[image: image1.jpg]UNIVERSITY g OF

Neb

raska




Institutional Biosafety Committee (IBC)


Protocol for Research Involving 


Biohazardous Materials
SUBMISSION INSTRUCTIONS
INTRODUCTION: 
Experiments that require IBC approval include those that involve: 
i) the deliberate transfer of a drug resistance trait to microorganisms that are not known to acquire the trait naturally, 
ii) the deliberate transfer of recombinant DNA or DNA or RNA derived from recombinant DNA into human research participants [human gene transfer],
iii) the deliberate formation of recombinant DNA containing genes for the biosynthesis of toxin molecules lethal for vertebrates at an LD50 of less than 100 nanograms per kilogram body weight, 
iv) using risk group (RG) 2 or RG-3 agents as host-vector systems, 
v)  the cloning of DNA from RG-2 or RG-3 agents into non-pathogenic prokaryotes or lower eukaryotic host-vector systems, 
vi) the use of infectious or defective RG-2 or RG-3 agents, 
vii)  whole animals in which the animal's genome has been altered by stable introduction of recombinant DNA or DNA derived into the germ-line [transgenic animal], 
viii) viable recombinant DNA-modified microorganism tested on whole animals, 
ix) genetically engineered plants by recombinant DNA methods, 
x) more than 10 liters of culture, and 
xii) the formation of recombinant DNA molecules containing more than two-thirds of the genome of an eukaryotic virus. 
Experiments using biosafety level [BL] 2 or BL-3 containment must be reviewed and approved prior to the initiation of experiments while those using BL-1 containment may commence simultaneously with the protocol review process.  Experiments requiring BL-4 containment will not be approved.  Refer to the IBC website (www.unmc.edu/ibc/) for additional instructions to prepare this application and for examples of exempt experiments.
RISK GROUP CLASSIFICATION:            (Appendix B, NIH Guidelines)
RG-1 – Agents that are not associated with disease in healthy adult humans.

RG-2 – Agents that are associated with human disease which is rarely serious and for which preventive or therapeutic interventions are often available.

RG-3 – Agents that are associated with serious or lethal human disease for which preventive or therapeutic interventions may be available (high individual risk but low community risk).

RG 4 –
Agents that are likely to cause serious or lethal human disease for which preventive or therapeutic interventions are not usually available (high individual risk and high community risk).

SUBMISSION DOCUMENTS:
Electronic versions of the application for submission are obtained at the IBC web page at “http://www.unmc.edu/ibc/index.html”.  Electronically send the completed pre-application which includes Section 1 (excluding the signature page) and the narrative for Section II and if applicable, Section III or Section IV, to Dr. Oksana Lockridge, Chair of the IBC, at  GOTOBUTTON BM_1_ olockrid@unmc.edu.  Dr. Lockridge will review all protocols initially.  Those using BL-1 containment qualify for an expedited review process, while those using BL-2 and BL-3 containment must be reviewed by the full IBC.  After the review, the principal investigator (PI) may be asked to amend the pre-application.  One hard copy of the amended pre-application including the signature page (now referred to as the final application) is submitted to Dr. Lockridge (Eppley Institute, Zip 6805) for final review.  The signature page should include both the PI and departmental signatures.  Following final review and approval, the PI will receive a letter approving the protocol and authorizing the studies to begin.  
Experiments utilizing human gene transfer protocols must be reviewed by the NIH Recombinant DNA Advisory Committee (RAC) and the UNMC IRB committee.  IACUC approval is required for experiments utilizing biohazardous or regulated materials in whole animals. 
LABORATORY INSPECTION:
Laboratories using RG-2 and RG-3 biohazardous materials will be inspected by the Biosafety Officer (BSO).  This inspection will determine compliance with standards for BL-2 and BL-3 containment as outlined in the CDC/NIH Biosafety in Microbiological and Biomedical Laboratories (BMBL) manual.  During the pre-application process, the BSO will contact the PI to arrange for the inspection.  Although the IBC protocol may be activated prior to completion of the inspection, the protocol may be placed in the “inactive status” if it is determined following the inspection that the laboratory does not meet minimal federal standards.  Multiple protocols may be covered by a single inspection, which will be up to the discretion of the BSO.
ANNUAL UPDATE:
All IBC approved protocols will be re-evaluated on an annual basis.  The PI will receive a letter requiring a response prior to the annual initiation date to determine if the protocol is still active and if any changes to the protocol are needed.  Additionally, laboratories using BL-2 containment will be re-inspected every three years and those using BL-3 containment labs will be re-inspected every year to determine compliance with approved protocols.  The PI is responsible for ensuring that all laboratory personnel working with biohazardous materials have documentation of biosafety training. Failure to ensure that all personnel have received this training may result in suspension of IBC approval.  Biosafety training is web-based and coordinated through Employee Self Service.  Reminders for initial or repeat training will be sent electronically.

