NCI-FREDERICK
INSTITUTIONAL BIOSAFETY COMMITTEE
MINUTES

MARCH 16, 2010

CALL TO ORDER / ANNOUNCEMENTS
The NCI-Frederick Institutional Biosafety Committee was convened at 12:10pm in Building 549
Conference Room B with the following members in attendance:

Voting

X] Michael Baseler [X] scott Jendrek

X] Theresa Bell [X] serguei Kozlov

|:| Stephen Creekmore (regrets) & Dan McVicar (Chair)

& Bruce Crise (left at 1:20pm) |:| Randall Morin (regrets)

[X] Eric Freed [ ] Alberta Peugeot (regrets)

[ ] Melinda Hollingshead (regrets) X] Lucien Winegar

|X| Stephen Hughes |E Rev. David Betzner (left at 2:10pm)
Non-Voting

[ ] Dianna Conrad
<] Kim DiGiandomenico

Other

|X| Scott Keimig |E Chris Perella (left at 2:10pm)

|:| Karen Barber (regrets) & Mark Shrader (left at 2:10pm)

|X| Bill Brady (left at 1:50pm) |E Robert Werner (left at 2:10pm)

& Robert Thomas (left at 1:10pm) & Robin Winkler-Pickett (left at 1:40pm)

& Marla Mullen (left at 1:10pm)

Serguei Kozlov and Scott Jendrek indicated that they were having some issues with using SharePoint
when accessing documents for review. Theresa Bell and Kim DiGiandomenico said they would follow-up
with tech support to determine if a cause could be found.

APPROVAL OF MINUTES FROM FEBRUARY 23, 2010 MEETING
The February 23, 2010 meeting minutes were approved as written.
(A motion and 2" were made. (For: (10) Against: (0) Abstain: (0))

ACCIDENT REVIEWS

Theresa Bell reported one incident which occurred in the BSL3 lab at USAMRIID with an SAIC-Frederick
employee. A filter disconnected from a syringe while filtering a solution containing Burkholderia
pseudomallei. The procedure was being conducted in a biological safety cabinet (BSC) at the time of the
incident, but there was potential for exposure due to droplets that were found on the outer front of the
BSC. Because of an interagency agreement with SAIC-Frederick and USAMRIID, all medical treatment
will be conducted through USAMRIID; however Ms. Bell will be conducting an investigation aside from
the one already conducted by USAMRIID.
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REVIEW OF PROTOCOLS

NEW REGISTRATIONS

Karlyne Reilly 10-10: Maintenance and Growth of human glioma samples in immunosuppressed mice
This project involves using xenografts of primary human brain tumors and implanting them into
animals and then using the xenograft cells as a model for testing therapeutics. The committee
wanted additional clarification on the following: Section A4a and SOP VIf — They requested a more
concrete statement as to whether safety needles were or were not going to be used, primarily for the
injections of cells/Matrigel instead of using a Hamilton or 21G needle. They also wanted to know if a blunt-
ended 16G needle could be used for the dispersion and if not, why. Steve Hughes motioned to defer approval
to lead reviewers once answers were provided to the aforementioned questions. Lucien Winegar second the
motion. (FOR: 10 AGAINST: 0 ABSTAIN: 0)

Terry Van Dyke 10-15: Characterizing early mammary tumorigenesis with in vivo imaging in
xenograft rodent models of breast cancer | The lead reviewers indicated that the registry was well defined
and involved injecting human cell lines in animals to develop xenograft animal models. The models would
then be used for in vivo imaging techniques to detect and characterize the earliest stages of mammary cancer.
The committee requested that no injections were to occur in animals until the pathogen screens were
completed. Scott Jendrek moved to approve the registry as written. Steve Hughes second the motion. (FOR:
10 AGAINST: 0 ABSTAIN: 0)

Stephen O’Brien 09-58: Opportunistic collection of animal tissues for genetic, veterinary clinical
pathology and histopathologic studies, and feline retrovirus discovery This registry had been
previously deferred. The investigators addressed all the concerns that arose at the January sub-
committee meeting and re-wrote the IBC registration to reflect the updates. However, the
committee had additional questions for further clarification:

a. Regarding handling of specimens — the last row was cut off of the handling schematic regarding
the manipulation of frozen tissues to be handled at BSL2 (see correspondence from sub-
committee meeting sent on 01/11/10);

b. Regarding the collection of carcasses found along the roadside — the current documents need
revised to include what PPE should be worn when collecting the specimens and how they are to
be handled (i.e. how will animals be placed into bags/containers and back into vehicle without
contaminating the collector or the vehicle)? Will a ‘collection kit” be available in the vehicle?

