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ACTION ITEMS

· CEI-SC Members
· Provide Dr. Zoon (zoonk@mail.nih.gov) with useful scientific information and links of relevance to the CEI to be included on the CEI Web site.

· Ms. Karen Maurey
· Prepare a set of guidelines on how NCI IRP investigators can advertise their inventions to companies and what information they can share with the companies.

· Consider developing a procedure to ensure inventor/Institute involvement in the definition of benchmarks for inventions when they are licensed.

· Provide Mr. Montgomery with the Single Letter Agreement template to be posted on the CEI Web site.

OVERVIEW

The Center of Excellence in Immunology Steering Committee (CEI-SC) convened at 4:05 p.m. on February 19, 2004. Dr. Anatoli Malyguine distributed the January 2004 issue of SAIC–Frederick, Inc.’s Operations & Technical Support that features the Laboratory of Cell-Mediated Immunity. Ms. Karen Maurey and Dr. Mark Rohrbaugh gave a presentation entitled “Special Invited Discussion on Technology Transfer,” in which they explained their offices’ procedures and answered questions from CEI-SC members.

UPDATES AND NEW BUSINESS

Dr. Kathy Zoon stated that the CEI-SC would have its regular meeting on February 24. Agenda items for this coming meeting include the possibility of holding a CEI Retreat, discussion of the Report outline, and preparation of collaborative CEI research proposals.

Dr. Zoon announced that the CEI Web site is already functional. The address is http://home.ccr.cancer.gov/coe/immunology. The information on the Web site is available to the public, with the exception of the CEI-SC meeting summary minutes, which are accessible only through the CCR Intranet. The site features several relevant presentations about the CEI and will soon be updated with presentations on contract manufacturing and procedures for the Clinical Product Review Committee. Dr. Zoon requested that CEI-SC members provide her with useful links to be included on the CEI Web site.
PRESENTATION

Special Invited Discussion on Technology Transfer—Ms. Karen Maurey, Acting Branch Chief, TTB, NCI, and Dr. Mark Rohrbaugh, Director, OTT, NIH

Dr. Zoon reminded the Committee that at the previous meeting, the CEI-SC had discussed the memorandum NIH Regulations Concerning the Transfer of Therapeutic Agents From Industry to the NIH: Major Roadblocks to Clinical Research at the NIH, prepared by Dr. Thomas Waldmann, and decided to invite Ms. Karen Maurey and Dr. Mark Rohrbaugh to clarify some intellectual property issues that had arisen.

Dr. Rohrbaugh explained that the modern era of technology transfer started in the early 1980s with the passage of a series of Federal laws (with subsequent amendments) that enabled the transfer of some of the Government’s rights to inventions to Federal laboratories and non-Government parties and allowed universities and other organizations to retain title to and license inventions developed under Federally supported projects. These laws, therefore, allow the NIH to own the inventions on behalf of the Federal Government and to patent and license them in order to ultimately benefit public health. In 1986, the passage of the Federal Technology Transfer Act allowed the NIH to engage in a special collaboration between Federal laboratories and outside companies known as Cooperative Research and Development Agreements (CRADAs).

The Office of Technology Transfer (OTT), created in 1989, is located in the Office of the NIH Director and has a staff of 55 people and 10 contractors.  The patent, licensing, and policy staff have strong science background and some, in addition, have legal or business backgrounds. The OTT oversees patent prosecution, negotiates and monitors licensing agreements, and provides oversight and central policy review of CRADAs. At the NCI level, the Technology Transfer Branch (TTB) works closely with the NCI scientists and is responsible for receiving Employee Invention Reports (EIRs); providing scientific and programmatic input into licensing and patenting decisions to OTT; and preparing CRADAs, Material Transfer Agreements (MTAs), and Clinical Trial Agreements (CTAs).