___________________________________________________________

Institutional Biosafety Committee (IBC)

Protocol for Research Involving Biohazardous Materials

IBC#: 



Biosafety Level of Containment: 

(to be assigned by the IBC)
(Refer to NIH Guidelines)

Section I
1.
APPLICATION DATA

Date of pre-application: 

Date of final application: 
(The pre-application can be submitted electronically, while the final application must be submitted as one hard copy.)

TITLE OF PROTOCOL: 

PRINCIPAL INVESTIGATOR:

The individual must have a formal affiliation with the UNMC, the UNO, or The Nebraska Medical Center.
SECONDARY INVESTIGATOR(S):

PARTICIPATING PERSONNEL:


Include only those individuals who will be handling the biohazardous materials and thus will require Biosafety Training.  Individuals such as statisticians who will not be exposed to the biohazardous materials should not be included on the protocol.
Note:  All investigators and participating personnel must have documentation of completion of the UNMC Biosafety Training program.  General Biosafety training is required every three years while specialized training in BSL-3 containment and Select Agents is required annually.
DEPARTMENT:





TELEPHONE # :

ADDRESS:






CAMPUS ZIP:

LABORATORY (Building/Room #):

FUNDING SOURCE: (Check all that apply and provide names as necessary)

 NIH

 NSF

 Commercial 


Company name:

 State

 Seed Grant 


Source

 Departmental

 Private Foundation/Association 
Company name:

 Institutional Research Support



 Other



Source:
2.
PRINCIPAL INVESTIGATOR’S ASSURANCE

(To be included with the final application only.)

The signature certifies that the PI understands and accepts the following obligations in this study:

I recognize that as the PI it is my responsibility to ensure that this research and the actions of all project personnel involved in conducting the study will conform with the IBC approved protocol and the provisions of the NIH Guidelines for Research Involving Recombinant DNA, the CDC/NIH Biosafety in Microbiological and Biomedical Laboratories manual, and the Select Agent Rule (http://www.cdc.gov/od/ohs/Irsat/42cfr72.htm) where appropriate. 

I will inform the IBC of any unanticipated biosafety related problems encountered while doing the research.

I will notify the IBC of any change in an RG-1 protocol.

I will not initiate any change in an RG-2 or RG-3 protocol without prior IBC approval.

I will maintain all required research records on file and I recognize that representatives of the IBC are authorized to inspect these records.

I accept responsibility for the safe conduct of the experiments to be conducted and will see that all associated personnel are trained in the safe laboratory practices required for this work.

I will oversee the development and implementation of standard biosafety operating procedures for the laboratory.

I understand that IBC approval is valid for 1 year and an annual IBC update is required in order to maintain approved status. 

I understand that failure to comply with all NIH regulations, IBC requirements/policies, and the provisions of the protocol as approved by the IBC may result in suspension or termination of my research project.
I accept responsibility that all personnel working in my laboratory will be trained to report any biological spill to me and that any spills involving the contamination of personnel and/or the environment that has the potential to cause illness or may cause sufficient concern to the public will be reported to the IBC.

I understand that failure to comply with all NIH regulations, IBC requirements/policies, and the provisions of the protocol as approved by the IBC may result in suspension or termination of my research project.
For protocols involving the use of Select Agents (as defined in 42 CFR Part 73):

I will comply with the requirements for the reporting and securing of select agents that fall within the bounds of 42 CFR Part 73. 

For protocols using animals in research:

I will contact the Comparative Medicine staff and develop standard operating procedures (SOPs) and an Operational Safety Protocol (OSP) to address relevant operational biocontainment and safety issues for the use of these agents in animals, prior to their use in animals

__________________________________________

_________________
_________

PI Signature






Position


Date

3.
ACKNOWLEDGED 
__________________________________________

_________________
_________

Departmental Signature
  




Position
    

Date

4.
IBC APPROVAL
The Institutional Biosafety Committee has reviewed the proposed project and has found it to be in compliance with the NIH Guidelines, the CDC/NIH Biosafety in Microbiological and Biomedical Laboratories manual, and the Select Agent Rule requirement for research involving biohazardous materials.

