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.. lJHY THE RE'lFl L'AS MADE 

-,-' .. ", ·41 

Each YC?i:r grants for r~search in rredicinal chs,"istry are il\~ard2d !Jy the 
Nation:: 1 Ins t itutcs of Health of th2 D:!'Ji! .. t~2nt of ,tl;:;;: ith. Edue;:;. t i on, 
and 1i21fi!r~ (}lEU) to enCOU,2,,:! research and to sti,;;ul<lte r.e·d ir.',·estiga­
·ticns le<:ding to t;.~ discovery of potential dn;gs 'for ese in the, p .. ~ven­
ticn and tJ'eat. .. ent of diseases and disilbil Hies of man, .' . 
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: ,About $53 r.lillion \,::lS e~pendec:! on such gr;:;.nts during th~ 1952-57 p~riod. 

"''-'The Gznel"ill :'.cccunti n::r Offi ce (GJD) noted th:lt diffi culti es I'Jere bei ng 
..~. ~-encount2;-"zd ; n cbtll i fa'; r.g nec2ss~r-j' test) i1g of cc;npoulids ppepared under 
: .. ·;.---certain of th~ gr(:~its" cdversc1y affectin!} th'~ usefuln2ss of the pro-

.. "gnm. Gi.O tlierefcre examined into these difficulties. 
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<l!any research investigators \':er~ unnble to obtflin the screenin? and. 
··,;··:testing s2rviccs cO:1sid.~red i.2:2::$;:n-'J to dctCr.:1ine th{! US2fuln2ss of 

.;'CO:npounds prepared tiuring' thei r rcsearch tC:':ard the dave 1 CP;;]2Ilt of n2\'1 

,drugs. 

":lnvestig:::tcrs st<::ted that since 
~:.::patent procedures't they \;,'ere n, 
: the ph"lhl2.ceutical ir.dustry and 

" . ., .... 1o;'Cre avai1<lble, 

1952~ wh~n the Oepart!7!2nt revisc:d its 
longar ~ble to cbtnin the coop~r'ation of 
that no <ld2quate substitute services 

'. T' 

.' :·A1thou~h th:'! research efforts in medicinal chznistry provide useful 
.. scientific infolh13tion. they do not achieve their optif'iu;n benefits 1T 

· ... ,-compounds are not screened GI;d tested to ascertain their potentiul me­
,~dicinal villue in the treatment <lnd cure of disease . 

.. GAO id2ntified specific enE1:Jles of the difficulties ~;hich the im'esti­
,!lators I,'ere encouOiteri.ng and noted that as a resul t sc:r.e investi,)2tors 
. '·were redirecting th2ir research efforts u.~Jay from drug developellt. 

""GAO notcd also certain difficulties in the 2c!;:linistration of H!:~'I l'clJu1a­
.lions cO:1cerning invention ri9~ts which needed resolution to facilitate 
·the discovery of potential nC\1 drugs. • • • • • • • ... : Tear Sheet ." . " 
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,the Secretary of He" Hh. Educ<:t i cn • .and lIe Hare should: 

,"·'~-[ffect more tir.l·~ly ,dete·r.7il:1::tion of rights to potentially patentable 
..... ;"-inventions in o,dcr to red;::::: uncertainties. 

,·-l:larify circu:;;st.-n:cs ur.C::!~· ~:hich the c~ter.nination of invention 
".rights I::;;Y be 1:1: • .::" by gr"-;:'~2~ insthul;'icns whose patent pol icies 
. :Jlave been approv::d bl HEI!. 

:. " : .. -..... : 
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,c;f.CElICY ACTIOI:S 

HEW stated that the fnl1c'~ir.~ I.~",;::sures. h,,·i been or would be taken to en­
·courage screening a;~d testinJ of new CC~.:;i::'1Jnds: 

.' '".' ';'·;-4Jse of a revised pteot <lJ;':!c':!~nt b::t'.ie;::n investigator and screeni ng , 
:··and testing org::i1i:.ation; 

,.:; ·,...;tJse of a revised !;tandard ir.:;;titut·icn:;l patent agrec.'nent; 

:C-"'-,.;l1ore expeditious ctetennim;·t hn of iri"\.'<:;-;~ion rights; and 

.. -lssmmce of a cC:11p:-chensh~ state,l1",;!:: ~f the HEll po1 icies and re­
, ',",,' .. ·:'·.quirc.zrots rega;'Ji rig thescz'::'€:n"ing ~;;;.; testing of ccrr.pounds. 

'. 
c,In addition to the rCl'cgoins c;::::sures. t;·~ S~cretary of Health, EdL!ca­
·:.t1on, e.nd r:Glfare shc';/id dc\:~i~.::: and PU";: -i:::t~ effect sl!ch pol ici:.:s ~nd 
.,procedure!' as are iOc;-:',ssary 1.~ roo'o'lid:! :."::::;:;ilte scr2cr:ir.g and tcstir.? 0',' 

:'''··';;.l;Ool1pounds to facilE,,'~e thc d'c·!~;o;:;;ler.: ,.f potcnti~l dl'UgS for the pl'e­
,',cvention wd treat!n2ni; of hU7.i;O: disease:; ;;";0 disabil i ti es • 
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"COHPTROLLER GEr.SR.4L' S 
,.~ . . I'.EPORT TlJ :IllE cn.W;EJ;:SS 

,·:""ROBU}! AREAS /'.l"FECTING tlSHUU1ESS OF 
. ·.·.RE.SU:.TS 0;:: CO'.'[i.::;;EiH -SPC:;~,Q~ED RES[f,r:c:.; 

" .'. ,: .. ~::~<;"·:~"~:H£Dlt11~;l. Liu~ fRY B-164 031 (2) 
.. ' . '. ' .. ..... . . <.~'.,' .. 

lIH'i THE REVIEW liAS NADE 
, . .. . , 

',Each year grants for research in m2dicinal chemistry are ill':arded by the 
"tlation;;l Institutes of H2<1lth of th~ D2[lar~3nt of Ilealth, Ec~c;;:tion, 
:.and Welfare (HEI-i) to encourage research and to stimulate nelt investiga-

tions leading to the discovery of potential drugs for use in the preven­
.tion and treatment of diseases and disabilities of man. · . 

':::cAllout $53 million was expended on such grants during the 1952-67 period, 

CThe General Accounting Office (GAO) noted that difficulties \':ere being 
. encountered in obtaining necessary testing of cc:::;::ounds prepllred under 
~::1:ertain of the grants. adversely affectir.g the uszfulr.ess of the pro-
. <;gram. GAO therefore examined into these difficul tieS. 

_'C'PIlIDIlIGS AND COJICLUSIOIIS 

.. 

d·lany research investigators \·:ere unable to obtain the scree,"ing and 
,:testing servi ces considel"ed necessary to dete"ni ne the usefu 1 n25S of 
"compounds prepared during their research to;{ilrd the develG~':::2nt of n2"1 
>drugs. . . 

. "~'ilnvestigators stilted that since 1962, when the D2partrrient revi sed its 
"'patent procedures, they \':ere no longer able to obti: i n the COGoen: t ion c 
· .. the phannaceutical industry and thilt no adequate substitute services 

'M!re available. 

.J\Jthough the research efforts in medicinal ch2.:1istry provide useful 
'~scientific infol111ation, they do not achieve their optimum benefits if 
"i:ompounds are not screened and tested to ascet'tain their potzntial me-

· ,tlicinal value ir. the treatment and cure of disease. " 

,;,GAO identified specific examples of the difficulties which ·the investi~ 
gators \':ere encounteri ng and noted that as a 'resul t some, i nves t i q iJ tors 

.... 'Were redirecting their r2search efforts a~lay ·frcm drug developent. 

· 'GAO noted also certain difficulties in the administration of 
.: :tions concerning invention rights ~.'hich needed resolution to 

' .. the discovery of potential new drugs. 
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. UHY THE REVTEr/ ;!AS MADE • \ . 

. 

• 
Each year grants for research in medic;Oil1 chemistry a,re awarded by the 
Ilation.:!l Institutes of P.e"lth of the! Dep~i·t;;:ent of Health. EduC<ltion. 
and Welfare (HE\i) to encourz:ge research and to sti~ulate ne ..... investiga-
·tions leading to the discovery of potential drugs for use in the preven­
tion and treatment of di seases and disabil iti es of man. 

',About $53 million I':as expended cn such grunts during the 1962-67 period. 

'-'The Genera 1 JI.ccountin'] Offi ce (GAO) noted that diffi cult i es \,;ere being 
',encountel'ed in obtaining necessary testing of cc::)pounas prepared urlder 

. ,,·.certain of the gr<lm:s. ad':erse1y affecting the usefu"lness of the pro­
"gram. GhO therefore eXw':lined into these ctifficuities • 

, 'iFINDIIlGS AND C07JCLUSIOliS 

":';:flany research investi(!ators vlere unable to obtain the screening and 
. ·,'testing services consid::red necessary to deternine the usefUlness OT 
:,·;,eompounds prepared dur; fig thei r research to\'iard the deve 1 op:nent of fkW 
;,drugs. ' 

_Investigators stated that S1 nce 1962, ~Ihen the Depc:rtr;:ent rev; sed its 
, . .-~patent procedures, they ~Iere no longer abie to obtain the cooperc;tion of 
'-~he phan"ilccuticai industry and that no adequate substitute services 
";~'::Were available. 

~"Although the research efforts in medi cina 1 chcr.;l s try prov; de useful 
';:scientific infor::nticn, they do not achieve their optimu!1l benefits if 
,-eompounds are not screened una tested tD ascertain their potential me-
'-dicinal value in the treatment and cure of disease. -

GAO identified specfiic ,exc.:TInles of the difficulties which the investi­
'gators \'Jere encountering and noted that as a resu1 t some investigators 
':were redirecting their resc;;,ch efforts aVlay from drug development. 

GAO noted also certilin difficulties in the aC'11inistraticn of HEU regula­
"tions concerning invention rights \·/hich needed resolution to facilitate 
'the discovery of potential ne\'/ drugs. 
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. ;::.:·.The Secretary of Health. Education, and ~le1fare should: 

" .' 

........ ., .' ... ~ ... ~ .' . . ." 
~ 

- .,;,' ',:. . ·-Effect more timely determination of rights to potentially patentab~ 
. ,invent; ons in order to reduce uncerta i nt i es. 

. ' . 

c· 
.' _. 

. ' 

'-..,' 

.,":.", "~= .. ' 

··c. 
'" 

:;: .. 

" 

• · 
• 
, 
j 
• . ·l , 
, .. 

