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I N T R 0 D U C T I 0 N Calibrator+ Control

In Vitro Diagnostic Device Regulation (IVDR) is the new harmonized EU regulatory framework to ensure Calibrator+ Control

safety and performance of in vitro diagnostics (IVD). Prominent IVDR aspects include scientific validity
of the analyte and traceability. The BUHLMANN GanglioCombi® MAG ELISA (aka GanglioCombi) is the
only commercially available multiparametric IVD-test to determine antibodies (IgG and IgM) causing
autoimmune-related neuropathies. To achieve a high degree of comparability, OD values for the
individual ganglioside antibodies are normalized to a standardized and traceable calibrator. The
results are expressed as “%Ratio"” and can be attributed to one of three relevant titer categories:

NEGATIVE (< 30 %Ratio), GREYZONE (30-50 %Ratio), and POSITIVE (> 50 %Ratio).
Here, we present the adapted and recently validated GanglioCombi adhering to the stringent IVDR X 3 enzyme labels:
guidelines. anti-lgG-HRP, anti-lgM-HRP, anti-lgG/IgM-HRP Mix

Repeatability Clinical Performance

3 samples at different target values were measured in duplicates on 20 days in 2 Overview of systematic literature analysis:
runs per day (20 x 2 x 2 study design). The following gangliosides/antigens and
enzyme labels were used and regarded as representative for the entire assay:

A HNK-1 (,MAG") with anti-IgM and anti-IgG/M-Mix enzyme labels Pediatric GBS DC GM1 1200 BTU* 0.51
A GM1 with anti-IgG and anti-IgM enzyme labels (n = 45) (n = 35) GQ1b 2400 BTU*  0.56

A GQ1b with anti-IgG and anti-IgM enzyme labels Pediatric GBS NC (n=42) GM1 300 BTU* 0.8
(n=57) DC (n = 35)

Sample enzyme Yowithin  100.00% CVs Repeatability GBS HC GM1 800 BTU*  0.31

type label category o 00% (n = 13) (n = 19)

® within-run

HNK-1  Negative IgM 100% GBS, CIDP NC (n = 100) GML1 35 AU** 0.30

N 80.00% between-run
Positive  IgM 100%  between-day (n =19, 14)) HC (n = 110)
70.00%

HNK-1  Negative I1gG/IgM Mix 100% m within-laboratory GBS (MFS) DC GQ1b 50% ratio 0.92
Positive  1gG/IgM Mix 95% 60.00% (n=12) (n = 34)
GM1 Negative IgG 100% 50.00% MAGneuropathy NC (n=112) HNK1 (MAG)50% ratio 0.98
. 0 _
Positive IgG 100% 10,000, (n=41) HC (n = 6)
GM1 Negative IgM 100%

Antigen

.. 30.00% HC: Healthy control - DC: Disease control (non-neurological) - NC: Neurological control
Positive  1gM 100% * BTU: BUHLMANN Titer Units - **AU: Arbitrary Units

GQ1b Negf"‘.ﬂve I9G 100%  20.00%- Based on a bivariate analysis, autoimmune peripheral neuropathy was detected with a
Positive  19G 100% 10,005 sensitivity of 68.1 % (95% (I: 39.6 - 87.5 %) and specificity of 88.0 % (95% C(I: 72.3 -

GQlb  Negative IgM 100% _— 95.3%). The area under summarizing receiver operating characteristic curve (AUC-SROC)

Positive  IgM 100% E E E was 0.85.
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