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Type of Protocol Review: IBC New
Principal Investigator: Lizano, Paulo Reviewer: Allen Bennett

New or Updated Title(s): Blood-Brain Barrier Disruption as a Biomarker for Early Course Psychosis: An In
Vivo/Ex Vivo Investigation

IBC Grant/Project Registration #:  IBC-GNT-Lizano-25-026
UCAR number: N/A/

Project description:

This project will investigate the utility of Blood Brain Barrier (BBB) disruption as an early biomarker for the
development of psychosis. The lab proposes to use iPSCs to establish in vitro models of the BBB. The lab will use
lentiviral vectors, imaging and flow cytometry as tools to characterize these models. The investigator is well trained
and experienced in these experimental approaches. There is minimal risk of generation of virus capable of
additional rounds of infections.

Agent description: Lentivirus vectors, human cells/cell lines
Animal model: NA

Administration method: NA

Date of last Lab Survey: Pending/new lab under renovation

Lab Safety Training: All but 1 person needs LST as of 9/24/2025

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| __ ) - ) )
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
Lentivirus vectors BSL1 BSL2+
(expressing proto-
oncogene)
Lentivirus vectors BSL1 BSL2
expressing non-
congenes
Human cells, cell line BSL2

Please check one of the following boxes:
| Medical Surveillance Plans: ] X | Addressed ﬂ I Not Addressed | | Not Applicable |
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Special considerations/other comments:

The IBC approval letter will not be generated until a successful lab inspection is complete and all lab members have
completed EHS Laboratory Safety Training.

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”, also complete Pasts B, C, D. Ifyes, the NIH Guidelines apply: If “NO”, finish Pasts A and E only.

See NIH Ghidelines 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)? %
Ifves, the OSHA bloodborne pathogens siandard and CDC/NIH BMBL apply.

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

PART B: STUDIES REQUIRE EXTERNAL APPROVALS/REVIEW BEFORE INITIATION (relevant to new work)

Yes | No
Section ITI-A - Drug Resistance that could compromise therapeutic inter vention X
(The deliberate transfer of a drug resistance trait to microorganisms that are not known to acquire the trait naturaily, if such acquisition
could compromise the use of the drug to control disease agents in humans, veterinary medicine, or agricuiture, will be reviewed by NIH)
Section IT1-B — Toxins with LDs, < 100 ng/kg; Major Actions X
(Cloning/expression of toxins lethal for vertebrates at an LDso of less than 100 nanograms per kilogram body weight - examples include
botulinum toxins, tetanus toxins, diphtheria toxin, Shigella dysenteriae neurotoxin)
Section III-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 ITI-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 (RG1) might be
“YES”, RGI (assuming that the gene is not expected to increase E coli virulence,

Section ITI- - Experiments involving the use of infectious DNA or RNA viruses or Defective DNA or RNA virusesin | s |59
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 rAd5 vectors (RG2) would be “YES”, RG2

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

Section III-D-5 - studies involving whole plants

- Experiments involving more than 10 L culture

SR

n_IT1-D-7 - studies involving H2IN2, HSN1 HPAL, 1918 HINI 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)

Section ITI-D-8- studies involving Gene Drive Modified Organisms
Hint: See Section-IT-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 1-deleted rAdS vectors (RG2) would be “NO” (superseded by Section ITI-D-1)
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Yes | RG [ No
Section III-E-2 - studies involving plants +/- arthropods or animals which do not fall under Sections ITI-A, ITI-B, III-D, or| X
TLF
Section III-E-3 - Development of transgenic rodents thru rDNA/synthetic DNA techniques & requires RG1 [RG2 or 3 X
falls under II1-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 III-F - Exempt experiments (Sections ITI-F-1 through ITI-F-8) X
Only select “yes” ifall 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 arc 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 with provisions was made by Allen Bennett. Mary Maloney seconded the
motion. All in favor. None opposed. No abstentions. The protocol was approved with provisions.
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Type of Protocol Review: IBC Mod
Principal Investigator: Lopatkin, Allison Reviewer: Marty Pavelka

New or Updated Title(s): Predicting complex bacterial behaviors for diverse clinically and ecologically relevant
applications

