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PART B: STUDIES REQUIRE EXTERNAL APPROVALS/REVIEW BEFORE INITIATION (relevant to new work)
Yes | No

Section III-A — Drug Resistance that could compromise therapeutic intervention X

(The deliberate transfer of a drug resistance trait to microorganisms that are not known to acquire the trait naturally, if such acquisition
could compromise the use of the drug to control disease agents in humans, veterinary medicine, or agriculture, will be reviewed by NIH)

Section ITI-B — Toxins with LDsp < 100 ng/kg; Major Actions X

(Cloning/expression of toxins lethal for vertebrates at an LDs, of less than 100 nanograms per kilogram body weight — examples include
botulinum toxins, tetanus toxins, diphtheria toxin, Shigella dysenteriae neurotoxin)

Section ITI-C - Human Gene Transfer X
(use of recombinant or synthetic nucleic acid molecules in humans)

PART C: STUDIES REQUIRE LOCAL IBC APPROVAL ONLY (relevant to new work)

Yes | RG | No

Section I1I-D-1 - Experiments using RG2, 3, 4, or Restricted Agents used as host-vector systems X
Hint/example: Transforming RG2 bacteria would be “YES”, RG2

Section I1I-D-2 - Experiments in which DNA from Risk Group 2, Risk Group 3, Risk Group 4 or Restricted Agents is X 1
cloned into nonpathogenic prokaryotic or lower eukaryotic host-vector systems

Hint/example: insertion of a single gene from M. tuberculosis or HIV (RG3) into an episomal E coli plasmid system (RGI) might be
“YES”, RG1 (assuming that the gene is not expected to increase E coli virulence)

Section I1I-D-3 - Experiments involving the use of infectious DNA or RNA viruses or Defective DNA or RNA viruses in X |2+
the presence of Helper System in tissue culture systems 2 i
>

Helper systems (e.g., helper viruses, packaging cell lines, transient transfection systems, replicon systems)
Hint/example: lentivirus and El-deleted ¥AdS vectors (RG2) would be “YES”, RG2

Section IT1-D-4 - studies involving whole animals X |21

Note if the housing / husbandry assessment is different from the administration / tissue collection assessment ’
Section ITI-D-5 - Studies involving whole plants X
Section II1-D-6 - Experiments involving more than 10 L culture X
Section ITI-D-7 - Studies involving H2N2, HSN1 HPAT, 1918 HIN1 Influenza Viruses X
This section and its subsections cover experiments Human H2N2 (1957-1968), High Path Avian HSNI strains with the

Goose/Guangdong/96-like HS lineage, 1918 HINI, or which are resistant to current antiviral agents)

Section I1I-D-8 - Studies involving Gene Drive Modified Organisms X
Hint: See Section-II-A-3 Comprehensive Risk Assessment, minimum BSL2

Section III-E-1 - Experiments involving the formation of recombinant or synthetic nucleic acid molecules containing < X
2/3 of eukaryotic virus genome

Hint/example: most retrovirus vectors would be “YES” (since the vector plasmid contains only a small part of the virus genome);

lentivirus and E I-deleted rAdS vectors (RG2) would be “NO” (superseded by Section III-D-1)

Section ITI-E-2 - Studies involving plants +/- arthropods or animals which do not fall under Sections III-A, ITI-B, ITLD, or X
III-F

Section ITI-E-3 - Development of transgenic rodents thru rDNA/synthetic DNA techniques & requires RG1 [RG2 or 3 X

falls under ITI-D-4] Interbreeding of most transgenic rodents is exempt (Appendix C-VIII)

PART D: STUDIES DO NOT REQUIRE IBC APPROVAL (exempt from the NIH Guidelines) (relevant to

new work)

Yes | No

Section ITI-F - Exempt experiments (Sections ITI-F-1 through IT1-F-8) X
Only select “yes” if all listed rDNA / synthetic DNA experiments are exempt

PART E: STUDIES REQUIRE REVIEW BY THE DURC/PPP/PEPP INSTITUTIONAL REVIEW ENTITY (IRE)
Yes | No

Does this study involve any of the following biologicals AND perform experiments that would require review by the IRE? X

1. Select Agents or Toxins regulated by the Federal Select Agent Program, including Botox®,

2. Agents assigned BSL3, “NIH Guidelines’ Risk Group 3 agents (other than mycobacteria, Retroviruses, and VSV), or

3. Biological agents that are likely capable of wide and uncontrollable spread in a human population and would likely cause moderate to
severe disease and/or mortality in humans?