C. Acknowledge other hazards aside from rabies — The committee has requested a statement within
the registry and SOPs to acknowledge that there are other hazards that could be affiliated with
collecting a carcass off the roadside other than rabies, such as ticks, TB, arthropods, etc. In
addition, how will lab staff inactivate/disinfect materials involved with the collection and
processing of carcasses found along the roadside?

The committee had no further comment. Dan McVicar motioned to defer approval to lead review pending
investigator responses to the aforementioned questions. Stephen Hughes second the motion. (FOR: 10
AGAINST: 0 ABSTAIN: 0)
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Andy Hurwitz 10-07: Targeting cells for elimination using diphtheria toxin (DT) and cell type-specific
DT receptors The IBC had some additional questions and comments regarding this registration for the DT
work. Once the Pl addresses these questions and the lead reviewers approve, final approval can be released.
1. There were inconsistencies as to where the DT was being obtained (see A2, C6a, C7a, E9 and SOP). Isit
being purchased commercially by this lab, obtained as aliquots from the Trinchieri group or both?
2. Ada - Will a safety needle be used for injections? If one is not available, then at a minimum, a TB syringe
must be used for injections. Will syringes be preloaded for export to the animal facility?
3. A6al —update text
4. C7aand (C9a, C13a —see comments and updates to text
5. E11- Limit who works directly with the toxin. Please identify the personnel who will be working with
the toxin versus those who will be working with tissues excised from DT infected mice. Note: all
personnel will still need to have the DT training provided by EHS.
6. SOP —comments made directly to SOP
7. EHS will provide the Pl and animal facility manager with a document outlining the required laboratory
practices for the use of diphtheria toxin. The Pl and animal facility manager will be responsible for
showing it to their staff, signing an acknowledgement and returning it to the EHS office.
Theresa Bell moved to approve the registry once clarifications were made. Scott Jendrek second the
motion. (FOR: 9 AGAINST: 0 ABSTAIN: 0)

RENEWALS

Karlyne Reilly 10-06 (05-58): Use of knock-out and transgenic mice to study astrocytoma and
neurofibromatosis — breeding only This was submitted to renew a breeding only registry. The lead
reviewers stated that it was fairly straight-forward and they had no reservations to approve. Stephen
Hughes motioned for approval as presented; Serguei Kozlov second the motion. (FOR: 10 AGAINST:
0 ABSTAIN: 0)

Diane Palmieri 10-03 (07-12 & 07-11): New Models for Breast Cancer Brain Metastasis This group is
developing new breast cancer models to better understand the molecular mechanisms underlying
development of brain metastases. The committee noted that section B5f of the registry should be
marked yes because of potential mobilization by endogenous viruses and requested for the PI to fix
this section. In addition, they also requested for the PI to include a statement in the registry to
specify handling precautions when excising tissues and tumors from animals, specific to these cell
lines, due to endogenous viruses. Serguei Kozlov moved to approve the registry pending the
additions outlined above. Scott Jendrek second the motion. (FOR: 8 AGAINST: 0 ABSTAIN: 0)

Stephen Hou 10-09 (07-65): Mouse Models to investigate development & stem cell requlation This
was submitted as a renewal for a breeding only registry. The lead reviewers stated that it was fairly
straight-forward and they had no reservations to approve. Steve Hughes motioned to approve the
registry pending the PI’s response to sharps usage in A4 and E4 of the registry. Serguei Kozlov
second the motion. (FOR: 8 AGAINST: 0 ABSTAIN: 0)

Giovanni Melillo 10-08 (08-08; 06-52; 06-62; 06-63; 06-64): Use of human and animal cell lines in
animal study....Use of recombinant DNAs This laboratory investigates cancer biology by developing and
assessing cancer therapeutics. Various biological tools are used for these applications including the use of
rDNA, human cell lines and lentiviral based delivery systems to knock-down genes involved in cancer and
therapy resistance. The committee felt that the Pl didn’t adequately address the hazards involved with using
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the lenti-vector system, identify which siRNAs were going to be expressed and provide a working SOP for use
of the viral vector. Steve Hughes moved to defer the registry until the April meeting so that the Pl could
address these additional concerns. Scott Jendrek second the motion. (FOR: 8 AGAINST: 0 ABSTAIN: 0)

OUTSTANDING ITEMS

Stephen O’Brien 09-38: Human Genetic Analysis — Approval memo released

Sandra Ruscetti 09-55: Development of Animal Models for Xenotropic MulV-Related Virus (XMRV) -
ASP 09-065 Animal SOP to be developed

Frank Ruscetti 09-47: Mechanism of Transmission of Human Lymphotropic Virus (HTLV) and
Xenotropic MulLV-Related Virus (XMRV) Waiting for response from Pl/Kathryn Jones regarding
guestions sent from IBC — December 15, 2009 (Original IBC review September)

AMENDMENTS

Twenty-one amendments were processed and approved between the February and March meetings;
while five were processed but remained outstanding as of the IBC meeting date.