IBC Grant/Project Registration #:  IBC-GNT-Lopatkin-23-001
UCAR number: NA/

Project description:

This modification involves conjugation experiments using conjugative plasmids expressing fluorescent protein gene
under control of a repressor protein in the donor and which will be expressed after the plasmid transfers to the
recipient cell. These matings will be analyzed by flow sorting. To improve detection, the investigator will use
mutator strain of E. coli to introduce random mutations in the plasmids, with the hope that mutations will de-repress
endogenous regulation of conjugation. The mutagenesis may also affect reporter gene expression or the antibiotic
resistance genes carried on the plasmids. To limit the generation of high-transfer plasmid variants, ecach modified
plasmid will be tested for conjugation efficiency using as a benchmark, wild type high-transfer plasmids that
currently exist

Agent description: Bacillus licheniformis, Bacillus subtilis, K-12 E. coli, Gluconacetobacter hanseni,
Pseudomonas spp (P. aurantiaca, P. citronellolis, P. fluorescens, Pseudomonas
oleavorans, P. putida, P. syringae), Shewanella oneidensis, Sporosarcina pasteurii

Animal model: NA

Administration method: NA

Date of last Lab Survey: 8/8/2024

Lab Safety Training: Current and in compliance as of 9/24/2025

Biosafety Level (BSL):

Agent Name or Construct Description In vitro Studies - Biosafety Level In vivo Studies - Biosafety Level Ex vivo
(Vector/Insert) Studies -
Biosafety
Level
Bacteriophage| __ ) ) ) ) )
eonstnictios) || Miral Propagation| Flow Animal | Generation | Animal | Tissue | Tissue
amplification | vector | /Handling | Cytometry | Administra- | of Housing &| Harvest| Handling]
packaging | of tion Transgenic | Husbandry
Plasmid DNA | or Biological Animals

construction / | expansion [ Agent
amplification | in culture

Viral vector

plasmid

construction
Bacillus licheniformis BSL1
Bacillus subtilis BSL1
K-12 E. coli containing BSL1

plasmids

Gluconacetobacter hansenii | BSL1
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Pseudomonas spp (P. BSL1
aurantiaca, P. citronellolis,
P. fluorescens, P. oleavoran:
P. putida, P. syringae

Shewanella oneidensis BSL1

Sporosarcina pasteurii BSL1

Please check one of the following boxes:

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

Special considerations/other comments:

G form:
1. Will these conjugation experiments encompass all the strains listed in the G form?
2. There are some discrepancies in the bacteria list:
a. Escherichia cloacae ATCC BAA-2468 is Enterobacter not Escherichia, and is BSL2, not BSL1.
b. E.coli ATCC 29522 is listed as “BL1 standard strain”, BSL1, but that ATCC number does not
correspond to E. coli.
3. Q1 states suggests that two strains will be used “XL1-red” and “MP6”, but the latter is a mutator plasmid that
can be used in any E. coli strain. This is corrected in the strain table, however.
4. Descriptions state expected mutagenesis frequency but it’s not clear what this refers to, as the two methods

have different mutagenesis efficiencies. MP6 can be orders of magnitude more efficient. I’m concerned that
there is potential to produce unintended variants with this mutagenesis procedure (particularly the use of MP6).
The investigator will test for high-transfer plasmids, and not study them further, but they will be generated just
the same. Since the antibiotic resistance genes may also be mutated (and the plasmids have 2-3 resistance
genes), this is also a concern, although it may be unlikely that a single plasmid would have high transfer as well
as an antibiotic gene mutation conferring increased resistance or changing the specificity of the resistance
enzyme. Still, a variant plasmid with transfer like wild type could conceivably have a resistance gene mutation
of concern. The investigator has an alternative plan to place a regulated promoter in control of conjugation
regulators to augment transfer in a regulated way. I think this is the safer option, provided the inducer system is
something not easily encountered outside of the laboratory.

Flow cytometer/sorter is pending fluorescent bead testing.

L Form: One student was due to LST in September.

