


Minutes
Institutional Review Board - Institutional Biosafety Committee for
Human Subjects Meeting - IBC
September 19, 2025
Location: Virtual
Total Voting Members 10; Quorum 6
Members Present: Ana Nobis, MD, MPH (PS), Antonios Hatzopoulos, PhD (OS), Cary Fu, M.D. (PS), Donna
Torr, PharmD (OS), Kimberly Towers, BS (NS), Paul Blair, MD, MDS (PS), Richard DiTullio, PhD (OS), Rolinda Bailey, BSMT(ASCP) (NS)
Members Absent: Bipin Savani, M.D. (PS), Christopher Aiken, Ph.D. (OS), Douglas Johnson, M.D., MSCI (PS)
Ex-Officio Members Present: None
Administrative Staff Present: James Arrington, BA, CIP, Tiffany Alexander, MPH, BSN, RN, CIP Guests: Dr. Blair is joining for his Committee Observation today.
Meeting Called to Order: 8:30AM
Meeting Adjourned: 9:06AM
Announcements and Education
IBC-HS Subcommittee Form is undergoing a revision; thanks to all for feedback; more info and testing to come on that; BSO Reviewer form revisions also underway. Occ Health changes have been made. New Committee Members observing today (Regular and Alt).
Reveal Possible Conflicts of Interest
None
Review and Approval of the Previous Minutes and Review of Approvals by the Chair
The Chair polled the committee for corrections to the minutes for the meeting dated 8/15/2025. No changes were provided. The minutes were approved as written.
Subcommittee
IRB#: 250887
A Phase 2a Study of Allogeneic Bone Marrow Mesenchymal Stem Cell Derived Extracellular Vesicle
Isolate Product (DB-3Q) in Patients with Perianal Fistulizing Crohns Disease
PI: Baldeep Pabla, MD
Sponsor: Direct Biologics, LLC
Summary: The purpose of this study is to research and evaluate safety and effectiveness of the administration of a bone marrow mesenchymal stem cell (bmMSC) derived extracellular vesicles product, DB-3Q, the study drug for perianal fistulizing Crohn's disease.
Subcommittee:
Comments:
The Reviewers presented a summary and comments followed by discussion. A Reviewer stated this is a double-blind, randomized, placebo-controlled, sequential cohort, ascending dose, phase 2a study of allogeneic bone marrow mesenchymal stem cell (bmMSC) derived extracellular vesicle isolate product (DB-3Q) in patients with perianal fistulizing Crohn's Disease. The Investigational Product (IP) is DB-3Q. The study population is planned for adults, 18-75 years of age with perianal fistulizing Crohn's disease. Target enrollment is approximately 36 participants across 10 sites. The industry sponsor is Direct Biologics, LLC, Austin, TX. The Vanderbilt University Medical Center Principal Investigator is Baldeep Pabla, MD, MSCI, Department of Gastroenterology. All current key study personnel have the appropriate human subjects training to conduct the study.
The Reviewer noted Crohn's disease is a chronic debilitating inflammatory disease of the gastrointestinal (GI) tract. In the first two decades after diagnosis, at least 26% of patients with Crohn's develop perianal fistulas which are abnormal tissue tracts leading from the wall of the anus to the skin surface. These cause significant morbidity due to pain, persistent drainage, and recurrent episodes of sepsis. Available treatments are insufficient in over a third of cases. There is significant unmet need for this population. 
DB-3Q, the investigational product, consists of secreted proteins and extracellular lipid vesicles derived from bmMSCs isolated from healthy donors. 
Healthy donors are extensively screened for past medical history, any previous travel and for any communicable diseases. The testing currently used for final DB-3Q product will confirm sterility and assess for presence of endotoxin and mycoplasma. Cohort 1 will receive a single dose of direct injection of 15ml DB-3Q (9 participants) or saline placebo (3 participants); Cohort 2 will receive a single dose of direct injection of 30ml of DB-3Q (9 participants) or saline placebo (3 participants). Cohort 3 will receive a single dose of direct injection of 30ml and 15 ml IV of DB-3Q (9 participants) or saline placebo (3 participants).
The Reviewer noted the informed consent document needs some possible re-wording for accuracy regarding the use of the IP as it currently states the study drug has been previously tested, which is inaccurate. The Reviewer noted it would be more accurate to state that the IP has not previously been studied but is a new formulation of DB-2Q which has been previously studied.
Another Reviewer echoed these statements and also noted that DB-3Q does not contain any DNA, but natural, human RNA molecules in EVs. EV shedding may also occur, but without obvious risk to the environment. 
The Committee held discussion on the points to consider of concern from the Reviewers. The Pharmacy Reviewer and Community Members agreed that the language regarding the study drug and how it is described as previously being studied should be changed for accuracy. The Committee agreed this would be sufficient and provided modified language that would suffice. Additionally, a Community Member noted concern about the follow up period and plan. VHRPP staff was able to communicate with the study team prior to the meeting to obtain more information. This was provided to the Committee for consideration. The Committee agreed that this could be discussed during the consent process and that the response from the Sponsor is acceptable. Also, the Committee discussed the second Reviewer's comment on further viral testing. 
The Biosafety Representative noted this study was one that could be argued to be reviewed either way but noted review was necessary out of an abundance of caution to ensure there were no specific biosafety concerns overall. The Biosafety Representative noted this study could be considered under BSL-1 conditions.
The Committee discussed and agreed to approve the study pending the aforementioned revisions for consideration.
Motion: The Committee found that the requirements for protocol submission, review, and reporting per
Section III-C and section III-C-1 NIH Guidelines for Research Involving Recombinant or Synthetic Nucleic Acid Molecules have not been met. Approval is pending review and approval of the requested changes above.
Total votes for Approve Pending Changes: 7 (Total Members Voting: 7)
For: 7 Against: 0 Abstained: 0 Abstained:
Quorum Notes
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