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Signature and Acknowlegement of Risk and Laboratory Training
By signing below, I certify that the PI or supervisor has explained the nature of the risks associated with human gene transfer investigational products that are used, the possible routes of exposures, and demonstrated the special handling, personal protective equipment, and decontamination practices.  
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Description of the work to be performed and the specific makeup of the gene transfer products used (include vector type, vector subtype, gene delivery method, route of administration, alternative treatments, intended outcomes, etc.):       
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Overview
Experiments involving the deliberate transfer of recombinant nucleic acid molecules, or DNA or RNA derived from recombinant DNA into human subjects or Human Gene Transfer (HGT) are evaluated through multiple review processes.  Review involves the University of Virginia Institutional Review Board (IRB) and Institutional Biosafety Committee (IBC), as well as the NIH Office of Biotechnology Activities (OSP) and the Recombinant DNA Advisory Committee (RAC). This manual is dedicated to Human Gene Transfer (HGT) research primarily, but also experiments involving clinical administration of HGT products as an Investigational New Drug (IND).
I. Purpose
This biosafety manual outlines procedures for using and disposing of Human Gene Transfer Products based on guidance from the National Institutes of Health Guidelines for Research Involving Recombinant or Synthetic Nucleic Acid Molecules (NIH Guidelines).  Principal Investigators or supervisors must contact the EHS Biosafety Office (982-4911) if they are uncertain how to categorize, handle, store, treat or discard of any HGT material.  The biosafety manual must be readily available and accessible to all personnel who may come in contact with HGT products.
II. Responsibilities
I. The Principal Investigator:

I. Ensures that personnel demonstrate proficiency in standard and special microbiological practices before working with HGT items.

I. Ensures that all personnel receive appropriate training for the potential hazards associated with the work involved, the necessary precautions to prevent exposures, and post exposure evaluation procedures.

I. Ensures biosafety procedures are incorporated into standard operating procedures.

I. Ensures personal protective equipment and necessary safety equipment is provided and used. 

I. Ensures compliance by personnel with the relevant regulations, guidelines, and policies.

I. Reviews and updates the biosafety manual annually.

I. Notifies the EHS Biosafety Office concerning:

a) Any accident that results in HGT contact with broken skin, eyes, nose, mouth, other mucous membranes, a percutaneous injury with a contaminated sharp, or contact over a large area of apparently intact skin.
b) Any accident involving any type of recombinant DNA research that leads to personal injury or illness or to a breach of containment must be reported to the EHS Biosafety Office who will investigate incidents as appropriate and notify the Institutional Biosafety Committee (IBC). IBC Chair and the Biosafety Office will jointly submit any reportable incidents under the NIH Guidelines to NIH Office of Science Policy (OSP). 

c) Any incident causing exposure of personnel or danger of environmental contamination.  Minor spills not involving a breach of the biological safety cabinet (BSC) or other primary containment device that were properly cleaned and decontaminated generally do not need to be reported.

d) Any problems pertaining to operation and implementation of biological and physical containment safety procedures or equipment or facility failure.
I. Maintain Gene Transfer Investigational Product.

I. If allowed/required, product should be stored in the pharmacy.

I. Maintain records that include dates, quantities, batch/serial numbers, expiration dates, and unique code number assigned to product and trial subject for the following:

I. Delivery

I. Inventory on site

I. Use by each subject

I. Return of unused product

I. Store as specified by sponsor and regulatory requirements.

I. Use only in accordance with approved protocol.

I. Explain correct use to each subject and verify periodically during trial to ensure instructions are being followed.

I. Personnel:
I. Participate in appropriate training and instruction.
I. Comply with biosafety procedures.
I. Review the Biosafety Manual as directed by the PI or supervisor.
I. Report all accidents, major spills, or exposure incidents to supervisor.
I. Are encouraged to report any condition or change in health status which may increase risk or consequences of a laboratory acquired infection (e.g. pregnancy, medical conditions, medications, or treatments which compromise immunity, etc.) to UVa WorkMed (UVa Academic employees) or Employee Health (UVa Medical Center employees).  Personal health status may impact an individual’s susceptibility to infection, ability to receive immunizations, or prophylactic interventions.   
III. Work Practices
Primary hazards to personnel working with HGT are accidental percutaneous or mucous membrane exposures, or ingestion of infectious materials.  Special care should be taken with contaminated needles or sharp instruments.  