Response:

1. Conjugation experiments will involve any of the bacteria assigned BSL1.

2a. Correct, ATCC BAA-2468 is Enterobacter cloacae. We received this strain from a collaborator labeled as
Escherichia cloacae so will either dispose of current stock and replace directly from ATCC or sequence to
confirm species.

2b. E. coli strain ATCC 29522 should be 25922 and will relabel relevant tubes.

3. Correct

4. We will prioritize inducible promoters and use standard ATC-inducible pTetO1 or IPTG-inducible pTac
promoters. If these do not achieve the desired results, we will consult the Committee prior to performing
mutagenesis.

5. Student completed LST.

BSO Note: Pseudomonas citronellolis continues to be assigned BSL1 as the current human infections in the
literature are case reports and are from persons with impaired immune systems DOI: 10.3389/fcimb.2024.1280188
(2024), DOI: 10.1099/acmi.0.000479.v3 (2023)
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For modifications (mod), NIH Guidelines table entries are relevant to new work.
PART A: GENERAL CONSIDERATIONS (relevant to new work)

Does the study involve recombinant or synthetic nucleic acid molecules or the generation of transgenic organisms?
If “YES”, also complete Parts B, C, D. Ifyes, the NIH Guidelines apply: I “NO”, {inish 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
Ifves. the OSHA bloodborne pathogens standard and CDC/NIH BMBL apply.

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

PART B: STUDIES REQUIRE EXTERNAL APPROVALS/REVIEW BEFORE INITIATION (relevant to new work)
Yes | No
Section ITI-A - Drug Resistance that could compromise therapeutic inter vention X

(The deliberate transfer of a drug resistance trait to microorganisms that are not lnown to acquire the trait naturaily, 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 II1-B — Toxins with LDs < 100 ng/kg; Major Actions

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

Section I1I-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 III-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 |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 (RG1) might be
“YES”, RGI (assuming that the gene is not expected to increase E coli virulence,

Section ITI-D-3 - Experiments involving the use of infectious DNA or RNA viruses or Defective DNA or RNA viruses in X
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 rAdS vectors (RG2) would be “YES”, RG2

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

Section III-D-5 - studies involving whole plants
Section III-

6_- Experiments involving more than 10 L culture

R

Section ITI-D-7 - studies involving H2N2, HSN1 HPAL, 1918 HINI Influenza Viruses

This section and its subsections cover experiments Human H2N2 (1957-1968), High Path Avian H5N1 strains with the
Goose/Guangdong/96-like HS lineage, 1918 HINL, or which are resistant to current antiviral agents)

Section ITI-D-8- studies involving Gene Drive Modified Organisms

Hint: See Section-1I-A-3 Comprehensive Risk Assessment, minimum BSL2

Section ITI-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 smail part of the virus genome);
lentivirus and E I-deleted rAds vectors (RG2) would be “NO (superseded by Section III-D-1)

<

- Studies involving plants +/- arthropods or animals which do not fall under Sections III-A, III-B, ITI-D, o] X

n _III-E-3 - Development of transgenic rodents thru rDNA/synthetic DNA techniques & requires RG1 [RG2 or 3 X
Talls under 111-D-4] Interbreeding of most transgenic rodents is exempt (Appendix C-VIIT)

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

new work)

Yes | No

Section III-F - Exempt experiments (Sections ITT-F-1 through ITI-F-8) X
"ifall listed rDNA / synthetic DNA experiments are exempt

Only select “yes
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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 with provisions was made by Marty Pavelka. Mary Maloney seconded the
motion. Allin favor. None opposed. No abstentions. The protocol was approved with provisions.
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e 5 year updates with administrative changes only (personnel, transfer to new form, etc.) These protocols are
renewed unless noted below.

