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Proteome-Wide Association Study (PWAS) marks a significant advancement in biomedical research,
bears great potential in identifying protein biomarkers linked to cancer's onset, progression, and
treatment response, which are crucial for early detection, diagnosis, and monitoring. In the present
study, Jingjing et al. leverage genome and plasma proteome data from 2,481 healthy individuals of
European descent from the INTERVAL study to develop protein genetic prediction models. Their PWAS
investigation, using these models, aims to identify potential protein markers for cancer. They notably
pinpoint two novel proteomic markers, GOLM1 and B4GALT1, that may significantly influence pancreatic
ductal adenocarcinoma cell behaviors.

In general, this pioneering PWAS work in exploring genetically predicted blood protein concentrations
and their association with PDAC risk is undeniably a breakthrough in cancer research. However, the
second part of this study, namely the process used to screen out GOLMA1 and B4GALT1 raised some
questions and concerns.

Specifically In the words from 364 to line 367. The authors claimed that "Among the 16 novel associated
proteins, analysis of TGCA data also revealed potential relevance of B4GT1 and GOLM1 with tumor
development (data not shown). Consequently, these two proteins were selected as the targets for
experimental validation to further investigate their potential roles in PDAC development." | don't
understand why they addressed "data not shown". The absence of this crucial data and the rationale for
prioritizing these two proteins over other 14 proteins are not clear. This omission is particularly
concerning as neither BAGT1 nor GOLML1 is listed in Supplementary Table 2 as having relevant somatic
mutations using TCGA data.

| could understand that due to the novelty of PWAS, the authors are able to successfully identified
B4GT1 and GOLM1 as important markers at proteomic level. However, through literature search, there
is very limited published peer-reviewed papers to show them play any roles in Pancreatic ductal
adenocarcinoma in other omics level, like genetics, genomics, transcriptomics.

Were the other 14 proteins subjected to similar experimental protocols, and if so, what were the
findings? This information is vital for understanding the unique significance of B4GT1 and GOLM1 in this
context.
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