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Original article

The retrospective study of interaction between Warfarin

(Wf) and pyrimidine fluoride among 13 cases with
prothrombin time international normalized ratio (PT-
INR) and serum albumin level

Sado General Hospital, Pharmacy ; Pharmacist
Mayumi Hikino

Objective : Warfarin (Wf) showed bleeding tendency ac-
cording to the combination with antineoplastic
drugs, especially pyrimidine fluoride. We investi-
gated the difference of this interaction among the
types of antineoplastic drugs and the level of se-
rum albumin.

Study design: 13 cases, from 64 to 90 years old (mean
77.7 ylo), were extracted from our institute from
September, 2014 to August, 2015, consisted of 7
cases ; prostatic cancer, 3 cases ; gastric cancer, 2
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cases; colonic cancer, 1 case; hepatic cancer.
Their clinical stages of cancer was stage 1; 6
cases, IIIA; 2 cases, IV; 5 cases. Performance
state was 1: 3 cases, 2; 5 cases, 3; 2 cases, 4:
3 cases. As for antineoplastic drugs, three drugs of
antimetabolites were used : tegafur-gimeracil-
oteracil (TS-1, S-1), tegafur-uracil (UFT), bicalu-
tamide (Bt).

The interaction of Warfarin with antineoplastic
drugs was investigated by a retrospective investi-
gation. Both the international normalized ratio of
prothrombin time (PT-INR) as a prolongation of
anticoagulation ability and the serum albumin leve
were checked.

Results : Five cases of the combinatin therapy with Wf

and Bt showed the prolongatiion of PT-INR
among 6 cases. The causing drugs were levoflox-
acin and allopurinol. The serum albumine level
was within normal limit. PT-INR of the UFT com-
bination patients rose from 1.35 to 1.89 after one
week. All the internal use was called off with state

exacerbation UFT start one month later. Prolonga-
tion of PT-INR was found in four of five cases in
the patients with S-1. There was one case of hypo-
albuminemia among these 4 cases of increased PT-
INR level. PT-INR level increased from 3.32 to
4.61, at single adminiatration of Bt and at 27 days
after the combination of Bt and S-1.

Discussion : In anticoagulation ability, we should rouse

the side effect of bleeding if Wf was used in co-
administration with pyrimidine fluoride. The pa-
tients administered Warfarin should be checked for
the combination of pyrimidine fluoride at a com-
pliance instruction.

Key words : interaction of Warfarin with antineoplastic

drugs, retrospective investigation, prolongation of
anticoagulation ability, international normalized ra-
tio of prothrombin time (PT-INR), serum albumin,
pyrimidine fluoride of antimetabolite, tegafur-gi-
meracil-oteracil (TS-1, S-1), tegafur-uracil (UFT),
bicalutamide (Bt)
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