1. None

e Updates on Outstanding Protocols (Rosenber ger)

o None

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

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 Acid Molecules (NIH Guidelines),

- 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-Brouxhon-25-005 — will be reviewed at an upcoming meeting, secking initial approval of
human cancer tissues, cells and cell lines, may be transfected with pcDNA expressing PD1 propagated
in K-12 E. coli strains DHS alpha or Stbl3. Can this new G form be generated and this work approved
at BSL2 for human tissue, cells/cell lines and BSL1 for the E. coli containing plasmid(s)? Yes.

o IBC-GNT-Janelsins-10-122 — added RSRB 10892, additional human specimens - blood, cerebrospinal
fluid (CSF) and tumor samples from adult patients with gliomas during their neurosurgical care for
biomarker analyses, tumor characteristics and correlation to cognitive function

o IBC-GNT-Nayak-13-086 — added human specimens obtained for the following study, to be processed
and shipped to the study sponsor, vaccine already FDA approved for study population as
per https://www.pfizer.com/news/press-release/press-release-detail/pfizer-and-biontechs-comirnatyr-
receives-us-fda-approval
A Phase 3 Protocol to Investigate the Safety, Tolerability, and Inmunogenicity of a BNT162b2 (LP.8.1)—
Adapted Vaccine in Children 5 Through 11 Years of Age Considered at High Risk for Severe COVID-19

Can this be added to the G form at BSL2? Yes.

o IBC-GNT-Papasergi-Scott-25-033 — new lab nearing completion of renovation and lentivirus vector
work to be reviewed at an upcoming meeting, human cell lines TBD at BSL2? Yes.

o IBC-GNT-Wedekind-18-015 — with the annual update made minor changes to experiments that did not
require additional IBC review and added additional plasmid inserts (no toxins, all from Risk Group 1
bacteria) for expression in K-12 E. coli strains from the Keio collection. These updates are exempt
from the NIH Guidelines. Can this be added to the IBC G form at BSL1? Yes.

o IBC-GNT-Wojtovich-15-029 — added primary fibroblasts from Coriell, from people with or without
Alzheimer’s disease for use in existing experiments. Can these be added to the G form at BSL2? Yes

e Exempt protocols - None

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

o Follow up to the NIH Office of Science Policy (OSP) announcement presented in this section of the
September 17, 2025 IBC meeting, and as emailed to the IBC membership the day of the notice:

NIH and its Partners to Co-Host Regional Listening Session on Efforts to Modernize and Strengthen
Biosafety Oversight
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On September 30, 2025, from 2:00 — 4:00 PM ET, NIH and the New England Biological Safety
Association, the Mid-Atlantic Biological Safety Association, the Chesapeake Area Biological Safety
Association, and the Northeast Biological Safety Association will be co-hosting a virtual listening session
to obtain input from stakeholders on NIH’s recently announced initiative to modernize and strengthen
biosafety oversight.

The meeting is free and open to the public but pre-registration is required. Priority registration for this
listening session will be given to participants located in Region 1 of NIH’s stakeholder map. More
information about the goals of the listening session, as well as a draft agenda, webcast information, and
details on how to participate can be found on the meeting page of the OSP Website.
https://osp.od.nih.gov/events/strengthening-and-modernizing-biosafety-region-1-listening-session/

For additional background on NIH’s biosafety initiative, click here.

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

o During the session, also announced written comments opportunity:
https://osp.od.nih.gov/help-modernize-and-strengthen-the-oversight-of-biosafety/

NIH recently announced it was beginning a year-long process to modernize and strengthen the oversight of
biosafety. Key to this effort is obtaining feedback from individuals on what they think should be included
in a 21* century biosafety policy. NIH is currently launching an intensive community engagement
program that will include six regional listening sessions and smaller engagements with individuals
throughout the United States. We want to make sure that everyone has an opportunity to make their voice
heard on this important issue. Great ideas sometimes come up at unexpected times. This is why NIH has
established a portal where anyone can come and share their thoughts 24 hours a day, 7 days a week. While
comments submitted through the portal below can relate to any aspect of biosafety oversight, NIH is
particularly interested in hearing individual opinions regarding:

«  Appropriate scope for NIH’s biosafety policy

e Types of research that may require less local or NIH oversight based on accrued safety data or due to
oversight by other federal authorities

e Other comments on NIH’s biosafety oversight

Please submit your thoughts below. Commenters can include their names and email addresses, or they may
submit anonymously.

o During the session, one of the attendees mentioned King, S. H. ef al. Preprint at
bioRxiv https://doi.org/10.1101/2025.09.12.675911 (2025).

https://www .nature.com/articles/d41586-025-03055-y - ‘Al designed viruses are a step towards Al-
generated life” referred to a bacteriophage ‘capable of hunting down and killing strains of E. coli”

Biosafety concerns

“This study provides a compelling case study of what is possible today and sets the stage for more-
ambitious applications in the future,” says Peter Koo, a computational biologist at Cold Spring Harbor
Laboratory in Laurel Hollow, New York. ‘It provides a spotlight for an interesting application domain,” he
adds.

