NCI-FREDERICK
INSTITUTIONAL BIOSAFETY COMMITTEE

MINUTES
May 18, 2010

CALL TO ORDER / ANNOUNCEMENTS
The NCI-Frederick Institutional Biosafety Committee was convened at 1:35pm in Building 426 Training
Room with the following members in attendance:

Voting

|:| Michael Baseler (regrets) |:| Scott Jendrek (regrets)
X] Theresa Bell [X] serguei Kozlov

& Stephen Creekmore & Dan McVicar (Chair)
[X] Bruce Crise <] Randall Morin

[X] Eric Freed X Alberta Peugeot

[ ] Melinda Hollingshead (regrets) X Lucien Winegar

& Stephen Hughes & Rev. David Betzner
Non-Voting

<] Dianna Conrad
X] Kim DiGiandomenico

Other

& Scott Keimig

|:| Karen Barber (regrets)

[_]Bill Brady

X] Robert Thomas

[ ] Rick Baumann — Biosafety Officer, NIH Bethesda

APPROVAL OF MINUTES FROM APRIL 20, 2010 MEETING
The April 20, 2010 meeting minutes were approved as written.
(A motion and second were made. (For: (11) Against: (0) Abstain: (0))

ACCIDENT REVIEWS - hone

REVIEW OF PROTOCOLS
NEW REGISTRATIONS

Dimiter Dimitrov 10-23: Use of putative primary immunogens for elicitation of broadly neutralizing
antibodies against HIV-1 in mice expressing a human IgM antibody repertoire

The objective of the proposal is to investigate the effect of the putative primary immunogens on eliciting
the desired antibodies against HIV-1 in a mouse model. The Pl will be using transgenic mice that were
engineered by another laboratory. The Pl thoroughly addressed all questions the lead reviewers had.
Serguei Kozlov moved to approve the registry as written. Theresa Bell seconded the motion. (For: 11;
Against: 0; Abstain: 0)
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RENEWALS

Allan Weissman 10-13 (05-08): Animal Models for the Ubiquitin System

This project will investigate the in vivo function of gp78 and the E2 family of conjugating enzymes by
disruption of the target genes and transgenic expression of the wild type/ mutant proteins in animal
models. During lead review, the registration went through several rounds of review to specifically identify
safety concerns regarding the segregation of the viral vectors and Sindbis virus as well as the use of the
viral vectors in the research. There was committee discussion regarding how well the paperwork, for any
IBC document, translates into lab practices and that ultimately it is EHS's responsibility, not the IBC's, to
enforce the safety guidance that is coming from the committee. The committee concurred that there was
additional clarification needed for the following questions: Are you using ecotropic or amphotropic
retroviral vectors? If amphotropic, why is it necessary to use an amphotropic vector and address the
additional safety concerns that arise with using an amphotropic vector? Steve Hughes motioned to
conditionally approve the registry pending clarification to the aforementioned questions and re-evaluation
by the lead reviewers. Bruce Crise seconded the motion. (For: 11; Against: 0; Abstain: 0)

Anne Monks 10-22 (06-93): Transcriptional profiles, gene expression and pharmacodynamic target
determination in experimental drug treated patient samples

This laboratory receives patient tumor samples collected in the NCI clinic for RNA or protein extraction to
determine the effect of novel drug treatment on the transcriptional profiles and/or to validate potential
PD markers determined from the model systems. Established human tumor cell lines, as listed in the
original registry, have previously been utilized as models to determine the effect of novel drug treatment.
In addition tumor samples from drug treated mice were also previously used for RNA extraction and used
for transcriptional profiling or quantitative RT-PCR. The lead reviewers confirmed during their review that
no CNS tumors would be received, so there would be no concerns regarding prions. The committee also
had some suggestions for the Sample Declaration Form that the Pl provided. Dan McVicar moved to
approve the registry upon confirmation for the use and source of the human cell lines that were included
from the original registry. Bruce Crise seconded the motion. (For: 11; Against: 0; Abstain: 0)

Deborah Morrison 10-24 (07-19): Functional Characterization of KSR

The research involves generating knock-out mice in order to study the biological function of kinase
suppressor of Ras (KSR) as well as generating DNA constructs for the expression of wild type and mutant
KSR proteins in tissue culture. The Pl adequately addressed all safety concerns the lead reviewers had
during the pre-review. Bruce Crise motioned to approve the registry as written. Eric Freed seconded the
motion. (For: 11; Against: 0; Abstain: 0)

OUTSTANDING ITEMS

Frank Ruscetti 09-47: Mechanism of Transmission of Human Lymphotropic Virus (HTLV) and Xenotropic
MulV-Related Virus (XMRV) After numerous reminders and a final notification, to which no response was
provided regarding the IBC questions for 09-47, a delinquency notification will be sent to Dr. Ruscetti from
the IBC chairman.
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AMENDMENTS

Fifteen amendments were processed and approved between the April and May meetings; while six were
processed but remained outstanding as of the IBC meeting date.

