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AIDS Efforts Spark Patent Concerns

By Raymond S. Fersko & M. Jean Connolly

Both industry and government share the goal of bringing effective AIDS and cancer therapies and other prophylactics, including therapeutic vaccines, to market. Normatively speaking, corporate decision‑making in such endeavors ought to be predicated upon social responsibility, shareholder responsibility and the competitive requirements of the marketplace. Counsel representing pharmaceutical and biotechnical companies entering into a collaboration with the government must protect the company’s intellectual property rights prior to Food and Drug Administration licensure.

To compliment the National Institute of Health’s existing extramural programs, the AIDS Clinical Trial Group was formed. The intention of these programs is to create a successful collaboration between the public and private sectors to develop effective therapies for AIDS, cancer and other diseases.

The approach has the potential to be advantageous for both government and industry given NIH's vast network of grantee hospitals and institutions and industries' innovation in converting applied research into meaningful products.

Typically, in nongovernmental clinical trials, the company's proprietary rights ‑ present or potential ‑ are. dealt with directly in the contract with the hospital or institution. Yet, development of drugs and therapeutics in the fields of AIDS and cancer has not corresponded with typical drug‑development efforts. The devastating effects of these illnesses required that the entire biomedical cormmunity, particularly industry, government and academia, increase their efforts to develop appropriate treat​ments. 

Historically, government research efforts did not have the development of patentable inventions as an endpoint. Inventions resulting from government money remained government property. During the 1970's, due in part to Congress’ concern about the ability of U.S. industry to maintain its position in the world economy, the validity of this policy was debated. In 1980, the enactment of the Bayh‑Dole Act, 35 U.S.C. §§200‑211 (1984 & Supp. 1992), marked a complete reversal of the government's position on ownership of inventions derived from federally‑assisted research. Instead of presuming government ownership of all inventions made with federal funding, Bayh‑Dole provided that small businesses and nonprofit organizations could elect to retain title to inventions made pursuant to a funding agreement with a federal agency.

The Bayh‑Dole Act authorizes hospitals and institutions in NIH's extramural network to elect to retain title in any inventions they make during contracted clinical research, including inventions derived from a company's drug or biologic.

During the course of research, a clinician may observe a previously unobserved result with the company's product, outside the protocol. As an example, an AIDS therapy may also have beneficial therapeutic effect to combat cytomegalovirus, any of a group of DNA viruses causing enlargement of the epithelial cells, especially of the salivary glands. In this example, the investigator may claim discovery of a new use for company's drug as his own invention. Concerns about a clinical investigator discovering a new use for a given compound are more realistic if the characteristics of the compound are less defined.

Another, even more inquisitive investigator might consider using the company's product in combination with either a patented or unpatented drug. The clinician might "discover" a new formulation or a new dosage for the drug that is not covered by the company's patents or patent applications. The eager clinician would then disclose his “invention” to the institution with which he is affiliated and that institution would, under the Bayh‑Dole Act, claim title to such invention.

It is an open question whether any such "discovery” by the investigator would ultimately be patentable, but the "discoveries" are clearly based on the company's patentable technology. Here lies the conflict between the company's interest and the law, as embodied in the Bayh‑Dole Act.

While it is not the norm for inventions to be made in a clinical setting where the investigator is instructed to simply follow the prescribed protocol, companies must be concerned when transferring proprietary rights to third parties. An example of the difficulties that can arise when a company collaborated with a government agency is illustrated by the pending litigation between Burroughs-Wellcome Co. and Barr Laboratories.

(The NIH granted a license to Barr Laboratories based on the government’s alleged inventorship interest in the six AZT-related patents issued to Burroughs-Wellcome. Researchers at NCI claim that the method for screening compounds that they developed allowed Burroughs-Wellcome to identify that AZT inhibits HTLV-III virus. If a company is a rightful owner of a drug, it does not wish to find itself in circumstances now being confronted by Burroughs-Wellcome.)