A motion to approve the protocol without provisions was made by Toru Takimoto. Marty Pavelka seconded the
motion. All in favor. None opposed. No abstentions. The protocol was approved without provisions.
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Type of Protocol Review: IBC New
Principal Investigator: Falsey, Ann Reviewer: Allen Bennett

Principal Title: A Phase 1 Dose Escalation Study to Assess the Safety, Reactogenicity, and
Immunogenicity of STX-S for Prevention of SARS-CoV-2 Infection as a Booster Dose

IBC Grant/Project Registration #: IBC-GNT-Falsey-25-020
UCAR number: NA/

Project description:

This protocol will evaluate safety and efficacy of a SARS-CoV-2 vaccine called STX-S. The vaccine will be given
IM, and blood and mucosal specimens collected at URMC for shipment to the sponsor.

Agent description: STX-S human vaccine candidate, human specimens
Animal model: NA

Administration method: NA

Date of last Lab Survey: 5/7/2024

Lab Safety Training: Current and in compliance as of 6/4/2025

Biosafety Level (BSL):

Agent Name or Construct In vitro Studies — Biosafety Level In vivo Studies — Biosafety Level Ex vivo
Description (Vector/Insert) Studies —
Biosafety
Level
Bacteriophage | Viral vector| Propagation| Flow Animal Generation | Animal Tissue Tissue
construction/ | packaging | /Handling | Cytometry | Administra-| of Housing & | Harvest Handling
amplification | or of tion Transgenic | Husbandry
. expansion | Biological Animals
Plasmid ]_DNA in culture Agent
construction /
amplification
Viral vector
plasmid
construction
STX-S vaccine BSL2
candidate (exosomes
from transduced
human cell line)
Human blood, plasma, BSL2

PBMCs, oral and nasal
mucosal samples,
urine

Please check one of the following boxes:

| Medical Surveillance Plans: | X | Addressed || | Not Addressed || | Not Applicable |

Special considerations/other comments:

If the sponsor requests BSL1 for STX-S, additional discussion is required.
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Response: The sponsor did not request assignment of BSL1 for STX-S.

BSO note: Lentivirus vector transduction was not mentioned in neither the study protocol nor the draft Investigator’s
Brochure, details were obtained from:

1. Cacciottolo M, Li Y, Nice JB, LeClaire MJ, Twaddle R, Mora CL, et al. (2023) Nanograms of
SARS-CoV-2 spike protein delivered by exosomes induce potent neutralization of both delta and
omicron variants. PLoS ONE 18(8): €0290046. https://doi.org/10.1371/journal.pone.0290046

2. Cacciottolo M, Nice JB, Li Y, LeClaire MJ, Twaddle R, Mora CL, Adachi SY, Chin ER, Young

M, Angeles J, Elliott K, Sun M. (2023) Exosome-Based Multivalent Vaccine: Achieving Potent
Immunization, Broadened Reactivity, and Strong T-Cell Responses with Nanograms of Proteins.
Microbiol Spetr. 11(3): €0050323. https://doi.org/10.1128/spectrum.00503-23

PART A: GENERAL CONSIDERATIONS

Yes

No

Does the study involve recombinant or synthetic nucleic acid molecules or the generation of transgenic organisms?
If “YES”, aiso complete Parts B, C. D. Ifyes, the NIH Guidelines apply: If “NO”, finish Parts A and E only.

See NIH Guidelines Section I-B for definition. RNAi and oligonucleotides do NOT meet the current definition of rDNA or synthetic DNA
molecules; all plasmids DO

Does the study involve ANY human cells (primary or cell lines)?
If yes, the OSHA bloodborne pathogens standard and CDC/NIH BMBL apply. X

Does the study involve ANY infectious agents?
If yes, the CDC/NIH BMBL applies.

Parts B-D of the review form (for recombinant experiments) have been deleted — not applicable

PART E: STUDIES REQUIRE REVIEW BY THE DURC/PPP/PEPP INSTITUTIONAL REVIEW ENTITY (IRE)

Yes | No

Does this study involve any of the following biologicals AND perform experiments that would require review by the IRE?