A. Possible Risks and Side Effects Awareness
The PI is obligated to warn employees of risk from potential exposure to genetic materials previously tested in relatively few or no humans, unforeseen risks are possible, including ones that could be severe.  Reaction and risk will be agent specific and would most likely mimic those seen in the patient population.  For HGT products, refer to the Drug Fact Sheet for specific information on expected adverse effects.

Describe possible risks and side effects if exposed to HGT or recombinant DNA used (ex. insertional mutagenesis, expression of transgene, etc.):       
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B. Standard Microbiological Practices 
The PI or supervisor must enforce restricted access to the area where HGT materials is used.  Access may be restricted by locking doors, posting warning signs or using other suitable methods as determined by the PI.
1. A biohazard sign must be posted on the entrance of where HGT materials are stored, if stored outside the pharmacy.
2. Biohazard warning labels must be affixed to plastic sharps boxes, refrigerators and freezers for storing HGT materials, containers for transporting HGT items, and equipment reasonably anticipated to be contaminated with HGT material.  Biohazard labels are NOT required on products for transfusion or other clinical use, specimens transported in a container inside a zip-lock bag within the facility, or on infectious waste that has been decontaminated by steam sterilization.
3. Personnel must wash their hands with soap and water after working with potentially hazardous materials, after removing gloves, and before leaving the area.  Alcohol hand sanitizer may be used only if soap and water are not available. 
4. Eating, drinking, smoking, handling contact lenses, applying cosmetics, and storing food are not permitted in the area where HGT materials are used or stored.  
5. Food must be stored outside the clinical area in cabinets or refrigerators designed and used for this purpose.
6. Perform all procedures in a manner that minimizes the creation of splashes or aerosols. 
7. Decontaminate work surfaces after completion of work and after any spill of HGT materials with an appropriate disinfectant.
8. Chairs and other furniture used during HGT manipulation must be completely covered with a non-porous material that can be easily cleaned and decontaminated with an appropriate disinfectant. Carpets and rugs in laboratory, pharmacy, and clinical areas are not permitted. 
9. All contaminated wastes and other Regulated Medical Waste (RMW) are disposed of in accordance with University of Virginia Infectious Waste Disposal Procedures (Section V).
10. A sharps management program is in place including:
a) Needles and syringes or other sharp instruments should be restricted, and   used only when there is no alternative. Whenever practical, supervisors should adopt improved engineering and work practice controls that reduce the risk of sharps injuries.  

b) Needles, scalpels, and razor blades must be disposed of in approved puncture-resistant sharps container.

c) Used needles must not be bent, sheared, broken, recapped, removed from the syringe to which they are attached or otherwise manipulated by hand before disposal. 
d) Broken glassware must not be handled directly, and must be removed by mechanical means such as a brush and dustpan, tongs, or forceps.   Plastic ware should be substituted for glassware whenever possible.
10. Contaminated equipment must be routinely decontaminated, after spills, splashes, or other potential contamination and before it is sent for repair, maintenance, or before removal from the clinical area. 

11. Spills and accidents that result in overt exposures to HGT materials are immediately evaluated, treated, and reported to the PI, and UVa WorkMed (Academic) or Employee Health (Medical Center).

