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Determination of the Kaolin-Activated Partial
Thromboplastin Time (APTT)
o Kit Containing:
— 6 x 5-ml Vials of Reagent 1 (STA® - C.K. Prest® ®)
— 6 x 5-ml Vials of Reagent 2 (Activator)

(REF 00597)
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1/ INTENDED USE

The STA® - C.K. Prest® (5 kit provides reagents for the determination of
the kaolin-activated partial thromboplastin time (APTT) in plasma,
according to Langdell R.D. et al. (1) and Larrieu M.J., Weilland C. (3) o
STA-R® and STA Compact®. (In the USA this procedure has been assigned
to the moderate complexity category per CLIA 1988 - CDC Analyte Code
0409 ; CDC Test System Codes 4677 and 4875).

2/ SUMMARY AND EXPLANATION

e The activated pa thromboplastin e (APTT) is a general
coagulation screening test of the coagulation factors XIl, XI, IX, VIII, X, V,
Il and fibrinogen.

e A prolongation of the APTT is encountered in the following situations (8):
— Congenital Deficiencies

O If the prothrombin time (PT) is normal, the following factors may be

deficient:

- factor VIII: STA® - Deficient V!

| (REF 00725)

- factor 1X: STA® - Deficient IX (REF 00724)

- Deficient XII (REF 00722).
O If all these factors are normal, a deficiency in HMW kininogen
(Fitzgerald ﬁSoc should be considered.

O Liver diseases

¢ Consumptive coagulopathy

O Fibrinolysis

¢ Circulating anticoagulants (LA type or circulating anticoagulant
against a factor)

¢ During heparin or vitamin K antagonist therapy

¢ Treatments with thrombin inhibitors (e.g., hirudin, argatroban...).

3/ TEST PRINCIPLE

The APTT involves the recalcification of plasma in the presence of a
standardized amount of cephalin (platelet substitute) and a factor XII
activator (kaolin).

The APTT explores the coagul
except the platelets.

ion factors XII, XI, IX, VIII, X, V, Il and |

4/ KIT REAGENTS

An Assay Value insert with a barcode is provided in the box. This barcode
contains the following information: lot number, kit code number, reagent
code number and expiration date.

e Reagent 1: cephalin (platelet substitute), prepared from rabbit cerebral
tissues according to Bell and Alton (2), lyophilized.

* Reagent 2: 5-m| buffered suspension of kaolin (5 mg ka

Reagent 2 contains sodium azide (< 1 g/l) as a preservative.

Reagents containing sodium azide should be discarded with care to prevent the formation of
explosive met: azides. If waste materials are dumped into sinks, use copious quantities
of water to flush plumbing thoroughly.

WARNING - POTENTIAL BIOHAZARDOUS MATERIAL

Some reagents provided in this kit contain materials of human and/or animal origin.
Whenever human plasma is required for the preparation of these reagents, approved
methods are used to test the plasma for the antibodies to HIV 1, HIV 2 and HCV, and for
hepatitis B surface antigen, and results are found to be negative. However, no test method
can offer complete assurance that infectious agents are absent. Therefore, users of reagents
of these types must exercise extreme care in full compliance with safety precautions in the
manipulation of these biological materials as if they were infectious.

5/ CAUTION

e Store at 2-8 °C. For in vitro diagnostic use only. These reagents are to be
used only by certified medical laboratory personnel authorized by the
laboratory.

The STA® - C.K. Prest® ® kit is designed for use with analyzers of the
STA® line suitable with these reagents. Read the Reference Manual of
the analyzer model carefully before starting.

Exercise great care in the handling of these reagents and of patient
samples. The disposal of waste materials must be carried out according
to current local regulations.

In the USA, wherever appropriate, observe CLIA-88 requirements.

e The stirring-bar that is to be added to the reagent vial should never be
the source of contamination. To ensure that stirring-bars are
contamination-free, se the bars with led water and dry them
carefully to remove all traces of moisture before adding them to reagent
vials. In addition, decontaminate stirring-bars once a week according to
the following procedure:

— immerse the bars in a vial of STA® - Desorb U (REF 00975) and let
them soak for 5 minutes with constant magnetic stirring;

— use tweezers to transfer the bars from the Desorb solution vial to a vial
of distilled water and let them soak for another 5 minutes with constant
magnetic stirring; repeat this rinsing step with another vial of distilled
water;

— finally, remove the stirring-bars from the distilled water vial and dry
them carefully to remove all traces of moisture.

6/ SPECIMEN COLLECTION AND TREATMENT

Sample collection must be in conformity with the recommendations for
haemostasis tests.

e Collect blood (9 vol.) in 0.109 M (i.e., 3.2 %) trisodium citrate
anticoagulant (1 vol.). Use sample collection tubes made of plastic or
siliconized glass. [In the USA follow CLSI guidelines H3-A6 (11) and
H21-A5 (12)].

When monitoring heparin therapy, use preferably CTAD tubes, specially
designed sample collection tube to prevent heparin inactivation (6).
Centrifuge blood samples for 15 minutes at 2000-2500 g. Collect plasma
in plastic tubes.

Plasmas remain stable for 4 hours at 20 + 5 °C (10).