1. Select Agents or Toxins regulated by the Federal Select Agent Program, including Botox®,

2. Agents assigned BSL3, “NIH Guidelines’ Risk Group 3 agents (other than mycobacteria, Retroviruses, and VSV), or

3. Biological agents that are likely capable of wide and uncontrollable spread in a human population and would likely cause moderate to

severe disease and/or mortality in humans?

A motion to approve the protocol without provisions was made by Allen Bennett. Greg Tombline seconded the
motion. All in favor. None opposed. No abstentions. The protocol was approved without provisions.
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e 5vyear updates with administrative changes only (personnel, transfer to new form, etc.) These protocols are
renewed unless noted below.

1. Elizabeth Handley — IBC-GNT-Handley-20-029 — human specimens (this protocol was reviewed by
Greg Tombline)

2. David Linehan and Brian Belt — IBC-GNT-Linehan-19-032— human specimens (this protocol was
reviewed by Lisa Flick)

e Updates on Outstanding Protocols (Rosenberger)

o None

e Protocols and protocol updates presented by the Biosafety Officer: (Rosenberger)

This section may be used for:

- human specimens,

- experiments described in Section III-E (Experiments that Require Institutional Biosafety
Committee Notice Simultaneous with Initiation) of the NIH Guidelines for Research Involving
Recombinant or Synthetic Nucleic Acids,

- experiments in line with currently approved work (no change to NIH Guidelines Section),

- animal experiments assigned ABSL1 (Section III-D-4 of the NIH Guidelines), and

- laboratory discussion items for individual Principal Investigators.

o IBC-GNT-Anolik-05-573 — added additional synovial tissue biopsies and blood from people with
rheumatoid arthritis at various stages of disease, sourced from Australia. Pathogens are not expected.

o IBC-GNT-Dewhurst-07-019 — adding additional HIV strain to existing studies: BruYU?2 strain
reviewed for IBC-GNT-Goldman-09-059 today. Can this be added to the G form at BSL2+? Yes.

o IBC-GNT-Dirksen-06-136 — UCAR 2006-114E/102059 (in the future) — adding additional adenovirus
vectors based on AdEasy-1 that express Ryrl (Ryanodine Receptor 1), obtained ready to inject from a
collaborator. These will also be administered to mice/new in vivo use for the lab. The lab is currently
approved to perform the same animal administration procedures with lentivirus vectors. Can this be
added to the G, rAdV forms at BSL2/ABSL2 and for administration, ABSL1 for housing after non-
mucosal administration? Yes.

o IBC-GNT-Goldman-09-059 — after the submission reviewed at this meeting added additional plasmid
inserts for human and mouse cell transfection: human genes, Cas9 proteins from Streptococcus
pyogenes for CRISPR/Cas9. Can these be added to the G form at BSL1? Yes.

o IBC-GNT-MacLean-17-012 — with the annual update added additional lentivirus vector inserts for cell
transduction, with synapsin 1 promoter:

GRIA1-4 (Glutamate ionotropic receptor AMPA type subunit 1-4) and mutants

One-Go sensor (ONE-Vector G protein Optical biosensor with NLuc masGRK and Galpha YFPs,
https://doi.org/10.1016/j.xpro.2024.103383)

And added additional pcDNA3.1 plasmid inserts for cell transfection:

AMPA (alpha-amino-3-hydroxy-5-methyl-4-isoxazole propionate) chaperone proteins such as
ABHDG6, FRSS1L, CPTI1C, etc.

Plasmids for incorporating non-canonical amino acids at specific stop codons

Can these be added to the G and rL'V form at BSL2 for the lentivirus vectors and BSL1 for the
plasmids? Yes.

o IBC-GNT-MayerProschel-04-018 — with the annual update added:

- additional lentivirus vectors: pHR, TetO-FUW
- additional lentivirus vector inserts: fluorescent proteins, Nfi A nuclear factor 1/A, Sox9
transcription factor
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- additional human cells/cell lines: HUVEC, SCTi004 iPSC

- additional plasmids (pCMV4, pSBbi-RP) and inserts from humans or a non-toxin insert from a
Risk Group 1 bacterium for cell transfection

- AAV vectors (lab already approved for lentiviral and retroviral vectors) from VectorBuilder
expressing fluorescent proteins, U94 from HHV6 A, and biotin ligase from a Risk Group 1
bacterium for cell transduction, including to cells administered to mice and rats.

