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Background on Intravenous Immunoglobulin (IVIG)

Intravenous Immunoglobulin (IVIG) is usually prepared from the serum of between 1,000 and
15,000 donors per batch. It is used to treat neurological disorders including dermatomyositis,
Guillain—Barre syndrome, chronic inflammatory demyelinating polyneuropathy (CIDP),
multifocal motor neuropathy (MMN), myasthenia gravis and stiff person syndrome, as well as
in immunology primary and secondary antibody deficiencies [1], [2]. The predominant
mechanism how IVIG operates depends on the immunoglobulin dose and the pathogenesis of
the disease [3]. Commercial IVIG preparations contain a ‘species repertoire’ of antibody
specificities that are suspected to neutralize a wide range of antigens including pathogens and
superantigens [4]. Significant batch-to-batch variation has been observed in the concentration
of particular antibodies [5], [6]. Interestingly, IVIG seems to have a considerable inhibitory
effect on mitogen induced T cell proliferation in vitro [7], most likely due to intact IgG, since
less evidence exists for the role of Fc fragments alone [8]. Inhibitions of antigen-dependent
and antigen-independent responses have been noted by IVIG in a dose-dependent manner [9].
As such, IVIG suppresses the proliferation of antigen-specific T cells without inducing
apoptosis, while the cells remain refractory to induction of apoptosis by CD95 ligation [10].
The antibodies present in IVIG are of IgG nature, implying that these antibodies have been
induced by T-cell help. IVIG preparations were used from commercial vendors such as
Omrix, Israel; Sclavo Vena NIV, Italy; Tegeline, Laboratoire Francais du Fractionnement et
des Biotechnologies LFB, France; Octagam, Octapharma GmbH, Langenfeld, Germany;

Intratect, Biotest Pharma GmbH, Dreieich, Germany.

Supporting information File S1 Table 1: Sample statistics on IVIG used for staining *

Preparation Input dataset
mixed IVIG preparation 2,569
Biotest Intratect® 2,637
LFB Tégéline® 3,328
Octapharma Octagam® 2,722
Omrix Omr-IgG-am™ 11,301
Sclavo Ig-Vena™ 4,721
Total 27,278

*number of different peptides included in the input dataset, i.e. within the thresholds (signals < 100 OR
signals > 10,000), and stained with the indicated IVIG
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