
COMMIN'l'S ON D1W'T rAl SUBPART ·~ 7 . 3 AND CLAUSIS

~h18 draft revi81on.l. ln the form of a ',4.r'1 'lQi.tl ' Notice.
It appear. to show only the portions 0' tbe exilting .ubpart for
which change. are propo.ed. :ba CellQyigQ SAma,nt. ~ bl••t AA
tha ••"ug;t;ign UA ILL gi.,iM ;tQ~!~!QA' al J:JU.a lybUEt Id.U
e.Nin upl,•• thI¥-a.ca Iboo JA J:.b ii'i't ia b& dll.t14• The
comment. corr••pond with penoil n~er. ln ,be ..rllft of tbe
draft revi.ion. .

1 ('a,. I) Should be updated to cite and confora with tbe
Karoh 11 1187 final regulation and Ixeautive Order 125,ijr.
2 (Page A-1) Our regulation only ••y. 1·3 era 121.5. Th... "",
cit•• abould be cbecked.

3 ('aQ. A~2) Should cit. Executive Ord.r 125.1, .nd inolud.
in the .tate.ent of objective., wpromote tbe co...rclal1••tlon, .
1n accord with tbe Presidential .atent 'oliof M.-Grandu. of
'ebruary 18, 1983, of patentable r ••ult. of federally funded
re••arcb by granting to all contractor., r"ardle•• of .1.e, tbe
titl. to patent. made in wbole or in part witb 'ederal fund.,
ine.chang. for roy.lty-fr.e u•• by or Oft babalf of tbe
Governaent w•

4 C'aga A-4) Should raf.r to IxecutiYe·Or4et 125.1.

5 ('age A-4) The new language 1. ba.ed Oft 'be .tatute and our
Regulation, but doe. not include • ••••nd all lundin, agc....nc
l1aitation. under thi••ubparagrapb on tba ooncraotor-. right to
elect titl. to a aubject invention ate 11.1ted to Lnyention.
occuring und.r tb. above two progr.... •

S (page A-', Thi. i. what tha old ,AI .aid, but our final
regulation ha. a diffarent provllion ba.ed Oft the 'aperwork
Reduction Act.

, ('age A-a) The nev language, ·whieb ara .arked with
reatriction.- and -avenei•••h.ll not di.clo•••uob utili.atLon
report. to p.r.on. out.ide tbe Governaent witbout p.r.i••lon of
the contractor· are not tbe .... a. our regulation provl.ion
40l.8Cb) tha'.

In accordance with 35 o.s.e. 202(0)(5) and tba terma of tbe
elau.a••t 401.14, .gencie••ball not d1.clo•••ueb
inforaatlon to per.on. out,ide of the Govern.ent.
Contractor. will contlnue to provide oonfidential ..rking.
to help prevent inadvertent '.1•••• out.ida the agancy.

S ('ag. A-1) Thi. aection on S.al1 au.ine•• 'ref.rence i •
•~t1r.ly new. It i. ba.ed in patt on 'h. proYl.1~n (k) (4) 0' tbe

1
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standard t::laua. in our regulation, but"1nc:lud•• lang'u.ge not in
the clau.e and omits the rol. of th"·Secr.tary of Co.ere. that
ia outlined in the .tandard clau.e •.
9 (Page A-J) The.e deletion. h.ve be.n tr.nst.rred to a DAR
claus. 8uppl...nt and app.ar to have be.n aad. mandatory fot all
DOD components. Th. pow.r to inspect and c:opy the .pplication
fi18 1s not inoluded in out rl9ulatlon.

10 ('.ge A-l0) '.ragrapb (~) ..... to be und.r 27.303(.) wblcb
ap.cifies when the .hort tora clau•• 18 to b. u.ed. It ..... to
require the u•• of the 52.227~11 or .hort fora contractor
owner.hip clau•• with alt.rnat. II! for all nonprofit aocOI.
Do•• Bn.rgy r.ally agree with tb1I?(S) ..... to require "•• of
the .hort form for all nonprofit GOCO contrac'. with .It.rnat.
IV. Alt.rnate. I and II de.ling with for.igft tr••ty obligation.
are included in the pack.g.. !he numb.rint of p.,e. 8-27, 1­
27(a), and B-27(b) Make it hard to ••• which cl.u.e. Alternat••
III (royalty cap) and IV (contr.ctor manage..nt procedur••) .r•.
to be u.ed in conjunction with.

11 (.ag.-13) Thi...... to .ak. no ••n•• at all. Th.
exc.ption••~~27.302(b) (2) and (3) are the aoeptional
circum.tance and intelligenc•••oeptiona where the Government
would obtain title. eleu•• 52.227.11 i. the contractor own.rahip
ahort form. Thi•••y. to include the grea'.r rigbt.
det.r.ination. provi.ion of the Governaant-own.r.blp clau.e ift
the .bort fora.

12 ('a,e A-1.) fbi. provi.ion for aoco. i. in tbe portion that
allow. but do•• not requlr. a tltle-in-the-Gov.rnaen' clau... It
conflict. with the new (4) and (5) on pal. A-10(a). (I•• 10
above)

13 ('age A-1') Thi. ClmOve. the fl••ilbillty to li.it the
impact of treat i •• or for.lgft .gr....nt., but k.ep. th.
flexibility to expand tbe impact.

1. ('age A-17) !bl. quote from our regUlation omit. the
following un4.r1in.d worda. -Th. appeal ,hall b. deci~.4 by the
head of the ag.ncy or d.a19n•• Kba ~ ~ & llK.l IbAY' ~ perlQD
xbQ m&da~ ~et,cliD·tiAD.·

15 (Page A-I') Our regulation layl that ·A contractor
adveraely affected by'. d.t.rmin.tion ••• • The draft 'Aa r.vi.ion
aaya, RIn accordanc. with 35 u.s.c. 203 a ••al1 bu.in••• tirm or
nonprofit organi••tion contractor .dv.r••ly ••• • Do•• this
exclude the app.al eight from large contr.ctoc. with who might
otherwl•• have it ~nd.r the Executiv. Order and 're.idential
Memorandum?

l' (pag. A-21) It La not cl.ar what w.a 1.f~ out at tbi,
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point. 'th. old (f) was Modificatlont·."aiy.rt or ollia.ion of
rights of the GOvernm.nt 01' obl19atlons of the contractor. '!'bat
would make the n.xt pata~raph (h) Ex.rci,. of .• arch-in tights.
The ·(9)· could indicat. that the old (9) wa. left out, or that
they meant include it and failed to indicate that march-in is
now (h).