Can these be added to the G form at BSL2 for the lentivirus vectors and human cell line, BSL1 for the
plasmids and a new AAV form generated at BSL1 for AAV vectors? Yes.

o IBC-GNT-White-25-001 — added RSRB 10028/human blood (+/- semen) from pulmonary arterial
hypertension study participants

o IBC-GNT-Yan-05-334 — UCAR 2006-155E 101985 — add additional rAAV insert shRNA targeting
PDE1A (phosphodiesterase 1A) or scrambled. Can this be added to the G and rAAV forms at BSL1
and ABSL1? Yes.

o Bridget Young — for equipment disposal or sale to an equipment broker, is internal surface
decontamination required of an ultracentrifuge rotor bowl if it has not been used for years? The unit is
currently unplugged and the rotor bowl door cannot be opened without relocating the centrifuge to an
open 220V receptacle, if one can be located, or portable power. The Committee discussed and the
likelihood of pathogen use is low. Since the log book is visible in the pictures provided, if the
ultracentrifuge has not been used in the last 5-10 years, or if more recent spins involved biologicals that
did not require IBC approval, then disposal without disinfecting the rotor bowl is acceptable.

After the meeting, Dr. Rosenberger contacted the two lab groups that had used the ultracentrifuge in
the last 10 years and confirmed that the spins had been conducted with specimens from laboratory mice
that had not been administered pathogens.

e Discussion Item: Shipping Biologicals update (Rosenberger)
o The new Export Control Officer started last week.

o The previous Export Control Officer, when making introductions to the new Export Control Officer, passed
on that some genetic elements ‘specific to’ organisms on the Commerce Control List may not require an
export license (i.e. are EAR99) if the genetic element’s function is structural instability (e.g. non-structural
protein 2A from porcine teschovirus or foot-and-mouth disease).

o The University’s Customs Broker contact information is at
https://www.rochester.edu/adminfinance/urprocurement/how-to-purchase/shipping-and-freight/.

e Discussion Item: NIH Office of Science Policy (OSP) additional guidance for IBC minutes 6/1/2025
(Pavelka/Rosenberger)

o Relevant to IBC Meeting Minutes Template and Points to Consider referenced in ‘IBC Training/Regulatory
updates’ below, the Committee discussed new elements or clarifications to the previous FAQs on the NITH
Guidelines website:

* Clarification: Information that is widely available from other public sources such as institutional
webpages, publications describing a principal investigator’s (PI’s) research, or public grants databases
(e.g. names of IBC members and PIs, biological agents used in research, including Select Agents, grant
numbers) is not generally considered private or proprietary and may not be redacted from the IBC
minutes.

*  All official IBC business should be documented in minutes. This would include not only the review
and approval of registrations but also business such as

the approval of previous minutes,

review of incidents,

laboratory inspection reports,

reports from safety personnel related to the safe conduct of research at the institution,

personnel training,
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- review of policies etc.

Insofar as the IBC is discussing matters related to any research subject to the NIH Guidelines, those
discussions should be captured in the IBC meeting minutes.

*  Any other business of the IBC should be documented, as applicable.

*  NIH encourages institutions to be maximally transparent regarding their biosafety oversight programs.
Matters related to research subject to the NIH Guidelines must be documented in the IBC meeting
minutes.

+ Institutions may choose to use the IBC to discuss other matters and document these in their IBC
minutes at their discretion.

*  New: Address Conflicts of Interest in the minutes. The Committee has already addressed conflicts of
interest in the IBC SOPs and requires Committee members to abstain from voting during relevant
protocol reviews. To meet the intent of this new guidance, the Committee decided that for all protocols
with a Committee Reviewer that when abstentions are recorded for conflicts of interest, the reason for
the abstention will be noted.

e Discussion Item: IBC Training/Regulatory updates (Pavelka) — As per NIH Guidelines section IV-B-1-h
regarding Institutional Biosafety Committee member training.

e}

On 6/2/2025 NIH’s Office of Science Policy sent out the following notice:

Institutional Biosafety Committees (IBCs) serve as a critical linchpin in ensuring the safe and responsible
conduct of research. As such they are essential in building public trust on behalf of the biomedical research
enterprise.

