] STEPHEN B. FREDD (%)

The United States Food and Drug Administration
Orphan Drug Program as it Relates to
Orphan Drugs for Developing Nations (')

1 sm gratelul for the opportumity to presens the backgronnd and current
status of the Unised States Food and Drug Administeation orphan drug program,
but 1 want 10 keep in mind the focus of this mecting: arphan drugs for
developing countries. As 1 present this material, I bope you will consider these
w0 quesiions:

Fist, what are the clements that peed to come together 1o prodhice aa
orphan drug program?  Second, how can the curtently. avalable incenives of
States Orphan Drug Act be viod 1o sid the inernational program

you seek?
The FDA orphan drug. progras began over 10 years aga, when individusls
' at the agency recognized that cestain drugs of pereeived value, avallable elsewhere
in the wotld, were not available in the United States. Though the pharmaccutical
industry has always had & commitment to. provide public service dmgs, not all
needed drugs were being developed. Many other groups mud that thete
: was & problem in the US, Some termed It & “drug lag® lssve, and felt that
FDA's extensive regulatory requirements for drag approval were the majos reason
for the lag, while ohers thought factors g s e
small market size, paventability problems, eoocerns over liability were the majoc
Joocs The Degpurament of Haith, Educetion aad Wellze o s lotie
el task forse o suudy ihe B and in 1979 » report was fmmed that
subject and proposed solutions. Though the task force recognized
F e g sw:J that the main remon for the problem
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wai that “rescasch, development aod production are decmad 100, expensive

ey o oo e’ e oo proposed were dsgned ) e
the economic expense of development and increase posential cconomic
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deant drage of limited commercial value®.

The United States Congress, awace of the problem aod the report, undertook
its own survey. The 1982 report from the Commises on Energy and Commerce
of the U5, Howe of Representatives contained the teslis of that survey snd
concluded that:

— Orphan drogs are predominantly wsed In the troatment of rare dissascs.

— They are not profitsble.

— It s difficult 10 conduct human elinical trias to prove their effectivencss
bocaise there are 5o few people with any given discasc

— Many sre oot patentable

— They cause moce adverse ide offects, on average, thin drogs for common
diseases,

— There are many drugs for rare disessés which are mot approved sad on
the misket.
is. wr\vy‘ and with sppott from the media,

oeganizations, acadcmis, and government agencies, the
Ocphan Drug Act was pased and signed by Presdeot Resgen i Javaury of 1983,
This Act, as amended in 1984, provided various incentives to commerclal spomsors
of orphan drugs 1o facilitate their adoption. To qualify for these incentives,
a drog had to meet this definition (tab. 1).

Legislative: proposs! followed
disease-tiented

Tan. 1 - Prosisions of Orphan Drog ACT, Definition of Orphan Drog;

A DREG ({OR BIOLOGIC) FOR A DISEASE OR CONDITION WHICH (A) AFFECTS
LESS THAN 20,00 PERSONS IN THE UNITED STATES, OR (B) AFFECTS MORE
THAN 00,000 TN THE UNITED STATES AND FOR. WHICH THERE IS NO REASON-
ABLE EXPECTATION THAT COSTS OF DEVELOPMENT AND DISTRIBUTION
IN THE US. WILL BE RECOVERED FROM SALES IN THE US,

Drugs for rare a5 well a5 common diseases could Fir under this definition,
but clearly i is easier for drugs that would be used o treat u disease that aifects
200,000 persons or less in the US. ta qualify, This patient prevalence thecshold
refers to cues in the US., not worklwide. A disease common elsewhere, such
s¢ leprosy, could be tarc In the US, aod @ drug for that discase could mect
the stawcory definiion.

Onice a sponsa has sbiained designation foe 8 dmg for a specific indication,
certain incentives are porentially available to that sponsor, Let me ouiline these
for you {tab. 2).
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Ta. 2 - Provisions of Osplsn Drog ACT.