,. ' 

;I , 
.i . 
,I -.: ,. 
• • 

' ... " 

, 

:--Clarify circumstances under ~Ihich the determination of invention 
rights muy be muoe by grantee institutions whose patent policies 

. . lIave been. approved by HEW. 
,", . ", . 

':. . 

. ~"AGENCY ACTIONS 
-.'; ... ,", ," ! 

." 

'""-.' ... 
tlEW stated that the follo:qing measures had been or ~/Ould be taken to e~ 

,~.,." ,.courage screening and testing of n:;!'! co:npour.ds: 
. 

and scrceni: ,~ . " .. ·-'-t/se of a revised patent agree:nent betvieen investige;tor 
. '". :' .. : ,.and testing org",nizz;t;ion; 

,:':"-' ".: 

. ':J"" . . ".:·:::::·:'.~se of a revised st<mdard institutional patent agreement; 
'" . 

.....• 

'.~ "--More expeditious detennination of invention rights; and 

,:: "i-Issuance of a c:Dorehcnsive statement of the HEW policies and re­
"' .. ' ':',quirc;,'2nts regarding the screening and testing of cc:cpounds. 

ISSUES FOR FUF!TA::R COl;SID:T'-:~TIOll 

,In addition to the foregoing r:,e~SU1'es, the Secretary of r.c31th, E.:'~c:: 
.':ticn, and \'!e1fare s1:ould develop c:rid put into effect such polici2s ie:' 

'procedures 2.S are necessary to p,'ovide adequate screening and t"sti~.~ 
::'co:npounds to fucn;;;,,:c the deve10plent of potential dn,ss for the p:­
·vention and treatment of human diseases and disabilities. 

.LEGIS&A~IVE PROPOSALS 

···None. 
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_ ~'t1NTRODUCTION 
~.' :;, "'. " . ,- '-~-: .- . .. '. . 

; ""'The General Account ing Off ice has examined into the 
:,administration of grants for research in medicinal chemistry 
·awarded to public and private institutions by the Department 
,of Health, Education, and Helfare (HEin. These grants w.ere 
administered by the National Institutes of Health (NIH) as 

-a constituent bureau of the Public Health Service (PHS) 
until April 1" 1968, "'hen NIH I,as established as a. separate 
operating agency within HEI';. Our review was made pursuant 
to the authority of the Budget and Accounting Act; 1921 
(3lU.S.C. 53), and the Accounting and Auditing Act of 1950 

'(31 U.S.C. 67). 

'.::()ur review "las directed primari1y toward departm:=ntal 
"policies and procedures and practices of NIH ~nd other cog­

nizant organizational units of HEW for facilitating the 
"achievement of research obj ectives in the potential develop­

::--ment of drugs and obtaining optimum benefits tOl,rard the 
--treatment of diseases and disabilities of man. This partic­
··,ular aspect of the administration of grants for research in 
-medicinal chemistry "as revie\-led by us because lye noted in-

. ·dications that ce-;:otain university re;search investigators 
· were having difficulty in obtaining suitableii1eans for 
screening and testing compounds prepared by them for further 

· development into useful medicinal drugs. The; scope of our 
,"review is described on page 33 of this report. 

,":oBACKGROUND 

'Under the Public Health Service Act (42 U.S.C. 241), _ 
HEW has broad responsibilities to'promote and coordinate re­
search in the field of health and to make information con­
cerning such research and its practical application avail­
able to the public. Under this aufhority, the Surgeon Gen­
eral, through NIH, has made; 'grants-in-aid to support re-

· search in universities, colleges, hospitals, laboratories, 
and other public and private institutions. Medicinal chem­
istry is one of the important research areas supported by 
Federa 1 grants. ' 
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':".~., .'VENERAT~ INFOi\1-lATTONON }'lEDICIN,\L CHEMISTRY GR..lI.NTS 

...... 

.. , ····"·NIH has t,vo Medicinal Chemistry Study Sections respon-
.• ,,~:··,o:·'.sib1e for the scientific reviev.' of grant applications and 

.• .for recommending those areas in which research in medicinal 
. ·~hemistry should be performed. According to NIH statistics, 

, .. ' ..... "curing fiscal year lS67 about 560 grants, totaling about 
':".' .. "-,~ ."::.~'. $13 million, Here awarded to grantee ins titut ions for sup­

port of research in medicinal cher.1istry".. During fiscal 
.. years 1<;62-67, PHS a"arded about 3 ,000 grants, totaling 
~ •. about $53 million, for this type of research. These grants 

. are intended to encourage 'research and to stimulate ne,v in­
vestigations in fields needing exploration, including the 

....... ·····discovery of potential drugs that may be developed for use 
.. .in the prevention and treatment of diseases and disabiliti".'" 
-"of man. 

'.'~ .~ ... =-": .. :~-.,. 
Seven of the eight institutes of NIH, together \-lith th~ 

';;National Institute of Mental Health CNHrH),l support l7lsdici:-: .. : 
.. dlemistry investigations in the areas of their o .... m reseE.rc:­

'. ·.'mterest. For example, the National Cancer Institute sup---- . ·'-.'Ports inve.stigations in the preparation of cOr.1pouncs for D,: 
·.:in the chemotherapy treatment of leukemia and othsr :'or!:1s 
·:Cancer while support for preparation o'f cO;;lpounds for use 
":in the treatment of hypertension is prOVided by the Natior:: 

( " 

; 
--. 

··.'Heart Institute • 

. 'Grants for research in medicinal chemistry are a,varde' 
··"to institutions ,in behalf of in'.'estigators to suppo::'t pro­
·.gram·s '-Thich usually involve the preparation of che!Ilical ce:' 

o pounds. Depending upon the investigators 'particuler ap­
.proach, ne" compounds may result from either isolation or 
'potentially active .substances from natural materials or 
"preparation of potentially active compounds from various 
,chemical rna ter ials. 

Development of a compound into a medicinal drug in­
". "'volves numerous steps ,vhich can be broadly classified as 

:.- . -screening and testing. Screening involves a determinaticl': 

. . , 

' . 
.. 1The NIMH grants included in our review were awarded when 
• NIHH was a part of NIH. On January 1, 1967, NIl'l1I was co;-.­

stituted as a separate bureau • 
• 

• ~ : 
" 

" • 
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'!Of biological activity and potential usefulness of a com­
,.pound. Screening may be provided in two general categories, 

broad screening and specific screening. Broad screening 
c- 'is generally designed to evaluate many compounds quickly and 
. to reveal biological activity in areas that may need more 

specific screening. Specific screening is designed to pro-
'vide preliminary data on the utility of compounds ".;hich is 
used to support an investigatIonal ne,"-- drug application to 

_'.the Food and Drug Adciinistration (FDA), 

~ Compoun'ds "hich indicate activity in an area o£ partic-' 
ular interest are subjected to testing to obtain further in­
formation, Testing is generally conducted in t1{O phases--' 
first on animals and then on humans--and is designed to pro­

-vide the data necessary. to support a ne'.; drug application 
·.to the FDA. 

Facilities for screening or testing compounds such as 
. '.-tllose prepared under NIH-supported research cOQprise four 
,~eneral sources: Governrnent test services, cOIrmercial and '-- .nonprofit testing laboratories, academic institutions, and 
~he pharmaceutical industry. The principal Govern~ent test 

. ·services used by NIH are the Cancer Chemotherapy National 
·Service Cencer for cancer chemotherapeutic agents and the 
'Walter Reed Arrr:y Institute of Research for antimalarial. 

: .agents. The findings discussed in this report contain spe­
" :.cific comments concerning the availability and adequacy of 
:,·:,the several ~ources of screening and testing services. 

':.PATENT ASPECTS OF l'!EDICINAL CHEMISTRY GRANTS 

The scientific and technologica'l advances resulting 
from NIH-supported research activities frequently include 
patentable inventions. such as potential new drugs, These 
inventions are subject, in general, to the provisions set 
forth in the President's 1963 overall Statement of 

~e terms screening and testing are often used inter-

-'. 

, 

,( 

. changeably • In subsequent sect ions of this report, the 
terms are used in accordance with the usage made by in­

'vestigatqrs dnd by others interviewed by us. 
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:~,>:",:tovernment Patent Policy and are governed. in particular, 
-,,' by HEW's patent regulations. 

" ",-,.,':"" ,:' ,',,;, 'In October 1563, the President issued a Statement of 
",,' ,'·;",.,:::','-''Covernment Patent Policy which provides that the Governrne:-,­

" . be responsible for full exploitation of inventions for th~ 
', .. public benefit:. This, statement of policy seeks to protec:: 
",the public interest by encouraging the Goverrunent to ac­
'quire the principal rights to invention's in situations "h,o: 
the nature of the \vork to be undertaken or the Government' 

.,past investment in the field of work favors full publiC ac· 
.} 

, ," cess to resulting inventions. Specifically, the statemen~ 
"';"" calls for the Government to normally acquire the principal. 

",,-or exclusive rights to inventions resulting from research 
',,' " :",:;;;:which directly concerns the public healtn or public welfare 

. -' ~'.: . 
, " . 

! -: -';: '. ~ .' 

{)n the other hand, the policy recognizes that the pL:'b­
,;;,;:1.ic int'erest might also' be served by according exclusive 
','.'-commercial rights to the contractor in situations .·,here t:-" 
":':';contractor ilas an established nongoverr,,-nental co:r::-r.ercial 

" -' 

.' 

, ' 
' .. 
.'-' 

f: • 

:~osition and ,,,here there is greater likelihood thEit the i:~ 

, 'Nention would be .vorked and put into civilian use thaD W:;",' 

',:,;l>e, the case if the invention ,·[ere made more freely avail2-:: 

The HEH patent regulations in effect since 1955 SDEC~ 
,-,,;''that the results of research supported by grants shall D2-
,,'used in the manner ,.;hich will best serve the public inter" 

·,,'.C:XheHEYT patent regulations as contained in the Code of Fec.: 
";-eral Regulations (/+2 CFR, pts. 6 and 8) provide: 

... ~ 

...• ,.' . 

, , ' . ... 

