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RESULTS

The PCA shows that cancer types have no major impact on the variation in the meta-analysis dataset (Fig. 1A). By comparison, the origin of
data introduces higher variation, with the Cascone et al. (NSCLC) and Matson et al. (melanoma) datasets grouping around a similar focus
point (Fig. 1B). The results of the presented LEfSe analysis indicate that the order Clostridia, more specifically the genera Butyrivibrio,
Subdoligranulum, Flavonifractor, Harryflintia are enriched in patients responding to ICl therapy (Fig. 1C). Opposing, organisms from the
genera Escherichia_Shigella, Streptococcus, Oscillibacter, and Pseudomonas are more abundant in non-responders. Contrary to the
LEfSe analysis, CoDA based ALDEXx recovers no significant association from datasets. However, the p-values of the Welch t-tests and
Wilcoxon rank sum tests, performed by ALDEXx analysis, indicate that the taxa with the lowest p-values are similar to the ones recovered by
LEfSe (Tab. ).

DISCUSSION

These results align with findings of Gopalakrishnan et al. and Routy et al. who report associations of several Clostridiales with ICl therapy
response [1, 6]. The presented results contribute to the existing pool of research for a specific ICl response gut microbiome signature and
suggest that such a biomarker could be applicable across different cancer types. Even though the more mathematically robust CoDA
approach yields no significant results, the recovered associations of LEfSe include common bacterial taxa. While several of these taxa
overlap with previous findings, the strength and applicability of these methods remain to be discussed. The presented preliminary data
give hope for a tumor-agnostic clinical ICl response prediction biomarker, which shall help to improve cancer therapy outcomes for
NSCLC and melanoma patients alike.

References Acknowledgments

1)  Gopalakrishnan et al. 2018; Science, 359(6371), 97-103 We thank Primar Dr. Arschang Valipour for providing scientific advice for this

2) Matson et al. 2018; Science, 359(6371), 104-108 poster and the team of Biome Diagnostics for providing the technical

3)  Peters et al. 2019; Genome medicine, 11(1), 1-14 infrastructure and constant feedback with the measurements.

4)  Hakozaki et al. 2020; Cancer Immunology Research, 8(10), 1243-1250 )

5) Cascone et al. 2021, 27(3), 504-514 gﬁn_ta_ct ogetalls M —y

6) Routy et al. 2018; Science, 359(6371), 91-97 ristian Jansen, MMsc o0l =

7)  Gloor et al. 2017; Frontiers in microbiology, 8, 2224 christian jansen@biome-dx.com X B iome D X

www.biome-dx.com



