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Supplementary information

P2RY6 was activated by 3’SL (supplementary Figure S1A) but not by any of the remaining 5 HMOs from
the blend. To examine the possibility that activation of P2RY6 by 3’SL was caused by a contaminant in
the 3’SL sample, we treated the sample with neuraminidase to specifically digest 3’SL and verified by
High Performance Anion Exchange Chromatography equipped with pulse amperometric detection
(HPAEC-PAD) that the digestion was complete. The response of P2RY6 to the digested 3’SL was slightly
diminished compared to that of intact 3’SL but a substantial response remained (supplementary Figure
S1B). These data suggested that the P2RY6 response was caused by a contaminant. Since the natural
agonist of P2RY6 is uridine di phosphate (UDP), we treated the 3’SL sample with apyrase, an enzyme
that digests nucleotides di- and tri-phosphate. Apyrase-treated 3’SL did not activate P2RY6, confirming
that the observed response with the intact sample is caused by a contaminant (Figure S1C).
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Figure legend

Supplementary Figure S1. Response of P2RY6 to digested and undigested mix of 3’SL showing a
response with the undigested 3’SL and neuraminidase-treated 3’SL and background response to

apyrase-treated 3’SL.