A CRADA is an agreement between an NIH laboratory and a non-Federal party under which both parties can provide personnel, services, facilities, equipment, and/or other resources toward the conduct of specified research or development efforts that are consistent with the mission of the laboratory. In addition, CRADAs offer a unique mechanism by which NIH laboratories can receive funds from non-Federal parties for collaborative research and provide the CRADA partner with an option to license exclusively inventions made by NIH investigators under the CRADA Research Plan (RP). Materials CRADAs (M-CRADAs) allow the NIH to receive proprietary materials from industry and are used in instances in which a company is willing to provide an otherwise unavailable material to the NIH, but the company requires in exchange rights to license new inventions arising under the CRADA RP.
The process for establishing a CRADA starts with the identification of a potential CRADA partner by the investigator. Ms. Maurey and Dr. Rohrbaugh explained that the first agreement signed by the two parties involved in the negotiation may be a Confidential Disclosure Agreement (CDA). This is particularly important to protecting one’s interest if sensitive information will be shared. A Letter of Intent (LOI) can be signed prior to a CRADA and allows the research to start before the final agreement is reached. If an invention is developed under an LOI agreement, it will be covered by the subsequent CRADA. Once the CRADA partner has been identified, the NCI TTB negotiates the terms and conditions of the agreement. The Principal Investigator, in consultation with the collaborator and TTB, writes the RP––a description of the project being undertaken and the definition of the research scope. The CRADA then needs to be approved by the NCI Ethics Committee (having all financial documents in order is important to speed up this step in the clearance process), the Lab/Branch Chief, and NCI’s Scientific Director. Subsequently, at the NIH level, the CRADA will be reviewed by the NIH CRADA Subcommittee, which will make a recommendation to the NIH Office of Intramural Research (OIR); cleared by the Office of General Counsel (OGC) and OTT; and, finally, accepted or rejected by Dr. Michael Gottesman, Deputy Director, NIH OIR. NIH-approved CRADAs are then executed by the Institute’s Director, Deputy Director, or Scientific Director. From this point on, the CRADA is managed at the Institute level. However, in some instances (e.g., some renewals and amendments) the CRADA needs to be re-reviewed by the NIH CRADA Subcommittee. The timeframe for obtaining a CRADA is approximately 6 months, although it may take up to 1 year; the company’s approval can take 4 months. Currently, NIH has about 250 active CRADAs—of which 195 correspond to the NCI. To date, NIH has entered into approximately 650 M-CRADAs with 180 companies.

Dr. Rohrbaugh updated the CEI-SC on the ongoing negotiations for establishing M-CRADAs with Amgen. A model agreement with the company is nearly final. Once the agreement is signed, Ms. Maurey’s office will contact investigators on the waiting list to initiate individual agreements. Investigators will have to clear potential conflicts of interest and may need to update the original RP for review by the NIH CRADA Subcommittee.

Dr. Rohrbaugh explained that NIH generates most of the inventions and patents among Federal laboratories. Currently, NIH has about 1,500 active licenses that generated $53 million in royalties in 2003. The majority of these royalties, however, were generated from only a few inventions. The NIH Office of Financial Management distributes royalty income to inventors and to the Institute/Center or laboratory where the invention arose. Royalty income designated as reimbursement for patent expenses is provided to the ICs without sharing a portion with the inventors. Ms. Maurey explained that at the NCI, royalty money is not returned to the laboratory of origin of the invention but is rather used for funding various programs. Dr. Zoon added that Dr. Alan Rabson, Deputy Director, NCI, has funded clinical research projects with royalty income. Currently, researchers can submit requests for funding to Dr. Rabson, but the process for using royalty money at NCI may change in a few months. Some CEI-SC members suggested that royalty income be returned to the laboratory of origin of the invention. Ms. Maurey cautioned that many technologies generate very little dollar amount, and some process expenses have already been paid for before the technology is licensed. She considers returning money above a certain threshold to the laboratory of origin to be more practical. Given the different views on management of royalty income, this issue will be discussed in more detail at another meeting.

Dr. Jeffrey Schlom asked about the policy regulating the sharing of industry material obtained through an MTA or M-CRADA between Institutes or NCI laboratories. Ms. Maurey cautioned that before handing industry material to another laboratory, the investigator needs to verify whether this is allowed under the terms of the agreement. M-CRADAs and most MTAs specify that company materials will be used for conducting the research described in the RP at the Principal Investigator’s laboratory and under his or her direct supervision. The MTA or M-CRADA partner must be notified prior to sharing material with a third party. If a collaboration is anticipated, the agreement template can be modified up front to reflect that collaboration in a way that is acceptable for all parties. The agreement can also be amended afterwards to add the third party and the research collaboration.