12. Additional Special Practices for this Laboratory:       
C. Safety Equipment
1. All safety equipment shall be properly maintained as well as other appropriate personal protective equipment, or physical containment devices are used whenever procedures with a potential for creating infectious aerosols or splashes are conducted. These may include centrifuging, pipetting, grinding, blending, vigorous shaking or mixing, sonic disruption, and opening containers of infectious materials. Biological safety cabinets, preferably Class II, will be certified annually.
2. Biosafety cabinets, glove boxes, or contaminated isolators will be certified at least annually.
3. Centrifugation presents a physical hazard in the event of mechanical disruption. Aerosols and droplets may also be generated. High concentrations or large volumes of HGT material may be centrifuged in the open if sealed rotor heads or centrifuge safety cups are used, and if these rotors or safety cups are opened only in a biological safety cabinet.
4. Safe medical devices that incorporate built-in safety features are used to prevent percutaneous injuries (examples may include needleless devices, shielded needle devices or plastic capillary tubes).  See section XI for list of devices available in the UVa Hospital Storeroom.  The PI is responsible for involving employees in the selection of effective engineering and whenever practical, should adopt improved engineering and work practice controls that reduce risk of sharps injuries.
5. Other Safety Equipment in this lab (closed system sonicators, class II BSC etc.):      
D. Personal Protective Equipment (PPE)
1. Laboratory coats or gowns designated for laboratory or clinical use must be worn while working with HGT products.  Lab coats must be removed before leaving for non-laboratory areas (e.g., cafeteria, library, administrative offices).  Home laundering of lab coats and other PPE is not permitted.

2. Gloves must be worn when hands may contact HGT materials, contaminated surfaces, or equipment. Gloves are disposed of with regulated medical waste when overtly contaminated, and removed when work with infectious materials is completed or when the integrity of a glove is compromised. Disposable (single use) gloves must not be washed, reused, or used for touching "clean" surfaces (keyboards, telephones, etc.), and they should not be worn outside the clinical area.  Hands are washed following removal of gloves and before leaving the area.  Glove selection should be based on an appropriate risk assessment.  Non-latex gloves are available for employees with latex sensitivity or allergy.

3. Face protection (goggles, mask, face shield or other splatter guard) is used for anticipated splashes or sprays to the face.  Eye and face protection must be disposed of with other contaminated waste or decontaminated before reuse.
4. Respirators are generally not required when working with HGT unless specified by the IBC or PI. Respirators may only be used after consultation with UVA WorkMed. Fit testing, respirator training and annual medical surveillance are required.
E. Food and Drink Policy
The consumption, use or storage of food and drink in rooms in which chemical, biological or radioactive materials are used is prohibited.  Under no circumstances may food or drink be stored in refrigerators, freezers, or temperature-controlled rooms where HGT materials, laboratory reagents, biological specimens, or other hazardous substances currently are, will be, or have been used or stored.  Personnel are encouraged to contact the EHS Biosafety office for assistance.  More information may be found on the EHS Biosafety webpage.
F. Specimen and HGT Product Transport on Grounds.
For transport to sites within the grounds of UVa, specimens and HGT products must be placed in a secondary leak proof carrier that can contain the contents of the primary container if it were to leak or break.  Secondary containers must have the biohazard label affixed to the outer surface.  For more guidance, please refer to the Biosafety webpage at http://ehs.virginia.edu/Biosafety-Transport-Ground.html 
IV. Laboratory Standard Operating Procedures

· Describe the procedures using HGT that will be performed in a BSC and the PPE used:      
· Describe the procedures using HGT that will be performed on  the open bench or in the clinical area and the PPE used:      
· List the disinfectant used  for routine  decontamination:       
V. Infectious and Recombinant DNA Waste Guidance
Infectious Waste or “Regulated Medical Waste” (RMW) is defined as any waste materials that are capable of producing a disease by an organism likely to be pathogenic to humans, or contains recombinant DNA in form that is infectious to humans such as the following:
1. Discarded items containing organisms or recombinant DNA likely to be pathogenic or infectious to healthy humans. 

2. Human blood and certain body fluids as defined by OSHA. 

3. Items saturated or caked with human blood or body fluids that would release blood or body fluid in a liquid or semi liquid state if compressed or would flake if handled.