17 ('&g. A-I?) TWo of our regulation proyi.ions haye b.en le"
out.

(k) ror purpos•• of this eection the tera -exolu'ive .
lie.n•••• include, a partially ••clusiye lio.n••••

I

(1) Ag.nci•• are authorized to 1.lu••uppl••ental
procedur.s not inoonliltent with this part for the conduct
of maroh-in precedingl.

While (k) may be obvioUI, eliminating (1) may be re.trictiy. on
partioularly the ely!l ag.nci•••

18 ('age A-27) Thi. paragraph 1. ba.ed on our paragraph
401.13(c)(2), but the n.t .ffect of the oban,. 1. to .retaln th.
old PAR trOviliona that u.e -.boula- .and ·u•• te••onable
effort.. The revised FAR do•• not include our (c) that ..ntion.
the 'reaid.ntial Memorandum, our (e)(1) tha' .ay. agenol•• Iball
not di.clo.e intormation und.r 'OIA tbat relate. to application,.
before there i. time to file tb••, or our (0)(3) and (4)
provlllon. about agency publioatlon. progr.... OUr regulation
and the PAR revilion are .ignificantly 4iffet.n' on the
publication i ••ue.

19 ' ('ag. '-12) Por con.iat.ncy, the•• paragraph. ahoul4 b.
numbered (1), (2) ana (3), not (1), (ii), and ~lil).

20 It ia hard to figure out where pag•• 21(a) and 27(b) ate to
be in.e,ted, and what clau•• (I) they at...ant to modify.

21 1'1£ SHORT rORM AP'BAllS TO B. AN IXAC'l' COPY or oua S'l'ANDAIm
CLAUSE, WITH ONLY TBI MODIrICATIONS .SCEllAR! roa 1'1' TO MAIl
SENSI IN '1'81 FAa COHTIXT.

22 WBILI SOIII C8AHQII WIU MAD. TO TRI LONG rOM, TIl TIMING
REQUIRblN'lS rOR ELICTING AND .ATlftING WIRI NOT CIW1GG, SO TIl
TWO CLAUSI8 AU NO'l' PARALLEL. '

, .

23 THE MA1'IR!AL IN 401.15 or OUR REGOLATIOR ON DUIRUD
DETERMINATIONS DOES NOT A"EAR TO IAVI BIIN INCLUDED IN TIB
REVISION.

24 The revi.lon did not change 2'.304-1(c) on Government
a••i~nment of tight. in Gov.rnm.nt employ.e. t invention.. It

. 3

" --. - - .

.... ,.".

--~-- .....-..... ..- ......... • _a ._ A. ----- ..~-_....-



•

still ref4cI to 01018 Circular A-12.,·.dQ.' not ftlentionou·1'
regulation, and omit. the added .ent.ne., wAgencie. may .dd
ad~it1onal condition. A' long •• they are con.i.tent witb 3S
u.s.c. 201-205.-
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Advanced Magnetics Inc.
61 MOONEY STREET. CAMBRIDGE, MASSACHUSETTS 02138-1038

TELEPHONE (617) 497-20n (800) 30·B46

; TELEX : 9102-401608 ADMG CAM UQ TElEFAX : (617) 497-6927

December 21, 1987

President Ronald Reagan
The White House
1600 Pennsylvania A venue
Washington, DC 20500

Dear President Reagan:

Enclosed is a copy of an agreement between the National Cancer Institute and th e
Institut fur Diagnostikforschung (lDF). IDF is a wholly owned affiliate of Sche r ing
A.G., a two-billion dollar German pharmaceuticals and chemicals giant. In this
agreement, under article six , patent rights are granted exclusively to IDF. This
is an outrage. Substantial amounts of taxpayer money (read Advanced Magnetics. Inc
and all our employees and shareholders) has gone into the development and ongoing
research in Dr. Cohen's laboratory . Why are we giving it away to IDF for a pit­
tance? The salary of one post-doctoral fellow isn't worth spit in the ocean in
this business.

The subject of the technical collaboration between IDF and NCI is the devel opm ent
of a fam ily of compounds termed metalloporphyrins for use as human pharrnace ut ica!
These compounds have recentl y shown great promise as contrast agents for the
detection of cancer, in conjunction with the magnetic resonance imaging te chn iqu e
A single, commercially successful metalloporphyrin contrast agent could ea sily ha . t'

world wide sales of $100,000,000. A family of metalloporphyrin contrast agents
could have world wide sales of many times this number .

The early stages of the metalloporph yrin research , which indicated the general
feasibility of this approach , were entirely funded by the US government at NCI.
After realizing the promise of metalloporphyrins through government funded re sear c h
and publication, Schering and IDF signed the attached collaborative agreement w ith
NeI. Under the terms of that collaboration, US pharmaceutical firms will ha ve to
apply to a foreign company, Schering. for licenses to exploit rnetalloporphyr in s as
pharmaceutical MR contrast agents . This raises the following questions.

1. Were American companies offered the same deal?
2. How is the work Schering is funding , to be distinguished from research

supported by the US taxpayer . since the facility being used for that
research is owned by the US government?

3. Why did the American taxpayer fund the initial , high risk phases of th e
research, while seeking a foreign commercial partner after the principle
had been established ')



There are more than a half dozen U.S. companies engaged in the contrast agent
business including Advanced Magnetics. No one at NCI contacted us nor was
any RFP or other general notification ever circulated to seek funding (for
Dr . Cohen's program) outside of normal NCI channels.

It is our understanding that this agreement is now up for renewal. I would
respectfully suggest that any renewal not take place and that NCI abrogate this
agreement. While it would seem obvious to those of us trying to compete on a
global basis that selling American know-how and technology has severely
injured the nation , giving it awa y is clearly ludicrous.

Your assistance in this matter will be greatl y appreciated.

Sincerely yours,
'\, C

-{:: me GOldste-i~
~ident

Enclosure

JG /kc
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DEPARTMENT OF
HEALTH AND HUMAN SERVICES

OFFICE OF THE SECRETARY

W"SH'NGTO" .O .C l0 2 0,

November 30, 1987

Jennifer Gordon
Associate
1155 Sixth Avenue
Floor 22
Ne w York, New York 10036

Dear Ms. Gordon:

Enclosed is a copy of a collaboration
agreement which you requestec. I hope
this is helpful to you.