Ms. Maurey explained that with respect to the transfer/sharing of NCI-owned materials among NCI laboratories, there is no legal requirement to write an MTA, but it is advisable to have written documentation to avoid possible conflicts. NCI-owned materials can be shared internally and with academic institutions through a Single Letter Agreement (SLA). The SLA specifies that the material cannot be distributed to third parties nor used in the clinic and that the provider should be recognized in any subsequent publication related to the material. An SLA does not require an RP, and Lab/Branch Chiefs have authority to sign it on behalf of the NCI (an SLA template can be found at http://ttb.nci.nih.gov/forms.html). Prior to making NCI-owned materials (or NCI-patented materials) available to companies or other parties, the investigator should consult with the TTB/OTT to ensure a coordinated distribution strategy. Ms. Maurey added that some specific materials developed at NCI that are especially useful for research or whose production is particularly costly and time-consuming are freely available to academia and companies through MTAs (e.g., 60-cell line panel).

CEI-SC members expressed concern about the lack of control over experiments that contractors could perform with material (e.g., plasmid constructs, hybridomas, etc.) received from NCI investigators and that could result in the patenting of the material for a new use. Ms. Maurey explained that because of the limits of the contracted work, no invention usually takes place. However, if the contractor produces an invention, he or she can elect title to the invention under the law. Dr. Rohrbaugh explained that the contract should be carefully worded to establish the conditions under which the MTA could be used. If narrower than the contract scope, the research to be conducted should be described in detail in the MTA; otherwise, it should be stated that the material can be used only for the specific contract purpose and that there is no permission to use it outside the contract. The OTT does not supervise agreements between investigators and contractors. Also, there is no standard language for these agreements because they depend on the specific scope of the contracted work. Ms. Maurey explained that there is no wording that can be added to the contract to ensure Government rights to patents that originate under the contract. In very rare instances, though, contracts may address this issue through the Determination of Exceptional Circumstances, which must be approved by the NIH Director. Ms. Maurey clarified that the contract with SAIC–Frederick (not SAIC Corp.) has been modified so that the Federal Government retains invention rights even if SAIC–Frederick subcontracts research work to large companies. There is more flexibility, though, for subcontracts with small businesses and academia.

Dr. Rohrbaugh concluded his presentation by stating that M-CRADAs and MTAs at NIH are structured under a series of principles and guidelines developed under the tenure of Dr. Harold Varmus as requirements for IRP research and Federally funded grants and contracts. These guidelines mandate that once a new research material created with Federal funding is fully characterized, it should be made available to other researchers.

Dr. Ira Pastan raised the issue of how to preserve the original purpose of the invention when this is licensed. He strongly suggested that the inventor sign off on every license to ensure that it does not conflict with the inventor’s own work and that the original purpose of the invention is maintained. Dr. Rohrbaugh stated that his office’s goal is to maximize the public health impact of all licenses (even if they return less royalty income to NIH). The OTT works with TTB for licensing inventions, especially when granting exclusive licenses. He added that there are legal reasons that inventors are not advised to sign off on licenses. Dr. Pastan indicated that if not the investigator, at least the Institute should agree with the license plan. Ms. Maurey added that formally, as an office, the TTB does not always propose benchmarks but that benchmarks may be defined by the individual license specialists. Dr. Waldmann said that inventors are concerned about exclusive licensing, but according to Dr. Rohrbaugh, over 80 percent of the licenses for NIH inventions are nonexclusive. Only if the company demands and justifies exclusivity is it granted.

Dr. Robert Yarchoan asked about how to generate companies’ interest in a product that the inventor considers worthy but that is unlikely to generate a significant amount of money (e.g., a diagnostic tool for a rare disease). Dr. Rohrbaugh explained that his office rapidly advertises the NCI technology to many companies, but that, often, only one company is interested and that many inventions are never licensed because they are of little commercial value or of high risk. Inventors can approach companies themselves, but they should consult with the TTB/OTT license specialists about what information can safely be shared with the company (e.g., the OTT-approved abstract describing the technology) and what should not be discussed in those conversations (e.g., patents, financial issues).

Finally, as requested at the last CEI-SC meeting, Ms. Maurey provided the CEI-SC with the October 2003 list of signed and withdrawn NCI agreements as an example. In that particular month, no agreement was withdrawn due to technology transfer laws or policy issues. She reminded the CEI-SC that NIH requires all employees to take the NIH Online Technology Transfer Training Course (http://tttraining.od.nih.gov), a user-friendly reference tool on Technology Transfer issues.

Dr. Zoon adjourned the meeting at 5:30 p.m.
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