Koo says that the Evo (AI) model alone is not yet sufficient to design and generate viruses without
intervention, guidance and filtering from the team. “But I think as an overall system, with all the filters in
place and the whole system and pipeline they laid out, it shows that it could possibly be an approach that
can lead to functional genomes.” he adds.

There are ethical concerns over Als being used to design viruses that can harm humans. But Kerstin
Gopfrich, a biophysicist and synthetic biologist at Heidelberg University in Germany, says that this
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problem — known as the dual-use dilemma — is not unique to AL but is always a concern in biology. “T
think in research in general, you always have a dual-use dilemma. There’s nothing specific about Al and
you can always use progress for the better or for the worse,” she says.

The authors addressed biosafety concerns in the manuscript. They say that they excluded viruses that affect
eukaryotes, including humans, from the Evo models’ training data. The ®X174 phage and E. coli host
systems they studied were also non-pathogenic and have “a long history of safe use in molecular-biology
research”, the researchers write.

The researchers hope that their approach could be used to safely generate Al-designed viruses that treat
various diseases and address public-health issues, including the growing problem of bacterial resistance.

e Adjournment: 4:10pm
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University of Rochester
Institutional Biosafety Committee Meeting
Wednesday, October 1, 2025
3-5PM
Location: Zoom/teleconference meeting

The next IBC meeting is scheduled for 10/15/2025.

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.c.
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 — 9/17/2025

Marty Pavelka asked if there were any comments, concerns or issues with the meeting minutes for 9/17/2025. A
motion was made to approve the 9/17/2025 IBC meeting minutes by Marty Pavelka. Allen Bennett seconded the
motion to approve the 9/17/2025 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 Mod-UCAR Mod
Principal Investigator: Dirksen, Robert Reviewer: Sonia Rosenberger

New or Updated Title(s): 1. Pathophysiology and Treatment of Recessive RYR1 Related Myopathy
2. Pathophysiology of Muscle Dysfunction in Friedreich’s Ataxia
3. Pathophysiology of Tubular Aggregate Myopathy
4. Environmental and Epigenetic Modifiers of Susceptibility to Malignant
Hyperthermia and Environmental Heat Stroke.

IBC Grant/Project Registration #:  IBC-GNT-Dirksen-06-136
UCAR number: 2006-114E/102059

Project description:

Replication-defective, reduced cytotoxic herpes simplex virus (HSV-1),-based vectors from the University of
Pittsburgh as described in DOI: 10.1016/j.ymthe.2025.02.039 (2025) derived from DOI: 10.1073/pnas. 1423556112
(2015) will be obtained ready to use for infection of skeletal muscle cells in culture. These vectors will also be
administered to mice with muscle myopathies as a therapeutic tool. In-vivo imaging, behavior testing, and ex-vivo
muscle contraction will be assessed.

Agent description: Replication-defective HSV-1-based vectors express Fluc, mCherry, RyR1
Animal model: mouse
Administration method: intramuscular, potentially intra-peritoneal
Date of last Lab Survey: 6/18/2025
Lab Safety Training: Current and in compliance as of 9/25/2025
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
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
Replication-defective BSL2 ABSL2 ABSL2 [ ABSL2| BSL2
HSV-1-based vectors

Please check one of the following boxes:
[ Medical Surveillance Plans: [ T Addressed | [ Not Addressed ] X ] Not Applicable ]

Special considerations/other comments:

Vectors are not manufactured by the Dirksen lab and therefore, wild-type HSV should not be produced, however,
among the various human herpesviruses, the human herpes simplex viruses 1 (HSV-1) and 2 (HSV-2) are unique in
their ability to productively infect mice (doi: 10.3390/pathogens12070953), and therefore, if wild-type virus was
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unexpectedly generated by recombination with the missing sequences, mice could support active infection.
Consistent with EH&S policy/procedure BS013 - Viral Vector Requirements for Laboratories, mouse housing was
assigned ABSL2.