Sincerely yours,

~~.
William G. Ketterer
Senior Attorney, NIH

2nclo su r -:



.----
Collahurution Agn.'l'rlll'll(

This agreement, effective the: l st day of January, 1987, by and between the Instiuu
fur Diagnostikforschung (Institute for Diagnostic Research : hereinafter "IDF'), Berlin,
West Germany, and the National Cancer Institute of the National Institutes of Health
(herinafter "NCI"; hereinafter collectively the "Parties");

\VITNESSETH:

WHEREAS, the IDF is involved in the research and development of diagnostic
compounds, and

VlHEREAS, Dr. Jack S. Cohen, Chief, Biophysical Phermacology Section,
Clinical Pharmacology Branch. ~CI, is engaged in research on potential contrast agents
for magnetic resonance imaging (~fRl) of rumors,

i'OW, THEREFORE, the Parties agree as follows:

1. General Plan: The Parties shall agree to carry out a collaboration on
paramagnetic metalloporphyrins as potential contrast agents for tumors in MRI, the
research to be carried out in the laboratories of NCI under the supervision of Dr. Jack S.
Cohen. Detailed studies shall include topics as agreed to between the Parties in prior
discussions (see Attachment, Berlin, 5129/86), specifically covering the mechanism of
uptake of porphyrins and metalloporphyrins in tumor cells , and the in vivo stability and
distribution of rnetalloporphyrins .

2. Level of Suppon: IDF will support the salary and other expenses of a Post­
doctoral Fellow who will work in the NCI laboratory under the supervision of Dr. Jack S.
Cohen. NCI will provide laboratory space and equipment as currently available. IDF
will provide: addiuonal funds as agreed separately to support the provision of supplies and
additional equipment to facilitate the research. The Fellow will be a Guest Researcher at
NCr. The salary and the research support will be paid through the Foundation for
Advanced Education in the Sciences, Inc. In addition other NCI personnel, specifically
Dr. Cohen' technician andJor other Fellows, will participate in the research. No salary
support for NCr personnel will be paid by IDF, since they are Federal Government
employees.

3. Term: This Agreement shall remain in force for a year from its effective date,
and may be extended by mutual agreement between the Parties. However, either Party
may terminate the agreement provided that 30 days written notice is PlPvided the other
Party.

4. Review of Progre ss: The data is the property of NCI , but IDF will have access
to the data at mutually agreeable times . A semi-annual review shall be made to determine
the progress of the project, and to make adjustments in plans.

5. Publications: Recogn izing the need to publish the data gained from this study,
both Parties agree to the publicauon of the data in a peer-reviewed scientific journal.
Published data would then become public information. Data published by either Party
will include a recogniuon statement of the contribution of the other Party . Both Parties
reserve the right to review all data for publication at leas: two weeks prior to submission .



---_ ._--

6. P:I!\.'T'H RI;.:hh : . \ 11 ~ r~[~n[~lbil.: I'ri>Jlld or i'rl.'\':~·~~ ~.:\.: I (lp...:d ur.~l.:r till"
agreement shall be: asxigned to the Governrncm me l nucd S[Jlt:~ J!o. represented by the
Secretary of the: Depanment of Health and Human Services (DHHS) . DHHS agree» to
grant, and does hereby grant, IDf an exclusive world-wide, royalty-bearing license, with
the right to sub-license, all patentable inventions and data resulting from research projects
on MRI contrast agents carried out under this agreement with IOF-supponed personnel
and IDF-funded research. The form of the license is attached hereto and made a part of
this agreement. IDf agrees that it will not hinder the commercial exploitation of the
invention described and claimed in U.S. Patent Application serial No. 706,622, filed
February 28, 1985. IDF further agrees that it will exercise diligence in sub-licensing any
inventions developed under this Agreement and will assure that its sublicenseets) exercise:
diligence in bringing such inventions licensed by Of-frIS, or by the National Technical
Information Service (NTIS) on behalf of OHHS, to the point of practical application in the
United States as quickly as possible within the limits of soundbusiness practice.

7. IDF agrees net to use the name of the DHHS, ~CI or any of their divisions or
laboratories in relation to any advertising of any product that might result from this
Agreement. The IDF agrees that no Federal Agency endorsement is or .. ill be implied by
this Agreement.

8. For day-to-day administration of the Agreement, Dr. Jack S. Cohen shall
represent the NCI, and Mr. Ingo Peter will represent the IDF.

IN WITNESS WHEREOF, the Parties have caused this Agreement to be executed
by their authorized Representative, as of the date and year first written above.

Institut fur Diagnostikforschung

By """"------

Ingo Peter
General Manager
Insitut fur Diagnostikforscbung
Berlin

National Cancer Institute

L ,

Gregory Curt, M.D.
Deputy Director
Division of Cancer Treatment
National Cancer Institute

t
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' ~(l-"" DEPARTMENT OF HEALTH &.HUMAN SERVICES

.....
""."410

Office of the Secretary

Office of the General Counsel
Bethesda, Mar yland 20892

Public Health Division

November 12, 1987

MEMORANDUM

TO: Richard J. Riseberg
Associate General Counsel

for Public Health

FROM: Legal Advisor, NIH

SUBJECT: Legal/Policy Issues raised by Implementation
of the Federal Technology Transfer Act of 1986,
Public Law 99-502

The enactment of the Federal Technology Transfer Act on October 20,
1986, and the October 14, 1987 delegation of authority under that
Act from the Assistant Secretary for Health (ASH) to the Heads of
PHS agencies, Centers and Institutes raise a number of legal and
policy issues which will have to be addressed as the statutory
authority is implemented. Listed below are the sections of the
Act pertinent to the Public Health Service (PHS) and some of the
important legal and policy issues which I believe are raised by
t bose provi s io ns ,

Authority for Licensing Agreements and Cooperative Research and
Development Agreements.

section 2 of the Federal Technology Transfer Act of 1986, Pub. L.
99-502, adds a new section 12, "Cooperative Research and Develop­
ment Agreements," to the Stevenson-Wydler Act, 15 U.S.C. 3710a.
Section 9(e)(l) of Pub. L. 99-502, redesignates the amended
sections 11 through 19 of the Stevenson-Wydler Act as sections
10 through 18, so the section entitled, "Cooperative Research
and Development Agreements," becomes section 11 of the Stevenson­
Wydler Act. That section provides that each Federal agency may
permit the Director of any of its Government-operated Federal
laboratories to enter into cooperative research and development
agreements on behalf of such agency and to negotiate licensing
agreements for Government-owned inventions made at the laboratory,
and other inventions of Federal employees that may be voluntarily
assigned to the Government. Under cooperative research and
development agreements, the Heads of PHS Agencies, Centers, and
Institutes, may accept, retain and use funds, personnel, services,
and property fran collaborating parties and provide personnel,

_ _ _ ~. "'~UL'-..I.LV
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page 2 - Richard J. Riseberg

services and property to collaborating parties. It is clear
that the Federal Government may not provide funds to collaborating
parties under cooperative research and development agreements.

