
ISTH considers the results obtained in Sweden and other

countries using the Owren type PT assay. We have shown

that there are several preanalytical and analytical advantages

of the Owren type PT assay compared with the conventional

Quick PT assay. We have also described a reproducible way

to characterize INR calibrant plasmas based on collection of

normal plasma samples and a very simple procedure for

direct local INR calibration with highly competitive results.

The current situation with many different PT methods and

complicated calibration procedures are clearly not an optimal

situation. The Swedish experience indicates that it is time to

discuss which PT methods should be used in order to

improve the current situation. The Owren PT assay allows

simplification of standardization procedures [6]. It should be

the task of the Subcommittee to take all facets of oral

anticoagulation control into consideration, not only primarily

for the benefit of patients but also to give the laboratories the

optimal tools in order to achieve the goals of improvement of

the quality of PT testing.
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In their letter to the editor, Egberg et al. [1] refer to their

recently published method for calibration of so-called Owren-

PT-type reagents [2,3]. These reagents are very popular in

Scandinavian countries for the control of oral anticoagulant

therapy. The Owren-PT-type reagents are similar in composi-

tion, i.e., containing rabbit tissue factor and adsorbed bovine

plasma. The calibration procedure chosen by the Scandinavian

group involved the establishment of a mathematical relation

between the Owren PT(%) and INR obtained with the manual

Quick method with reagent ISI assigned according to WHO

recommendations. The Scandinavian procedure allowed the

production of calibrant plasmas with assigned INR values that

are traceable to the international reference preparation for

thromboplastin. The Scandinavian procedure involved a two-

point calibration curve where the local PT in seconds is plotted

in a log–log diagram on the y-axis and the reference INR values

on the x-axis.

Egberg et al. are disappointed that experiences with Owren-

type reagents are not referred to in the �Guidelines on

preparation, certification, and use of certified plasmas for ISI

calibration and INR determination� [4] published a fewmonths

after the publication of the calibration method by the
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Scandinavian group [2]. I would like to emphasize that the

�Guidelines� are intended to cover all types of thromboplastin

reagents and methods. In fact, the �Guidelines� refer to another

Owren-PT-type reagent, i.e., OBT/79 which is a batch of

Thrombotest. Thrombotest contains bovine brain tissue factor

and adsorbed bovine plasma.

The use of a two-point calibration curve is not recommended

in the �Guidelines� for the following reasons. All calibrations

performed with more than two plasmas are associated with

�scattering� of the points in the diagram. The scattering is

caused not only by imprecision of the measurements, but also

by genuine interaction between the coagulation factors in the

test plasmas and the thromboplastin reagents. In general,

scattering of the points increases with increasing dissimilarity of

the reagents being compared with each other. Therefore, a full

calibration according to the WHO recommendation involves

20 normal and 60 patient plasmas. By using a large number of

individual plasmas an average relation between the reagents is

obtained. The �Guidelines� allow a reduction in the number of

plasmas under certain conditions without compromising the

reliability of the calibration. A set of one normal and at least

three abnormal plasmas is recommended. If only two plasmas

are used for the calibration, it is not possible to assess the error

in the calibration line and it is not possible to detect any

curvature in the relation.

It seems that in the Scandinavian procedure an international

reference preparation had been used only once, i.e., for the

establishment of the relation between Owren PT% and INR

[2]. Ever since, this relation has been used by EQUALIS to

certify lyophilized, artificially depleted plasma calibrators.

EQUALIS seems to assume that the relation is constant.

There is a certain risk associated with this procedure. If the

composition of the Owren-PT-type reagent is modified by the

manufacturer, the relation between Owren PT%and INRmay

be changed as well. Therefore, the relation between Owren

PT% and INR should be checked regularly.
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