4. Sharps (needles, syringes with attached needles, and scalpel blades, etc). 

5. Any residue that results from the clean up of a spill of infectious waste. 

6. Any waste contaminated by or mixed with infectious waste. 

The disposal of RMW is both highly regulated and very costly. UVa faculty and staff must use the utmost care to segregate all waste materials properly.
A. Housekeeping.  The workplace must be maintained in a clean and sanitary condition.  Human blood, body fluid, or HGT product spills must be cleaned according to the procedure in Section VII.  Environmental Services is responsible for general cleaning in the majority of areas in the Medical Center and maintains written procedures in their office. 

B. Equipment and working surfaces.  Contaminated work surfaces must be disinfected with a hospital approved disinfectant or 1:10 daily prepared dilution of bleach.  Disinfection should be done after completing procedures, as soon as possible when contaminated with infectious materials, and at the end of the work shift.  Temporary coverings (e.g. plastic wrap, foil, chux, paper) over equipment and surfaces must be removed and replaced as soon as possible when contaminated or at the end of the work shift.
C. Reusable receptacles.  All reusable bins, pails, or cans which may be contaminated with infectious materials must be decontaminated with an approved hospital disinfectant when they are emptied and if they become contaminated with blood, body fluid, or HGT material.
D. Central reprocessing of contaminated reusable supplies.  Supplies and equipment returned to a central facility (e.g. department washroom or autoclave room) for decontamination and reprocessing must be put in a plastic bag or closeable container and marked with a biohazard label.
E. Human Blood or Body Fluid Waste
Refer to the HGT product Drug Fact Sheet regarding agent shedding and further treatment of human blood and body fluids.  Always use appropriate PPE to prevent exposure.  Durable, leak proof containers will be used for liquid waste collection. 
F. Liquid Waste
Liquids are decontaminated by adding an appropriate disinfectant as recommended by the manufacturer. Mix well and allow to stand for the manufacturer’s recommended time.  Pour decontaminated liquid into the sink and rinse with copious amounts of cold water.  Liquid waste that is not compatible with disinfectant must be decontaminated by steam sterilization (i.e., autoclaving) using slow exhaust before disposal. 
G. Sharps
Careful management of needles and other sharps are of primary importance.  Precautions should be taken with sharp items that include:  needles, syringes with attached needles, and scalpel blades, scissors lancets, guidewires, and contaminated glass pasture pipettes, etc. Needles must not be bent, sheared, broken, recapped, removed from disposable syringes, or otherwise manipulated by hand before disposal.  Disposable sharps must be placed in a plastic sharps container as soon after use as possible. Sharps containers are from the UVA Medical Storeroom. Sharps containers must be located as close as possible to the area where sharps are used. When the sharps container is ¾ full, close until lid “clicks” securely. 
H. Special Sharps Precautions.  Broken glass must not be picked up with bare hands and must be placed in sharps containers.  Staff must NOT reach into plastic sharps boxes, RMWCs, or containers which hold non-disposable contaminated sharps, including soapy water.
I. Solid Wastes.  Infectious materials, including HGT or recombinant DNA materials must be disposed of in a Regulated Medical Waste Container (RMWC).  The Virginia Waste Management Board regulations state that absorbent material which are saturated or would release human blood or human body fluids in a liquid or semi liquid fluids which could flake when handled and are capable of releasing these materials during handling must be disposed of in a RMWC.  
1. Reusable Red Step-on Containers:
Solid infectious waste may be disposed of directly into a Red Step-on container with a red biohazard bag.  The red biohazard bags within the step-on container are removed and autoclaved onsite by UVA Environmental Services Department.  

J. Laundry.  Gloves must be worn and Standard Precautions used when handling all dirty linen.  Linen must be handled as little as possible and not sorted or rinsed where it is used.  Dirty linen must be placed in blue plastic bags.
K. Unused Gene Transfer Product
All unused HGT product must be destroyed after study closure.  Follow standard operational procedures set by Investigational Pharmacy. 

VI. Disinfectants
Appropriate disinfectants should be used for the type of biological agent handled in the laboratory or clinical area.  Decontamination should occur when an overt exposure, spill, or after work is complete.   The chart below lists acceptable disinfectants for different biological agents and the pros or cons for each.  Please contact EHS with additional concerns or questions regarding disinfectants.