___________________________________________


___________

Oksana Lockridge, Ph.D.






Date
Chair, Institutional Biosafety Committee
Section II
General Biosafety Information
INSTRUCTIONS:  To review your proposal, the IBC requests the following information.  Each subpart must be titled using boldface subheadings as described below and addressed independently in the listed sequence without reliance on information covered under other subparts.  Please include sufficient information to facilitate an effective review by all members of the IBC.  All abbreviations and terms not part of common usage should be defined and simplified language should be used as much as possible.  Only complete Section III if the project involves the transfer of recombinant DNA molecules into human research participants and Section IV if the protocol involves animals.
1.
Purpose of the Study.   

Give a brief abstract of the proposed work.

2.
Name Biohazardous Material to be Utilized and Risk Group  (RG) Classification.  

Name the infectious agent(s) (describing risk group [RG] classification as defined in Appendix B of the NIH Guidelines), toxin, or recombinant DNA.  Identify the source of the biohazardous material and any information available to describe the material in detail (you may be requested to submit a "package insert" for commercially available materials). If applicable, describe the nature of the vector DNA (for example, plasmid, phage, cosmid, or virus), the nature of inserted DNA sequences (include the species of origin), gene product, gene product function (if known), and the host cells used for propagation or expression.  Also describe whether an attempt will be made to express the foreign gene or not.  For clinical specimens known to contain a pathogenic agent, name the agent present which may require special precautions in handling.  

3.
Biosafety Level (BL) of Containment. 

Consult the CDC/NIH Biosafety in Microbiological and Biomedical Laboratories (http://www.cdc.gov/od/ohs/biosfty/bmbl4/bmbl4toc.htm) or the NIH Guidelines for Research Involving Recombinant DNA (http://www4.od.nih.gov/oba/rac/guidelines/guidelines.html to determine the level of biological containment required i.e., BL-1, BL-2, or BL-3.  List the NIH Guideline Section III number that describes the category of experiments which requires IBC protocol submission that corresponds to this proposal (III-A, III-B, III-C, III-D, or III-E).  A biosafety risk factor assessment should be conducted using the outline as shown in the attached Addendum.  A copy of the summary can be included as an attachment to the IBC protocol submission.
4.
Safety Practices Summary.
Summarize the biosafety practices used in your laboratory for the physical containment at the Biosafety Level described in Part 3. (Consult Appendix G-II, NIH Guidelines)

5.
Risk for Occupational Exposure.  

Describe precautions necessary to prevent occupational exposure to employees.  Include requirements for specific training, vaccination, and/or baseline serum testing when appropriate.  Identify the primary antimicrobial agent(s) used to treat human infection caused by the infectious agent proposed.
6.
Storage of Biohazardous Materials.  

For RG-2 and RG-3 agents, list the method of storage and the location(s) where the biohazardous materials are stored.  For RG-3 agents only, also record the quantity in storage and describe the security measures utilized for the storage of these materials.  (Consultation with the Biosafety Officer and/or the Chair of the IBC will help determine the level of security necessary.) 

7.
Special Instructions for Biosafety Level 3Containment. 

If applicable, describe in detail how access to the laboratory will be controlled, the personal protective equipment to be used, the decontamination procedures that will be utilized (include the location of the autoclave for waste sterilization), how major/minor spills will be handled, and any other unique details needed to conduct the experiments. 

8. 
Literature Cited.
Section III

Human Gene Transfer Supplement

INSTRUCTIONS:  This section is submitted along with Section I and Section II only if the protocol involves the transfer of recombinant DNA molecules into human research participants (human gene transfer experiments).  The research protocol must also be reviewed through a process involving the NIH/OBA and the Recombinant DNA Advisory Committee (RAC), as well as the Institutional Review Board (IRB).  The RAC, IRB, and IBC reviews may be conducted simultaneously.  Submission of human gene transfer protocols by the PI or the project sponsor to the NIH must be in a format described in Appendix M of the NIH Guidelines.  The initial RAC review process will determine whether the experiment presents characteristics that warrant public RAC review and discussion.  The NIH/OBA will notify the PI or sponsor about the results of this initial review process.  

On behalf of the institution, the IBC is responsible as it pertains to human gene transfer experiments, to ensure that (as outlined in the NIH Guidelines, Section IV-B-2-b): (1) all aspects of Appendix M have been appropriately addressed; (2) no research participant has been enrolled in an experiment until the RAC review process has been completed, IRB approval has been obtained, and all applicable regulatory authorization have been obtained; (3) protocols selected for public RAC review and discussion have had the issues raised and recommendations placed forth by the RAC addressed in writing by the PI; and (4) the final RAC review process has been completed.