If on heparin therapy, plasmas remain stable for 2 hours at 20 +
when collected with citrate anticoagulant and for 4 hours at 20 + 5 °C
when collected with CTAD tubes.

7/ REAGENT PREPARATION AND STORAGE

* Preparation
Shake a vial of Reagent 2 (R2) well and transfer its entire contents into
a vial of Reagent 1 of the same kit. Allow the reconstituted Reagent 1 to
stand at room temperature (18-25 °C) for 30 minutes. Swirl the
Reagent 1 vial gently to obtain a homogeneous suspension. Add a
stirring-bar (REF 26674) to the vial and install the perforated plastic cap
on it. Then, place the reagent in the instrument and after 20 additional
minutes for stabilization/mixing, the reagent is ready for use.
Storage
The reagents in intact vials are stable until the expiration date indicated
on the box label, when stored at 2-8 °C.
Once reconstituted, the reagent is stable:
— with the stirring-bar (intermittent stirring) and perforated cap in place:
- 24 hours on STA-R®
- 48 hours on STA Compact®
— in its original capped vial: 7 days at 2-8 °C.
Do not freeze.
NB: Considering the numerous combinations of storage conditions (partly
on board, partly at 2-8 °C), each laboratory should establish its own stability
durations according to its practices. These durations should not exceed the
above mentioned figures which have been determined under controlled
conditions.
In case of storage at 2-8 °C, allow the reagent to stand at room temperature
(18-25 °C) for 30 minutes before use.

8/ REAGENTS AND EQUIPMENT REQUIRED BUT NOT
PROVIDED

* STA® - CaCl, 0.025 M (REF 00367).

* STA® - Coag Control [N] + [P] (REF 00679), STA® - Coag Control [N] +
[ABNF* (REF 00676), STA® - Coag Control (N + [ABN)) PLUS**
(REF 00677) or STA® - System Control [N] + [P| (REF 00678): control
plasmas, normal and abnormal levels.

e STA-R® or STA Compact®.

e Stirring-bar (REF 26674).

e Common clinical laboratory equipment and materials.
* Available in the United States only.

** Not available in the United States.

9/ PROCEDURE

Compare the patient’s APTT with the reference APTT control in use in the
laboratory.
9.1. Patients’ Plasmas
Patients’ plasmas are tested undiluted. They are loaded in the
instrument (see the Reference Manual of the analyzer model).
Then select the test(s) to be performed.
9.2. Quality Control
It is necessary to run controls in order to ensure accuracy and
reproducibility of the results. Two different levels of control should be
cmma Use STA® - Coag Control [N] + [P]/ or STA® - Coag Control
) PLUS or STA® - System Control + [P]. Prepare the
oo::o_m and scan the information contained in the barcode printed on
the Assay Value insert to the instrument. They are used undiluted.
9.3. Assay
Refer to the “Standardized Operating Procedures” of the instrument for
full details on how to proceed from this point.

The APTT determination of the plasmas to be tested is automatically
carried out by the analyzer as soon as the samples have been loaded.

10/ RESULTS

The APTT value of the plasmas being tested is displayed, in the unit
selected by the operator, in the “Test Status/Test Panel” screen of the
analyzer (see the Reference Manual). The result is to be interpreted
according to the patient’s clinical and biological states.

Ensure that the values obtained for the controls are within the ranges
stated in the Assay Value inserts provided in the control box. If the control
values are outside the stated ranges, check all components of the test
system to ensure that all are functioning correctly, i.e., assay conditions,
reagents, integrity of the plasmas being tested, etc. If necessary, repeat the
tests.

11/ LIMITATIONS

e The STA® - C.K. Prest® is usually insensitive to prekallikrein deficiencies.
It is reported in the literature that prekallikrein deficient homozygous
patients do not manifest any particular haemorrhagic events (9).

e When monitoring heparin therapy, any release of platelet factor 4 (PF4)
which is a potent inhibitor of heparin, represents a major source of error.
— Do not collect blood in glass, which might cause this release; collect
blood in plastic, siliconized glass or CTAD tubes.

— Perform centrifugation within 1 hour after sample collection if the blood
was collected in conventional citrate anticoagulant and within 4 hours
if the blood was collected with CTAD tubes.

12/ REFERENCE INTERVAL

Normal values may vary depending on local conditions. Therefore, it is
necessary that each laboratory establish its own normal ranges and
acceptable control values for their particular local patient population. In
general, values are considered normal if they fall within the range of:
mean * 2 standard deviations (X + 2 SD) (5).

For example, 357 normal human plasmas were tested with the STA® - C.K.
Prest® ® on the STA® analyzer. The observed mean time was
29.6 seconds with a standard deviation of 2.4 seconds.

The APTT is statistically lengthened in new-born babies (7). By contrast,
shortened times are found in older populations (4).

13/ PERFORMANCE CHARACTERISTICS

Different samples were used for the intra-assay and inter-assay
reproducibility studies on the STA®. Results obtained with STA® - C.K.
Prest® are shown below:

Intra-Assay Reproducibility | Inter-Assay Reproducibility
Sample Sample 1 Sample 2 Sample 3 Sample 4
n 21 21 10 10
X (s) 31.6 45.9 32.2 67.0
DS (s) 0.19 0.34 1.13 1.74
CV (%) 0.6 0.7 35 26
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