PROTOCOL ASSISTANCE
GRPHAN DRUG DESIGNATION
AVAILABILITY TO PUBLIC OF LISTS OF ORPHAN DRUG DESIGNATIONS
SEVEN YEAR ENCLUSIVE MARKETING LICENSE FOR NONPATENTABLE DRUGS
ENCOURAGEMENT OF TREATMENT INDS

AX CREDITS FOR CLINICAL TRIALS AFTER ORFHAN DRUG DESIGNATION
A% FRIGR TO NDA APPROVAL
ORPHAN PRODUCTS BOARD
£ GRANTS AND CONTRACTS

L

Same persisent evamples of orphan drag designation are shown in ub. 3
and FDA's orphan product grants for 1984 were as listed in 1ah, 4.

Although clofazamine s a trestment for leprosy is wot news to any of
you, it is the principle of that designation. that | want to emphasize. Wese there
3 bew diug for o dissase rure in the United States, but common elsewhere, it
might obtain designation and that coukd lead 1o tax credis and seven yeary'

exclsive

In spproving the Orphan Drug Act, legislative comment on this issue was
interest.
“The tesm race dn the States & uted to ssute that the bencfins of this

Bill apply 1o drugs for discases or condiions. which are rare bere, even if prev.
slenc in other countrles, To the cxtent thit this provision encoarases the
devclopmcnt o drgs fox prevlers o le s in developing coantries, the Com-
mistee believes it is sound public

“The tax credit porian of the 1.c e St it

No coodls shall be allowed undes this section with respect 1 aay clineal
e Gl e T e s e i ) b et
the United States becouse there is an insufficient testing population in ;hr Usited
States”.

Ve sesndy, POA s sdogied v gl i pprou.of ey deog
applications, and this toa is germane e,

“Foteign data may scrve as the ﬂﬂe basis for marketing approval of a new
drag i (1) The foreign dax me spplicable o the US. population sad US.
medical practice; (2) the sudies. have been petformed by clinkal invesdigutors
of reengnined competence; aed (3) the data may be considered valid without the
Pt e i ol iy FDA or, i FDA coniders such a inspection to

ecessary, FDA I able to vlidste the data theough aa onaite jaspection or
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alhrlppwp mexns. Failure of an application to meet any of these criteria
will resalt in the application not being approvable based en the forcign dam
alone. FDA will apply this palicy in a Bexible mannes acconding to. the natre
of the drug and the daa being considered”,

These bits of information may be wchul in amessing how the US. Orphun
Drug Act could be helpfol in an intesnatiana] progeam.

Tas. 3 - Orphan Drug Designations.

Name of Proposcd Sponsar’s Na
Drag st e " Addec
oo

Generiosioturimine Trestmen: of Jepoony rcabtant 0 Pharneceusials Division Cba-
TradeLamprens Dipmoe and the ENL and Gelgy Corperation

3% Marsis Avese
Samit, New Jersey 07501

Gonerichesmainl.  Trearmens o sdeanced sdenociss Tves
‘mlaine i ol the orary Third Aveae
New Yerk, NY 10017
i Fox s i s peevension of resat.
crine HCL ence of. pocumodhorss fa pi
Trade i a1 high sk of Melrome Furk, 1L 60160
4, paieots with epec fbeosls
Generie, Carnitine Grostic ey Ameian MG Disision
Tesdoont atablisbad ‘Amecican_ Hospital - Supply
MG
Ivine, CA 92114
LCuniios  Primary and scondry Sigms Taa, T,
Tradeno cxsblised deficency of genctic aeigin Nocth
Hisimdel, New Jersey 07733
GenericL3 Trcatment of poutanouic inkemion, Holar. Phaemacesical G, Tne.
Hednustia rrpoclovus 10, L Sumt
(LK1 Copiague, NY 11726
Trade
Geveric wiethylene Trasns of puieais with Wit Mewk S and Dobme %o
dildrochioride ey dcase who are bolerany,  search Laboraiocos
TradeCapeid o inadequindy respoosive to,  Divion of Merdk and Co,
pericilanzne Wea: Poios, Pr 19456
Clonericspirumycin Fo e i the ot rebel
¥ and pasasile oo of cheonle 33 Vanderbilt Ay
cpeopariies n ptens wih  New' Yook, MY, 1607
immutoneficiency
Generiopenamidive  Pneumoyue cafnl pmeumonk Lypboed, Tnc:
shicee o
TradePeniam 303 Marose Pack, 1. 60160
Genericpestasidine  Pacsmonys catnil peenmonds | RhooePoatenc, Inc.
52 Vanderbilt Ave,

Tradeoos stablished New York, NY 10017




e

—

Tus. 4 - Graut Awands - Office of Orphan Produses Develogment, Food and Drug
Adninlstration (September 1984).