The initial IBC submission for compliance to Section III of this proposal requires the following:

1.
A copy of the documents submitted to the NIH/OBA in fulfillment of the submission requirement for human gene transfer experiments as outlined in Appendix M.


(As the review process moves forward, the IBC will require the information below as it becomes 


available.) 
2.
A copy of the letter from the NIH/OBA about the results of the RAC's initial review.


(If the review process requires a public RAC review, the PI must include a copy of the response to the RAC's recommendations as a result of this public review process.)
3.
A copy of the IRB review letter. 
Section IV

Animal Use Supplement

INSTRUCTIONS:  This section is submitted along with Section I and Section II of the IBC application only if the protocol involves the transfer of infectious agents, regulated biological toxins and/or non-exempt r DNA molecules into animal research subjects. 


The IBC is responsible for ensuring that all aspects of Appendices G and Q  of the NIH Guidelines (as outlined in Sections III.D and III.E) have been appropriately addressed pertaining to gene transfer experiments in animals.   Additionally, the use of other biohazardous agents in animals as outlined in the CDC’s Biosafety in Microbiological and Biomedical Laboratories must also be addressed. The PI must obtain IACUC approval for animal use and provide the IBC with the IACUC protocol approval number covering the animal studies.


The IACUC and IBC reviews may be conducted simultaneously; however the IACUC approval number must be submitted to the IBC prior to beginning studies with the animals.

Please address the following:

1. List each biohazardous/regulated agent identified in Section II.2 which will be introduced only into animals.

2. Provide UNMC/UNO Institutional Animal Care and Use (IACUC) approval information.

IACUC Protocol number _______________

Date Approved __________________


IACUC Approval pending 



Date Submitted __________________

3. Specify each species and provide the specific strain designation of the animals used in these studies.
4. Will recombinant DNA be inserted into a germ line in order to establish a transgenic animal?


No.


Yes. 

If yes, what are the anticipated or known immediate/long-term adverse effects or changes in phenotype and/or 
genotype of such a change on the animal , e.g., early disease onset/resistance, immunodeficiency, etc.? and

What kind of expression is the rDNA expected to exhibit in the animal? Permanent expression?

5. Are there plans to introduce the agent/s into immune compromised animals such as SCID mice, nude mice, NOD SCID mice or other species or into transgenic animals? Please explain.

6. Indicate the route of administration of the agent.
IV
IP
SQ
IM
ID
Tracheal
Intra-cranial
Oral


Intra-medullary 
Injection into Bone Marrow
Aerosol

Other: Specify

7. List the animal facility and the area/room number(s) where the animals will be housed and used.

(Please contact the Comparative Medicine staff to obtain this information.) 

8.  Will the  biohazardous agent and/or the organism/animal containing the agent present ANY risk of exposure to personnel with animal contact (animals, their bedding or caging) including the animal care staff?


No.


Yes. Answer parts A, B, C. and D.


A. According to the NIH-rDNA Guidelines Appendices G and Q and/or the CDC/NIH Biosafety in 
Microbiological and Biomedical Laboratories, what Animal Biosafety Level (ABL) will be used to contain the 
agent/s and the animals? ABL1, ABL2, ABL3. Contact the Comparative Medicine staff for assistance in 
answering this question.  Note: Generally, Risk Group 2, replication incompetent adenovirus vectors placed 
into rats, mice or rabbits will be held at ABL 2 for a minimum period of 72 hours until the passive shedding 
period is over.


B. What animal sources/routes, e.g., urine, feces, blood, bite scratch, sputum, cough, sneeze, etc., present a 
potential risk of exposure to personnel with animal contact including the animal care staff?


C. What Personal Protective Equipment (PPE) is required to be worn by personnel with animal contact 
including the animal care staff to protect them from potential risk of exposure from the animal sources 
mentioned in part B. 


D. What safety practices are/will be in place to protect personnel with animal contact including the animal care 
staff?

9. Will the animals exposed to the infectious agents/biological toxins be transported within the animal facility or to other areas outside the animal facility within UNMC or off-campus?


No.


Yes.  Describe how and where the animals will be transported.

You are finished with this animal use application. Please be advised that the PI is required to contact the Comparative Medicine staff and develop standard operating procedures and an Operational Safety Protocol (OSP) to address relevant operational biocontainment and safety issues for the use of these agents in animals, prior to their introduction into animals.
Addendum:
  Risk Factor Assessment Outline (Policy #IBC-34)
(To be used as guidance to complete the biohazard material risk assessment as required in Section II, Part 3 of the application.)