OTHER BUSINESS
Discussion continued from last month’s meeting regarding the registration and review of transgenic
animals. Steve Hughes updated the committee that the Recombinant DNA Advisory Committee
(RAC) is re-evaluating the breeding and crosses of mice and what is considered “safe”. Rick
Baumann added that he has been working closely with the RAC and they are close to releasing
additional guidance on the mating of non-viral, prion-free biosafety level 1 transgenic mice. Dr.
Hughes informed the committee that he would keep them abreast of the RAC developments as
they become available.

The requirements for human cell line pathogen testing was again discussed by the committee, as
some investigators have recently questioned the need to re-test a cell line if it has already been
screened once, whether by his/her lab or another investigator. After much discussion, Dan
McVicar motioned to continue requiring human pathogen testing only for human cell lines being
put into animals, while only strongly recommending the testing for in vitro use. Bruce Crise
seconded the motion. The committee unanimously voted to continue the pathogen testing as it
currently stands. (For: 11; Against: 0; Abstain: 0)

Theresa Bell and Kim DiGiandomenico updated the committee on the status of enhancing the
current IBC registration form. To date, they have met with Data Management Services (DMS) to
discuss the development of a web-to-database form/system and provided DMS with examples of
how they would like the system to look and the desired functionality of the system. They indicated
that DMS is also working to make the IBC webpage interface more user-friendly. When asked by
the committee what was being used in Bethesda, Rick Baumann said they were using Pl Dashboard.
While continuing to pursue a web-to-database system at NCI-F, Ms. Bell and Ms. DiGiandomenico
will also explore Pl Dashboard and its potential use for the Frederick IBC. Updates will be provided
to the committee as they develop.

ADJOURNMENT
The meeting was adjourned at 3:05pm.

Next meetings: June 15, 2010 (549 Executive Board Room) July 20, 2010 (549 Executive Board Room)
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NCI-Frederick


Institutional Biosafety Committee


Minutes


May 18, 2010 

Call to order / Announcements
The NCI-Frederick Institutional Biosafety Committee was convened at 1:35pm in Building 426 Training Room with the following members in attendance:

Voting 


 FORMCHECKBOX 
 Michael Baseler (regrets)

 FORMCHECKBOX 
 Theresa Bell 


 FORMCHECKBOX 
 Stephen Creekmore 

 FORMCHECKBOX 
 Bruce Crise 

 FORMCHECKBOX 
 Eric Freed 

 FORMCHECKBOX 
 Melinda Hollingshead (regrets)

 FORMCHECKBOX 
 Stephen Hughes 

 FORMCHECKBOX 
 Scott Jendrek (regrets)

 FORMCHECKBOX 
 Serguei Kozlov 

 FORMCHECKBOX 
 Dan McVicar (Chair)


 FORMCHECKBOX 
 Randall Morin 


 FORMCHECKBOX 
 Alberta Peugeot


 FORMCHECKBOX 
 Lucien Winegar


 FORMCHECKBOX 
 Rev. David Betzner 

Non-Voting


 FORMCHECKBOX 
 Dianna Conrad 


 FORMCHECKBOX 
 Kim DiGiandomenico


Other


 FORMCHECKBOX 
 Scott Keimig


 FORMCHECKBOX 
 Karen Barber (regrets)

 FORMCHECKBOX 
 Bill Brady 


 FORMCHECKBOX 
 Robert Thomas 


 FORMCHECKBOX 
 Rick Baumann – Biosafety Officer, NIH Bethesda

Approval of minutes from April 20, 2010 Meeting 
The April 20, 2010 meeting minutes were approved as written.  
(A motion and second were made.  (For: (11) Against: (0) Abstain: (0))

Accident Reviews - none

Review of Protocols

New Registrations

Dimiter Dimitrov 10-23:  Use of putative primary immunogens for elicitation of broadly neutralizing antibodies against HIV-1 in mice expressing a human IgM antibody repertoire  

The objective of the proposal is to investigate the effect of the putative primary immunogens on eliciting the desired antibodies against HIV-1 in a mouse model.  The PI will be using transgenic mice that were engineered by another laboratory.  The PI thoroughly addressed all questions the lead reviewers had.  Serguei Kozlov moved to approve the registry as written.  Theresa Bell seconded the motion.  (For: 11;  Against: 0;  Abstain: 0)