RHILDRENS HOSPIIAL Bty New Yok, Gl fnbr, MD. D,
o of Entymofiaacurs for Mansgemens of Pheuylketoaris.
BOSTON UNIVERSITY, Bosoa, Musschusets, Michsel E. Ostuod, MD.
Trewment of Hiviocyiods X with Suppeeain A
'THE. WISTAR, INSTITUTE, Fhilsdclphls, Pennsylvania, Staniey A. Plotkin, MD.
Live Avemuted Crromegalovivss Vaccine In Poienss Receiving Renal Transplans.
BAYLOR GOLLEGE OF MEDIGINE, Houston, Teuss, Earl J. Brswer, MDD
Methorreaaic fa Severe Juvonlle Rbeustold Aréhrcs.
UNIVESSITY OF FLORIDA, Gaisesvill, Tlosida, Willam N, Willams, PhD.
g i Tamdbciney oy T
A 1. LABORATORIES, INC. Engewond Ol New Jey, Bermard B. Beowa, b D.
Baclrucn foe Theaapy of
JAYEBOERN LABORATORIES, mc\ Noribbwock, locts, Joel E. Betosicia, MD.
Topical Capaeicia Tretment of Poscdlezpeic Neurdgia

Befose 1 <onclade, 1 want to note incentives: not provided in the Jegislation.

1. The sundard for spproval of orphan drugs was. not changed from that
required for other new drugs.

2. Madical devices, medieal foeds were noc indluded In the definition of
an arphan drug.

3. Suppaet foe preclinical studies during drog development was no provided.

4. No special lishillty protection far spansors of orphan drugs vwas Incladed.

T this brief overview, | have tried 1 use the history of the development
of FDA's arphan drog progras t gve s s pespecivs o whet v ‘might
expect in initlating an international program

1t takes the elfore of many o ey wtadie
e 1o make besdway, Right now, however, the Orplua Drug Aet i hﬂnﬁ
wsod in the United States to sid the development of designated orphan duugs,
aed tha law might provide immedie wsisance soward your goal of providing
orphan drugs for developing nations.
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APPENDIX

An Act )

To smend the Faleral Food, Drug, and Comoctic Act 1o facilte the development of dnogs
foe rare disesmses und condions, and Foc oiber purpose.

Be it cnactod by the Senate and House of Representatives of the United
States of Aierice in Congress assembled,

Short Tire; Findings

Secriow 1, (s) This Act may be cited a5 the “Orphan Drug Aa™. (b) The
Congress finds thar:

(1) there s many diseases uad condicions, such ss Huntington's disesse,
mpoclaniss, ALS (Loo Gehrig's disease), Tourette syndrome, and muscular
which affect such small aumbers of fodividuls residing in the United States that
the diseases aad conditions are considered rare In the Usited Stases;

(23 adeqoate drugs for many of such disesses and condivions have not been
develaped;

13) drugs for these discases and conditions are commonly referred 1o as
“orphan drugs;

(4) because g0 few individuals are affected by any one rare disease or condition,
2 pharmaccutical company which develops an orphan drug may reasoasbly expect
the drug 10 generate relatlvely comall sales fn comparison 1o the cost of déveloping
the drug and consequently to ncur o Basncial Toss;

(8) there s reaon to believe that some promising orphan drugs will pat be
developed unless lunges are made in the applicable Fedenal Laws 1o reduce the
conts of developing such drugs and o provide financial incentives to develop such
drugs; and

(6) it i in the public interest 1o provide such changes snd inceatives for

development of orphan. drags.

[#) Public Law 97414, 57th Googren.