,"'U*** in some cases it may be advisable to permit 
'::8 utilization of the patent process in order to 

<',;:foster an adequate corrunercial development to make 
,\;a new invention "7idely available, Moreover, it 

'-is recognized that inventions frequt2ntly arise in 
,.the course of research activities which also re­
,((!eived substantial support from other sources, as 
"well as from the Federal grant. It would not be 
. ·-consistent with the cooperative nature of such 

,:"activities to attribute a particular invention 
·,"primarily to support received from anyone source • 
.In all these cases the Dt2partment has a responsi­
:',bility to see that the public use of the fruit of 
~ the rest2arch will not be unduly restricted or de-

niEid." , , 

~' 
• " • 

• 
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HEW policies governing the treatment of inventions are 

~esigned to afford suitable protection to the public '''hile 

•• ; "'giving appropriate recognition to the legitimate interests 

j 

./:. 

of others who have contributed to the invention. The regu-
1ations require that all inventions arising out of activi­
ties supported by the grants be .promptly and fully reported 
to the agency. The regulations require further that' each 
.grant contain a provision that o,mership of inventions and 
.:disposition of all rights be determined by either the re­
"sponsible agency official or, except ·fol:' foreign rights, 
the grantee institutions whose established policies and 
procedures have been approved by the agency • 

As a conditio.n of each research grant, the Surgeon 
·-: •. ;General was responsible; in accordance with HE\,' regulations, 

'f' ""for determining the mmership and disposit.ion of all rights 
.I -,to any invention resulting either directly or indirectly 

.''from P}1S grants; in October 1966, this responsibility was 
.:transferred to the Assistant Secretary for Health and Sci­

.. ( . __ -~tif_ic Affairs, HEW. 

1 
I 
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A list of the principal HEH officials responsible for 
. :the administration of the activities discussed in this re­
-port appears as appendix I. 
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0", ,,,,,:.;,,-,,'FINDINGS AND RECOlll'1SNDATION 
• • .. ;,~."1.' - .' 

. NEED TO PP.OVIDE 1T1PROVED HF.!'l~S 
. """ F"CIT 11""j;' <"C"'-''"'' n'G \"'i) 'r'-S~I"'" '-~~V L':,. • .t....o _ h .... ~ ....) : ... ·l:~~ .. .!.r,;J i_hi .t:.. ... 1. l.\'-.T 

()F CO>;?Cr:,:t-·;r:>S P~-~>:i')A:~I:D Ui·Jl1.~~R GR1\:~TS 

'"FOR rrES~/2:Cr-I I?~ nr:DICli\i'..:L Cl~EHISTRY 

" . . 
...... 

" 

,Our revie\o, of the ad~inistration of medicinal chemistry 
. research p,rants sho';led a need for providing improved mercns to 

.... facilitate the screening and testing of compounds prepared ur:­
~er the grants and to assist in obtaining optim~~ benefits 

',from the research in the form of neH drugs. : 

"'Re found that many grantee investigators had been unable 
. ":.:.ito obtain the screening end testin:::; services necessary to cle­

'" termine the usefulness of COTI',pounds prepared during their re­
.':'search. Al though these research efforts tend to provide use-

',: . .ful. scientific information in the area of heel tn-relaxed 
,;chemistry, th~ usefulness of such research 'Kould be grec.tly 
:,;enhanced if the compOlL"lds received the timely screenir~g and 
,ot:esting necessary to dete=ine their potential nedicinal val' 

· . <'in the treat.1'J.ent und cure of human diseases. 

'Grantee investigato!:'s at eight of the 10 universities .. -
· ,:\which our revie'\l ,·;'as made ha-.re encountered difficul ties in 

.taining the screening and testing services which they bel i'2 
·are essential to the developsent and pl"acticel (lpplic:":r:ion 

· :'-""l1ew compounds. 'They told us that previously these service": 
::had been obtained from the pharmaceutical industry but t..h;o" 

--'Since 1962, when PHS revised its patent pTOCeC'..lres and re­
""quired a formal patent agreement, this cooper<?tion he,d no 
.c'1onger been forthcoming and no adequate substitute service" 

",had been available. . ... 
Prior to 1962, pharmaceutical companies had routinely 

"·-made tests, at no charge, on compounds developed by grantc 
The companies received several benefits in reL-urn for orov 
ing the test services, In general, they acquired cert~in 

':Y'ights to tL,: development and marketing of pro::lis ii1g co:npc 
;''Without incurring the cost of synthesiZing the compounds :~,. 
',"screened and tes ted. 

, .. ." .. 
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'''Crantee investigators advised us that generally screen­
'lng and testing by Government facilities, by commercial or 
nonprofit testing laboratories, and by academic institutions 

. had been adequate for determining a specific activity or ef­
fect but that these sources had been found \.ffisatisfactory as 
.they had not provided the broad-scale screening which the 
investigators considered necessary for developing synthesized 
compounds into potential nei, medicinal drugs. Some investi­
gators advised us that they w"ere redirecting their research 

·by concentrating on more basic chemistry studies while others 
were directing their research arol.ffid the need for screening . 
and testing. • .. .... . ... e'" .• e _ 

.- .. --,," 
./. Ye found t..l}at the difficulties encountered in obtaining 

. '$creening and testing services ,,'ere related to certain prob­
lems in the adBinistration of the Department's regulations 

, . :concerning invention rights .,hich needed resolution. In-
volved here is the determination of o,,~ership and disposition 

.;'Of inventions conceived under HEH grants, ,·,hich ,vas a factor 
~ontributing to the. reluctance of industry to provide ser-

(~·~vices. to grant-supported investigators. 

• 
I 

I 
.. 

r 
'f '. . ( 

I 

On the basis of our observations, we proposed that t..l}e 
,:Department direct its efforts tOivard timely determination of 
.xights to potentially patentable inVentions, in order to re­
educe uncertainties as to. the status of invention rights. He 
cproposed also that t..l}e Department clarify. the intended use 
·;ofinstitutional patent agreements of which only limited use 

:'had been made but which appeared to be a useful device for 
~ ·.assigning oimership rights "Thile protecting the public in-

~:~.s~~ 
Our findings on the difficulties encountered in obtain­

ing screening and testing services for NIH-supported grants 
.in medicinal chemistry and in the administration of H£l.1 regu­
lations concerning invention rights, together with the vieils 
of cognizant GovenTIncnt and non-Government officials, are 
further discussed in the follo1{ing sections. The Depart­
ment's comments on our findings, which vrere furnished to us 
by letter dated March 20, 1968, from the HEHAssistant Sec­
retm:y, Comp troller, are s\.1JJUIlarized starting on page 28 and 
are included in full as appendix II to this report. 
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... '0-1Hfficul ties encount'>er,"d in obtaining 
."' .. '. 'screening ~nd t:es"t.in~ services 

.' 

... 

.\ 
',. 

... ' . -We discussed with 38 investigators the resul ts of their 
. ''':''''NIH-supported research efforts. Hany of these' investigato1.-s 

.·'.informed us that the cooperation of the pharmaceutical in­
-cdust-ry generally ended in ~arly 1962 I-lhen PHS required the 
use of a formal patent agreement '"hich \'Tas a part of the in-

.:::'. ,-." -.> vestigator' s· applic2.tion and part of the terms and condi tio:-. 
. of the gra.nt i-;henever a commercial organization bec~-ne in­
,:-v91ved in the research. The agreement prov:icded that any in­

.... ,.f-. '.;- vention "hich arose or \'Thich ,·ras developed during the course 
-' of the 'york aided by the grCii1t i-lould be referred to the 5ur­

.~ .' 
.:.geon General for dc,te=ination as to 'whether patent protec­

tion should be sought and for the disposition of rights ~nce' 
.. :·any patent issued thereon • 

.. _ ... "The provision regarding determination of invention rig': 
. -nas been a part of the investigator's application since the 

:;1.940' S. He "ere advised by the Assistant Secreta-ry, Co:o1~­
"troller, of BEH that the amended patent agreement of 1962 c· 

"·,not involve any cbonge in PBS policy but t..1-tat it merely fc;: .. 
:.;ma1ized in uriting the relationship and respective rights C" 

;.···the parties in light or t.J,e in',,~astigator' s oblig2.tions ~o ;: 
:;FHS under the grant. c:greeIT!ent. Also, in 1962 PES stren.,;;:';""; 
··.;its procedures for the required reporting of' inven tioGs: 

-: .' 

"The a.greement contained a nui-tber of conditions govern~ . 
"the submission of chesical compounds .to pharmaceutical CorE­

;., -panies for screenin; purposes, including a provision that -
···.(;overnmen1: shall reserve a nonexclusive, irrevocable, 
"'!royalty-free license ,·lith the power to sublicense for all G' 
:ernruent p·urposes. One condition specified that: '. 

... 
! 

., 

.' 

" 

,I '. 
! ~ ~ 

.. 
. ... 

.. 
•• 

. ~'The pharmaceutical company shall be permitted to 
';'obtain patent rights to ne", uses of compounds de-

:. ',·-veloped at its o,·m expense, except where the 
grantee contributed or participated in the concep­
·tion or reduction to practice of such new use •..• 
:or where such nc-.. use is wi thin the field of re-

o ·,·.'search ,york supported by the grant." 
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~ . :Representatives of the Pharmaceutical 'Hanufacturers As..,. 

·' .. :sociation (Pt-!.!\) advised us that, because 'of uncertainty con­
·; .. cerning. the interpre ta tion of ne\.; use rights, its members' 

.bad declined to sign the patent agreement and had discorttin­
"ued screening ar;o tes ting services for compounds prepared 
.unde.r NIH-financed research. Officials at tHO pharmaceutical 
, fiuns. with whom \,'e )llet to discuss proble)lls involyed in pro­
:viding screening and testing services for NIH-supported in­
.vestigators, informed us that they had cons idered exclus ive 
invention rights to be nec:::ssary to permit recovery of re­
search and development coses and that assurance of invention 
.Tights was not provided in the 1962 patent agreement. 

We found that during recent years HEH has considered a 
:number of changes in its patent agree:nent adopted in 1962 

",~£or use by grantees in connec tion \,'i th compounds to be sub­
mitted for screening and testi:,;. During fiscal year 1967, 
·while our revie1'1 vas in progress, HEH prepared a revised 

·: .. patent agree1r.ent which ,,,as intended to clarify the rights of 
-·'the contractinG parties. This agreement differs significantly 

!:from that originally required in 1962 in that it does not re­
:·strict the tester's rights of mmership to ne\'l uses of com­
'pounds "hicb. it may discover at its O"in expense without the' 
:·participation or ~uggestion of the PBS investigator even 
···.where such ne1J use is "'ithin the field of research ,'lark sup-

··:ported by the grant." 

: Representatives of the PHA advised us that, although 
recognizi~g that L~e proposed agreement would not solve all 
,problems in this complex area, they endorsed it as a progres­
sive measure. TIley pointed out, hOHever, certain ambiguities 

.·which they believe require further clarification, in partic­
'Ular "lith respect to the rights of a tester '1'lho .develops at 
'bis O\m expense a first utility completely unrelated to the 
.. .subject matter of the grant and "lith respect to the interpre­
tation of tc'l.e term "co-inventor" as it applies to the rela­
tionship bet",een tester and grantee, when the latter asserts 
,a right because of his prior suggestion of possible medicinal 
value of large fields of compounds. 

