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Data to support and reproduce our findings are available in the manuscript, in the supplementary information, the supplementary data, the source data, the
supplementary source data and on-line (Figshare).

Raw data, instructions for the software handling and the software are deposited at figshare.com (see Methods section of the manuscript) and on the homepage of
the corresponding author-https://holcapek.upce.cz/

Sample size was obtained based on the serum samples availability for the study presented here. No specific statistical approaches were
applied to predetermine the sample size.

The case/control type of study was applied, including three phases: (1) discovery Phase I (262T + 102N), (2) qualification Phase II (444T + 98N
+ 12 pancreatitis) (3) verification Phase III (546T + 262N + 22 pancreatitis). In total, 830 samples from four different collection sites. Within
them, we managed to collect 24 males and 30 females T1/T2 PDAC samples. It must be highlighted that early-stage PDAC patients typically
account for a small subgroup among all cases.

Sample sizes were sufficient to build statistical models demonstrating the feasibility of lipid profiling for PDAC detection. Even though 22
samples were collected from patients with pancreatitis, we found no clear influence of the disease on lipids' concentrations, having essential
importance for the obtained statistical models; similarly in the diabetes mellitus case.

No clinical exclusion criteria were applied. Quality control procedures allowed the detection of outliers resulting from sample preparation or
instrumental reasons. Outliers detected based on the Principal Component Analysis were also excluded from further statistical analysis, i.e.
observations far from the centroid of the elliptical region, which usually encompasses most of the observations (the 95% confidence limit for
Hotelling’s T²) - as described in the Methods section of the manuscript. In Phase I, sample No. 355 was excluded from the UHPSFC/MS data
set, and sample No. 210 for the shotgun MS data set. In Phase II, samples No. 246 and 500 were excluded from the low resolution shotgun MS
data set, and samples No. 246 and 409 from the high resolution shotgun MS data set.

Please see Phase I description in the main text. The samples were independently worked up and measured by various methods. Please see the
Phase II description in the main text and methods section to the manuscript, i.e. the qualification step. The Phase II experiments were
performed by 3 independent laboratories, using 4 different analytical methods, using one set containing 554 samples. he samples were
independently worked up and measured by various methods. Furthermore, please see Phase III description (the final verification step),
measured again by the main method in the laboratory no. 1, using 830 samples, in total. No additional replication, than the independnet
sample preparation work up and measurements by various methods and laboratories in Phase 1 and Phase II was performed.

All samples within the particular phase were processed and measured in the randomized order (Kutools in Microsoft Excel). The stratified
randomization based on the sample group, age, gender, and BMI was applied was used in the lab no. 3.

At the sample preparation steps and measurements, operators had no information about the sample classification. The sample sets in all
phases were divided into the training and validation sets. The sample classification for the training set was disclosed for the multivariate data
analysis (MDA). The classification of the validation set was disclosed after the final prediction of the validation set. No fully blinded study was
performed, with the external third side involved.