ISSUES.

1. It is not clear to what extent the Heads of PHS Agencies,
Centers and Institutes may: enter into grants, contracts or
cooperative agreements with institutions and companies with which
the Agency, Center or Institute already has a cooperative research
and development agreement~ or make funds available to another
Federal agency, or accept funds from another Federal agency, under
an interagency agreement that is made a part of a cooperative
research and development agreement.

2. What procedures are necessary to receive, expend and account
for funds received from outside collaborators?

3. Does the statute give the Heads of PHS Agencies, Centers and
Institutes unlimited authority to transfer title to Government
property? Is a quid pro quo required?

4. What is the status of personnel of outside companies who work
with the Government and vice versa?

5. What standard terms should be included in cooperative research
and development agreements?

Regulations.

15 U.S.C. 3710a(c) states that a Federal agency may issue
regulations on suitable procedures for implementing the section,
but that implementation is not to be delayed until issuance of
those regulations.

ISSUE.

Although this provision does not require regulations, does the
Administrative Procedure Act require the issuance of regulations
setting forth the procedures for applying for cooperative research
and development agreements and the criteria considered by the Heads
of PHS Agencies, Centers and Institutes in deciding whether to
enter into such agreements?

r- -- - - - _a .."-' ",~L'"
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Conflict of Interest.

15 U.S.C. 37l0a(c)(3) provides that agencies and those to whom
the authority has been delegated shall review employee standards
of conduct to make certain they adequately establish guidelines
for situations likely to arise through the use of the authority
for entering into cooperative research and development agreements.
The particular cases presented by the statute as examples are
where present or former employees or their partners negotiate
licenses or assignments of title to inventions made by those
employees, or negotiate agreements with Federal agencies including
the agency with which the employee involved is or was formerly
employed. I understand that Darrel Grinstead is gathering examples
of potential conflicts that might arise from NIH. I assume this
will lead to consideration of necessary amendments to the HHS
Standards of Conduct.

As you know, NIH has adopted a policy that prohibits an employee
from simultaneously collaborating with a company as part of his
or her official duties and consulting for the same company as an
outside activity, regardless of whether two different projects
are involved. The NIH policy further provides that collaboration
and simultaneous consultation by two different employees of a
branch or laboratory with the same company may be approved only
if the employees are collaborating or consulting on different
subjects. It might be questioned whether this restriction is
stringent enough.

ISSUES.

1. Shouldn't the NIH prohibition against simultaneous consultation
and collaboration be laboratory-wide, in order to avoid any oppor­
tunity for a scientist to enhance his private consulting efforts
through his public position?

2. Once a patent application is filed, is the scientist/inventor
who is seeking development of the product for clinical application
precluded from contacts with the FDA or from otherwise taking
action that would ultimately enhance the marketing of the drug?
(See the attached request for an opinion on this issue.)

3. Is a future possibility of royalty income a financial interest
that can directly and predictably affected within the meaning of
18 U.S.C. 208? If so, does it become so at the time an invention
is made or at the time negotiations on a cooperative research and
development agreement begin.

- -- -- - - - - - - _&& -y '"- .... ~
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4. Can a former employee/inventor negotiate an exclusive license
to his invention on behalf of a private company?

Preferences.

15 U.S.C. 3710a(c)(4) requires that in considering what agreements
to enter into, the laboratory director must (1) give special con­
sideration to small business firms and consortia involving small
business firms, and (2) give preference to business units located
in the United States which agree that products arising from the
agreements will be manufactured substantially in the United States.
I believe this provision raises some very difficult issues.

ISSUE.

Does it require that all proposed agreements be advertised so
that small business firms and United States firms may compete?
At present, agreements are normally instituted at NIH by scien­
tist to scientist contact. There is little or no indication that
the scientists are permitting a number of companies to compete
for a particular collaboration, or that they are giving special
consideration to small business firms or business units located
in the United States. However, it does appear that the Cooperative
Research and Development Agreements Subcommittee of the NIH Patent
Policy Board will, in approving agreements, question the extent
to which a scientist has explored whether the types of companies
referred to in the statute would be capable of providing the same
collaborative support that is being offered by a foreign company,
or by a company that is not a small business.

15 U.S.C. 3710a(c)(4) states that the laboratory director must, in
the case of any industrial organization or other person subject to
the control of a foreign company or government, take into consid­
eration whether or not such foreign government permits United States
agencies, o~anizations or other persons to enter into cooperative
research and development agreements and licensing agreements.

ISSUE.

An issue is raised as to the meaning of this language. Does it
mean that agreements may not be made with foreign companies or
governments unless they have United States subsidiaries that have
the authority to enter into those agreements? Does it mean that
U.S. companies controlled by foreign companies or governments, which
are permitted to enter into cooperative research and development
agreements and licensing agreements, are to be given preference over
those which are not so permitted? Or do foreign controlled U.S.
companies that may enter into agreements have preference over U.S.
companies that are not controlled by foreign entities.

ftI"""!!S"'''' r . ..... ... nn ,,~."'~I"----"" .-- --- ~ -- . - - ..
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Approval by Agency Head.

15 U.S.C. 37l0a(c) (5) states that nif the head of the agency or
his designee desires an opportunity to disapprove or require the
mOdification of any such agreement, the agreement shall provide
a thirty-day period within which such action must be taken begin-
n ing on the da te the agreement is presented to him or her by the
head of laboratory concerned." By giving the agency head discre­
tion to include this thirty-day review period in the agreement,
the statutory provision apparently contemplates that the agreement
will be signed by both the laboratory and the collaborating company
subject to a thirty-day period of review before the agreement
becomes effective. For the reasons stated in my October 26 memo­
randum to Dr. Chen (attached), I believe implementation of this
provision in this manner would be highly impractical. I believe
we should construe the provision to permit a review by the
appropriate PHS Agency Head prior to the parties signing the
agreement.

