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Adjustment before and after Warfarm “Rifampin Combination Therapy

| Dang Hyun Kim, M.D.*, Kyung Hwan K:m M.D.¥, Kyung Hee Chox M.D.*, Kwang Ja Lee, M.D.*,
Hye Suk Lee, M.D.*, In Ja Son, M.D.*, Ki-Bong sz M.D.*, Jae Woong Lee M.D.**, Hyuk Ahn, M D.*

Backgreund Warfarin is used as an antlcoagulant and lt is mainly excreted by the liver metabolism (the R-form
__ls mam&y metabel zed by cytochrome p450 3A4, and the S form by cytochrome p450 2C9). Rifampin is usually
~used for ‘tuberculosis or endocarditis, and itis a representative drug that induces the CYP families, including 3A4
and -2C9. The anticoagulation - effect of warfann decreases through the increased metabolism that's due to the
| induction of enzymes, and this lscaused by nfampm when patients take these two medicines together. No one has
-.suggest'“;appmpnate gwdelines fegardmg thls drug mteractlon even though an appropriate adjustment of warfarin’s
 dosage is needed. We exammed the drug interaction ‘in patients who received warfarin - rifampin combination
'_}_therapy s-_,s'-;- 'ing to the time interval, and the factors aﬁectmg drug interaction were analyzed. Based on the data,
we fried to determine the clinically avallable warfarin dosage guidelines before and after taking this drug
E *-cembmatien Material and Meﬂmd We rewewed the OO University Hospital anticoagulation service team’s follow
- :ue sheets that were filed out from Jan 1998 to Sep 2006 for the patient who took warfarin - rifampin
E ._."cembme’een thefapy (n-15) Result: The average INR of all the patient before rifampin administration was
- 2.25%0.52 . tmeen:tSD) and that value for the first 100 days after rifampin administration was 1.98+0.28. The p
. '__-vaiue for these two sets of data ‘showed no correlahon (paired t-test, p>0.05) The average INR of all the patient
| ._*}before nfampm cessatwn was 2. 19+0.34, and the value after rifampin cessation was 249+0.43. The p value of
- these two showed correlation (palred ttest, p<0.05) but the average INR falls between the therapeutic INR range.
. Cmclusbn, _The warfarin dose adjustment equation of before and after warfarin - rifampin combination therapy was
-.;céenved based on this study’s results because the warfann dosage adjustment of the anticoagulation service team
.-5---was considered apprepnate

(Korean J Thorac Cardiovasc Surg 2008;41:354-359)
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Dose Adjustment of Warfarin with Rifampin

Table 1. Basic patient information

Number of patient Male 6

(n=15) Female 9

Age Male 48.1+£13.9
(Mean: 50.8£10.9) Female 52.618.8
Warfarin indication  Aortic valve Mitral valve

replacement: 26.7%  replacement: 53.3%
Double valve
replacement: 13.3%

Endocarditis: 20%

Tricuspid valve
replacement: 6.7%
Rifampin indication = Tuberculosis: 80%
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Fig. 1. Change of average INR with time interval when rifampin
is started (Warfarin dosage on adjustment).

5.0

4.0 1
3.5 1
3.0 -
2.5
2.0-
1.5 -
1.0 -
0.5
0.0

INR

70

Day (rifampin ceased on day 0)

Fig. 2. Change of average INR with time interval when rifampin
s ceased (Warfarin dosage on adjustment).
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Fig. 3. Change of warfarin increase ratio with rifampin start.
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Fig. 4. Change of warfarin increase ratio with rifampin cessation.
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Dose Adjustment of Warfarin with Rifampin
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