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Evolution of Guidelines for Testosterone Replacement Therapy

Cutoff values of testosterone for laboratory diagnosis.

Expert opinion Cutoff Values| Year of Release

ISSAM-International TT < 8 nmol/L 2005

Society for the Study of  TT <12nmo/I 2015
the Aging Male

Endocrine Society TT< 9.7-10.4nmol/l 2006

TT< 10.4nmol/I 2018
ISSM-international TT<12nmo/I 2015(1CSM)-
Society for Sexual International Society
Medicine for Sexual Medicine
AUA-American T7<10.4n moI/I 2018

Urological Association

Hyun Jun Park et al. J Clinical Medicine 2019
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Reference intervals for the ADVIA Centaur

TSTIll(new) assay-SIEMENS

Testosterone - Adult males (nmol/l)

95%

Reference

range
<50 21-49 122 14.1 5.7-26.2
>50 50-89 137 14.0 3.0-27.3

= Siemens’ insert Testosterone Il (TSTII) 2016 =
D ®
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Reference intervals for the ADVIA Centaur
TSTO(old) assay-SIEMENS

Testosterone - Adult males (nmol/l)

95%

Reference
range

19-71 211 15.8 8.4-28.7

Siemens’ insert Testosterone (TSTO) 2011




s A
SHTLDT 20 00

[19p o=

TSTIl Assay Format on Centaur XP, XPT- SIEMENS

testosterone

Sample

Releasing

Reagent

Ancillary pack
Releasing Reagent +

Biotin labeled anti-
testosterone sheep
monoclonal antibody

Reagent pack

Streptavidin-coated
paramagnetic latex
particles +

acridinium ester
labeled Testosterone
analoaue

Wash

> Detection
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Testosterone Il (TSTIl) Key Benefits
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Comparison of ADVIA Centaur TSTIl with Centaur TSTO
y (TSTIl) =1.08X (TSTO)- 0.45 (nmol/l) - SIEMENS
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< 400 4 y = 1.08x - 13.10
r=0.969
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\‘-@ Siemens Healthcare Diagnostic Inc. Customer Bulletin 2016
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Comparison of TSTIl with TSTO -Clalit
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MACABI - 95% Reference range of males
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Reference intervals of other methods:

Testosterone - Adult males <50y (nmol/l)

Analyzer 95%
Reference

range

COBAS ROCHE 20-49 136 18.6 8.64-29.0
Architect Abbott 21-49 129 17.13 8.33-30.19
CENTAUR Siemens 21-49 122 14.1 5.7-26.2
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Reference intervals of other methods:
Testosterone - Adult males (nmol/l)

Analyzer

COBAS ROCHE >50(-70) 78 16.5
Architect Abbott >50(-77) 71 15.3
CENTAUR Siemens >50(-89) 137 14.0

D

ﬁoilé

95%
Reference
range

6.7-25.7
7.7-24.8

3.0-27.3
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NEQAS - COMPARISON OF METHODS

Report of Testosterone (male) August 2019
Interquartile range of bias of various methods.

Median and IQRs of B score

B score
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s neers " Additional Information about
ADVIA Centaur Testosterone Il (TSTII)

Reference Interval
Testosterone I, Adult Males (Additional calculations)

Age 95%

Group Reference |Reference
range range

<50 21-49 122 5.7-26.2 6.6-25.1

>50 50-89 137 3.0-27.3 6.6-25.2

\‘:@ Siemens Healthcare Diagnostic Inc. Customer Bulletin 9/2018 @
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Additional Information about ADVIA Centaur
Testosterone Il (TSTII)

IX (95%) 9.2/5.7nmol/l :0an'o/T1Ia'x INNN 02 D'7TAn? non'nn n7avan
(90%) 10.5/6.6

Differences in Sample Populations

Endocrine Society ADVIA Centaur TST Il

Four large cohorts in the US Population

United States and Europe.

Non-obese Obesity not in exclusion criteria
age range: 19 to 39 years age range: 21 — 49 years

Harmonized, cross-calibrated = One assay/methodology
assays

D
\ Siemens Healthcare Diagnostic Inc. Customer Bulletin 9/2018
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Additional Information about ADVIA Centaur
Testosterone Il (TSTII)

“As with all in vitro diagnostic
assays, each laboratory should
determine its own reference
ranges for the diagnostic
evaluation of patient results.”
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Ministry of health — Laboratory Department
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Professional Committee (Lab) Decision - Clalit
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Evolution of Guidelines for Testosterone Replacement Therapy

Cutoff values of testosterone for laboratory diagnosis.

Expert opinion Cutoff Values| Year of Release

ISSAM-International TT < 8 nmol/L 2005

Society for the Study of  TT <12nmo/I 2015
the Aging Male

Endocrine Society TT< 9.7-10.4nmol/l 2006

TT< 10.4nmol/I 2018
ISSM-international TT<12nmo/I 2015(1CSM)-
Society for Sexual International Society
Medicine for Sexual Medicine
AUA-American T7<10.4n moI/I 2018

Urological Association

Hyun Jun Park et al. J Clinical Medicine 2019
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Harmonized Reference Ranges for Circulating

Testosterone Levels in Men of Four Cohort Studies
in the United States and Europe

Model-Based Estimates of Population Centiles for Total Testosterone
Concentrations (nmol/l) Based on Data From Non obese Men (N= 6933) and
in All Men (N=9054)

e s Low Lsnso Lwoss Lo Lsnso

2.5 non obese

5.0 non obese 10.5 9.5 8.9 8.8 8.7 7.6
2.5 all men 7.9 7.2 6.7 6.6 6.6 4.1
5.0 all men 9.5 8.4 7.7 7.7 7.6 6.9

Thomas G. Travison et al J. Clin. Endocrinol. Metab 2017
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SUMMARY

na'n ,TT (Total Testosterone) np*1a% oin Dy .1
D22 DT'TAIAIDA [INAX IXT

MIY(siemens) TSTI 29 pnnna qon 1y ata%wa 2
6.0nmol/l % yaga aona . 6.6nmol/l-7 n"'12a

TT 29 Innnn qon W 2 71Ta 2y o |1V .3
("8 wral) D'IXRY "2 DX MY yXima naay
71YU2 Ni7'amn niv'wa 7w 2N 1A%

TT-7 9o DY N017 T'Nya nin W' oXn .4

%N oin'' NHLV— ?BMI-1 712 mNnIn
7W) n'nTAYNN NWIXpna 2T av7nn 12.2.20-2 .5
nL'YA 0"M2aa7 oin' NIV DIFNA At aA%wa : (NN
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