	Disinfectants for Use in Recombinant DNA Research

	Disinfectants
	Practical Requirements
	Inactivates
	Important Characteristics
	Examples of Disinfectants

	
	Use Dilution
	Contact Time (Minutes)
	Vegetative Bacteria
	Lipoviruses
	Nonlipid Viruses
	Bacterial Spores
	Shelf Life >1 weeka
	Corrosive
	Flammable
	Residue
	Inactivated by Organic Matter
	

	
	
	Lipovirus
	Broad Spectrum
	
	
	
	
	
	
	
	
	
	

	Quat. Ammon.
	0.1-2.0%
	10
	NE
	+
	+
	
	
	+
	
	
	
	+
	Cavicide, Coverage 258, End-Bac, Hi-Tor

	Phenolic
	1.0-5.0%
	10
	NE
	+
	+
	b
	
	+
	+
	
	+
	
	HiPhene, LoPhene, Vesphene

	Chlorine
	500 ppm
	10
	30
	+
	+
	+
	+
	
	+
	
	+
	+
	Bleach (sodium hypochlorite solutions)

	Iodophor
	25-1600 ppm
	10
	30
	+
	+
	+
	+
	+
	+
	
	+
	+
	Wescodyne, Providone, Hy-Sine

	Alcohol, Ethyl
	70-85%
	10
	NE
	+
	+
	b
	
	+
	
	+
	
	
	

	Alcohol, Isopropyl
	70-85%
	10
	NE
	+
	+
	b
	
	+
	
	+
	
	
	

	Formaldehyde
	0.2-8.0%
	10
	30
	+
	+
	+
	+
	+
	
	
	+
	
	

	Glutaraldehyde
	2%
	10
	30
	+
	+
	+
	+
	+
	
	
	+
	
	Cidex, Calgocide, Vespore


Note:  NE-Not Effective

            a - Protected from light and air

            b – Variable results dependent on virus

Reference: Laboratory Safety Monograph:  A Supplement to the NIH Guidelines for Recombinant DNA Research

VII. Spill Clean up Procedures

Spills must be contained, decontaminated, and cleaned up by staff properly trained and equipped to work with HGT materials per the NIH Guidelines. 
Cleaning must be done with a disinfectant effective against the biological concerning portion of the HGT product and must allow sufficient contact time for the disinfectant to work.  Follow the manufacturer’s directions.  Cleaning spills requires PPE including a lab coat or gown, and gloves.  A face shield, shoe covers or a respirator may be required depending on the extent of the spill. All spills must be reported to the supervisor. Call UVa Environmental Services Department or UVa EHS for any questions about spills or cleaning.
A. Biological spills
1. Close off spill area to traffic, and notify coworkers.  If glass is present or the spill is large, call Environmental Services for clean up. 

2. If the spill may involve an aerosol, (e.g. event involving dropping material onto floor, high mechanical force, a forceful expulsion of liquid) leave the room for 30 minutes to allow aerosols to settle. 

3. Remove contaminated lab coat or clothing and wash exposed skin. 

4. Put on clean gloves and lab coat. 

5. Prepare hospital approved quaternary ammonium, phenolic, or freshly prepared 1:10 bleach solution (preferred).  Prepare enough solution to saturate the entire contaminated area.  Always follow manufacturer’s directions regarding application and contact time.  
6. Contain the spill with paper towels or other absorbent material (e.g. “bench kote”, “blue pads”, etc.)

7. Flood the spill area with disinfectant solution and allow to remain in contact for the required amount of time according to manufacturer’s directions. 

8. Push the absorbent material at the edge of the spill into the spill's center. Add more paper towels as needed. 

9. Discard the paper towels as RMW into a red bag or red step-on container. 
10. Discard gloves into as RMW. Wash hands thoroughly.  Dispose of overtly contaminated lab coat or gowns.