Pathogenicity/virulence


RG1
Unlikely to cause disease, low individual and community risk.


RG2
Mild or moderate disease with moderate individual risk and low community risk; any pathogen 
that can 
cause disease but 
under normal circumstances, is unlikely to be a serious hazard to a healthy 
worker, the community, livestock, or the environment.


RG3
Serious livestock, poultry or wildlife disease with high individual risk and low community risk; 
any pathogen that usually causes serious disease or can result in serious economic consequences or does 
not ordinarily spread by causal contact from one individual to another.


RG4
Severe livestock, poultry or wildlife disease with high individual risk and high community risk; 
any pathogen that usually produces very serious and often fatal disease, often untreatable and may be 
readily transmitted from one individual to another or from animal to human or vice-versa, directly or 
indirectly, or by casual contact.

Infectious dose


RG1
Not applicable 
(rare cause of human disease)


RG2
High

(>1,000 organisms)


RG3
Medium

 (10-1,000 organisms)


RG4
Low

 (1-10 organisms)
Route of spread


RG1
Not applicable (rare cause of human disease)


RG2
Primary exposure hazards are through ingestion, inoculation, and mucous membrane route


RG3
May be transmitted through airborne route; direct contact or via vectors


RG4
Readily by aerosol transmission

Communicability


RG1
Not applicable (rare cause of human disease)


RG2
Geographical risk of spread if released from the laboratory is limited.


RG3
Geographical risk of spread if released from the laboratory is moderate


RG4
Geographical risk of spread if released from the laboratory is high.

Environmental stability


RG1
Not applicable


RG2
Short term survival (days), can survive under ideal conditions


RG3
Moderately resistant (days to months)


RG4
Highly resistant (months to years), e.g. spores.

Host range


RG1
Not applicable


RG2
Infects a limited number of species


RG3
Infects multiple species


RG4
Infects many species
Economic aspects


RG1
Not applicable


RG2
Limited economic impact


RG3
Severe economic impact


RG4
Extreme economic impact

Availability of prophylactic and therapeutic treatments


RG1
Not applicable


RG2
Effective treatment and preventative measures are available


RG3
Prophylactic and/or treatments may or may not be readily available


RG4
Prophylactic and/or treatments are not available

Vectors


RG1
Not applicable


RG2
Do not depend on vectors or intermediate hosts for transmission


RG-3 
May depend on vectors or intermediate host for transmission


RG4
May depend on vectors or intermediate host for transmission.

Concentration/volume


RG1
Not applicable


RG2
Low quantity of high titer


RG3
High quantity (10 liters or more) of high titer as described by the BMBL 


RG4
Not applicable

Recombinant properties


RG1
Recombinant is a RG1 organism and modifications have not changed the risk; low probability of 


RG2 replication-incompetent virus becoming competent


RG2
Recombinant is a RG2 organism and modifications have not changed the risk, DNA from RG2 or 


RG3 organism is transferred into RG1 organism but not the whole genome, DNA from RG4 


organism is transferred into RG1 organism, or the recombinant is a RG3 or RG4 organism and the 


modification has resulted in proven attenuation; moderate probability of RG2 replication-



incompetent virus becoming competent


RG3
Recombinant is a RG3 organism and modifications have not change the risk, the recombinant is 


based on  a RG2 organism; however, the modifications have increased to RG3 organism.


RG4
Recombinant is a RG4 organism and modifications have not changed the risk, DNA from RG4 


organism is transferred into RG1organism in absence of demonstration of lack of virulence or 


pathogenicity.
UNMC IBC

Biosafety Risk Assessment Summary
IBC# _______________________ (to be determined by the IBC Office)

Title of Project

____________________________________________________________________________


____________________________________________________________________________

Principal Investigator ______________________________  
Date  __________________

____________________________________________________________________________

Risk Factor







Risk Group 

Pathogenicity/virulence





_________

Infectious Dose






_________

Route of Spread






_________

Communicability






_________

Environmental stability





_________

Host range







_________

Economic impact






_________

Availability of prophylactic/treatment



_________

Vectors







_________

Concentration/volume






_________

Recombinant properties





_________







Overall Risk Group
_________





Recommended Containment Level
_________

Notes:_______________________________________________________________________


____________________________________________________________________________


____________________________________________________________________________
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