Because of the reluctance of pharmaceutical fiIms to 
sign the patent agreement adopted in 1962, a review. was made 
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..... .,~., .by the NIH committee'· on Biologicat Testing "'hich in its t·lo.y 
- '·~1962 report s tressed the urgency· of devclopir.g Liolog ical . 

.. . ." •.... o·,,:,·,;testing facil i ties in academic institutions • 
....... ". -,.' . . 

. {-, " .' 

'The report of the NIH con::nittee s'ta'ted that the patent 
"''regulation ,-las "depriving medicinal chemists of the most ir::­
·port<>.nt source of help in determining biological "cctivit:/." 

The conunittee agreed to compile a list of testi.lg facilities 
and, as a result, an NIH bool~let "Biological Testing Facili­
.ties" was published in September 1963. Tne booklet con-cair:-o . '. 

'. 

. ,.- . 

. ...... / '-.£.:: .. :- . 

~ ...... . 

•• ,. '. 
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. 
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·.·only names of academic institutions, commercial andnonproi':'. 
laboratories, and Government facilities. Represent2,tives 0:' 
·several pharm;:;.ceutical firms advised NIH t.hat, because of to,. 

· ,:'{>rovisj,ons in the patent agreement concerning W2 clete=iI!3.­
.:.:tion of invention rights, it "70uld not be advisable to in­
>'clude the na.'1les of their firms in the booklet . 

. In co=cnting on Government-supported testing fac·iliti:: 
,::such as those that exist for cancer or r::alaria, grC',ntee ifiv 
· ·::tigators generally agreed that wey provide adequate scr,-,e:-.· 
<cand testin8 services in their particular disease area but 
· 1?ointed out t,'1at they do not provide for the necessc.r'/ bYe.'. 
:"'sca1e screening. FOT exa'Tlple, em official of the ~·'ation2.l 

Cancer Institute has stated to uswat we Cancer Chen:::>'chcc' 
·National Se-X:v"'ice Center (CC1>7SC) does not send lerL:-o"(y·ZY cc: 
'pounds received from grantee investigators to other la::oc::, 

~ ".'tories for testing in ot,'1er disease areas but relies on L: 
·grantee investigators to obtain such services. 1-1oreov2r, 
.Government facilities are not available in all disease a;:-c= 
and one 'ihich had been included in the NIH bool~let, t,'1e 
PSychopharmacology Service Center of the National Institu:: 

"of Mental Health, discontinued its services in 1964. 
-. 

. Commercial and nonprofit testing labora.tories offer 
'screening and testing services both directly to grantee' i~ 

"vestigators and indirectly ClS contractors for Gover['~rnent 
·testing facilities. Direct testing services are usually 
limited to the tests requested. A letter from a corr.merc~ 

',l.aboratory to one of the investigators we intervie'''[ed ind~ 
·cates that broad screening is available but thnt only lin:­
lted tests on humans are performed as the laborator/ is b c 

. sically a service organization not concerned with drug cle­
.:" . velopmen t •. 
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, Grantee inv~sti~ators 'lil~y '2iso.,;?btain screening and 
", -> .. :"". ·testing services from academic colleagues in other heal th­
. "··yelated disciplines, such as pharmacology and physiology. 

~ . 
·.However,lO of the investigators contacted told us that ! these services \-Tere 1 imi ted in scope and that there were de­

I . ·lays in receiving the results; l.imi tat ions resul t from the 
i 

, . - . 

. '," 

fact that their testing needs do not al\·;ays correspond to 
the independent research programs of their colleagues. He 

. also have been infouiled that academic testing services do 
:-,not provide the screening and testing necessary to develop 
promising COI:ipounds because their emphasis is.on scientific 
:knmvledge and not on utilization. 

.. Examples of innde(TUate 
screenin'2; and tes tinr,; se'.t'vices 

.; -', 

.·l.'he fol10iving exalnples illustrate some of the adverse 
' .. :;effects upon the medicinal cheI:listry research progra.'ll brought 

:about by the lack of appropriate screenir.g and testing se::-

.... _-

( __ ->vices, for the compounds prepared by the research investiga-
.. ·tors •. 

, 
! 
• 

i 

, 

1. An experier.ced investigator credited "lith the di.s­
covery of at least b,o drugs received a grant 
amounting to about $123,000 during the period 1954 
to 1964 from the National Heart Institute for the 
study of hypotensive compounds. During the initial 
period of the grant, at least one highly active 
clinical drug resulted from this research •. 

Six pharmaceutical compani€s expressed interest in 
testing compounds for the irivestigator, and a '\wrk­
ing relationship '1'las established with one of these 
companies that promised to provide biological test­
ing to the point of clinical investigation. The 
investigator inforIT.ed us that, subsequent to adop­
tion of the 1962 patent agreement, the company 
withdrew its testing services and that generally 
all companies now decline to test compounds pre­
pared with Federal support. 

The investigator stated that adequate screening and 
testing had not been received on 21 compounds syn.,. 
thesized by him during t~e period 1963 to 1966 and 
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"':' <.: ......... '.' . :<·'·· .. ,that he had been unable to obtain any screening for 
t..:.;~:~:; ;,:",;::.>,'i');,:::14 other compouncis" He said that some testing was 

... '.' .:,:·:·"~.;'availab1e at a university medical school on an ir­. '. 

": ... -.:regular basis and that CCNSC cancer test resu1 ts 
were only indirectly related to his heart rese2,rch. 

.:1m article published in 1.966 in the Journal of 
r.,::: . .c." _ . ...... " '.' Phannaceutic3.1 Sciences dis.:::ussing potential 2.:lti-

. . 
""1~_ '_."_" . .... :. hypertensive agents specifically mentioned tha prc' 

·1em of inadequate screening in L'1is area of rasea:" 
,?,:;:,.,.: .: .... : ..... ,. :.:·:snd contained the following conunent concerning tn:... 
';".::'~'::'.'>: :',.',. .... " ... · .• ·'::grant: ...... ,., . ". .. """ 

. . ' 

) 

. ':.'~ .::.:.... 

. ' ..... 

. - .nO\\'ing to the difficul ty of obtaining 
""'oscreening of cm:1pounds obtained under a 

,<grant from the National.Institutes· of 
' .. '.::.Heal th; no data are available pertaining 

- ._. < .... ....... '1:0 the possible antihypertensive activit.y 
.' . f til . 'd II ... ,'.0 e allano ac ~. . ., . . 

"'The investigator told us that, because he could r.· 
' .. · .. ·'Obtain proper screening for his compm.h"1ds, he de­

·:~ided not to request a rene'l-lal cif his heart resec: 
;grant . 

.. <:2 •. During the period 1963-65, grant a"ards total i'i} 

·about $37,000 ,,'ere Dade to an investigator for r 
"~earch in the mentel heal th area. According to 

,.' '. ·files made available to us, the investigator et­
·tempted to make tes ting arrangements "Ji th t;;o p" . 

. 'maceutica1 firms; ho>{ever, both firms declined c 
. sign the patent agreement required by PHS. l..r·rc,: 
·ments for testing ,,'ere finally made \-lith the Ps:: 
· .. phannacology Service Center of the National Ins t 
tute of Mental Health . 

':'lWo '-Teeks after the investigator submitted his r 

·compounds to the Center for tes ting, he \·7as no t •. 
. by the Center that, due to reductions in its prc 

grams, additional compounds would not be accept, 
.lIe infonned us that PHS did not suggest any a1 tc. 
,tive testing facilities· and that other arran~e17.' 
'Were not made. He also stated that, follO\;ing -: 

'1962 PHS requirements for a patent agreement, sc 
tific information fonnerly provided by indus trj 
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, ,<',,',no longer made available to him. He explained that 
'-::'/,:,';L'the inadequacy of available testing facilities con-

. -

" '. "':tributed to his decision not to request a renewal 

, 

.. '., 

.. 

, , 

'~f his grant after 1965. 

, :. ';:3. Another investigato,r received grants totaling about 
$71,000 during the period 1964-66 from the National 
Institute of General Hedical Sciences (NIG}lS). 
,lIhout the time of the first m'lard an official at 
NIGHS suggested that the investigator have his com­

'pounds tested for biological activity and especially 
'c"for antiviral, anticancer, and anticonvulsant activ­
':'i.ties. 

, ,":>::'l'he investi-gator explained to us that his compounds 
,', ::,"vere of the type that should receive broad biological 

~screening. However, the only screening and testing 
;arrangements made were ""'ith CC1~SC and they did not 
:provide for anticon\~lsant screening. The investiga­
tor stated that no Government testing facility of­

,:£ered broed screening and thClt no such testing "'as 
-available at any of the insti~~tions listed in the 

-"", 

-, 

' ... 

' .. NIH booklet "Biological Testing Facilities." He 
stated that he 'Has particularly concerned about his 
·inability to' obtain anticommlsant testing and that 

'~l'HS had not assisted him. 

',Prior to 1962 the investigator had sent compounds to 
.-.pharmaceutical companies for testing. Test results 
,,'from one company shoued that a co:npound, submi t ted 

,~ . for testing in 1955, had been subj ected to at least 
'20 different test systems, including several in the" 

-area of anticonvulsants the latest test occurring in 
'March 1966. The investigator stated that the in.sde­

,·-quacy of his current arrangements influenced his de­
-cision not to request a renewal of his grant . 

,,4. Since 1959, awards totaling about $141,000 have been 
, : 'made to an inves tiga tor by the National Cancer In­
"stitutc (:"c1). In connection with comp:JUnds pro­

'(!pced under the grilD t, the investigator has made 
arran8cr.lents with CCNSC for anticancer testing and 

'since 1962 has submitted over 100 compounds. His 

, . -. " 
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correspondence w:l.th CCNSC indicates that his,com­
pounds might. also shm," activity in the. treat,merit of 
mental disease; he info=ed us that, in his opinion, 
the compounds· should also be tested for blood pres­
sure activity • 

", •. :. ..,;:"" 

., 

. :- , 

'.ta ",;( " 

He advised us that attempts to make testini?, arrange­
ments through the National Ins ti ·tu te of I,fen tal Heal: 
were unsuccessful, and he express.ed doubts to us 
whether adequate testing arrangements could be made 

~ .. , . 

., ,. with medical school f8.cili ties. The only regular 
testing arrangements made by him w'ere ,.;ith CCNSC, 
al though a pharElaceutical company had prov'ided some 

. tests in mental chemist:!:)" prior to 1962. The inves­
tigator statecl that, althou;:sh anticCl.ncer 2ctivity is 
the main concern of the NeI,. he would 1 iEe to obtai:--, 
broader screening of his compounds • 

. ..... 