The controversy concerning the inventorship of AZT is similar to the conflicts that arise within most pharmaceutical companies; a chemist will claim to be the inventor of a new compound while the pharmacologist who screened the compound will also assert his rights as an inventor. Typically, in such situations, the contribution of the chemist is given greater weight than that of the pharmacologist. 

Before addressing some possible alternatives that could be followed by a company entering into an agreement with a federal agency, it is informative to review the issues encountered during the early stages of collaborative agreements between the federal government and private industry involving the development and promotion of anti-cancer drugs. 

In the early 1980's, the National Cancer Institute experienced great difficulty in promoting a certain anti‑cancer drug because it could not muster an adequate supply of the necessary material required for human trials. NCI approached a pharmaceutical company and asked them to aid in the production of the drug. The problem, however, was that NCI had no patent rights to offer the pharmaceutical company. NCI requested that the pharmaceutical company involved sign its standard form of Collaborative Research and Development Agreement (CRADA); CRADAs are authorized by the Federal Technology Transfer Act, 15 U.S.C. §§3701‑15 (1984 & Supp. 1992), to foster government/industry collaboration. The pharmaceutical company asserted that NIH's CRADA form was inappropriate because it contained language concerning patents, royalty payments and the pricing of the final product, while patent protection for the anti‑cancer drug was no longer available. Instead, the pharmaceutical com​pany drafted its own agreement which guaranteed exclusive use of both post and future clinical data from the NCI investigation and exclusivity under the Orphan Drug Act 21 U.S.C. § 36 aa, bb, cc (1983). The government justified its agreement with the pharmaceutical company by the pressing need to

get an anti‑cancer drug to dying patients.

A similar argument can certainly be made for AIDS and other therapies. Thus, the government established a precedent for NIH lending assistance to companies to see that valuable therapies reach the market. The situation with this anti‑cancer drug and the AZT case suggests two possible outcomes in a collaboration with the Government; with anti-cancer therapies, critics claim that the government “gave away" too many rights without provisions for an adequate return to the taxpayers; with AZT, the government claims that its collaborator has "taken too much from them."

Solutions

At present, most clinical trial protocols are conducted pursuant to NIH's model Clinical Trial Agreement (CTA). Because of the requirements of Bayh‑Dole, NIH has been reluctant to address inventions and intellectual property in the CTAs, except to agree to be subject to the laws pertaining to intellectual property created in the course of federally‑funded research.
As an attorney negotiating a CTA, one should seek to have NIH modify the language of its standard agreement to obtain for the company rights to any inventions made as a consequence of the clinical trials by NIH's employees as well as employees of NIH's contractors or grantees, as the case may be.

This is often difficult because contractors or grantees already have in place their rights to inventions as a result of Bayh‑Dole; therefore, if the modification cannot be obtained outright, then at least a modification to require NIH to use its "best efforts" should be sought. The public interest in the research for lifesaving therapies can be a persuasive tool the government can use if it truly exercises "best efforts" in this context.

A company concerned about the autonomy of the clinical sites and their ownership rights in inventions made pursuant to a given protocol and in obtaining all clinical data collected might enter into a separate supplemental agreement or Letter of Understanding with each clinical site to guarantee that intellectual property rights accrue to the company and that human data is also property collected and transmitted to the company.

The NIH would not need to be a signatory to such agreements, but the company could seek their assistance in facilitating such arrangements. The Letter of Understanding should provide for a right of first refusal to a license or an option to a license to practice any invention conceived or reduced to practice in the course of conducting the clinical trial protocol. Such Letters of Understanding would not supersede the terms of the funding arrangements between the NIH and the clinical sites, but would protect the interests of the company whose drug or biologic is being tested.

A company should insist upon the negotiation and completion of all Letters of Understanding with the individual clinical sites prior to entering into a CTA with NIH. Negotiating separate Letters of Understanding with each extramural site could be very time‑consuming, particularly for a large‑scale study. Each institution may have different concerns and internal policies.