Asvendments to the Federal Food, Drug, and Cormetic Act

Sac. 2. (3) Chapter V of the Federal Food, Drug, and Cosmetic Act is nmended
by sdding a1 the end the following:

Sowcuarrie B - Drves For Raxs Drssases ox Coxprriows

Recommendtions for Irvestigation of Drugs Jor Rare Disesses or Conditions

Ste, 525, (1) The spansor of u deug for a disease or condision which Is rare
“in the States may roquest the Secretary o provide written recommendations for
the noo-clinical and clinical lavestigaions which mwnt be conducted with the
drug before:
(1) it may be approved for wuch disease or condition under section 505, or
12) i the drug Ia & biokogical peodiscy, before it may be licensed for such
discase or condition. under soction 351 of the Public Health Service Act.
1f the Seceetary has remon o believe that a drug for which a roquest s
made under this section is a diug for a disetse oc condition which is mare i the
States, the Secretary shall provide the person making the request written recom-
mendation for the nooclinical sad clinical fnvestigations which the Secretary
elicws, on the basis of informasion availsble to the Secretary at the time of the
roquest wndee this section, would be necessary for approval of such drug for
sach discase or condition under section 503 or licensing uader section 351 of
the Public Health Service Act for such disease or condition.

(b) The Secretary shall by regulation peossalgare procedures for the
implementation of subsection (a).

Derignation of Drigs for Bere Discates or Cowdifians

Swe. 526, (0) (1) The manufacturer or the sponsor of a dmy may request
the Sectcrary to devignate the drag as  drug for 2 rare disesse or condition. 1f
tho Secrctary finds that a drug for which » request i submitted usder this sub-
section is being or will be investigated far a rare disesse oz condition and:

(A} if an spplication for such drg s approved under section $0%, or
(B) i the drug s n Biologleal produsct, a lcense fs fssoed wndee section 351
of the Public Health Service Act,
the approval or leense would be for use for wuch disens= o condition, the
Secretary shall designate the drug i o drug for rach disemse or condition. A
sequest for & deslgnation of & drug under this subsection shall contaia the consent
of the applicant to potice being given by the Secrctary under sabsection (B)
respecting the designation of the drug,

(2) For purposes of pamgrph (1), the term “rare dissase or condition®

neans any disease or condition which occurs so Infrequently fn the Unlied Scares
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dhaz there is no expecation that the cont of developlng and msking
wvatlable In the United States n drug for such disease oc condition will be recoverad
from sales in the United States of such drog. Deserminations under the preceding
semcnce with respect w0 any drug shall be made on the busis of the facts and
circumstances as of the date the request for designation of the drug under this
subsectinn is made.

(b} Notice tempecting the designation of 4 drg under subsection (a] shall
be made available to the public.

(c) The Secretary shall by regulation promulgate. procedures for the fimple-
mentation of subsection (a).

Protection. for Unpatented Drgs for Rare Diseases or. Conditions

Sec. 327, () Except as provided in subsection {b), if the Secretary:
1) approves an spplication {ikd pursuant to section 505 (b}, or
(2) issues 4 license undes section 351 of the Public Health Service Act
for a drug designated under section 526 for o rare disease or condition and for
‘which & United States Letter of Patent may not be sucd, the Secretary may not
pprove another applicstion under scctioa 305 (b) oc lisve aootber lioense under
section 351 of the Poblic Health Service Act for such drug for such disease or
«condition for & person who is pot the bolder of such sppeoved application or of
such license uniil the expiration of seven years from the dta of the approval
of the appeaved upplication ar the ismance of the license. “Section 303 (c) (2) docs
not apply o the refosal 10 approve &3 application under the preceding sentence,
16) Tf 4o application fled pursuant 10 seetion 303 (b) is spproved for a drug
designuied uadec section 326 for a rare discase or condition of # license is issucd
under section 331 of the Public Health Service Act for such a drug and if
United States Letter of Patent may ot be issued for the drug, the Secretary may,
duting the sevenyenr period heginning on the date of the applicarion appeoval
or of the isssance of the license, appeove anorher application uades seciion 505 (b),
or, if the drug is a biological product, lssue o licsnse under section 351 of the
Public Health Service Act, for such drug for soch disease or condition for
pecson who Is pot the halder of such approved application or of such Ticense if
(1) The Secretacy finds, after providing the holder notice and opporunity
for the submission of views, that in sach period the halder of the spproved
application oc of the license cannot wssure the avallabilisy of sufficient
quantities of the drug to meet the necds of persons with the discase ar
nadiiion for which the drag was designated; or
(2) such bolder provides the Secretary in writing the consent of rach holder
for the approval of other applications or tha fsuance of our liceases before
the expiration of such seven yeis perlod,
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' Open Protucoly for Investigations of Drugs for Rare Diseases or Conditions

Suc. 528, If a drug is devignated under section 526 a8 a drug for & mse
disesse or condition and B notice of a claimed exemption under section 305 (i)
ox regulatians issued thereunder s filed for such drug, the Secretary shall encour-
g the sponsor of mich drug 1o design proocols for clinical invetigatioas of
the drug which may be conducted under the exemption to permit the addition
1o the investipations of persons with the disease or condition who need the
\ drug to teat the disense or condition and who cannoc be ssisfactoddly treated
by available alternative drugs.