, , 

Change in direct;on of research 

We found that, ,;rithin the broad terms of the grants, 
>:::several grantee investigators have redirected their resea-::-c 
·-effo:t·ts m.'ay fro:n the objective of developing cOr:1?ou~ds r..c. ... 
. ing potential net1 medicinal value in the prevention ai>d trc: 
ment of hu.rnE.n disorders. Some inVestigators are conccnt1~" ~~ 

on basic chemistry studies even "though b'1ey had origLl':l.ly 
proposed to prepare compounds ,,-i th po ten tial TI'.edi.c in·2.1 val.' 
in several areas of h£:2..1 tho He "lere advised bv o-::.h',:,r invc . . 

·tigators that, because of thE:ir a,-rareness of testing probJ-,_ 
encountered by others, they intentionally directed U~eir c' 
search around the need for testing. The follm1inz; Cilses i-_ 
lustrate the changes being made in the direction of the re­
search effort in certain medicinal chemistry gra,,·ts as a L 

. suIt of the difficulties being encountered in obtaining ac: 
.quate screening and testing services. 

, , 

1. At one university an investigator received erants 
about $49,000 during the period 1962-66 from ,HC,'L: 

t ' 
,~ .. ' 

The investi;,;ator Has preparing various ki.nds of pc· 
tential medicinal ag8nts \'lhen he applied for the P 
grant. In his application the investig<:,.::or stated 
that he planned to obtain screening and testing fr= 
a pharmaceutical fir.u. 

• 
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Subsequently, he received a commitment from, the finn 

,for these services. HO\olever, in ,M20.Y 1962, ,the finn 
advised him that it was opposed to the signing of 
the patent agreement required by PHS. The investi­
gator made alternate testing arrangements with a 
commercial testing laboratory and later with a uni­
versity pharmacologist for specific types of tests, 
but not for broad screening. The investigator has 
infonncd us that he is currently interested in the 

'study of ho\ol drugs '-lOrk and that he is studying spe­
cific drugs "hose medicinal value is already kno"m, 
rather than concerning himself with developing ne" 
drugs. 

'2. Another investigator, .,7ho received grants of about 
• $66,000 f,or the period 1962-66, proposed in his 

initial grant application to submit 'his compounds 
to routine screening in order to obtain as broad 
an evaluation as possible. 

The investigator stated that his at1;emptsto obtain 
. d ~ .' C t]h h t' l' s~reenlng an ~esLlng ~rom ie p armaceu lea lD-

dustry 'were unsu:::cessful and that he finally made 
arrangerr:ents \'lith a university pharnacologist ,-;ho 
provided limited services. The investigator in­
formed us that his current re'search goals were lim-

", ited and that his testing needs "Tere also limited. 
He said that tlle broad testing proposed in the orig­
inal grant application was still valuable and that, 
if it had beeno'btained from industry, the direction 

,of his research might not have changed. 

On the basis of the several grants reviewed by us and~'of 
discussions with grantee investigators, it a:,pears to us that 
the difficulties encountered by grantee investigators in ob­
taining adequate screening and testing of compounds have ad­
vers~ly affected the achievement of important obj ectives of 
research grants in medicinal chemistry. These difficulties, 
which many of the investigators attributed to the inability 

. to obtain the cooperation of the pharmaceutical industry and 
the unavailability of adequate alternative sources of 

" 

• 
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--screening and testing, also seem to be Telated to certain 
_problems in the ailministTation of HEH rer;ulatior\s concerll­

<-t .. ing 'iuvention -r·ights, '-ririch aye ·discusO'·ed in the subsequent 

,. __ "section of this report •. 
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,_·:c::..:,~. ,,''regulotions concc:C'ninc; inv(~<ttion rif'hts 

. , 

-Ye noted certain difficulties in the administration of 
','regulations concerning invention rights "hich needed r",solu­

,;tion to facilit.:it:e the developmental: grantee investigators' 
~iscoveries of potential ne\{ drugs. These difficulties in­
volved the deten,;ination of mmership- and disposition of 
inventions conceived under PHS grants for rcsearc;h in medic­
inal chcmist-ry, ,-rhich we found vas a factor contributing to 
·,the reluctance of the drug indust:ry to' provide screening 
-·and testing services to NIH-supported investigators. 

Xt is the general policy of Em1 that the results of 
])epartment-sponsored research should be made \'lidely, 

-.promptly, and freely available to other resear,ch workers' 
-and to the public. At the same time, the policy recognizes 

. that in some si illations, and particularly '\~here cor;-mercial 
=-developme.nt of inventions ,.;ill be costly, the public inter­
·>est can best be served if a developer is gl'anted some ex­
'c1usivity for a lilIlited time. HO\{ever, we \"ere advised by 
:HE"il officials that, in vie" of an opinion of_ the Attorney 
·-General (3/+ Ope Atty. Gen., 320,328'(1924))', HEHcould not 
-guanmtee exclusive licensing of inventions. HEW officials 
,told us that: this opinion generally had been interpreted as 

. -hOlding that agencies nay not grant exclusive licenses un­
-,<ler Governc-nent-m-med patents 'l-lit:10ut specific statutory au-
-:'thori ty. 

lID? regulations C45CFR8) require that all inventions 
carising out of activities supported by grants shall be 
'promptly and fully reported to the agency. The regulations, 
"as quoted on paee 6 of this report, permit a utilization of 
the patent process in order to foster ade~~ate commercial­

--,4evelopment to make ne\'! inventions \-iidely available to. the 
. .general public. The regulations specify that determination. 
of mmership and dispo'sition of invention rights may be made 
-~ either the responsible official on a cilse-by-case basis 
(sec. 8.1Ca)) or, except for foreign rights, under blanket 
"institutional agreements" by grantee ins.ti tutions Hhose 
-policies and procedures have been approved by HEW 
(sec. B.l (b)) • 

. . 
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. The regulations (sec. 8.2) provide four criteria for 
use by the responsible HEW official in determining dispoc­
tion of rights under section B.l (a) • One of the c;:-i terL: 
(sec. 8.2 (b») states that an invention may be aSSigned 1-,­
HEll to a' "competent" organization if it will be more ade­
quately and quickly developed for widest use, providing 
·there are adequate safeguards against unreasonable royal-: 
and repressive practices. 

In accordance yli th the. general pol icy concei.-ning p'.:-: 
. "lication or patenting of inventions, vie found that I{,SW :; . 

erally follo1Yed the practice of disserr,inating the result c' 

of PHS-sponsored resea;:-ch to other research ,wrkers and , • 
the public through publication. Publication qas the ef:i:: 
of making the results of rese2.rch freely avai lable to a1:. 
interested parties and, subject to existing patents, pe:--: 
nonexclusive exploitation of the discovery. Hm"ever, y,e 
have ceen advised by representatives of the pha~2.ceutic 
industry that, since co:rr.:nercial development of ne;{ dru;;= 
generally costly, the industry ,·;ill not undertake this (: 

·velopme."'1t unless some form of exclusivity can be obtain:: .. 

During our revie"l, several grantee inyestige.tors i:--­
formed us that, in their opinion, publice.tion of the rE> 
suIts of their research ,-las not an adequate. r.:e1',ns to e":. 
developmen'c of promi sing cor.,poUo'"l.ds in to neH drc:gs. In 
clition. '-Ie noted that in April 1962 the Director of the 
tional Cancer Institute advised the Surgeon General thee· • 
was doubtful that the. policy of emphasizing dedication 
inventions to the public through publication ,-;ould Bake 
ventions aVD.l.lable or that such a policy "\-lOuld ahmys ::: 
the public interest. He·stated that a no-patent concef" 
delayed the marketing of inventions because there vlas·;-.:. 
protection for the investment of the developer. 

". Assignm~nt of invention rights bv HEH 

Our review sho,'led that HEH had not taken tin~ely ac· 
to determine the disposi tiOI: of rights to certnin inver:.: 
and that only limited use had been made by HEH of the ,~._ 

thority prOVided in the regulations to assign invention 
rights to "competent" organizations, such as grnntee ir' 
tutions. We found that, at the time of our field~mrk L 
J~uary 1967, HEH had not acted upon several petitions 

. - . 
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llad been received from grantees for assignment of rights. 
Ye found also that. from 1962 through June 30, 1965, HE\l 

:.bad assigned invention rights to grantees in only one situ­
" ,ation~ NIH records shm{ed that, during the 1962-65' period, 

, ,,,. grantees had reported a total of 6B2 inventions resulting 
. ::from NIH-sponsored research and that nu.:-aerous requests had 
,'been received for assignment of rights. 

Subsequent to reporting inventions, grantee organiza­
tions may peti tion H:S~1 for assignment of invention rights 

,:on an individual c~se basis. In such instances pursuant to 
,section 8.1(a) the responsible HEH official, in accord2..nce 
with section 8.2(b) of' the res~lations, may assign the in­
,venti on rights to the grantee for a limited period. 

"HEi~ officials provided us 'vi th a list of nine petitions 
:received by HI:H from gr2-ntees that ,,'ere pending determina­

.:-':.~ ,>tion as of JanuarY 1967. T1;.,rO of these petitions had been 
·,>,:,.s1.lbmitted in 1963, one in early 1965, and three others were 

·,;at· least 6 months old. 

" .......-.- University and 'industry officials advised us that they 
( ,'''Were diss2tisfied ":ith the determination of rights 'provi-

>sions by the agency hac2-use the provisions did not provide 
'cri teria and guidelines for determini.ng rights; there ",ere 

,Uncertainties as to the determinations to be TI1G.de. The 
.follm.ins case illustr2-tes the delay s and uncertainties in­

','·:volved in resolving c.. petition for pat:ent rights made by a 
"ooiversi ty we visited during our review: 

In January 1966 a university petitioned PHS for assign­
''Illent of domestic rights to inventions covering steroid com-

''Pounds conceived under a PHS gr2-nt, Prior to the petition., 
,the Surgeon General had permitted the university to file 
.six patent applications', At least 14 compo.nies expressed 
interest in licenses for development of the university's 
'.inventions. 

Ye were advised, however, by a university official 
that no company ,wuld develop the inventions \li thout exclu­

"sive rights to protect its investment in the development of 
-the inventions. He stated tho.t, aS'of May 1967, no develop­
JIlcnt work had been done on thc inventions by any of the 14 

21 
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companies. The investigator'informed us' that he had lost 
interest in development of the inventions, because of the 
long delay. In July 1967,18 months after the petition, 
the Assistant Secretary for Health and Scientific Affairs 

,assigned domestic ,rights to the university and stated that 
the public in'terest ,{Quld best be served by expedi tious de-
velopment of the inventions. • 

,Statements made in 1965 by tHO organizations represent­
, ing university administrators stress the importance of as­
signing invention rights to universities at the time of 

'"awarding research grants or contracts. The Patent Policy 
Subcommittee of one organizationl stated in a position paper 
that the public interest could best be served by encourag­
ing educational institutions to assume the responsibility 
of furthering public use of the inventions of their facul­
ties and recommended that universities be permitted to es­
tablish the licensing arrangements necessary to encourage 

, private companies to invest in the development of pharmaceu­
_' : tical discoveries. 