Further difficulties will arise if, for example, nine of ten clinical sites involved agree to a Letter of Understanding and the final site does not. This mechanism puts an onerous burden upon a company that wishes to protect its intellectual property rights and might discourage them from working with NIH.

Clinical Trials Under CRADA

A third solution for facilitating a collaboration between NIH and industry would be for the government to authorize the use of CRADAs established ​for the sole purpose of conducting clinical trials. CRADAs, which were created pursuant to the Federal Technology Transfer Act of 1986, allow for prospective protection of intellectual property rights. However, the relevant provisions of the federal Technology Transfer Act pertain only to federal agencies.

Thus, in order to prospectively grant rights in inventions made by an agency's grantees or contractors ‑ in this case, the hospitals and institutions conducting the clinical research ‑ the government would have to designate those grantees as part of NIH and thereby, a party to the CRADAs. Typically, a clinical trial site is deemed to be independent of NIH but might be designated a "component" of it.

This has been done, in a different context, with a company that had an ongoing basic research CRADA with NIH but wished to have its products tested in a clinical trial with the U.S. Army. Thus, the CRADA was amended to set forth that the U.S. Amy was a "sister agency" of NIH. While it is easier to make such an amendment to include another federal agency, an analogous type of arrangement might be undertaken to include government grantees and contractors. Drafting CRADA‑like provisions covering intellectual property matters into a CTA is still another alternative, but then the agreement might be subject to NIH's extensive CRADA approval process.

In light of the difficulties for a company in attempting to negotiate separate agreements with all of the clinical trial sites conducting its protocol or of completing a clinical trial CRADA, NIH might attempt to invoke the very narrow exception under Bayh‑Dole by which federal rights in inventions can be transferred in advance. This exception is pursuant to an “exceptional circumstances" determination. 35 U.S.C. § 202(a), (Supp. 1992).

Section 202(a) of the Rayh‑Dole Act states that grantees may elect, within a reasonable time after disclosure, to retain title to a subject invention; however, under §202(a)(ii), the Federal funding agreement could provide otherwise

"in exceptional circumstances when it is dete​rmined by the agency that restriction or elimination of the right to retain title to any subject invention will better promote the policy and objectives of this chapter....”

One of the objectives of the chapter is "to ensure that the government obtains sufficient rights in Federally‑supported inventions to meet the needs of the Government….” 35 U.S.C. §200 (1984).

If a federal agency did determine that its contractor hospitals should not be permitted to retain title to any inventions they might develop, the agency would be required to file with the Secretary of Commerce, within 30 days after the award of the funding agreement to the contractors, a copy of the agency's determination, together with an analysis justifying that determination. 35 U.S.C. §202(b)(1) (1984 & Supp. 1992). This 30‑day window has probably closed for most ongoing clinical trials. However, NIH could renegotiate its grantee arrangements with clinical sites and request that such an "exceptional circumstances" determination be made prior to contracting in order to combat the widespread AIDS epidemic or the devastating toll of cancer, obvious needs of the government. There have been precedents for such determinations.

As an attorney representing a pharmaceutical company which is engaged in NIH extramural research, one cannot ignore the significance of secrecy and nondisclosure of proprietary information. What makes this task even more difficult is that the goal of any NIH'S protocol is a publication derived as a result of the study. 21 § CFR 312.130 (1991) prohibits the FDA from disclosing New Investigational Drug Applications; however, a similar prohibition does not apply to NIH. A protocol may be subject to dissemination pursuant to a request based on the Freedom of Information Act.

Therefore, it is incumbent upon the practitioner to insist upon a confidentiality provision stating that such information provided by the industrial partner should not be disclosed. Also, the clause must provide the industrial partner with the right to review any and all publications resulting from the research.

Government and private industry share the necessary resources required to solve some of the most devastating medical problems facing our society. As attorneys representing pharmaceutical companies, lawyers can protect their clients' proprietary rights and facilitate the collaboration of resources, technology, intellect and capital necessary to alleviate the devastating impact of AIDS, cancer and other diseases.
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