OTHER BUSINESS

- VPP: On March 11, 2010, the VPP conducted a demonstration of their new filtration process for
adenovirus. While the set-up was a great improvement from the original, the committee
requested the facility to fail the system to ensure that the generated psi would not lead to another
exposure incident. Bill Brady informed the committee at the meeting that after the demo, they
had failed the system and adjusted the rollers between the pump head and pump head track. The
pump was then set to the maximum pump output (265 rpm) for 10 minutes with the outlet closed
and the maximum system pressure (28 psi) was well below all the system components maximum
operating pressures. Stephen Hughes recommended the group to periodically re-fail the system to
ensure that the limits have not changed. Scott Jendrek motioned to approve the new filtration
process and remove the ‘cease and desist’ order on the production. Theresa Bell second the
motion. (For: 10 Against: 0 Abstain: 0)

- IBC Review Process: Dan McVicar informed the committee of the new IBC webpages that Kim
DiGiandomenico and Theresa Bell are developing to facilitate access to the necessary information a
Pl needs to register his/her program with the IBC. He also reminded the committee that the IBC
review process is also changing to one similar to a journal review. So far the new internal review
process has been working well and minimal registries have needed to be deferred.

- Stephen Hughes informed the committee that the Recombinant Advisory Committee (RAC) has
been having discussions about exempting select breeding of transgenic animals. Dr. Hughes has
been consulted by the RAC and said he would update the committee as necessary.

ADJOURNMENT

The meeting was adjourned at 2:40pm.

Next meetings: April 20, 2010 (549 — Executive Board Rm) May 18, 2010 (426 Training Room)
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March 16, 2010   

Call to order / Announcements
The NCI-Frederick Institutional Biosafety Committee was convened at 12:10pm in Building 549 Conference Room B with the following members in attendance:

Voting 


 FORMCHECKBOX 
 Michael Baseler 


 FORMCHECKBOX 
 Theresa Bell 


 FORMCHECKBOX 
 Stephen Creekmore (regrets)

 FORMCHECKBOX 
 Bruce Crise (left at 1:20pm)

 FORMCHECKBOX 
 Eric Freed


 FORMCHECKBOX 
 Melinda Hollingshead (regrets)

 FORMCHECKBOX 
 Stephen Hughes 

 FORMCHECKBOX 
 Scott Jendrek


 FORMCHECKBOX 
 Serguei Kozlov 

 FORMCHECKBOX 
 Dan McVicar (Chair)


 FORMCHECKBOX 
 Randall Morin (regrets)

 FORMCHECKBOX 
 Alberta Peugeot (regrets)

 FORMCHECKBOX 
 Lucien Winegar


 FORMCHECKBOX 
 Rev. David Betzner (left at 2:10pm) 

Non-Voting


 FORMCHECKBOX 
 Dianna Conrad 


 FORMCHECKBOX 
 Kim DiGiandomenico


Other


 FORMCHECKBOX 
 Scott Keimig


 FORMCHECKBOX 
 Karen Barber (regrets)

 FORMCHECKBOX 
 Bill Brady (left at 1:50pm)

 FORMCHECKBOX 
 Robert Thomas (left at 1:10pm)


 FORMCHECKBOX 
 Marla Mullen (left at 1:10pm)


 FORMCHECKBOX 
 Chris Perella (left at 2:10pm)


 FORMCHECKBOX 
 Mark Shrader (left at 2:10pm)


 FORMCHECKBOX 
 Robert Werner (left at 2:10pm)


 FORMCHECKBOX 
 Robin Winkler-Pickett (left at 1:40pm)


Serguei Kozlov and Scott Jendrek indicated that they were having some issues with using SharePoint when accessing documents for review.  Theresa Bell and Kim DiGiandomenico said they would follow-up with tech support to determine if a cause could be found.  