Laboratory Consortium.

Section 3 of the Federal Technology Transfer Act establishes a
Federal laboratory consortium for technology transfer. This
provision raises largely policy issues regarding the extent to
which the Heads of PHS Agencies, Centers and Institutes will be
able to benefit from and cooperate with the coordination, demon­
stration, and training activities of the consortium. Note that
each agency must support the consortium in an amount equal to
0.0005 percent of that portion of the research and development
budget of the agency that is to be utilized by the agency labora­
tories for fiscal years 1987 through 1991.

Cash Awards Program.

Section 6 of the Federal Technology Transfer Act adds a provIsIon
to the Stevenson-Wyd1er Act requiring that a Federal agency making
expenditures at a rate of more than 50 million dollars per fiscal
year for research and development in its Government-operated lab­
oratories must develop and implement a cash awards program for its
scientific, engineering and technical personnel. This section was
included in the recent delegation from ASH and by the terms of that
delegation, the Head of each PHS Agency is responsible for carry­
ing out this provision. This raises the policy issue of whether a
uniform award program should be established for all of the PHS
agencies or whether each agency should be free to establish its
own program. The issue is also raised as to whether the award
program should include cash awards and, if so, how such awards
should be funded.

r _ . _.- - - - - - - - - - - - - - "4 - - y ...,...., ... ~ ""'"v
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Royalty Payments.

Section 7 of the Federal Technology Transfer Act amends the
Stevenson-Wydler Act to provide for the distribution of royalties
received by Federal agencies. At least 15 percent of the gross
royalties must be paid to the inventor or co-inventors, if the
inventor or each such co-inventor was an employee of the agency
at the time the invention was made. Since DHHS did not pUblish
in the Federal Register a notice of election to file a Notice of
a Proposed Rulemaking (NPRM) setting forth an alternate distribu­
tion plan, this 15 percent minimum payment to inventors became
effective on October 20, 1986. Because the provision states that
an agency may promulgate regulations providing for an alternate
program for sharing royalties, the question is raised whether
regulations are necessary if the agency wants to pay more than
the 15 percent minimum. I do not believe regulations are required
for that purpose, but they might be considered desirable in order
to assure that Federal scientists are fully informed of what
royalty payments they can expect. Once a PHS Agency Head decides
upon a royalty amount greater than 15 percent, an issue might be
raised as to whether that greater royalty share is to be applied
prospectively or retroactively. I do not believe there is any
requirement that it be applied retroactively and to my knowledge,
NIH has no intention of doing so.

Use of Royalty Payments by Laboratories.

Following payment of the royalty to inventors, the balance of the
royalties are to be transferred by the agency to its Government­
operated laboratories with the majority share of the royalties
going to the laboratory where the invention occurred. Under the
delegation, the Heads of PHS agencies receive the balance of the
royalties and are responsible for distributing them to the Centers
and Institutes within that agency. These royalties may be used
by the Institutes and Centers and by the agency for payment of
expenses incidental to the administration and licensing of inven­
tions, including the fees or other costs for services of agencies,
persons or organizations involved in invention management and
licensing services; to reward scientific, engineering and technical
employees of the laboratory; to further scientific exchange among
the Government-operated laboratories of the agency; or for educa­
tion and training of employees consistent with the research and
development mission and objectives of the agency and for other
activities that increase the potential for transfer of the
technology of the Government-operated laboratories.
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ISSUES.

Several issues are raised by these limitations on the uses of
the royalty payments:

o Should these permissible uses be given a broad or narrow
reading?

o How will expenditures be monitored to assure that the
funds are spent only for these purposes? May funds be
used to reward scientific, engineering and technical
employees of a laboratory other than the laboratory
in which the invention was made? (Note the statutory
language "of that laboratory.")

o Will it be possible for the PHS Agencies, Centers and
Institutes to expend all the funds received from
royalties for these limited purposes, or will some of
the funds, despite two-year availability, revert to the
Treasury?

o Should the statute be amended to permit broader uses of
the royalties that are paid to the agencies?

NTIS Costs.

It must be noted that under 5 U.S.C. 37l0c(a)(4), a Federal agency,
such as NTIS, receiving royalties as a result of invention manage­
ment services shall retain such royalties to the extent required
to offset the payment of royalties to inventors, for payment of
administrative costs and for the cost of foreign patenting and
maintenance performed at the request of the agency. Thus, it
appears that the payments actually received by the PHS agencies
would be net of all NTIS costs.

Assigned Inventions.

15 U.S.C. 37l0c(b} provides that if the invention involved is one
that was assigned to the Federal agency by a contractor or grantee
or participant in a cooperative agreement with the agency or by
an employee of the agency who was not working in the laboratory
at the time the invention was made, the agency unit that was
involved in the assignment shall be consider to be a laboratory
for purposes of royalty distribution. This would seem to provide
an incentive for agencies to seek assignment of patent rights.
However, because of the limited permissible uses of royalty
payments, this incentive seems limited.
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1 am certain that additional issues are raised by the statutory
provisions and that others will come to light as implementation
proceed s , I look fo rward to di scussing the issue s wi th you and
others involved in implementation of the Act, and to assisting
in the resolution of the issues.

Robert B. Lanman

At tachments
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Date October 22, 1987

From Director, Division of Cancer Treatment, NCI

Su~e~ Possible Conflict of Interest

OCT 2 21987
To Mr. Robert B. Lanman

Office of the General Counsel, DHHS

I would like to request your opinion regarding whether you see any actual
or perceivable conflict of interest in my current involvement with the
drug, trimetrexate. I would like to briefly recapitulate the events
leading to this inquiry.

