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To whom it may concern:

Rise for Animals supports the abolition of all nonhuman animal experimentation, research, and testing –
irrespective of human benefit or utility – and, therefore, supports the NIH’s interest in human-relevant
new approach technologies (“NAMs”) that do not not require or promote the use, exploitation, and harm
of nonhuman animals.

The NIH has long known – and even admitted – that the use of nonhuman animals for research intended
to benefit humans is both misguided and ineffective. Yet, despite publicly acknowledging the “low yield
of animal research in benefiting human health” and recommending NAMs as “funding priorities”,1 the NIH
has remained the largest funder of nonhuman animal research worldwide. As such – i.e., in facilitating,
encouraging, and rendering profitable nonhuman animal research – the NIH continually reinforces the
entrenched, dogmatic illusion of such research being both necessary and beneficial to human welfare,2

despite science having proven it to be neither. By way of example only:

❖ Nonhuman models “have a predictive value below 50%, making them less informative than a coin
flip and rendering them of no practical use in predicting human outcomes”.3

❖ Up to 89% of preclinical, nonhuman animal research is unreliable.4

❖ Over 95% of potential new drugs fail during clinical trials because of safety or efficacy concerns
that were not predicted by preclinical nonhuman animal research.5

❖ The unreliability and irreproducibility of nonhuman animal studies costs the U.S. more than $28
billion per year,6 with billions of dollars of this funding provided by the NIH.7

This submission serves as a call by Rise for Animals for the NIH to align its words and scientific findings
with its actions by embracing “scientific antivivisectionism” – “rejection of the idea of the transferability of
results from one species to another”8 – and prioritizing the development, validation, acceptance, and
implementation of NAMs. To do so, the NIH must commit to overcoming existing, self-imposed hurdles to
the embrace of NAMs by the broader scientific community:



The NIH must shift funding from nonhuman animal research to human-relevant research.

As the world’s largest funder of nonhuman animal research, the NIH is a primary driver of the scientific
research agenda in the U.S. and abroad. Unfortunately, historically and continuing into the present, the
NIH has chosen to squander a vast amount of its research budget by investing in nonhuman animal
research rather than earmarking these funds for human-relevant research methodologies based on
human biology – i.e., rather than investing in the the development, validation, acceptance, and
implementation of NAMs.9 Indeed, “[f]inancial investments in the study of [NAMs] pale in comparison with
investments in animal experimentation”,10 and this has had the deleterious effect of both directly
encouraging researchers to retain nonhuman animal models (in pursuit of such NIH funding and, thereby,
professional self-interest) and indirectly playing to researchers’ cognitive bias, which, in overvaluing
familiarity and routine, underpins their reliance on nonhuman animal subjects.11

Moreover, because progress in the development of NAMs is limited by the availability of funding,12 the
NIH’s funding scheme has hobbled and continues to actively hobble NAMs’ development, validation,
acceptance, and implementation. It follows that, to shift the scientific community away from nonhuman
animal research and towards human-relevant NAMs, the NIH must vote with its dollars by prioritizing
NAMs research and deprioritizing (if not outright discontinuing) nonhuman animal research funding. It is
incumbent upon the NIH to establish a “targeted funding strategy” that includes and extends beyond
NAMs’ development to include “funding for implementing and validating NAMs”,13 as well as the training
of researchers about and the access of researchers’ to NAMs.14

The NIH must dethrone the nonhuman animal model as the “gold standard”.

The NIH’s treatment of nonhuman animal research methodologies as the preclinical “gold standard”15 is
severely impeding the development, validation, acceptance, and implementation of NAMs.16 To be sure,
before NAMs may be approved for use, they must be “shown to be at least as effective as methods they
are designed to replace”,17 despite the very real fact that “the methods they are designed to replace” (i.e.,
nonhuman animal models) have never “been formally validated” in any (much less a similar) way.18

The successful realization of NAMs necessarily requires that their data not be assessed via comparison
to nonhuman animal model data, which has been found to be neither predictive for humans, nor reliable
or reproducible.19 Instead, NAMs data should, as researchers themselves have concluded, be compared
to human-specific data20: “Assessment of the biological relevance of the NAM should focus on its
alignment with human biology, mechanistic understanding, and ability to provide information that leads
to health protective decisions, rather than solely comparing NAM-based chemical testing results with
those from traditional animal test methods.”21 This is to say that the NIH must render human data its “gold
standard”22 and establish a regulatory framework specific to the evaluation of NAMs.23

The NIH must amend its regulations to further the interests of NAMs.

Shifting funding to NAMS and officially acknowledging, both theoretically and practically, that nonhuman
animal models shall no longer serve as the scientific “gold standard” must be the NIH’s first steps only.
Indeed, many reasons exist for the persistence of nonhuman animal research even when superior NAMs



exist, including “bureaucracy, political malaise, and entrenchment in the scientific establishment”.24 To
overcome these impediments to NAMS development, validation, acceptance, and implementation, the
NIH must:

❖ Expunge any actual or perceived regulatory requirement that research be performed on
nonhuman animals when “new animal-free, human-relevant methods” are available, and
require that available NAMs be utilized instead of nonhuman animal methods.25 Taken
together, these measures would allow the NIH to overcome “major barriers to achieving change”,
as the animal research industry will remain “reluctant to invest in NAMs if [] results are unlikely to
be accepted.”26

❖ Pilot a binding clarification of the 3Rs that meaningfully and unequivocally identifies
“replacement” as the top priority.27 Researchers should be neither encouraged nor permitted to
give “refinement” and “reduction” priority over “replacement”28; to this end, researchers’ interests
in studying “entire, functioning bodily systems”29 should not be permitted to overshadow the
irrefutable recognition that nonhuman animals’ systems do not model human systems (that
researchers are using “the wrong living system”) – i.e., researchers may not be permitted to
choose complexity over relevance.30

❖ Avow and direct that not all nonhuman animal models must be replaced – that the use of many
such models be discontinued immediately31 regardless of the availability of a substitute NAM32 –
and prohibit the ongoing use of nonhuman animal models that have failed to demonstrate
“satisfactory predictive value for humans”.33

❖ Establish, and require inter-laboratory sharing via, a preclinical database. Recipients of grant
funding should be required to share their research data and findings with peers via an
open-access database, such a database having the potential “to revolutionize the evaluation of
both old and new technologies through statistical comparisons with a gold mine of millions of
data points.”34

Through the adoption of scientific antivivisectionism and the use of its considerable authority and
resources to facilitate (and, concomitantly, mandate) the development, validation, acceptance, and
implementation of NAMs, the NIH has the opportunity to act in the interests of both humans and
nonhumans. It is Rise for Animals’ fervent hope that it does so.

For the animals,

Ed Butler
Executive Director, Rise for Animals
ebutler@riseforanimals.org
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