Approval of minutes from February 23, 2010 Meeting 
The February 23, 2010 meeting minutes were approved as written.  
(A motion and 2nd were made.  (For: (10) Against: (0) Abstain: (0))


Accident Reviews

Theresa Bell reported one incident which occurred in the BSL3 lab at USAMRIID with an SAIC-Frederick employee.  A filter disconnected from a syringe while filtering a solution containing Burkholderia pseudomallei.  The procedure was being conducted in a biological safety cabinet (BSC) at the time of the incident, but there was potential for exposure due to droplets that were found on the outer front of the BSC.  Because of an interagency agreement with SAIC-Frederick and USAMRIID, all medical treatment will be conducted through USAMRIID; however Ms. Bell will be conducting an investigation aside from the one already conducted by USAMRIID.  

Review of Protocols

New Registrations


Karlyne Reilly  10-10:  Maintenance and Growth of human glioma samples in immunosuppressed mice
This project involves using xenografts of primary human brain tumors and implanting them into animals and then using the xenograft cells as a model for testing therapeutics.  The committee wanted additional clarification on the following:  Section A4a and SOP VIf – They requested a more concrete statement as to whether safety needles were or were not going to be used, primarily for the injections of cells/Matrigel instead of using a Hamilton or 21G needle.  They also wanted to know if a blunt-ended 16G needle could be used for the dispersion and if not, why.  Steve Hughes motioned to defer approval to lead reviewers once answers were provided to the aforementioned questions.  Lucien Winegar second the motion.  (FOR: 10  AGAINST: 0  ABSTAIN: 0)


Terry Van Dyke  10-15:  Characterizing early mammary tumorigenesis with in vivo imaging in xenograft rodent models of breast cancer I  The lead reviewers indicated that the registry was well defined and involved injecting human cell lines in animals to develop xenograft animal models.  The models would then be used for in vivo imaging techniques to detect and characterize the earliest stages of mammary cancer.  The committee requested that no injections were to occur in animals until the pathogen screens were completed.  Scott Jendrek moved to approve the registry as written.  Steve Hughes second the motion.  (FOR: 10  AGAINST: 0  ABSTAIN: 0)


Stephen O’Brien  09-58:  Opportunistic collection of animal tissues for genetic, veterinary clinical pathology and histopathologic studies, and feline retrovirus discovery  This registry had been previously deferred.  The investigators addressed all the concerns that arose at the January sub-committee meeting and re-wrote the IBC registration to reflect the updates.  However, the committee had additional questions for further clarification:  

a. Regarding handling of specimens – the last row was cut off of the handling schematic regarding the manipulation of frozen tissues to be handled at BSL2 (see correspondence from sub-committee meeting sent on 01/11/10); 


b. Regarding the collection of carcasses found along the roadside – the current documents need revised to include what PPE should be worn when collecting the specimens and how they are to be handled (i.e. how will animals be placed into bags/containers and back into vehicle without contaminating the collector or the vehicle)?  Will a ‘collection kit’ be available in the vehicle?


c. Acknowledge other hazards aside from rabies – The committee has requested a statement within the registry and SOPs to acknowledge that there are other hazards that could be affiliated with collecting a carcass off the roadside other than rabies, such as ticks, TB, arthropods, etc. In addition, how will lab staff inactivate/disinfect materials involved with the collection and processing of carcasses found along the roadside?  

The committee had no further comment.  Dan McVicar motioned to defer approval to lead review pending investigator responses to the aforementioned questions.  Stephen Hughes second the motion.  (FOR: 10  AGAINST: 0  ABSTAIN: 0)

Andy Hurwitz  10-07:  Targeting cells for elimination using diphtheria toxin (DT) and cell type-specific DT receptors  The IBC had some additional questions and comments regarding this registration for the DT work.  Once the PI addresses these questions and the lead reviewers approve, final approval can be released.


1. There were inconsistencies as to where the DT was being obtained (see A2, C6a, C7a, E9 and SOP).   Is it being purchased commercially by this lab, obtained as aliquots from the Trinchieri group or both?  


2. A4a - Will a safety needle be used for injections?  If one is not available, then at a minimum, a TB syringe must be used for injections.  Will syringes be preloaded for export to the animal facility? 

3. A6a1 – update text 


4. C7a and C9a, C13a – see comments and updates to text 

5. E11 – Limit who works directly with the toxin.  Please identify the personnel who will be working with the toxin versus those who will be working with tissues excised from DT infected mice.  Note: all personnel will still need to have the DT training provided by EHS. 

6. SOP – comments made directly to SOP 

7. EHS will provide the PI and animal facility manager with a document outlining the required laboratory practices for the use of diphtheria toxin.  The PI and animal facility manager will be responsible for showing it to their staff, signing an acknowledgement and returning it to the EHS office.