As you know, I am currently Director of the Division ~f Cancer Treatment
of the National Cancer Institute, and as such am responsible for directing
the development of both anticancer and anti-AIDS drugs. My official
responsibilities with regard to AIDS are to direct the identification and
preclinical development of agents for treating AIDS or the opportunistic
infections associated with AIDS. In early 1985, my own laboratory, which
is part of the Clinical Pharmacology Branch of the NCI, was approached by
Dr. Henry Masur, of the Clinical Center, who asked for our help in trying
to understand the reasons for failure of AIDS patients to respond to
Bactrim as treatment for pneumocystis carinii pneumonia, one of the major
opportunistic infections associated with AIDS. With Dr. Masur's help, we
found that the parasite's key folate-synthesizing enzyme, dihydrofo1ate
reductase, was relatively insensitive to Bactrim, but was strongly

I inhibited by an anticancer drug, trimetrexate. We collaborated with
Dr. Masur in initiating a clinical trial of trimetrexate, and in 1985,
filed a use patent, as Government employees, With myself, Dr. Masur, and
two members of the Clinical Pharmacology Branch, Dr. Carmen Allegra and
Mr. James Drake, as discoverers. With the help of a collaborative
agreement with Warner-Lambert, which holds the materials patent for
trimetrexate, we initiated more detailed studies of folic acid metabolism
in pneumocystis and toxoplasmosis in the effort to better understand the
effects of antifo1ate-type compounds in these important AIDS parasites.

The preliminary clinical trial was completed in March of 1987, with
strikingly positive results. At that time, we entered into discussions
with the National Institute of Allergy and Infectious Diseases regarding
the expansion of these trials in the AIDS Treatment Evaluation Units across
the country, and reached agreement to conduct a large, two-armed trial
comparing Bactrim and trimetrexate in patients with pneumocystis. We
requested permission from the Food and Drug Administration to initiate this
trial in March of 1987, and after five months of negotiation, with several
changes in the protocol, received permission to proceed with the trial in
September of this year. I actively participated in these discussions, to
which the FDA, Warner-lambert, NIAID officials, and other officials of the
NCI were a party. The Director of the NCI, Dr. DeVita, was kept fully
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Pa~e 2 - Mr. Robert Lanman

informed of these negotiations, although his feeling was that the larger
trial was unnecessary and that the results were sufficiently positive to
justify release of the drug immediately, without further testing. At his
suggestion, in September of 1987, we asked the NIAID to consider requesting
treatment IND status for trimetrexate in order to make it available for
immediate use for patients refractory to Bactrim or allergic to Bactrim.
Such a request has been filed by the NIAID and is still under active
consideration by the FDA. I consulted with leroy Randall, of the NIH
patent office, on September 18, 1987, regarding whether I should remain an
active participant in discussions with the FDA on this subject; and while
he advised that there was no obvious conflict of interest, I decided to
surrender all further responsibility for interactions with the FDA on this
subject to Dan Hoth, the Director of the AIDS Treatment Program of NIAID.
I have had no further formal interaction with the FDA on this subject,
although people from my laboratory (Dr. Allegra in particular) have been
asked to present their data in discussions regarding the treatment IND.
On Friday, October 16, 1987, Dr. Frank Young, Commissioner of the Food
and Drug Administration, called me to discuss the treatment IND. I told
Dr. Young that all questions regarding trimetrexate should be referred to
Dr. Hoth because of my desire to exclude myself from regulatory
transactions regarding this agent.

My question to you is whether you perceive any real or apparent conflict of
interest in my past interaction with the FDA regarding trimetrexate, and
whether you would advise me to take any further steps to divorce myself
from the development of this agent. My interest at present is exclusively
in the scientific development of antifo1ates. Our clinical and laboratory
studies of this agent and related compounds continue in the intramural
program.

With respect to the patent status of trimetrexate, Mr. Randall has looked
into this in some detail. Warner-Lambert has a composition of matter
patent, and as yet has not applied for a licence for use of the drug
against pneumocystis. If they choose to request a license, my Division
would ordinarily handle the competition and negotiations. In this case, I
believe it would be appropriate for Dr. DeVita's office to handle this
interaction, but I would like your opinion on this .atter as well.

Thank you for considering this matter. As you can imagine, I am very eager
to remove myself from any apparent or real conflict of interest, but at the
same time, am eager to see the most expeditious development of this
potentially life-saving treatment.

Bruce A. Chabner, M.D.

Attachment

cc: Dr. DeVita
Dr. Fauci
Dr. Hoth
Dr. Wyngaarden
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CJ- DEPARTMENT OF HEALTH II. HUMAN SERVICES Off ice of the Secretary

Office of the General Counsel
Bethesda, Marvland 20892

Public Health Division

October 26, 1987

MEMORANDUM

TO: Dr. Philip S. Chen
Associate Director for Intramural Affairs

FROM: Legal Advisor, NIH

SUBJECT: Delegated Authority for NIH Components to Negotiate
Research and Licensing Agreements with Private Sector
Organizations

As you know, the Assistant Secretary for Health (ASH) recently '
signed a Delegation of Authority authorizing the Director of NIH
and the Institute Directors to enter into cooperative research and
development agreements with Federal agencies, industrial organi­
zations, pUblic and private foundations or other persons and to
negotiate licensing agreements for Government-owned inventions
made in NIH laboratories and other inventions of Federal employees
that may be voluntarily assigned to the Government. The delegation
was made pursuant to the pr oc Ls Ions of the Federal Technology
Transfer Act of 1986, 15 U.S.C. S 3701 et seq. Under this delega­
tion, the NIH and Institute Directors may enter into collaborative
research agreements which grant exclusive licenses or waive rights
of ownership to future inventions made under those agreements and
grant exclusive licenses to existing inventions. Previously,
that authority was reserved to the Assistant Secretary.

Of course, this office and the OGC Patent Branch will continue to~.
develop and review these agreements. However, we are somewhat ~
concerned as to how the various Institutes will be exercising
their new authority under this delegation. Since the Institute
Directors now have final authority to grant exclusive licenses to
Government-owned inventions, the criteria used by the Institutes
for granting such licenses need to be carefully, but promptly
addressed. We are already receiving inquiries fran private
companies as to the criteria that will be used by the 8IDs in
granting such licenses. Although the ASH delegation states that
guidelines for negotiating cooperative research and development
agreements will be developed by the ASH in consultation with the
PHS Technology Management Board, the negotiation of agreements
is not to be delayed pending the issuance of those guidelines.

