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Supplementary Figure S1: Timeline highlighting significant discoveries for structural understanding of
sialic acids. The year assigned to each technique is referred to the first publication reported in Pubmed
(http://www.ncbi.nlm.nih.gov/pubmed/). To search for a specific technique applied to sialic acid
detection, a combination of keywords was used. For example, the first report of HPLC applied to sialic
acids detection was retrieved using the following keywords: “sialic acid*[Title/Abstract]) AND
HPLC*[Title/Abstract]”. In square brackets are reported the number of publications, up to date, that
contain the specified keywords. a) The radioactive metabolic labeling and metabolic labling with

unnatural sialic acids are reported with the same number of publications.

mid-1800s Carbohydrates
1935-1936 =y Sialic acids'?

1957  =4= Colorimetric methods* [87]

1963  =4= Gas chromatography* [68]
1971 === Mass spectrometry’ [567]
1972 =t LectinsS [2520]

1975 =f= NMR’ [76]

1977  =4= 2D Electrophoresis® [46]

1982 HPLC?® [316]

1985  =4— Radioactive metabolic labeling!® [40]*

1990  =—4— Capillary electrophoresis'? [70]

1995 == The term proteome coined!?

2001 =~ Human genome sequenced!*!*

2004 == Metabolic labeling with unnatural sialic acids®® [40]?

2005 =+ Glycan microarray® [64]

2007 == TiO,enrichment!’ [5]
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