The Chairman of the Subcommittee in commenting on the 
"position pap2r advised the organization's executive secre­
tary that the necessity to petition the sponsoring agency 
for the right to patent ,an invention, and to justify each 
such petition on an individual basiS, introduces substantial 
delay and a prolonged period of uncertainty. 

In 1965 the other organization2 submitted statements to 
the Senate Subcommittee 'on Patents, Trademarks, and Copy­
rights, Committe2 on the Judiciary, which stressed that 
granting invention rights to universities at the time of 
contracting ,.;ould eliminate delays in the d2veloprnent of 
discoveries and the diss2rnination of reseilTch knoHledge and 
would assist the sponsoring agency charg2d vith the task of 
promoting the fruits of research. This organization also 

lCommitt'ee on Goverrunent Relations,' The National Associa­
tion of College and University Business Officers. 

2American Council on Education. 

• 
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During our revie,.,.., ue requested HEH to provide us with 
:::information concerning the current stetus of its determina­
·tions under section 8.2eb), including the nine pending 

cases shO\vn in its January 1967 listing. This information, 
.prov.ided to us in November 1967, shmled a marked increase 

·.,in departmental actions, inasmuch as HEH: 

'1. Had signed section 8.2Cb) determinations, assigning 
.. ,invention rights to the grantee for C' limited pe-

' .... criod, in seven cases. . 

.:. -:-: 
':;2.' Rad decided to dedicate the invention to the public 

'. in one case • . - - . 

::3 .. nas evaluating additional itlformation received on 
the remaining case. 

"The ipformation provided to us also sho'wed that, since Jan­
uary 1967, 17 other proposals had been submitted to BE:,' for 
:8.2(b) determinations; HZi} had made determinations in four 
cases and "las evaluating the proposals received in the 
-other 13 cases. 

On the basis of our observations, ue proposed to the 
Secretary that BEll, in line with its responsibility, should 
direct its efforts toward timely determination of rights 

·to, and the appropriate disposition of, potentially patent­
.able inventions resulting from research in medicinal cnem-" 
istry reported by grantee investigators. He believe that 
such action would serve the public interest by reducing the 

. uncertainties of the status of invention rights • 

. _ '. Use of institutional 3greements 

.. Our review showed that HEW had made only limited use 
of the regulation permitting the assigning of the determina­
'tion of invention rights to grm1tee institutions whose pat­
ent policies had been approved by HEH (45 crn. 8.lb) •. This 
regulation has been applied !hrough the use of institutional 

.. ' . . 
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" . ·.::.,ftgreements between PHS and. individual 'universi ti es, and 18 
" .... : : .. ·.such agreements, entered into betm~en 1953 and 1958, are' 
':";.;' " ·.now in exi stence. At least 34 other uni versi ties have sub':' 

I . 

...... " 

, ::'" . 

. mitted requests for these agreements; h01.,rever, in March 
1967, ve were ildvised by HEll officials that no additional 

". agreements had been approved because opinions of responsible 
"agency officials differed concerning .the value of such 

agreements • 

• 'Ye found that HEW, in addition to placing limitation 
on the number of institutional agreements being approved, 

,placed limitations on the institutions' administration of 
.·the agreerr.ents now in existence, because it required use of 
the PHS patent agreement. Some agency officials have ex­

·pressed the opinion that the use of patent agreements should 
'not be required at grantee institutions '\.;hich are holding 
instituti';nal agr'eem(':nts and that greater use of insti tu­
tional agree!!'.ents vould help allc:viate problems in obtaining 
.screening and testing services G? pharmaceutical companies. 

(--- Information obtained during our revie'lv Sh01vS that in­
cvestigators from at least seven or the universities holding 

·,:agree."1'.ents 'dith PHS encou,,"1tered di,:'::iculties in ma!dng 
screening and testing arrangements '.Ii. th pharmaceutical com­

... panies, beca1.2se of the required use of the PHS patQnt agree­
_ :IDent. The folloHing case illustrilt:es problems encountered 

( 
"'-. 

.. :~when screening and testing arrangements ,lere sought: 

<I:n November 1962 the chairman of the patent board at a 
'university holding an institutional agreement advised 
an investigator, as "ell as university administrators, 
that PHS preferred to have investigators obtain screen­
i.ng and testing for their compounds from commercial 
1aboratories not engaged in the m~Dufacturing business . 

. . Testing fees uere to be charged to the grant. The 
:chairman pointed out that he had: 

'''*** protested this and other recent actions 
·,of the USPHS in issuing directives requiring 
compliance on matters contrary to established 
'procedure vithin the university and the uni­
~ersity's institutional agreement with that 
agency ***." 

i ' . . ......... . 
", 
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.. ,.'()n two occasions the university advised the Deputy 
.. ,:,~, . Surgeon General th3.t fees for the required testing 

... "~:,~< __ ,~.'Would e'[;l!TJ.I1t Trum about $30,000 to $50,000 and would 
:",Oc·.·.·o'··-eonsume nearly all the funds of the gr=t. The uni­
."':: .. ; .. ~. 'Versi ty recormnended action to permit the use of the 

free services of the pharmaceutical industD'. The 
Deputy Sur~eon General replied that although there was 

'merit in this ar~~ent, PHS had no alternative but to 
~'~;T:",····use the amended patent agreement clause on' screening 

-< . .compounds. 

~.:, 'On the basis of our observations, "reproposed to the 
<Secretary that HEll clarify the intended use of institutional 

, '." .agreements and review the necessity for requiring the u~e 
::"1~·;of patent agreements by grantee institutions whose patent 
·,.,',policies had already been approved by HE\-!,. 

;- .l ~'. 
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Views of agency officials 
. "., .:·:and proposed act ions ., .... , " -: .. ; . 

' .. 

J~ecognition of problem area '.' .... _ ..... 

lie found that, prior to our reviel" various HEI? offi­
cials had expressed their views on problems concerning the 
means needed to provide improved screening·and·t~stingof· 
'compounds resulting from PHS grants for research .in medic­
iI}al chemistry. Cognizant HEH officials have been al'lare of 
the difficulties experienced by grantee investigators in 

·~.arranging for adequate screening and testing of compounds. 
ihey also recognized that procedures implementing depart­

. " .. "ment policies had been unsatisfactory and had rontributed 
·.to the loss of screening and testing services formerly 

"',provided by' the pharmaceutical industry. . 
~. . 

".~' . . . In March 1963 the Deputy Director of NIH stated in a 
,.:ietter to the Director that: 

· .. iII: is becoming increasingly apparent t·hat our 
-~urrent patent policy does present a problem for 
:grantees I,ho depend upon industrial laboratories 
£or biological testing of material produced with 
'PHS support." 

In August 1964 the Director NIH advised the Surgeori 
'General, PHS, of the need for change in the HEH policy to 
,permit effective collaboration with industry. He stated 

. in the memorandum that, s'ince early 1962, problems had in­

.. c:;::eased to the point Ivhere a prompt reviel'l of the policy 
·appeared necessary. The Director stated that investigators 
'found the drug industry best able to accumulate the data 
necessary for the licensing of a nel, drug. 

The Deputy' Surgeon 'General, PHS, forwarded the August 
1964 letter to ·the HEH Patent Officer and stated that: 

_'~I*** it is preferable to create conditions that will 
attract private initiative rather than to undertake 

··complete government financing of the cost of re­
search and development of all inventions that grow 

'out of the government's program. i, 
. .! 
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. :(' ~ .In August 1965 the Director of NIH advised the Subcom-
,' ... ·mittee on Patents, Trademarks, and Copyrights of the Senate 

. ·.:.Judiciary COllunittee that: 

. , 

i .. . 
I 
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. :t 

i 
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j 
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....... :' ~." 

":tIThe uncertainties involved in after-the-fact de­
termination have created barriers for co11abora­

.tion by the drug indu~try ",ith NIH-supported sci­
entists in bringing potential therapeutic agents' 

5';' ,to the point of practical application." 

and that: 

, ·· .. Compounds which shmV' some promise in early 
' ... " stages of investigation may be of no benefit 
..... to the public and may not serve th:? public in-

terest unless clinical testing is undertaken and 
··the resulting, drug *** marketed. **>~ it seems 
.'. ·sensible to be able to involve industry in the 

·testing and marketing phases of drug development 
':c5ince these firras already possess capabilities 

. . . -'. 

. tj __ -

'\.. 

. ·,in these areas that would have to be duplicated 
.else"here to accomplish these necessary purposes." 

• • ! 
'j 
! 
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,·'lIEn vie>,'s of July 1967 

In May 1967 ,,,e advised the Secretary HSH, by letter, of 
our findings concerning the problems in obtaining appropri_ 

.. ·ate screening and testing, for compounds prepared under' 
Government-sponsored research. He inquired about the steps 

. ,being taken or contemplated within the Department to pro­
.vide improved means for screening and testing cowpounds re­
sulting from the PHS-supported program for research in 
·medicinal chemis try. _ 

In his reply of July 1967, on behalf of t~e Secretary, 
·the Assistant Secretary for Health and Scientific Affairs 
informed us that, since the responsibility for patent mat­
ters was assigned to his office in October 1966, the Depart­
ment's patent policies and administrative practices, in­
cluding the problems relating to screening and testing of 
compounds, had been under continuing review. 

t -, • 
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.. 
.".: •. ,. :The Assistant Secretary mentioned that a private con- . 
:sulting firm was studying certain patent problems related to 

.·HEH operations in connection with a contract study being un­
_.dertaken for the Committee on Governrr.ent Patent Policy of 
·:the Federal Council for Science and Technologyl and that 
.the Department intended to use the study in the formulation 
of any changes in policy or administrative practices found 

'.to be in order. 

The Assistant Secretary further sta·ted that two steps 
were under consideration to promote screening and testing 

··of compounds identified by grantees: (1) extension of the 
.. ·,use of blanket institutional agreements and (2) entertain., 

:ment of applications by other grantee institutions under 
.... :section 8.2(b) of the regulations for assign.'1lent of principal 

rights by HEI.]' to such institutions on a case-by-case'basis 
"where it was determined that such action would promote more 
.. "adequate and wider utilization of the compounds, including 
~screening and testing. HOI-rever, HEH had reached no' final 

J , . .'-.decision regarding changes in patent policies or ir:l the 
'-.-- ··,;:above administracive practices • 

. ::HEH' CO!1l.rnents of March 1968 

After ,ve brought the matters discussed in this report 
1:0 the attention of the S'ecretary for review and comment, 

'we were furnished with the Department IS cOE'.ments, by let ter 
·dated l'larch 20, 1968, from the HEH Ass is tant Secretary • 
. Comptroller. In this letter (see app. II), Ive were informed 
essentially of four principal actions taken or being taken 
,by the Department to resolve the. problems related to .the 
'screening and testing of compounds under HEH-sponsored re­
··'Search. 