Renewals


Allan Weissman 10-13 (05-08):  Animal Models for the Ubiquitin System

This project will investigate the in vivo function of gp78 and the E2 family of conjugating enzymes by disruption of the target genes and transgenic expression of the wild type/ mutant proteins in animal models.  During lead review, the registration went through several rounds of review to specifically identify safety concerns regarding the segregation of the viral vectors and Sindbis virus as well as the use of the viral vectors in the research.  There was committee discussion regarding how well the paperwork, for any IBC document,  translates into lab practices and that ultimately it is EHS’s responsibility, not the IBC’s, to enforce the safety guidance that is coming from the committee.  The committee concurred that there was additional clarification needed for the following questions:  Are you using ecotropic or amphotropic retroviral vectors?  If amphotropic, why is it necessary to use an amphotropic vector and address the additional safety concerns that arise with using an amphotropic vector?  Steve Hughes motioned to conditionally approve the registry pending clarification to the aforementioned questions and re-evaluation by the lead reviewers.  Bruce Crise seconded the motion. (For: 11;  Against: 0;  Abstain: 0)

Anne Monks 10-22 (06-93):  Transcriptional profiles, gene expression and pharmacodynamic target determination in experimental drug treated patient samples 

This laboratory receives patient tumor samples collected in the NCI clinic for RNA or protein extraction to determine the effect of novel drug treatment on the transcriptional profiles and/or to validate potential PD markers determined from the model systems.  Established human tumor cell lines, as listed in the original registry, have previously been utilized as models to determine the effect of novel drug treatment.  In addition tumor samples from drug treated mice were also previously used for RNA extraction and used for transcriptional profiling or quantitative RT-PCR.  The lead reviewers confirmed during their review that no CNS tumors would be received, so there would be no concerns regarding prions.  The committee also had some suggestions for the Sample Declaration Form that the PI provided.  Dan McVicar moved to approve the registry upon confirmation for the use and source of the human cell lines that were included from the original registry.  Bruce Crise seconded the motion.  (For: 11; Against: 0; Abstain: 0)

Deborah Morrison 10-24 (07-19):  Functional Characterization of KSR 

The research involves generating knock-out mice in order to study the biological function of kinase suppressor of Ras (KSR) as well as generating DNA constructs for the expression of wild type and mutant KSR proteins in tissue culture.  The PI adequately addressed all safety concerns the lead reviewers had during the pre-review.  Bruce Crise motioned to approve the registry as written.  Eric Freed seconded the motion.  (For: 11; Against: 0; Abstain: 0) 

Outstanding Items  

Frank Ruscetti  09-47:  Mechanism of Transmission of Human Lymphotropic Virus (HTLV) and Xenotropic MuLV-Related Virus (XMRV)  After numerous reminders and a final notification, to which no response was provided regarding the IBC questions for 09-47, a delinquency notification will be sent to Dr. Ruscetti from the IBC chairman.    

Amendments

Fifteen amendments were processed and approved between the April and May meetings; while six were processed but remained outstanding as of the IBC meeting date.

Other Business

· Discussion continued from last month’s meeting regarding the registration and review of transgenic animals.  Steve Hughes updated the committee that the Recombinant DNA Advisory Committee (RAC) is re-evaluating the breeding and crosses of mice and what is considered “safe”.  Rick Baumann added that he has been working closely with the RAC and they are close to releasing additional guidance on the mating of non-viral, prion-free biosafety level 1 transgenic mice.  Dr. Hughes informed the committee that he would keep them abreast of the RAC developments as they become available. 

· The requirements for human cell line pathogen testing was again discussed by the committee, as some investigators have recently questioned the need to re-test a cell line if it has already been screened once, whether by his/her lab or another investigator.  After much discussion, Dan McVicar motioned to continue requiring human pathogen testing only for human cell lines being put into animals, while only strongly recommending the testing for in vitro use.  Bruce Crise seconded the motion.  The committee unanimously voted to continue the pathogen testing as it currently stands.  (For: 11; Against: 0; Abstain: 0)

· Theresa Bell and Kim DiGiandomenico updated the committee on the status of enhancing the current IBC registration form.  To date, they have met with Data Management Services (DMS) to discuss the development of a web-to-database form/system and provided DMS with examples of how they would like the system to look and the desired functionality of the system.  They indicated that DMS is also working to make the IBC webpage interface more user-friendly.  When asked by the committee what was being used in Bethesda, Rick Baumann said they were using PI Dashboard.  While continuing to pursue a web-to-database system at NCI-F, Ms. Bell and Ms. DiGiandomenico will also explore PI Dashboard and its potential use for the Frederick IBC.  Updates will be provided to the committee as they develop.

Adjournment
The meeting was adjourned at 3:05pm.

Next meetings:

June 15, 2010 (549 Executive Board Room)

July 20, 2010 (549 Executive Board Room)
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