11. Report the incident to a supervisor and PI. 
B. Combination of Biological and Radioactive Spill 

The Radiation Safety Office (982-4911) must be notified and will assist in the cleanup of a biological/radioactive spill.  Determine if anyone has been contaminated; remove contaminated clothing and wash contaminated skin with soap and water. Proceed with clean up as instructed by the Radiation Safety Office.  The GTP will be neutralized first, taking care in choosing a disinfecting agent to avoid chemical incompatibility. Chlorine compounds such as bleach must NOT be used to disinfect anything containing 125I because the chlorine will cause the volatilization of radioactive iodine.
VIII. EMERGENCY PROCEDURES 
A. Fire
In case of fire, activate the fire alarm pull station and evacuate immediately.  Judgment should be exercised in deciding whether to attempt to store or contain any hazardous materials prior to evacuation. Remove contaminated protective garments and gloves before leaving laboratory if possible.  
B. Injury
If an injury is life threatening call 911.  For less serious injuries treatment should be sought at UVaWorkMed for Academic staff or UVa Employee Health for Hospital staff during weekday, daytime hours. During night and weekend hours, treatment should be sought at the UVa Hospital Emergency Room. Any injury to a laboratory worker shall be reported as soon as possible to the Principal Investigator.
C. Security incidents

Security incidents such as suspicious visitors, missing chemicals, or missing HGT products must be promptly reported to the PI. University Security or Police should be notified.  PIs are responsible for reporting incidents to the Biosafety Office.

D. Occupational Exposure
An exposure is defined as: HGT material contact with broken skin, eyes, nose, mouth, other mucous membranes, a percutaneous injury with a contaminated sharp, or contact with HGT material over a large area of apparently intact skin.
1. In the event of exposure:
a. Wash the area with soap and water or flush eyes, nose or mouth with water for 15 minutes.
b. Staff must notify UVa WorkMed (Academic staff, 243-0075) or UVa Employee Health (Medical Center staff, 924-2013) during weekday, daytime hours.  Medical personnel will advise personnel as to when they should report to the clinic for a post-exposure follow up evaluation.  If the injury is severe, personnel must report to the Hospital Emergency Room after hours. 
c. All exposures must be reported to the immediate supervisor and PI.  PIs are responsible for reporting exposure incidents to the EHS Biosafety Office who will perform a follow-up investigation of the incident and report findings to the Institutional Biosafety Committee (IBC).
d. Report the incident as indicated by the sponsor facility.

e. Report the incident to the NIH OSP as required.

2. Evaluation and Treatment of Exposures
The evaluation and treatment of an exposure is confidential and will be given by or under the supervision of a licensed physician and will follow an established protocol in compliance with OSHA standard 29 CFR 1910.1030, U.S. Public Health Service, CDC guidelines, and Virginia state law.  Evaluation and treatment of exposures are managed by UVa WorkMed or UVa Employee Health.

Post-exposure prophylaxis will be offered to exposed employees when medically indicated and as recommended by the U.S. Public Health Service.  Counseling and medical evaluation will be offered for any reported illness the employee develops as a result of the exposure.
IX. Reporting Adverse Events Associated with Gene Transfer Product

In its evaluation of HGT proposals, RAC will consider whether the design of such experiments offers adequate assurance that their consequences will not go beyond their purpose, which is the same as the traditional purpose of clinical investigation, namely, to protect the health and well-being of human subjects being treated while at the same time gathering generalizable knowledge.  

In addition, alert the UVa IBC to any NIH OSP reportable adverse events.

A. Reportable Events

IX. Any serious adverse event that is both unexpected and associated with the use of the HGT product (i.e., there is reasonable possibility that the event may have been caused by the use of the product; investigators should not await definitive proof of association before reporting such events).
IX. Horizontal transmission of viral infection to other persons with whom the individual comes in contact.
IX. Vertical transmission of genetic changes from an individual to his/her offspring
B. Principal Investigator Responsibilities 
1. Ensure that all reporting requirements are fulfilled.

2. Is held accountable for any reporting lapses. 

3. Adhere to any other serious adverse event reporting requirements in accordance with federal regulations, state laws, and local institutional policies and procedures, as applicable.

