NIH Guidelines Resource
Exempt Studies
Studies utilizing the following recombinant or synthetic nucleic acid molecules are exempt from
the NIH Guidelines, however NDSU policy still requires study registration with the IBC via
protocol submission, review, and documentation. Other federal and state standards of
biosafety may still apply to such research (for example, the Centers for Disease Control and
Prevention (CDC)/NIH publication Biosafety in Microbiological and Biomedical Laboratories
(BMBL) and USDA permit requirements).
**Please note that there are many exceptions to exempt categories.
A. Section III-F-1: Those synthetic nucleic acids that:
i. can neither replicate nor generate nucleic acids that can replicate in any
living cell (e.g., oligonucleotides or other synthetic nucleic acids that do
not contain an origin of replication or contain elements known to interact
with either DNA or RNA polymerase)
ii. are not designed to integrate into DNA
iii. do not produce a toxin that is lethal for vertebrates at an LD50 of less than
100 nanograms per kilogram body weight
iv. If a synthetic nucleic acid is deliberately transferred into one or more
human research participants and meets the criteria of Section III-C, it is
not exempt under this Section.
B. Section III-F-2: Those that are not in organisms, cells, or viruses and that have
not been modified or manipulated (e.g., encapsulated into synthetic or natural
vehicles) to render them capable of penetrating cellular membranes; liposomes
= not exempt)
C. Section III-F-3: Those that consist solely of the exact recombinant or synthetic
nucleic acid sequence from a single source that exists contemporaneously in
nature.
D. Section III-F-4: Those that consist entirely of nucleic acids from a prokaryotic
host, including its indigenous plasmids or viruses when propagated only in that
host (or a closely related strain of the same species), or when transferred to
another host by well-established physiological means.
E. Section III-F-5: Those that consist entirely of nucleic acids from a eukaryotic host
including its chloroplasts, mitochondria, or plasmids (but excluding viruses) when
propagated only in that host (or a closely related strain of the same species).
F. Section III-F-6: Those that consist entirely of DNA segments from different
species that exchange DNA by known physiological processes, though one or
more of the segments may be a synthetic equivalent.
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i. A list of such exchangers will be prepared and periodically revised by the
NIH Director with advice of the RAC after appropriate notice and
opportunity for public comment.
ii. See Appendices A-I through A-VI, Exemptions under Section III-F-6-Sublists of Natural Exchangers, for a list of natural exchangers that are
exempt from the NIH Guidelines.
G. Section III-F-7: Those genomic DNA molecules that have acquired a transposable
element, provided the transposable element does not contain any recombinant
and/or synthetic DNA.
H. Section III-F-8: Those that do not present a significant risk to health or the
environment, as determined by the NIH Director, with the advice of the RAC, and
following appropriate notice and opportunity for public comment.
**Appendices C-1 through C-VI have several exceptions**
i. See Appendix C, Exemptions under Section III-F-8 for other classes of
experiments which are exempt from the NIH Guidelines.
1. Appendix C-I. Recombinant or Synthetic Nucleic Acid Molecules in
Tissue Culture
2. Appendix C-II. Escherichia coli K-12 Host-Vector Systems
3. Appendix C-III. Saccharomyces Host-Vector Systems
4. Appendix C-IV. Kluyveromyces Host-Vector Systems
5. Appendix C-V. Bacillus subtilis or Bacillus licheniformis HostVector Systems
6. Appendix C-VI. Extrachromosomal Elements of Gram Positive
Organisms
7. Appendix C-VII. The Purchase or Transfer of Transgenic Rodents
8. Appendix C-VIII. Generation of BL1 Transgenic Rodents via
Breeding
**Appendix C-VIII has several specifications
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