Effective June 1, 2025, and as announced on March 28, 2025:

e The NIH Office of Science Policy (OSP) has posted the rosters of all active and registered IBCs via
the IBC-Registration Management System. Rosters include contact information for the IBC Chair,
Biological Safety Officer, and IBC Contact.

e Approved meeting minutes from all IBC meetings occurring on, or after, June 1, 2025, must be
posted publicly on an institutional website. It is NIH's expectation that minutes will be posted
immediately after approval and once all appropriate and allowable redactions have been made.

To assist institutions, NIH has revised its FAQs on IBC Meetings and Minutes and has also issued new
guidance, IBC Meeting Minutes Template and Points to Consider, to assist IBCs in producing meeting
minutes that document fulfillment of its oversight responsibilities.

Questions may be sent to SciencePolicy@od.nih.gov

Direct link for UR, reviewed and sent to IBC members - https://ibc-
rms.od.nih.gov/Contents/IBC_VIEW REPORT.aspx?InstName=University+of+Rochester

On 6/5/2025 NIH’s Office of Science Policy (OSP) sent out the following blog post
https://osp.od.nih.gov/institutional-biosafety -committee-ibe-transparency-101/

The beginning of this summer also features some important activities related to biosafety and its
oversight. Right here in our own backyard, Maryland Governor Wes Moore issued a proclamation
announcing June 4, 2025, as “Biosafety Day” across the Old Line state. In addition, NIH has also
implemented some transparency enhancements for biosafety oversight at NIH-supported institutions.

For those not as familiar with IBCs, these are the committees that are responsible for local biosafety
oversight. Over time, IBCs have also taken on increasing responsibility for reviewing a variety of
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experimentation that involve biological materials. As you might be able to infer, this critical activity
demands the highest levels of transparency.

With that in mind, and the fact that this is blog number 101, I wanted to provide a primer for members of
the public on the mechanisms IBCs can utilize to ensure research is conducted safely and transparently. I
hope you find this information helpful!

Resources Referenced
e Implementation Update: Promoting Maximal Transparency Under the NIH Guidelines for Research
Involving Recombinant or Synthetic Nucleic Acid Molecules
IBC Meeting Minutes Template and Points to Consider
IBC-RMS List of Active IBCs
IBC Self-Assessment
NIH Guidelines Information and FAQs

Lyric Jorgenson, PhD
NIH Associate Director for Science Policy

e Adjournment: 4:13pm
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University of Rochester
Institutional Biosafety Committee Meeting
Wednesday, June 11, 2025 3-5 PM
Location: Zoom/teleconference meeting

The next IBC meeting is scheduled for 6/25/2025.

University of Rochester:

The University of Rochester does not perform “dangerous gain-of-function research” as defined by the 5/5/2025
Executive Order on Improving the Safety and Security of Biological Research. Until the Director of the Office of
Science and Technology Policy revises or replaces the 2024 “United States Government Policy for Oversight of
Dual Use Research of Concern and Pathogens with Enhanced Pandemic Potential”, the University of Rochester
has interpreted the Executive Order term ‘infectious agent’ to mean human pathogens assigned Biosafety Level 2, 2
‘plus’, or 3, and the term ‘toxin’ to mean those toxins that could result in significant societal consequences, i.e.
regulated by the Federal Select Agent Program.

Incidents reported to NIH’s Office of Science Policy since the last meeting: None

Present: Attendance was recorded and a quorum was present. All reviewers for today’s meeting,
unless noted, were in attendance.

Minutes taken by: Debra Reese and Sonia Rosenberger

Items distributed prior to the meeting:
e Agenda, Discussion items
e For each protocol assigned to a Reviewer:
- IBC G or HS/project registration form, and if relevant, Viral Vector forms
- IBC Lab form(s) for lab-level engineering controls (acrosol containment equipment, sharps safety devices),
work practice controls (disinfectants, occupational health/vaccinations), and Personal Protective Equipment
- Investigator’s Brochure, Study Protocol (Human Subject trials on IBC HS/project form)

Welcome by the IBC Chair: 3:05pm

Marty Pavelka opened the meeting by welcoming all committee members present. This was an open meeting.

Approval of Meeting Minutes — 5/28/2025

Marty Pavelka asked if there were any comments, concerns or issues with the meeting minutes for 5/28/2025. A
motion was made to approve the 5/28/2025 IBC meeting minutes by Marty Pavelka with one addition to the review
for IBC-GNT-Baran-09-051. Michelle Dziejman seconded the motion to approve the 5/28/2025 meeting minutes.
All committee members approved the motion.