--- -- ", .............----
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Accordingly, we believe that it will be necessary for NIH to ~

take some action to ensure the application of uniform. criteria ~.

for granting exclusive licenses to inventions developed under
cooperative research and development agreements, pending
issuance of the PHS guidelines. Given the need for immediate
action in this regard, we suggest that NIH continue the present
procedural method of assuring uniformity--review of those agree­
ments by the Patent Policy Board's Subcommittee for Cooperative
Research and Development Agreements. In this regard, we note
that under the conditions accompanying the PHS delegation,
cooperative research and development agreements "should include
a clause providing the head of ••• [the] PHS agency a 3D-day
period to disapprove or require the modification of the agreement."
We question whether such a clause is practical. It seems to
contemplate a final agreement signed by an Institute Director
which would be subject to disapproval by the Director, NIH. We If­
believe the Di~ector, NIH, or his delegate should be involved in
the clearance process prior to any finalization of an agreement.
This would expedite final approval of the agreement, because no
30 day waiting period would be necessary. Accordingly, we
believe that the Di~ector's review and approval function should
be carried out prior to execution of an agreement. In addition,
we believe that review function should be carried out by the
Subcommittee because of its experience in doing so. If NIH
intends to implement such a review through the Subcommittee,
the Director, NIH, should delegate his approval authority to
the Chairperson of the Subcommittee.*

Listed below are the collaborative research agreements that we
and the Patent Branch are currently negotiating with commercial
organizations, in which the private concern is requesting
exclusive rights to future Government-owned inventions:

* The Federal Technology Transfer Act, Pub. L. 99-502, does not
require a review by the agency head (in this case the agency
head is the Director, NIH, as a result of the delegation).
15 U.S.C. 37l0a(c)(5)(A) states that if the agency head
"desires" an opportunity to disapprove an agreement or require
modification, the agreement "should provide" a 3D-day period
in which such action must be taken. We believe this authority
to review can reasonably be exercised prior to finalization
of an agreement, so no clause would be necessary and that the
Director, NIH, could delegate the authority to the Chairperson
of the Subcommittee.
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Parties

1. NCI and ICI ~~ericas, Inc.
principal Investigator (PI)
-- Or. Marc E. Lippman.

2. NCI and Hoffman-La Roche
PI -- Or. Ira Pastan.

3. NCI and Merck & Co., Inc.
PI -- Dr. Ira Pastan.

4. NHL8I and MCM Laboratories,
Inc., PI -- Dr. Martin Leon

5. NCI and Syntex (U.S.A.)
PI -- Dr. Lance Liotta

Study

The Production of Antitumor
Factors by Antioest~ogen

Treated Breast Cancer Cells.

The design, implementation and
evalutation of toxicological
studies involving Diltiazem
analogs and Tiapamil analogs to
determine usefulness as agents
to overcome drug resistance in
neoplastic cells and cell lines.

To study chemical compounds
believed to have activity
against mUlti-drug resistance
for cancer therapy.

To study guidance, control and
delivery systems for pulsed
laser treatment of athero­
sclerotic cardiovascular
disease including fluorescent
spectroscopic plague detection.

The biology and molecular
genetics of tumor invasion "and
metastasis: the cloning of
tumor motility factors, design
and synthesis of synthetic
peptides to inhibit binding
between laminin and laminin
receptor.

6. NCI and Burroughs-Wellcome Co.
PI -- Dr. David G. poplack

Pediatric Phase 1 trial of
Piritrexim and study of the ONS
penetration of the compound in
subhuman primates.

7. NIH and Genetics Institute,
Inc., PI -- Multiple PIs.
Dr. Eaton has lead.

Research using HIV reverse
transcriptase enzyme furnished
by GI. GI is seeking an option
to negotiate an exclusive
license.
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The foregoin'J list does not include agreements that are bei~

negotiated with Merck, Bristol-Myers and some other companies
toward the development of an AIDS vaccine. The Deputy-Assistant
Secretary for Health has been taking the lead in negotiating
those agreements and will, we assume, continue to do so, even
though there is no longer a requirement for ASH approval. Thus,
there would not appear to be any need for the Subcommittee to
review those agreements.

In addition to the above research agreements, we are also
negotiating several agreements that "involve nonexclusive licenses
to present and future Government-owned inventions. You may also
want to consider having the Subcommittee review those agreements
durin'J the interim period prior to issuance of the PHS guidelines.
Such an agreement would preclude th~ Government from issuing an
exclusive license to another company that at the time of the
invention might be in a better position to make it promptly avail­
able for health care. Whatever the scope of the Subcommittee's
review function, steps should be taken to assure that it meets
often enough to review all pending agreements promptly and that
the review requirement is communicated to Institute Directors
and all others involved in the preparation, negotiation and
review of cooperative research and development agreements.

Please call me at 496-4108 if you would like to discuss these
matters. Perhaps these topics will be discussed at today's
meetin'J of the Patent Policy Board.

Ro~man
Legal Advisor, NIH

cc:
Richard Riseberg, OGe
Darrel Grinstead, OGe
Leroy Randall, OGC
Richard Adamson, NCI

Prepared by: GH:TJefferson:RBLanman:bj:bb:10/26/87, 496-4108 OFt 82
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F.bruary 11, 1988

iw" ,
MIMOaANDUM 1'0. ~ VERA CONNOLY '~,~.,.~

J:)epax-tment ()f Energy

FROM Michael Levitt ~
Dep.x-~nt of ccmm.~~

SUBJECT a.vi.lon. to supercon4uctlvlty
C~titivene•• Aat

Thank you for .enc:U.ng your proposed. revi.ions to the
Administration's luperconductivity legislation. The
following are our Department's comments. If you wou14 l1ke
to di8cu•• them, ple.se contact me (377·3151) or Ken Clark
of my office (377-8843).

Title tI:

Section 201(b)(S)(B), at the top of p.ge 3, rais•• two
problem.:

-- "marJcetin9 ~ proprietary information" .hould. be
"marketing of .•• u; .nd

- .. "copyl'l;ht.. aftC! J\\a.k work." .hou14 be a4clecl (aft.er
"tra4e .ecret.I") to the example. of proprietary information
eKplicitly mentioned •• being covered by the provision.
This will avoid courts' construing thi. provision (URd.x- the
"Inclusio uniu maxim) •• intentionally om1t~in9 the••
important type. of int.llectual property.

T~~le II.:

A key proviso concerning proce.s patents that we have
consiatently supported, and which w•• part of the Admin­
istration's oti;inal bill, does not .ppear in the current
draft. For reasons d1acu.s.d below, we strongly recommen4
that it be re-inlerte4 into the text a. the l.at .entenae of
section 301(b)(2). The .entence (a. we have .lightly
revi••d it) ahould reaQz

A product produced by & patented proces. ahall not be
considered under this title to have been so produced
after it is matex-ially changed by a sUbsequent process
or becomes a minor or non••••nti.l component of another
product.