(b) Chaprer V of the Federal Food, Drug, and Cosmetic Aet is amended
by inserting before scction 501 the following:

SuncuarTER A - Drucs Avp DEvIcES
Orpban Products Boand

Ser. 3. Title 11 of the Public Healdh Service Act Is amended by sdding
* at the end the following:
¥

Sec. 227, (a) There Is esuabliched in the Department of Health and Human
Services @ board for the development of drugs (including iologics) and devices
(including disgacstic products) for rare diseases or conditions to be known s
the Orphan Products Bosrd. The Board shall be crmprised of the Assistant
Secieuary for Health of the Department of Health and Human Services wnd
representatives, selected. by the Secretary, of the Food and Drag Administraion,
the Nusional Institutes of Health, the Centess for Disense Coatrol, and any other
Federal depariment or agency which the Secvetary determines s ctivities
selating o dougs and deviees for rre disemses o conditions. The Assistant
Secretary for Health shall chair the Board.

(b) The function of the Boasd shall be 1o promote the developmens of dnqp
and devices for arc disases oz conditions and the swordination among Federal,
ather public, and private sgencies in carrying out thels respective Fanctions relating
10 the development of anch articles for such discases ar conditions.

(€] In the case of drugs for rare discases or conditions the Board shall:

(1) evaluate: (A) the effect of subchapice B of the Federal Food, Drug,
and Cosmetlc Act o the development of such digs, and (B) the implements.
tion of sach subehapter;

(2) evaluste the activities of the National Institutes of Health and the
Alcobol, Drog Abuse, and Mental Health Administration for the development
of drugs for wich dieases o condiitians,

(3) assire appropeiate coordinstion among the Food and Drug Administra-
tlon, the Natioaal Institutes of Health, the Akobol, Drug Abuse, and Menl
Health Administration, and the Centers for Discase Control in the carrying

-
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out of thelt sespective. functions relaring 10 the development of drugs fo
such dhscaces o eonditions 10 sssurs chat the acitios of each agenty are
complementary,

(4) assare appropeiace. coordination among al inverested Federsl spencics,
manubacturers, wnd organeations represeating patients, in. theis civitcy
relating to such drugs,

{3) with the comsent: of the spnsor of a drug for a rare disessc or condltion
exeape under section 305. (i) of the Foderal Food, Drug, and Gostmerle Act
or regulstions issued under wuch section, inform physicians ed the poblic

inform phyicians aad the public sespectig the arallabilit o drogs approved
under scction 30 (c) of sich Act o licensed: under soction 331 of thig
Act for rase disenses or conditions,
a0d others to lertake the spomsorshin of dige
condliions, seek: invesdgutues 1o facilite the develop-
ment of such drogs, and seck Busioess entitcs to panicipate in the distribasiog,
of such drugs, and

{7) recogaiie the effarts of public and privite entiies and Individoals i
sccking the t of drugs for mare diseases o conditlons aad In
developing soch drogs

Ed)mﬂmﬂﬂnﬂwlwiminumhdp:mmpotdn\gmcm
of the Board under this section and as parc of such conssltation ahall
the opgoriunity for the submission of oral views,

fe] The Board shall submit to the Comaitiee on Labor and Human Resources
of the Scnate and the Commitice on Energy and Commerce of the House of
Representatives an annual report;
{1) idensifying the drogs which have been designated wnder section 526
of the Foderal Food, Drug, and Cosmeric et for a rire disesse o eondlirin,
(2) describing the ncrivities of the Board, snd
[3) containng the results of the evaluations earried our by the Board,
The Ditecto: of be Natioaal Tostiutes of Health und the Aduaitessor of
the Alcobal, Drug Abasc, and Mental Health Adenisisestion shall subias o che
Board fo inchusion In the anmual report a report on the rare disease and condlition
tescarch aciities of the Instirotes of the Nationsl Insttutes of Health ana the.
Aleohol, Drug Abuse, and Mental Health Administration;: the Secretary of the
Treasury sball subenit 10 the Board for inclasion in the gaml feport & report
o8 the we of the cedi againit tix pravided by section 44H of the Tnienl
Revenve Code of 1954; and the Sectetary of Health and Hursin Services sl
subimit to the Board for inclnion in the amoual tepott s report on the Ppeogram
of amistance under section 3 of the Orphan Drug Act for the development of
deugs for e diseases nd condicions. - Each aamual veport shall be subtiiod
by June 1 of each year for the preceding calendar year.