For modifications (mod), NIH Guidelines table entries are relevant to new work.
PART A: GENERAL CONSIDERATIONS (relevant to new work)

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

See NIH Ghiidelines 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 (relevant to new work)

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 naturaily, if such acquisition
could compromise the use of the drug to conirol disease agents in humans, veterinary medicine, or agriculture, will be reviewed by NIH)
Section IT1-B - Toxins with LDs, < 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 III-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

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

Section ITI-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

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

Section ITI-D-4 - studies involving whole animals X |2

Note if the housing / husbandry assessment is different from the administration / tissue collection assessment

Section III-D-5 - studies involving whole plants X
Section III-D-6 - Experiments involving more than 10 L culture X
Section ITI-D-7 - studies involving H2IN2, HSN1 HPAI, 1918 HINI 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 ITI-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 smail part of the virus genome);
lentivirus and El-deleted rAdS vectors (RG2) would be “NO” (superseded by Section III-D-1)

Section III-E-2 - studies involving plants +/- arthropods or animals which do not fall under Sections ITI-A, III-B, III-D, or| X
TLF

- Development of transgenic rodents thru rDNA/synthetic DNA techniques & requires RG1 [RG2or 3 X
| Interbreeding of most transgenic rodents is exempt (Appendix C-VIIT)
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PART D: STUDIES DO NOT REQUIRE IBC APPROVAL (exempt from the NIH Guidelines) (relevant to

new work)

Yes | No
Section III-F - Exempt experiments (Sections ITT-F-1 through TII-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 Sonia Rosenberger. 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-UCAR new

Principal Investigator: Pan, Dorothy Reviewer: Toru Takimoto
New or Updated Title(s): Inner Ear Therapeutic Delivery in the Mouse Model

IBC Grant/Project Registration #:  IBC-GNT-Pan-25-030

UCAR number: 2025-020/102641

Project description:

Her lab creates therapeutics comprised of small molecules, proteins, and nucleic acids. They study how these novel
therapeutics can prevent hearing loss or restore hearing in mouse models of hearing loss. Bacterial meningitis is a
cause of hearing loss in pediatric patients. They propose to create a therapeutic to be given locally to the middle ear
and determine how this can prevent hearing loss. For animal studies, Streptococcus pneumoniae meningitis will be
induced in a mouse model. They will culture S. preumoniae (ATCC 6303, serotype 3) in the lab and administered
to mice to induce bacterial meningitis. The mice will be treated with ceftriaxone to treat bacterial meningitis, with
different groups of mice receiving locally administered therapeutic. Hearing testing will be done, and the inner car
will be harvested postmortem for histology studies.

Agent description: Streptococcus pneumoniae (ATCC 6303, serotype 3)
Animal model: Mouse
Administration method: Intracranial
Date of last Lab Survey: pending/new lab
Lab Safety Training: Current and in compliance as of 9/24/2025.
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 Tisue | Tissue
construction / | packaging | /Handling | Cytometry | Administra-| of Housing & | Harvest | Handling
amplification | or of tion Transgenic | Husbandry
) expansion | Biological Animals
e DNA iy culre Agent
construction /
amplification
Viral vector
plasmid
construction
Streptococcus BSL2 ABSL2 ABSL2 | ABSL2| BSL2
pneumoniae
Please check one of the following boxes:
[ Medical Surveillance Plans: [ X T Addressed | [ Not Addressed | | Not Applicable |

Special considerations/other comments:

The IBC approval letter will not be generated until a successful lab inspection is completed.
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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”, also 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
molectles; 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 ves, the CDC/NIH BMBL applies. X

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 moderatc to
severe disease and/or mortality in humans?

A motion to approve the protocol with provisions was made by Toru Takimoto. Marty Pavelka seconded the

motion. Allin favor. None opposed. No abstentions. The protocol was approved with provisions.
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