Review of all protocols begins on the next page.
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Type of protocol review: IBC New
Principal Investigator: Ciafaloni, Emma Reviewer: Marty Pavelka

Project Title: A Phase 1, Multicenter, Open-label Study to Investigate the Safety and Biodistribution of a
Single Intrathecal Injection of INS1201 in Ambulatory Males with Duchenne Muscular
Dystrophy (The ASCEND study)

Sponsor: Insmed Gene Therapy LLC
IBC Grant/Project Registration #: IBC-HS-Ciafaloni-25-021
RSRB or WIRB #: 10541

Documents Reviewed:

IBC-HS-GNT-Ciafaloni-25-021-PS-SR2
IBC-LAB-CRC-12_rev031125-SR
IBC-LAB-Research-Pharmacy-22 rev051225-SR4

Insmed INS1201-101 Investigator's Brochure v1.0 290ct2024
Insmed INS1201-101 Protocol v2.0 19Dec2024

Project description:

This project will evaluate INS120, an AAV based expression construct with a micro-dystrophin transgene as a
therapeutic for males 2 to <5 years of age with Duchenne muscular dystrophy. The INS120 will be given once, on
one of two doses, and blood, urine, saliva, CSF, and stool will be collected. UR Labs to perform safety tests and
samples shipped to the sponsor to assay viral shedding.

NS1201 is produced via triple plasmid transfection of
HEK293 cells and is suspended in a formulation buffer lacking serum albumin.

Inserts: see agent description

Viral Vector Registration #(s): NA

Administration method: Intra-thecal, 5x10E14 to 1x10E15 vg
Lab Safety Training: 1 pharmacist needs LST as of 6/4/2025
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Biosafety Level (BSL):

Agent Name or Construct In vitro Studies — Biosafety Level Ex vivo Studies —
Description (Vector/Insert) Biosafety Level
Bacteriophage or Viral vector packag-| Transfer of Propagation/ Flow Tissue
plasmid DNA construc-| ing or expansion in | genetic material | Handling of Cytometry | Handling
tion/amplification culture to eukaryotic cell| Biological Agent
Viral vector plasmid
construction
INS1201 BSL1
Human blood, urine, BSI2

stool, and saliva

Please check one of the following boxes:

| Medical Surveillance Plans: | X | Addressed || | Not Addressed || | Not Applicable |

Special considerations/other comments:

Per nonhuman primate studies, clearance of INS1201 DNA in the serum, urine, and feces were observed by the 3-
month endpoint.

Study pharmacist is Tyler B., IDS Pharmacist (LST OK), but Joy S. needs to take LST.

PART A: GENERAL CONSIDERATIONS

Yes | No
Does the study involve recombinant or synthetic nucleic acid molecules or the generation of transgenic organisms? X
If “YES”, aiso complete Parts B, C. D. Ifyes, the NIH Guidelines apply: If “NO”, finish Parts A and E only.

See NIH Guidelines Section I-B for definition. RNAi and oligonucleotides do NOT meet the current definition of rDNA or synthetic DNA
molecules; all plasmids DO

Does the study involve ANY human cells (primary or cell lines)? X
If ves, the OSHA bloodborne pathogens standard and CDC/NIH BMBL apply.

Does the study involve ANY infectious agents? X
If yes, the CDC/NIH BMBL applies.

PART B: STUDIES REQUIRE EXTERNAL APPROVALS/REVIEW BEFORE INITIATION

Yes | No

Section ITI-A - Drug Resistance that could compromise therapeutic intervention X

(The deliberate transfer of a drug resistance trait to microorganisms that are not known to acquire the trait naturally, if such acquisition
could compromise the use of the drug to control disease agents in humans, veterinary medicine, or agriculture, will be reviewed by NIH)

Section ITI-B - Toxins with LDso < 100 ng/kg; Major Actions X

(Cloning/expression of toxins lethal for vertebrates at an LDs, of less than 100 nanograms per kilogram body weight — examples include
botulinum toxins, tetanus toxins, diphtheria toxin, Shigella dysenteriae neurotoxin)

Section ITI-C - Human Gene Transfer X
(use of recombinant or synthetic nucleic acid molecules in humans)