dos
provide
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Tax Credit for Testing Expenses for Drugs for Rave Diseases or Conditions
$82. 4. (a) Subpart A of part TV of subchupter A of chapter 1 of the Tntecnal
| Revenue Code of 1954 (eclatiog to credits allowsble) is amended by Isscrting after
. section 44G the following new section

Sec. 44H. Clinical Testing Expenses for Cortein Drugs for Rare Diseeser or

Conditions,

(3) Gemeral Rade, There shall be allowed us a credit against the tax imposed
by this chapter for the taxshle year an amount equal to 50 pescent of the qualified
cllsical testing expenses for the taxsble year.

{b) Quelified Clinical Testing Expenser. For purposes of this secticn:

(1) Qualified Ciinical Testing Expenes.

{A) I general. Except as otherwise provided in this pamgraph, the vorm
“qualified clinical resting expenses™ means the amounts which are paid or incurred.
by the taxpayer during the taxable year which would be described in subsection (b)
af section 44F if such subsection were spplied with the modifications set forth
I8 subparagraph (B).

(B) Modifications. For porposes of subparagraph (A), subsection (b) of
section 44F shll be applied: (i) by subssituing *clinkal testiag” for *qualified
research® each place it appears in e Ul Gl 1) of el mbecien, wd
() by substituting “100 perceat™ for *63 percent™ in paragraph (3) (A) of such
subsection.

(C) Exlusian for amounis funded by geants, ete. The term "qualified
elinical cesting expenses® shall pot inclode any smount 1o the extent mch amovnt
is Funded by any grant, contract, or otherwise by another person (o may govern-
mental enticy).

(D) Specisl rule. For purposes of this paragraph, section 44F shall be

o remain in effect for periods after December 3

(2) Clinical testing.

(A) In generel. The term *clinical testing” smeans any himan elinteal
sesting: (i} which is carried out under an exemption for u drug being tested for
4 rare disease ot condition wnder section 305 (i) of the Federal Food, Drug, and
Cosmetie Act for regulations isued under such rection), (1) which occurs: (1) after
the date of such drog is designated under seetion 526 of such Act, and (T1) before
the date on which a spplication with tespect to soch drug is mder
ssction 505 (b) of such Act, and (i) which is conducted by or on behalf of the
taxpayer to whom the designation under such section 526 applies.

{B) Testing must be related to wse for rare disease or condition. Human
dlinical testing shall be taken imo scoount ander subparsgraph (A) cnly to the
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extent such testing is related o the use of u drug for the rare discase or condition
for which it was designated under scction 526 of the Federal Food, Drug, and
Cosmetic Act,

(c} Coondination with Credit for Incressing Research Espendinres:

1) In generdl. Except as peovided in paragraph (2), any qualified clinical

testing espenses for a taxahle year 1 which an eloction uoder this section spplies
shall ot be taken into sccoant for parposes of detcrmining the credit allowsble
inder sectian 44F for sach teable year,

(2) Expenser incinded in determining. base period research expenser. Any
qualified clinical testing expenises for any waible yesr which are qualified research
cxpenises (within the meaning of section 44F (b)) shall be taken into account in
determinlag base period research expenses for puposes of applying sectinn 44F
0 subsequent taeshle years.

(d) Defiition and Special Ruder:

(1) Rare disesse or condition. For purposes of this section, the term *rare
disease or condition” mesns any disease ve condition which octurs w infrequently
in the United Sutes that thers i no reasoruble expecistion thar the <os of
developing and making available in the Unied States # drug for such disease o
condition will be recovered from sakes In the United States of such drug.
Deierminations mider the proceding sentence with respest 1o any drug shall be
made on the busis of the fucy and circumstances a3 of the date such drug is
desigaatcd under section 326 of the Federa] Food, Drug, and Cosmetic Act.