Without such. provi.o, the ~ill is conapicuously more
stringent in protect1n; holder. of proce.. patenta than are
comparable Buropean prOVisions, which apply only to products
"directly" prod,uced u.ing & p.t.ntec! ,proc.... 'ailU%'. to



correct thia imbalance will aerioualy 4~inish the bill'a
chancel of pas.age.

w. recommend apellinqout the intent of the proviao in a
sentence rather than simply incorporating the ltmiting te~

"directlY" into the operative language of the title. This
approach enaurea that our proviao will be.1aU.lar to the
limitation in European law, but that it wil.1 be interpreted
independently.

IDle Iy:

A. Need for Siq~~ican.R'Illion~8 T~.

We find a number of serious problema with this title. Moat
importantly, we believe the Administration would c:ompromis.
its ability to obtain comprehensive protection for intellec­
tual property developed under federal contracts by offering
a bill containing no more than .. very limited protection
against one amen; many potential sourc.. of compromis. of
suoh property.

Specifically, we question:

-- the title's extremelY limited focus -- just on pg.Siblj.. .~
compromise of information by mandatory lOlA rel.a.e, and .;'"
then only in the context of federal "laboratorie. or
similar facl11t[i.s]"J .

-- it. a~trary 20 percent contribution teat for c:over~
-tIe,

-- its f1xec1 two-.year period of informat.on PLyt~ct1cm,

which has no necessary bearing on the statutory or other
appropriate time period for protection of proprietary
interelts, anc!

-- its failure to establish any basic proprietary rights
in technology created by federal funds aa a predicate for
their protection in the many contexts (beyond FOIAl in
which protection 1s ne.ded.

B. ~i<al problem- with ~h! 9urr,nt~.

Whatever approach is ultimately cho.en to handle the
technology protection is.ues touched upon by the current
draft of title IV should ensure coverage of all government
laboratories. Section 401(b), a. now drafted, would cover
only labqratoriea that are both owned ~ operated by the
Government, such .s the Harry Diamon4 LiEOrator1•• and NBS'
laboratories in Boulder, Colora40. Important government·
owned-contractor-operatec:l ("GOCO") laboratarle., such a.

t
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Brookhaven, Los Alamos, Berkeley"'Llvermore ·and. Ax'c.;orme would
be excluded.

Other technical or 4raftin; questions about the cu~rent

title IV.

-;. Why should this provision be limite<! to "cooperative"
agreements? would this limitation exclUde information
resu1tinq from a simple contract for "deliverabl••"
involving a'D?

-- Why must the ability of an agency to protect informa­
tion from mandatory FOIA release await "receipt ••• of 8.
request" under FOIA? Does this not limit the abilIty of
the agency to 9ive ~dvanc. as.urance. to contractors that
would encourage cooperative gove~nment/prlvat.sector .'D?
Does this limitation invite error. tly forcinq aqency
judgments to be made under rOIA's ti9ht time con.traint.?

-- What determines "the date ••• information i. first
recorded" for purposes of measuring the two-year FOIA
protection limitation? Recordinq by a private contractor?
Transmittal to the agency (i.e., when the information
becomes part of an "agency ·recor4" under rOIA)?

We had earlier provided to you an alternative provision to
the current title IV, Involvin; a more comprehen.lve
approach to implementing the polio!.. of Executive Order
1~5~1. crMnn~ other thin;., it would have e.tabliahed a
right in the Executive Branch to a~~ow l~_ a~au~l lGtcratw:
les and contractors to create proprietary rights in techni­
cal daea and computer aoftware generate4 throuwh federal
fundin~ on reconsideration; we believe that ,the.comprehen­
sive treatment of these matters may be misplaced .n legisla­
tion directea primarily to superconductivity re.earch,
development, and production. On the other hand, the pre8ent
title IV, as we have mentioned, contains needle•• limita­
tions even f~~~it~t~n~n the context of superconauc-aN.·' ,1i _ ..~ k i h ..tivi.ty. We "to r w t OFPP anQ OOE to correct
these problem. with the current draft.
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UNITED STATES DEPARTMENT OF COMMERCE
National Technical Information Service
5285 Port Royal Road
Springfield. Virginia 22161

January 26, 1988

MEMORANDUM FOR: Joseph F. Caponio
Director

SUBJECT: Beringer Memo of January 15

You asked if I had any information on NTIS actions which might
have prompted Barry's memo. Two items:

First is the NTIS - Public Health Service agreement covering
operation and financing of the patent licensing program. That
agreement awaits signature by Assistant Secretary Windom, but I
can't believe that it is a source of problem for Barry. It's
been in the works for much of the past year, during which time
I've made presentations to and had discussions with staff from
PHS, the PHS agencies (including NIH, CDC and FDA), the HHS legal
office, and the individual institutes at NIH. All of these
players, including the NIH institute directors, have cleared and
approved the agreement.

Which is a good lead in to the second item. The delegation Barry
refers to apparently was signed by Windom without ever having
gone through the normal PHS clearance process. Other PHS
players, or at least Forbush (the DAS for Health Operations)
became aware of the delegation only after it was signed.
Forbush's staff is angry because:

o They have substantial problems with the way the
delegation violates elements of good management practice.
Among other things, the delegation apparentlY gives
authority to NIH institute directors without first giving
the aut~ority to the NIH director. That's like Bob
Ortner by-passing you and Bruce to delegate some legal
authority to me. Dumb.

o They have procedural problems with the way the PHS
clearance systen was ignored. It sounds like they th i nk
Harmisson deliberately sandbagged Forbush.

I got the above inf0rnation from Ellen Wormser, who heads the PHS
Office of Organization d nc ~anaqement Systems. She works for
Forbush and has been ~y primary PHS contact on the patent
licensing agreement negotictions. Ellen is now in the process of
revising the delegation.
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I think Ellen and I are at a point where we can speak in plain
English, so t asked if she knew of anything NTIS had done to
prompt, urge or otherwise instigate Forbush's and her reaction to
the delegation. I think she was a bit insulted, because her
basic response was no, and she didn't need NTIS to tell her when
a PHS problem needed to be fixed.

Those are the only two items I know of, and we are clean on both
of them. But that still doesn't explain why Barry sent his memo.

Th~X, Jr.
Associate Director for

Administration