PART C: STUDIES REQUIRE LOCAL IBC APPROVAL ONLY

Yes | RG | No

Section I1I-D-1 - Experiments using RG2, 3, 4, or Restricted Agents used as host-vector systems X
Hint/example: Transforming RG2 bacteria would be “YES”, RG2
Section ITI-D-2 - Experiments in which DNA from Risk Group 2, Risk Group 3, Risk Group 4 or Restricted Agents is X
cloned into nonpathogenic prokaryotic or lower eukaryotic host-vector systems

Hint/example: insertion of a single gene from M. tuberculosis or HIV (RG3) into an episomal E coli plasmid system (RGI) might be
“YES”, RGI (assuming that the gene is not expected to increase E coli virulence)
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Yes | RG

No

Section I1I-D-3 - Experiments involving the use of infectious DNA or RNA viruses or Defective DNA or RNA viruses
in the presence of Helper System in tissue culture systems

Helper systems (e.g., helper viruses, packaging cell lines, transient transfection systems, replicon systems)
Hint/example: lentivirus and El-deleted ¥AdS vectors (RG2) would be “YES”, RG2

Section IT1-D-4 - studies involving whole animals
Note if the housing / husbandry assessment is different from the administration / tissue collection assessment

Section ITI-D-5 - Studies involving whole plants

Section III-D-6 - Experiments involving more than 10 L culture

Section ITI-D-7 - Studies involving H2N2, HSN1 HPAT, 1918 HIN1 Influenza Viruses

This section and its subsections cover experiments Human H2N2 (1957-1968), High Path Avian HSNI strains with the
Goose/Guangdong/96-like HS lineage, 1918 HINI, or which are resistant to current antiviral agents)

S EA

Section I1I-D-8 - Studies involving Gene Drive Modified Organisms
Hint: See Section-II-A-3 Comprehensive Risk Assessment, minimum BSL2

<

Section III-E-1 - Experiments involving the formation of recombinant or synthetic nucleic acid molecules containing <
2/3 of eukaryotic virus genome

Hint/example: most retrovirus vectors would be “YES” (since the vector plasmid contains only a small part of the virus genome);
lentivirus and E I-deleted ¥AdS vectors (RG2) would be “NO” (superseded by Section III-D-1)

Section III-E-2 - Studies involving plants which do not fall under Sections I1I-A, ITI-B, III-D, or III-F

Section I1I-E-3 - Development of transgenic rodents thru rDNA/synthetic DNA techniques & requires RG1 [RG2 or 3
falls under ITI-D-4] Interbreeding of most transgenic rodents is exempt (Appendix C-VIII)

PART D: STUDIES DO NOT REQUIRE IBC APPROVAL (exempt from the NIH Guidelines)

Yes

No

Section ITI-F - Exempt experiments (Sections ITI-F-1 through IT1-F-8)
Only select “yes” if all listed rDNA / synthetic DNA experiments are exempt

PART E: STUDIES REQUIRE REVIEW BY THE DURC/PPP/PEPP INSTITUTIONAL REVIEW ENTITY (IRE)

Yes

No

Does this study involve any of the following biologicals AND perform experiments that would require review by the IRE?

1. Select Agents or Toxins regulated by the Federal Select Agent Program, including Botox®,
2. Agents assigned BSL3, “NIH Guidelines’ Risk Group 3 agents (other than mycobacteria, Retroviruses, and VSV), or

severe disease and/or mortality in humans?

3. Biological agents that are likely capable of wide and uncontrollable spread in a human population and would likely cause moderate to

A motion to approve the protocol without provisions was made by Marty Pavelka. Lisa Flick seconded the motion.

All in favor. None opposed. No abstentions. The protocol was approved without provisions.
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Type of Protocol Review:

Principal Investigator:

Title:

IBC Mod-UCAR Mod

Goldman, Steve

Reviewer: Toru Takimoto

1. Cell-intrinsic and contextual determinants of aging by human glial progenitor cells
2. A dual chimeric human astroglial-microglia model of HIV and HAND

IBC Grant/Project Registration #:

UCAR number:

Project description:

IBC-GNT-Goldman-09-059

2004-129E, 2005-013BE/102218, 102378

The PI added two experiments in this modification. First one is to determine the migration of human
oligodendrocyte progenitor cells in the adult rat brain. They already have approval of the same experiment with
mouse model, but here they added rat model. They analyze the degree of the engraftment histologically at different
time points. Once there is sufficient engraftment of mature neurons, they will inject a fluorescent tracer to
determine where the neurons are sending projections. Also, they will inject a lentivirus vector expressing dopamine
receptor constructs. Some animals may be used for tissue harvest to collect human cells via cell sorting or laser
capture in order to profile as well as perform electrophysiology on brain slices or cultured cells. The second one is
the development of new AAVS based gene therapy tools. They plan to develop new AAVS capsid variants that
have been selected to specifically transduce human glia in vivo in human glial chimeric mice. Adult rat that has
received human glial progenitor cells will also receive intra-cranial injection of AAVS5 variant viruses. Three weeks
later histology will be performed. They also modified experiments of HIV infection in chimeric human astroglial-
microglia model of mouse. In this experiment, mice will receive HIV-infected human macrophages or HIV itself by
intracranial infection. They will assess the effects of astrocytic HIV infection on the dendritic architecture and
synaptic structure of spiny neurons.

Agent description:

Animal model:

Administration method:

Date of last Lab Survey:

Lab Safety Training:

Biosafety Level (BSL):

HIV (mouse model)
Single-cycle HIV (env-deleted, VSV-G pseudotyped) expressing GFP
Adeno-associated virus 5 capsid variant vectors

Lentivirus vectors — dopamine receptor constructs

Human cell-derived organoids, may express fluorescent proteins

mouse (102218), rat (102378)
intracranial

9/11/2024

Current and in compliance as of 6/6/2025

Agent Name or Construct In vitro Studies — Biosafety Level In vivo Studies — Biosafety Level Ex vivo
Description (Vector/Insert) Studies —
Biosafety
Level
Bacteriophage| _ . . . . . .
construction / | Viral vector| Propagation| Flow Animal Generation | Animal Tissue Tissue
amplification packaging | /Handling | Cytometry | Administra-| of Housing & | Harvest Handling
or of tion Transgenic | Husbandry
Plasmid DNA | expansion | Biological Animals
construction / | in culture Agent
amplification
Viral vector
plasmid
construction
HIV BSL2+ ABSL2+ ABSL2 [ABSL2+| ABSL2
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Agent Name or Construct In vitro Studies — Biosafety Level In vivo Studies — Biosafety Level Ex vivo
Description (Vector/Insert) Studies —
Biosafety
Level
Bacteriophage| _ . . . . . .
construction / | Viral vector| Propagation| Flow Animal Generation | Animal Tissue Tissue
amplification packaging | /Handling | Cytometry | Administra-| of Housing & | Harvest Handling
or of tion Transgenic | Husbandry
Plasmid DNA | expansion | Biological Animals
construction / | in culture Agent
amplification
Viral vector
plasmid
construction
Tissues from mice BSL2
administered HIV (unfixed)
Single-cycle HIV BSL2
Lentivirus vectors BSL1 BSL2 BSL2 ABSL2 ABSL1 [ABSL2 | ABSL2
Human cell-derived BSL2 ABSL2 ABSL2 [ABSL2| ABSL2
organoids, may
express fluorescent
proteins
Adeno-associated BSL1 ABSL1 ABSL1 [ABSL1|ABSL1
virus 5 capsid variant
vectors

Please check one of the following boxes:

| Medical Surveillance Plans: | X | Addressed || | Not Addressed || | Not Applicable |

Special considerations/other comments:

BSO Note: After the meeting the lab:

1. Clarified that single-cycle HIV may be used in proof-of-concept in vitro experiments with human cells, and
will not be used in vivo,

2. Added the proposed HIV experiments to the mouse UCAR as described in the IBC submission, and

3. Added to the mouse protocol additional administration routes for human cells: added subdermal/thigh, and
AAV vectors: added intra-peritoneal

For modifications (mod), NIH Guidelines table entries are relevant to new work.

PART A: GENERAL CONSIDERATIONS (relevant to new work)

Yes | No

Does the study involve recombinant or synthetic nucleic acid molecules or the generation of transgenic organisms?
If “YES”, aiso complete Parts B, C. D. Ifyes, the NIH Guidelines apply: If “NO”, finish Parts A and E only.

See NIH Guidelines Section I-B for definition. RNAi and oligonucleotides do NOT meet the current definition of rDNA or synthetic DNA
molecules; all plasmids DO

Does the study involve ANY human cells (primary or cell lines)? X
If yes, the OSHA bloodborne pathogens standard and CDC/NIH BMBL apply.
Does the study involve ANY infectious agents? X
If yes, the CDC/NIH BMBL applies.
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