin are prescribed, it would be a possible method to be confirmed
by prospective study that warfarin be gradually increased about 2 times more than that without rifampin over
1 week or so after the beginning of rifampin and be tapered to the same dosage as that before rifampin when
rifampin is discontinued. And, it would be prudent that prothrombin time be monitored frequently during
rifampin and warfarin therapy, especially the beginning or discontinuation of rifampin. (Tubercuosis and

Respiratory Diseases 1999, 47 : 768-774)
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Table 1. Clinical findings of the subjects with the lists of administered drugs other than warfar-

in or rifampin

Administered drugs

No Sex Age Anti-coagulation® TB Ant-TB Others
Pyridoxine, aspirin, digoxin,
1 f 70 Af & ASR Pulmonary HEZ furosemide, spironolactone,
theophylline, ranitidine, MgO
m 35 Bentall op Pulmonary HEZ Pyridoxine, digoxin, captopril
f 43 AVR & Bentallop  Pulmonary HE,Z Pyridoxine, digoxin, furosemide
4 f 62 Bentall op Pulmonary HE,Z Pynfioxlng, aspirin, dlgoxm,. .
furosemide, spironolactone, ramipril
5 m 48  AVR&MVR Pleurisy ~ H,Ez . Yndoxine, digoxin, furosemide,
spironolactone, diltiazem, ranitidine
6 f 61 MVR Cervical LN HEZ Metoclopramide, sucralfate
Pyridoxine, digoxin, furosemide,
7 m 64 Af. & cer.ebral Pulmonary HEZ isosorbide mononitrate, levodopa,
infarction .
bromhexine
8 m 61 AVR Pulmonary H,EZ Pyridoxine
9 m 44 AVR&MVR  Pulmonary H,EzZ vridoxine aspirin, ranitidine,
almagate
10 m 44 MC & AVP Pleurisy HEZ Pyndoxme,. digoxin, furosemide,
spironolactone
11 m 30 AVR Pulmonary HEZ Pyridoxine
Digoxin, furosemide, spironolactone,
12 f 49 MVR Pleurisy HEZ captopril, bromhexine, ranitidine,

almagate

Abbreviations ; No=serial number of cases, f=female, m=male, Af=atrial fibrillaiton, ASR=aortic
stenoregurgitation, Bentall op=DBentall operation, AVR=aortic valve replacement, MVR =mitral valve
replacement, MC=mitral commissuroctomy, AVP=aortic valvuloplasty, TB=tuberculosis, LN =lymph

node, H=isoniazid, E=ethambutol, Z= pyrazinamide

*Reason for anticoagulation
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Table 2. Dosage of warfarin before, during, and after rifampin in patients with adequate

anticoagulation
No - Dmge(“l;i ;:fgwamrm Y Rifampin(mg) Body weight(kg)
5 4.5 5.5 4.5 450 57
8 7.5 16 Now rifampin* 600 53
9 3 8.5 4 450 56
10  After rifampin’ 8.5 3 600 64
11 3.5 9.5 3.75 600 54
12 3 8 Death 600 55

*He is taking rifampin and warfarin now.
*He started warfarin after rifampin.
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Table 3. The time interval during which rifampin
normalize prothrombin time despite war-
farin therapy

No Time interval (days)
3 4
4 10
5 8
6 5
8 2
9 6
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Table 4. Dosage of warfarin before, during, and after rifampin in patients with adequate

anticoagulation from world reports

Dosage(mg) of warfarin

Time

Anti-
Author Sex Age  before, during & after rifampin  interval " l_ TB Other drugs
- coagulationt
Before During After (days)*
Shelft m 72 Mter gy g5 . Pumonary o ary BB digitalis
rifampin embolism diuretics
Romank- _ Pulmonary . .
‘ewicz® 48 7.5 20 5 embolism Urinary  H, pyridoxine
After Pulmonary
6 -
Almog® f 30 rifampin* 15.3 87 embolism Pulmonary ?

Abbreviations : f=female, m=male, female, TB=tuberculosis, H=isoniazid, E=ethambutol
*The time interval during which rifampin normalize prothrombin time despite warfarin therapyt

'Reason for anticoagularion
*He and she started warfarin after rifampin.
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