, 

·These actions include: 

1. The use of a revised patent agreement between in­
··.·vestigator and screening and testing organization. 

lEstablished by E.'Cecutive Order 10807 .. March 13, 1959. as an 
interagency body representing the principal agencies with 
scientific or technical missions. 
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2. The planned use of a 
patent agreement. 

revised standard institutional 

3. The more expeditious issuance of determinations 
permitting assignment of an invention to a compe­
tent organization on a case-by-case basis. 

4. The planned issue Df a comprehensive statement of 
the Department's policies and requirements regard­

·ing the screening and testing of compounds. 

.The several actions as reported to us .by the Department are' 
... cSUIllIl1arized below • 

1. During 1967. HEll put into effect a revised form of 
. patent . agreement .,;hich, as pointed out by the Department, 

, differs significantly from that required in 1962 in that it 
, does not restrict the tester's rights of OI'mership to new 
.uses of compounds which it may discover at its O\-ln expense 
'without the participation of the NIH-supported investigator, 
ceven. ""here such ne",' use is within the field of research 
..work. supported by the grant," 

HEI-T has informed us that its records indicaue that the 
revised agree",ent is acceptable to some me,;JDerS C':: the phar­

'maceutical industry • .;ho are interested in .provid~ng screen­
ing and testing services and that investigators and phar­
maceutical companies en~ered into 53 agreem2nts, using the 

. -revised form during calendar year 1967. HEi~ has informed us 
also that the ferm of the required patent agree-mant 1-Till 
undergo fur.the!' revie,,' and that additional changes "ill be 
made, where appropriate, to ensure recognition of the re- . 
'spective rights and interests of HEH, the investigators, 
and the organizations performing screening and testingser­
.vices. 

In commenting on the revised agreement the president of 
the Pharmaceutical l"lanufacturers' Association advised us that 
it was a much needed i~provement to the existing arrange­
ments, and, although recognizing that certain problems would 
still exist, the association endorsed it as a progressive 
·measure. 

.... 
... 
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2. HEH has reaffirmed ,.that the use of institutional 
agreements, as provided for under Department patent policy, 
serves the public interest and should be continued. HEH 
bas informed us that a revised standard institutional patent 
agreement, nolY in preparation, will permit the grantee in­
stitution to retain and administer the principal ownership 
rights in inventions made under Department grants, will 

'clearly define the rights of the parties with respect to 
.such inventions, and \,rill set forth general guidelines gov­
.erning the licensing of inventions. 

HEH considers that the revised agreements '-lill go far 
tmvard solving the problems encountered by investigators 

'-in connection '"lith screening and testing and I-lill, at the 
same time, fully protect the public intarest • 

. 3. During 1967, HEW has made efforts to expedite the 
':issuance of deterI:linations pursuant to the p:::-ovi.sion in its 
'patent regulations that permits assigrsficnt of an invention 
to 11 competeat organizntion on a case-by-case basis. HEH 

'stated that it was its intent to act as expeditiously as 
possible on a number of requests pending for such assign­
ment, as I,'ell as on those dete:::-minations alre2dy made since 
.April1967. HEW intends to use this provision of the regu­
lations where an institutional agreement is not in effect. 

4. HEH has recognized the need for a comprehensive 
statement of the Dep<:,rtment I s policies and requirements re­
garding the screening and testing oT cow-pounds ariSing out 
of Departm0nt-sponsored research. HEW has informed us that 
it intends' to issue a statement which Hill outline the Dc-­
partment's policies and clearly set forth alternative meth­
ods of obtaining screening and testing services and that it 
will encourage the utilization of GoverD~ent facilities 
w'henever appropriate. 

In sum.-nary, lIEH expressed its recognition that nel-lly 
synthesized or identified compounds resulting from 
Department-sponsored research constitutG a valuC1.ble national 
resource and that their effective utilization is a part of 
HEW's progrnm goals. HEH has stated that it will continue 
to make such changes in its practices as arG nGccssary to 
foster the fullest utilization of all such compounds, in a 
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';:.l!Ilanner that will protect the legitimate interests of,the 
,.'public, the investigator, and the screeping organization. 

e,', • 

" :Conclusions 

nn the basis of information obtained from grantee in-
Nestigators and cognizant ~gency officials, it appears that 
the usefulness of the HEH grant program for research in 
medicinal chemistry has been 'adversely affectec;i' beco.useof 
,the difficulties encountered by grantees in arranging for 

"adequate screening and testing services. Although the re­
search efforts of grantee investigators provide useful sci­
entific information in the area of health-related chemistry, 

-optimum benefi;;s are not obtainable if cor.>pounds "Ihich r:'.ay 
;have potential medicinal use do not receive adequate screen­
ing and testing. 

- - -- _ .. - -
-----" -~" 

r"'We b~liev~-i~"';~--important to note that, in a meeting '-
f~with agency officials in June 1966, the President of the 

United States expressed specific interest in medicinal re­
,search and in achieving increased practical results from 

:~_ . ....--' -drug research in the form of treatment of diseases. Agency 
j ·"officials have advised the President th2t a major impedimeDt 

" 

,to these goals has been the patent policy ,·,hich has made it 
, ~' -extremely difficult to :r.ake use of the resources and se1:'-

.vices of the pharmaceutical industry. 

i 
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I 
I 
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'FolloHing this meeting, the President referred to the 
~substantial amount of funds be~ng spent annually by NIH on 
biochemical research and, afte~ ffientioning the role of med­
ical research in control of polio and tuberculosis and in 

"psychiatric treatment, stated: 1 

'11These examples provide dramatic proof of what 
can be achi.eved if we apply the lessons of re­
'search to detect" to deter and to cure disease. 
'""Ihe Nation faces a heavy demand on its hospitals 
,.and health manpower. l'ledical research, effec­
,.tively applied, can help reduce the load by pre-

,'. venting disease before it occurs, and by curing 
:disease when it does strike. 

lweekly' compilation 
p. 837. 

.. 

of Presidential Documents, July 4, 1966, 
• 

31 

_ .. ~---",....,-.~,.~.~, ~. -q~.,",."i("""',~""'" ~, ~~+,:......--~.~_. ,....,w;.~.-.~_w ...... -T" 9""- y' .......... · .. - ..... '-1· .. ·_ .. - -·--.,."."," . .,., •. --------0---· .. ,'--



__ • __ . __ ._. _ •• •.. ~ ... ·1 .... .... - -'~-:_';-: ... -' 
_ .. • ... ' __ ~ __ ... •· ... '_~, ____ N ___ .,., •••• _~_~, •. ~_ ...... _______ ..... · ...... ~.,... ___ ..... ____ ... b ___ . .... ..... ~ .. _...---

• • 

.. '. 
·fi 

. . 

.. ~'" .' 

, . .,-. 
'. : .... .'. 

'; "";'~'But the greater re·,.;ord is in the well-being of 
:our citizens. He must make sure that no life-

.'. ·.;1];iving discovery is locked up in the laboratory." 

i't is apparent that HEH officials have, for some time, 
;·:recognized the problems dis.cussed in this report ,and \o{e 

, have since been informed that remedial measures are under 
way or under consideration, including changes in the patent· 

··agreement for screening' and testing purposes, increased use 
.' of institutional agreements, and more expeditious assign­

m'ent of invention rights at the time of grant al'rard. Hm'T­
,.ever, until such time as the contemplated actions have been 

fully implemented, it is not practicable for us to assess 
... ·.the effectiveness of those various measures and to determine 

whether they \vill enable investigators to obtain adequate 
.screening and testing services in connection "'ith their HEW­

. "'supported research ,activities •. 

"'Recomrnenrlc>tion to the Secretary 
~f Health, Education., and ~~lfare 

We recowmend that the Secretary of Health, Education, 
.·-and Welfare develop and put into effect such policies and 
~rocedures as are necessary to provide adequate screening 
and testing of cO:Ylpounds reSUlting from HE:T-supported re­
.search in medicinal chem~stry to facilitate the development 
~f potential drugs for the prevention and treatment of 

~~iseases and disabilities of man. 
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-Our revie1v of the administration of HEH grants for re­
;: '. search in medicinal chemistry included an examination into 
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·1;he pertinent legislation and the regulations, policies, pro-
·-cedures, and prClctices of HEll and its constituent organiza­
t:ions, to the extent applic::;Lle. Our ,;ork 1,as perforn:ed at 
·the headqua.rters of BEU, PI-lS, and NIH, and at selected ed~­
cational institutions, which \,ere recipients of PHS grants, 
in the States'of California, Hichigan, Hinnesota. and Wis-
consin. 

We revie\ved selected grants, 'totaiing about $4.6 mil­
lion, a\vard2d dUeing th2 period 1962 to 1967 to 38 research 
investigators at 10 educatioDal institutions. He examined 

. the grantees' research progrs-:ls and obtaiDed info=ation 
from the investigators and university officials as to the 
arrangements made or available for screening and testing 
new' compounds to determine their usefulness. Our revie\{ 

'did not include an eY,anination of the wanner in which the 
. funds. were expended under th2 grants. 

. ·We IDet with representatives of t\·ro pharmaceutical firms 
'8.nd of the Pharr;:aceutical Hanufacturers Association to ce­

--termine the basis of the industry I s actions discussed in 
'this report. 

1·1e discussed "ith responsible agency officials perti­
:'nent aspects of the Department I s policies affecting the ad·-
: ministration of the grants and possible changes contemplated 
in such policies or implementing procedures. 
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':l'HE DEPARTHENT. OF HEALTH, EDUCATION, AND iffiLFARE 

.RESPONSIBLE ,FOR THE ACTIVITIES 

DISCUSSED IN THIS REPORT 

"~'" " ... 
Tenure of office 

. "SECRETP,n,y OF HEALTH, EIJJCATION • 
. :.:JiliD llELF J>,RE : 

.Abraham A. Ribicoff 
.Anthony J. Celebrezze 
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-BEffectivc March 13, 1968, the Assistant Secretary .. as given direct authori~j' 
.. -over PBS and FDA, Effective April 1, 196B, t.he functions previously as­
·.··,signed to PHS we're assigned 'to t""'o ne ..... opi!rz.t ing c:q;~ncics--the Nation:tl In-
, stitutes of Health (including th., fonner I'll! and certain addit.ional func­
','t.iuns) and t.he Healt.h Services and l-!entol Healt.h Administration (comprising 

. , all other fune tions previously ass igncd to ras). The Surgeon G"nera1 "'as 
Il\ode t.he p:rincipal dcpulCy to the Assist.ant Sccret:ary. 
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 

" . ,WASHINGTON, D,C. =1 

) .. ~ 

, . 

