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We are writing on behalf of People for the Ethical Treatment of Animals (PETA), which has
more than 10.4 million members and supporters globally, to urge the National Cancer Institute
(NCI) to ensure that the datasets used to develop Al benchmarks for cancer research consist of
clinical and human-based model data, such as those derived from human cells, tissues, and
patient populations.

This recommendation is rooted in longstanding concerns about the translatability of cancer
research conducted on animals. Despite significant investment in cancer experiments on animals,
the success rate for oncology drugs remains below 10%—a strikingly low figure that reflects a
systemic failure in current preclinical modeling strategies.

Research has shown that cancer studies using animals tend to produce smaller effect sizes and
are less likely to replicate compared to studies using non-animal models.? These findings
underscore the limitations imposed by fundamental species differences. Mice and humans differ
significantly at the genetic, molecular, immunologic, and cellular levels—differences that
directly impact how cancer develops and responds to treatment.?

Moreover, the artificial nature of many animal cancer models introduces additional obstacles to
translation. Rodents often undergo extensive genetic modifications or xenografting to induce
tumor formation, creating experimental conditions that are not only physiologically unnatural but
overwhelmingly fail to mirror human cancer pathophysiology. These manipulations frequently
result in unintended biological effects, further compromising the relevance of the data
generated.*>%7

To ensure that Al tools truly advance cancer prevention, diagnosis, and treatment, we strongly
encourage NCI to prioritize benchmarks built on high-quality, human-relevant data. Doing so
will maximize translational potential, increase clinical impact, and reflect the most promising
path forward for cancer research in the era of Al.


mailto:CancerAI@mail.nih.gov

' Wong CH, Siah KW, Lo AW. Estimation of clinical trial success rates and related parameters. Biostatistics. 2019;20(2):273-
286. doi:10.1093/biostatistics/kxx069

2 Errington TM, Mathur M, Soderberg CK, et al. Investigating the replicability of preclinical cancer biology. Pasqualini R,
Franco E, eds. eLife. 2021;10:¢71601. doi:10.7554/eLife.71601

3 Mak IW, Evaniew N, Ghert M. Lost in translation: animal models and clinical trials in cancer treatment. Am J Transl Res.
2014;6(2):114-118.

4Li Z, Zheng W, Wang H, et al. Application of animal models in cancer research: recent progress and future prospects. Cancer
Manag Res. 2021;13:2455-2475. doi:10.2147/CMAR.S302565

5 Zhou 'Y, Xia J, Xu S, et al. Experimental mouse models for translational human cancer research. Front Immunol. 2023;14.
doi:10.3389/fimmu.2023.1095388

¢ Ben-David U, Ha G, Tseng YY, et al. Patient-derived xenografts undergo mouse-specific tumor evolution. Nat Genet.
2017;49:1567-1575. doi:10.1038/ng.3967

7 Cheon DJ, Orsulic S. Mouse models of cancer. Annu Rev Pathol. 2011;6:95-119. doi:10.1146/annurev. pathol.3.121806.154244