Theresa Bell moved to approve the registry once clarifications were made.  Scott Jendrek second the motion.  (FOR: 9  AGAINST: 0  ABSTAIN: 0)

Renewals


Karlyne Reilly  10-06 (05-58):  Use of knock-out and transgenic mice to study astrocytoma and neurofibromatosis – breeding only  This was submitted to renew a breeding only registry.  The lead reviewers stated that it was fairly straight-forward and they had no reservations to approve.  Stephen Hughes motioned for approval as presented; Serguei Kozlov second the motion.  (FOR: 10  AGAINST: 0  ABSTAIN: 0)


Diane Palmieri  10-03 (07-12 & 07-11):  New Models for Breast Cancer Brain Metastasis This group is developing new breast cancer models to better understand the molecular mechanisms underlying development of brain metastases.  The committee noted that section B5f of the registry should be marked yes because of potential mobilization by endogenous viruses and requested for the PI to fix this section.  In addition, they also requested for the PI to include a statement in the registry to specify handling precautions when excising tissues and tumors from animals, specific to these cell lines, due to endogenous viruses.  Serguei Kozlov moved to approve the registry pending the additions outlined above.  Scott Jendrek second the motion.  (FOR: 8  AGAINST: 0  ABSTAIN: 0)

Stephen Hou  10-09 (07-65):  Mouse Models to investigate development & stem cell regulation  This was submitted as a renewal for a breeding only registry.  The lead reviewers stated that it was fairly straight-forward and they had no reservations to approve.  Steve Hughes motioned to approve the registry pending the PI’s response to sharps usage in A4 and E4 of the registry.  Serguei Kozlov second the motion.  (FOR: 8  AGAINST: 0  ABSTAIN: 0)

Giovanni Melillo  10-08 (08-08; 06-52; 06-62; 06-63; 06-64):  Use of human and animal cell lines in animal study….Use of recombinant DNAs  This laboratory investigates cancer biology by developing and assessing cancer therapeutics.  Various biological tools are used for these applications including the use of rDNA, human cell lines and lentiviral based delivery systems to knock-down genes involved in cancer and therapy resistance.  The committee felt that the PI didn’t adequately address the hazards involved with using the lenti-vector system, identify which siRNAs were going to be expressed and provide a working SOP for use of the viral vector.  Steve Hughes moved to defer the registry until the April meeting so that the PI could address these additional concerns.  Scott Jendrek second the motion.  (FOR:  8  AGAINST: 0  ABSTAIN:  0)

Outstanding Items  

Stephen O’Brien 09-38:  Human Genetic Analysis – Approval memo released 


Sandra Ruscetti  09-55:  Development of Animal Models for Xenotropic MuLV-Related Virus (XMRV) - ASP 09-065   Animal SOP to be developed   

Frank Ruscetti  09-47:  Mechanism of Transmission of Human Lymphotropic Virus (HTLV) and Xenotropic MuLV-Related Virus (XMRV)  Waiting for response from PI/Kathryn Jones regarding questions sent from IBC – December 15, 2009 (Original IBC review September)  

Amendments

Twenty-one amendments were processed and approved between the February and March meetings; while five were processed but remained outstanding as of the IBC meeting date.

Other Business

· VPP:  On March 11, 2010, the VPP conducted a demonstration of their new filtration process for adenovirus.  While the set-up was a great improvement from the original, the committee requested the facility to fail the system to ensure that the generated psi would not lead to another exposure incident.  Bill Brady informed the committee at the meeting that after the demo, they had failed the system and adjusted the rollers between the pump head and pump head track.  The pump was then set to the maximum pump output (265 rpm) for 10 minutes with the outlet closed and the maximum system pressure (28 psi) was well below all the system components maximum operating pressures.  Stephen Hughes recommended the group to periodically re-fail the system to ensure that the limits have not changed.  Scott Jendrek motioned to approve the new filtration process and remove the ‘cease and desist’ order on the production.  Theresa Bell second the motion.  (For:  10  Against: 0  Abstain: 0)

· IBC Review Process:  Dan McVicar informed the committee of the new IBC webpages that Kim DiGiandomenico and Theresa Bell are developing to facilitate access to the necessary information a PI needs to register his/her program with the IBC.  He also reminded the committee that the IBC review process is also changing to one similar to a journal review.  So far the new internal review process has been working well and minimal registries have needed to be deferred.

· Stephen Hughes informed the committee that the Recombinant Advisory Committee (RAC) has been having discussions about exempting select breeding of transgenic animals.  Dr. Hughes has been consulted by the RAC and said he would update the committee as necessary.

Adjournment

The meeting was adjourned at 2:40pm.


Next meetings:

 April 20, 2010 (549 – Executive Board Rm)

May 18, 2010 (426 Training Room)
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