.'" "-OFFICE or THE SECRETARY 

! ' 

... 

.!' 

'"C''-

, i 

·.MAR 20 1968 
.; .. : 

''Dear. !1r. Rabel: ...... 
'--- . 

,>~he secretary has asked t..'1at I reply to your draft 
'.',report to, the congress entitled, .. rceview of G~ants' 
· ,for Rc search in r,lcdicinal chemistry, National Ins ti­

<''tutes of !ieal th, public Health service, Department of 
' .. Heal th, Education, and ~·ielfare." 

''S'he effective utilization of the results of Depari:ment­
'$ponsorcd research, inclt:.:ling any com:;::ounds thn t ,nay 
:be synthesi3ed' or identified, is consicJ.ercd to be nn 
;:-:~s·s~n'.tial part of the Dcpa.:-tmf!nt· s program go~ls.. The 
,<problems relat·ing to the screening and testing 0.1: such 
"'-compound::; have been under continuing reVi€~:1 ~:.Jithin t.:he 
, .. Department. 30me C!1anges l,nve been !l:ade in our ac1Hlin-
istrative prac .. tices ond procedures to ·encollr.:tse sue:1 

' .... screening, and additional changes \vill be maCie where 
. "':£ound to be appropriate. 

· ,He would like to cou~ment briefly on some significant 
· . ,aspects of the draft report and to bring you up to 
· ·date on the status '0£ pertinent activities ·.vithin the 
.:Department. The report indicates that investig<ltors 

· .navealleged that their col'laboration ',lith the pha'-nl<1-. 
"ceutica 1 industry for screcuing ar.Ci testing generally 

... 'ended in early 1962 when the P~IS re~luired thelt th<;; 
. screening orgnniz.'\tion and the grantee institi~tion 
-execute a £:Jrmal pnLen!: agree:r.ent. ~':e wi:;!} to point 

·.,out th<1t this patent a",reemm t dicl not involve <1ny , 
··change in PllS policy. It rr.erely forn:ali/.eu in \,/ri ting 
'the relationship and respective 1:igh1:.s of the parties 
in light of the investi<J<1tor'$ obliga'ti':ms' to ti:e PUS 

. under his grant agreement. 
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. ..,As noted in the Report, HEI'Y has considered a nu.mber of' 
":~:'changes in the potent agreement required to be signed . 
. ~" .. :for scr~ening. During 1967', a revised form of aq :-eem:::nt 

,:was put into effect, a copy of ..... hich is attached.!. The 
... £orrn of the agreement currently in use differs s~gni fi­

cantly from that o;::'iginally required in 1962. It does 
·not restrict the testel" s rights of ovmership to nevi 

. uses of comp:)unds ',:hich it :t:ay discover at its own ex­
pense without t1~e participation or suggestion of the 
PHS investic:ator even "where such ne'''' use is within t!'!e .. . 

. field of research work supported ":Jy the grant." \',e 
understand that restrictions of this type in agreemen~: ... 

. formerly in use were unacceptable to a number of pha:c;c:a­
;'.ceutical companies • 

.. :Our records indicute that the revised' agreer.tent is 
• acceptable to so;ue membe;::,s of the pharr;:aceutical ~:1-

.·Qustry who are interested in providing screening i~d 
': -testing services, and that PHS inves;:iga;:ors and ?harma­

.£eut~cal co~panies entered into 53 agreements using ~~e 
~ ~evised form during calendar year 1967. The form of the 

".: 

( 

-':l:"equircd. pa ten,t agreement will undGrgo further revic\-J, 
'and additional chang-es will be maae where appropriat.e to 
':assure recognition of the respectiv8 'rights and inte:rests 
;,·of the PES, its investigntors and organizations perfo::-ill­
,~ng screening und testing services. 

As noted in the Report, it is the general policy of this 
.Department that the results of Department research should 
be widely, pro~ptly, and freely available to o;:her re­

"search Vlorkers and the public. At the same ·time, the 
·p.olicy rec:)gnizes that in some situations, and particu­
-,larly where corr.mercial development of inventions will be 
. costly. the public interest can best be served if a 
:developer is granted some exclusivity for a limited period 
_·of time. 

.Section 8.1(b) of the Department Patent Regulations pro­
vides that ownership of inventions made unc:er Deport.-uent­
·sponsoredresearch may be left to a grantee institution 
£or administ,ration in accordance \..rith the grantee's 

lCAO note: Attachment not included. 
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,·.established policies and procedure; \vith such modifica.tions 
·.-as may be agreed UpO:l, provided that the Assistant .:;ccretary, 
"Uealth <J.nd Scientific Affairs, finds that the policies and 

.. "c··procedures, as modified, are' such as to assure tha t the 
. .invention will be made available without unreasonable re-

c' : .• strictions or excessive royalties. This aspect of Depart­
. ,ment paten't policy has been undergoing review, and it \oJas 

_' recently reaffir;l,ed that the policy serves the public 
.•. J.nterest and should be continued. 

~t the present time, a revised standa:;:d basic Institutional 
.'patent A;;recment, to be utilized under section 8.1(b), is 
:.'under preparation. This Agreement will permit the grantee 
./·;l.nsti tution to retain and to administer the principal 

... ·ownership rights in inventio:1s mad"e under Department grants 
".·and awards, will clearly define the rights .of t11e parties 

---- .. 'With respect to such inve:1tions, and \"ill -set forth general 
.. 'c-guide;t.ines c;overning the licensing of inventions, including 

'.l.imitations on the duration of exclusive licenses t.1-J.at may 

.... 

· he gran ted. It \"ill also include the reservation of a 
royalty-free license to the Governr.-.cont and other appropriate 
·,safeguards to protect the public interest, incl'.lding all of 
'those specified in the 1963 Presidential StatelG2nt of 

· .-Governr:lent patent policy. These latter safeguards ".,ill 
include a reservation to the Government of the right to 
-reqUire the granting of'additional licenses royalty-free 
or on terms that are reasonable under the circu::1stanc-;,s 

_,where such licenses are necessary to ::ulfill public health, 
· -\l.-elfare or safety requirements. As soon as the terms' of 
.this basic agreement can be fully developed, the existing 
.agreements \-,ill be terminated and s::and<trd agreements will 

·.be entered into ."ith qualified grantee instituti.ons. 

We consider that the Institutional Patent Agreer.,ents .,Jill 
· go far towards 501'1'ing the problems encountered by investi­
,gators in connection with the screening and testing of com-

.. pounds synthesized or identified under D.:!partment-spon50red 
'--research and \~ill, at the sarr,e time, fully protect the 
public interest. An Institutional p<itentAgreen:ent will 
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>":",:,;,authorize a grantee institution to enter 'into agreer.:ents 
':'with' pharmaceutical companies for the screening and 

testing 0::: co:npounds and to agree to grant limited ex­
··clusiv(! licensds to any, inventions that may result from 
the screening. ;,11 such licenses will be required to 
include the conditions and safeguards specified io the 

, ,Insti t.utional patent ~greement. 

section 8.2(b) of the Department Patent Regulations 
authorizes the Assistant secretary, Health and Scientific 

"Affairs, to per:::it assign;;,ent of an invention by the in­
. _~~'ventor to L competent org~nization on a case-by-case 
--basis where he finds that the invention \-Jill thereby be 
""more adequately and quickly developed for widest use t 

-and .':nelt there are satisfactory safeguards against un­
,reasonable royalties and repressive practices. During 
'-'1967, efforts \·;ere made to expedite the issuance of 
-(ieterminations pursuant to this pro't'ision. since hpril 1, 
"1967, fifteen determinations have been issued pursQant ~~ 
·Section 8.2.{b) pe~n1itti~"'!g assign:!icnt of inventions' to 
:-grant:ec ins.ti tut.ions. A nunber oE request!} are pcnoins f 
and it is our intent to continue to act on seen rGquests 
as expeditiously as possible. \'Te intend to continue to 
utilize this provision of the RcgL1.1ations \·;here an Insti­
tutional Patent Agreement is not in effect. 

During our review of the problem::: associated ...,it..'1 screening 
and-testing of compounds arising out of Dep~rtment-sponsored 
,research, it has becorne apparent that there is a clear-cut 
-need for a 'comprehensive statement of the Depa'rtrr,ent' s 
policies and requirements regarding ,this subject. There- .. 
fore, it is our intent t,o issue a statement outlining the 
,Pepartr..ent's policies regarding screening and testing of 
'compounds t).nd .clea.rly setting forth the z.ltornative methods 
·of obtaining scrccming and testil~cj services that are avail-

'-able to investigators sUPI;ortcd by the Depart..'"llent. This 
statement will encour~se the utilization of Government 
'facilities, including the Cancer ChcIT!ocher<1'py National 

,- -Service Center (CCNSC) and the ualter R~ed l\.rrny Institute 
:i of Research for screening whenever appropr ia te • 
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:'l:n surnrnary, we consider that the results of Dcpartment­
. .i. sponsored research, including nevlly synthesized or 

." ~dentified cOr:1pounds, constitute a valuable niltionill 
·resou.ce, and that the effective utilization of such 

',.,compounds is an essential part of the' Departrr.ent IS pro­
:,.:.cgram goals. i'le intend to continuo to m<:l;"'! such changes 

.~ .in our practices "asare necessary to foster the fullest 

. 

." .".utilizat:iDn of all co:r.pounds synthesized or identified 
'during the cours.e of research su??orted by the Depar~'nent 
in such a manner as to recognize and protect the lesitL~ate 

,,,:\i.nterests of the public, the investigator, and the screening 
·c, .. -organizations • 

. . , , 

' .. 

c;Mr. Frederick K. Rabel 
. '. ·Assistant Direc·tor 
. Civil Accounting and 

Audi ting D~.vision 

''Sincerely yours, . 

," 

,.r"" -/ . ~) '. 
., ~ - h 

n: ' .". -' ,r"'.;;:.,, . .. < .,n' " . "\ 

. . iJame~ F~~"KeilY 

\ 

, .... !Assistant secretary, 
.~: Comptroller 

-' 

':United States General Accounting Office 
·.Washington, D. c. 20548 

··Attachr.~cnt [1]. 

• . ' • 
lCAO note: Attachment not included. 
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