C. Report Content (Refer to the NIH Guidelines)
1. Date of the event

2. Analysis of the significance of the adverse event in light of previous similar reports.

3. Clinical site

4. The Principal Investigator

5. NIH Protocol number;

6. FDA's Investigational New Drug (IND) Application number

7. Vector type, (e.g., adenovirus)

8. Vector subtype, (e.g., type 5, relevant deletions)

9. Gene delivery method, (e.g., in vivo, ex vivo transduction)

10. Route of administration, (e.g., intratumoral, intravenous)

11. Dosing schedule

12. A complete description of the event

13. Relevant clinical observations;

14. Relevant clinical history;

15. Relevant tests that were or are planned to be conducted

16. Date of any treatment of the event

17. Suspected cause of the event. 

These items may be reported by using the reporting templates available on NIH OSP's web site (https://osp.od.nih.gov/biotechnology/nih-guidelines), FDA MedWatch forms, or other means provided that all of the above elements are specifically included.  

To protect the privacy of participants in gene transfer research, any serious adverse event or annual reports submitted to NIH OSP must not contain any information that would identify the human research participants.

D. Time Frames for Reports
1. Fatal or life-threatening must be reported to the NIH OSP and FDA as soon as possible, but not later than 7 calendar days after the sponsor's initial receipt of the information 
2. Serious adverse events that are unexpected and associated with the use of the HGT product, but are not fatal or life-threatening, must be reported to the NIH OSP as soon as possible, but not later than 15 calendar days after the sponsor's initial receipt of the information (i.e., at the same time the event must be reported to the FDA).
3. If, after further evaluation, an adverse event initially considered not to be associated with the use of the HGT product is subsequently determined to be associated, then the event must be reported to the NIH OSP within 15 days of the determination.
4. Relevant additional clinical and laboratory data may become available following the initial serious adverse event report. Any follow-up information relevant to a serious adverse event must be reported within 15 calendar days of the sponsor's receipt of the information. 
5. If a serious adverse event occurs after the end of a clinical trial and is determined to be associated with the use of the gene transfer product, that event shall be reported to the NIH OSP within 15 calendar days of the determination.

E. Long-Term Follow-Up

To permit evaluation of long-term safety and efficacy of gene transfer, the prospective subjects should be informed that they are expected to cooperate in long-term follow-up that extends beyond the active phase of the study. The Informed Consent document should include a list of persons who can be contacted in the event that questions arise during the follow-up period. The investigator should request that subjects continue to provide a current address and telephone number.

The subjects should be informed that any significant findings resulting from the study will be made known in a timely manner to them and/or their parent or guardian including new information about the experimental procedure, the harms and benefits experienced by other individuals involved in the study, and any long-term effects that have been observed.

F. Mechanisms for reporting serious adverse events (subjects ONLY) to the NIH OSP.
1. E-mail to GeMCRIS@od.nih.gov
2. Fax to 301-496-9839
IX. Mail to the NIH Office of Science Policy, 6705 Rockledge Drive, Suite 750, Bethesda, Maryland 20892-7985.
X. Shipping Infectious or Genetically Modified Organisms Substances (Division 6.2)
The transportation of biohazardous substances is regulated by the Department of Transportation (DOT) and the International Air Transport Association (IATA). For shipping genetic material such as recombinant nucleic acid molecules, DNA or RNA, refer to the UVA EHS Shipping webpage:  http://ehs.virginia.edu/Biosafety-Shipping.html 
Shipping of HGT products are against institutional policy since products are considered a drug and would fall under Virginia Board of Pharmacy jurisdiction.  Refer to the IDS coordinator with further questions.
XI. Hospital Storeroom Safety Products
This list is updated several times per year as a result of changes in safety items that are available. Contact the UVa Medical Storeroom at 243- 2928 for further information.   

Storeroom items can be found on the Supply Chain Management website: https://www.healthsystem.virginia.edu/alive/materiel/Storeroom_Catalog_Items.pdf
