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Background:

PINP circulates as different forms: larger intact trimeric PINP and several fragment monomers. In
healthy individual, the circulating PINP form is predominantly the trimeric intact with almost non-
detectable monomers. Under certain conditions, especially in renal impaired and bedridden geriatric
patients, the proportion of monomeric form is elevated. The IOF and IFCC recommended s-PINP and
s-CTX are used as reference BTMs in observational and intervention studies. We seek to validate the
analytical performance and establish reference intervals for apparently healthy children, pre-
menopausal, post-menopausal women, and men for the IDS-ISYS Intact PINP assay.

Materials and methods:

The accuracy profile was determined with 8 serum pool levels

(9.4 — 217.2 ng/mL). The method

linearity was verified with two sets of high/low serum samples. Serum specimens from overnight
fasting, apparently healthy Caucasians subjects, normal Calcium, Phosphorus, Intact PTH and eGFR
> 60, were selected to generate the preliminary reference interval: 132 males, 102 pre-menopausal,
124 post-menopausal, children (0.3 — 20 years, 281 males, 295 males).

Results
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Fig. 1: IDS-iSYS Intact PINP accuracy profile. Fig. 2: IDS-iSYS Intact PINP linearity profile.

Reference Intervals

. No. of | Age (year) |Med|

SD | Mean | 95% CI.
ng/mL)|(ng/mL)| (ng/mL)

Pre-

107 36.8+80 306 121 335 7.4-5741
Menopausal
[ 124 674467 361 202 385 10.0-837
Menopausal

138  57.4+164 367 185 398 11.4-786

Table 1: IDS-iSYS Intact PINP reference intervals for
pre-menopausal, post-menopausal and males.

.of | Median SD Mean 5th . g5th
23

The 95% confidence level reference

intervals for pre-menopausal, post-
menopausal , and males was calculated
(Table 1).

The 5t — 95t percentile observed ranges for
females and males <20 years of ages were
stratified by every 2 years T(ables 2 and 3).
Similar to other bone turnover markers, the
Intact PINP concentration changes with age
and menopause (Figure 3).

The levels are much higher in children than

The plain red line is the relative bias, the dash
lines are the B expectation tolerance limits and
the dotted lines represent the acceptable limits.
The data points represent the relative error of
the back-calculated concentrations and are
plotted with respected to their targeted
concentration.

The accuracy profile showed the risk that the
possibility of a sample result outside of the
+15% acceptance limit was <5%.

Two elevated samples were diluted 9/10, 8/10,
7/10, 6/10, 5/10, 4/10, 3/10, 2/10 and 1/10 with
a samples containing very few amounts of
P1NP. The plots of the observed vs. expected
P1NP concentrations show a perfect linear
relationship up to the 1/10 dilution.
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Table 3: IDS-ISYS Intact PINP observed ranges for males

<20 years.

Conclusion:

=*The IDS-iSYS Intact PINP assay offers a reliable automated method for clinical laboratories.

*The pre-menopausal, post-menopausal, and males reference intervals will be useful tool for the
monitoring of osteoporosis therapeutic treatment.

=Values from more than 500 children classified according to age and gender can be helpful to clinical
laboratories and pediatricians.

=Further data are needed to fully assess the distribution of Intact PINP in children, especially
between 8 — 14 years of age.