(2) Limitation besed on awount of tax. The crodit allowed by this section
for any mzable year shall not exceed the amount of the tax imposed by thi
cupice T the vocble: yeur rdced by the sam of the el abowabl under
a section of this subpart having o lower number or lerrer deslgnatioa than this
secrion, othet than ihe credits allowable by sections 31, 39, and 43. For purposes
of the preceding senteace, the term “iax imposcd by shis chaprer® shall not
inchude any tax treated as not kmposed by this chapter under the hise sentence
of section 33 1),

(3) Special linsitations on foreign testing:

{A) T gemersl, No credit shall be allowed under this section with respect
10 aay linkcal tesing conducted outside the United States unless: (1) much testing
s conducted vutside the United States becsuse there s an insafficlent testing
populacies. I che Usited States, and (k) sach cesting is conducted by  United
States person o¢ by any other perion who Is not related ta the toxpayer to wham.
the designation under section 526 of the Federal Food, Drug. and Cosmetic
Act applies.

(B) Special lmitstion for corporations te which section 934 (b} or 936
appiies. No credit shall be allowed under this section with respect 1o any eliniel
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testig condocted by a cocporstion to which seetion 934 (b) applcs ar to which
an election under section 936 py

(4) Certain rales made applicable. Rules similar o the rules of paragraphs (1)
and (2} of section 44F (f) shall apply for purposes of this section,

(3) Blectiow. This secsion sball apply to 4y taxpayer for any tasable year
only if such tapayer clocts (st such time and in such maoner as the Secvetary
may by regulations prescribe) to have this section apply for sich taxable year,

{6) Teramingtion. This section shall mot apply o any amount paid ec incutred
after Devember, 1987,

{b) (1) Section 280C of such Code (relating to denial of deduction for
portion of wages for which credit is claimed under section 40 or 44B) is amended
by sdding at the end thercof the following new subsection:

(s} Credit for Qualified Clinical Testing Expenses Jor Certein Drugs:

(1) In gemersl. No deduction shall be allowed for tha: portion of the
qualificd elinical resting expenses (as defined in section 44H (b)) erherwise allow-
able us # deduction foe the taxable year which is equal to the amaunt of the
credit allowable for the taxable year under section 44H (determined without
regard o subsecsion (d) (2) thereof).

(2] Similar rale abere Laxpayer. capitalizes rither thin deducts expentes. 1f:

(A the smount of the credie allowable for the tasable year woder section
44H {devermined without regard (o subsection [d) (2) thereaf), exceeds

(B) the amount allowsble as & deduction for the taxable year for qualified
elinical testing expenses (desermined without regard (o paragraph (1), the amount
rlur[.-m!ylc to copital account for the taxable year for such cxpenses. shall be

by the samuiar of such excess

(5) Controlied groups. Tn the case of a corporation Which s 3 member of
a controlled group of carpocations (withia the meaning of sectioa 44F () (3)) or
u trade or busivess which is treated us beiog under common control with other
trades or business (within the meaning of scction 44F (1) (1} (B) ), this subsection
shall be applicd under rules prescribed by the Secretary similar 1w the rules
upplicable under subpatagraphs (A) and (B) of section 44F (f) (1)
(2) (A) The section headiog of section 280C of such Code.is amended 1o
read us follows: See. 280C. Certain expenses for which credits are miowable.
{B) The 1ble of sections for pare 1X of subchapser B of chapter 1 of
such Code s amended by seriking oot the, fiem reluting 1o section 280C and
Inserting n liew thereof the following: Sec. 280C. Certain exponses for which
eredits wre allowable.
(6) (1) The table of sextions for subpars A of part IV of subchapter & of
chaptzs 1 of such Gode is amended by inserting aftec the ftem relating 1o section




—

4G the following new item: Sec, 44H. Clinical terting expenses for certsin
drugs for rere discuses or coudifions

2) Suﬁleﬂlm(h\nfm!hn%n(mmzkm&dhuﬁuq out
“and 44G" and inscrting in liew thercof *44G, and 44H",

(d) The amendments mede by this setion shall apply 1o amounts paid or
ocureed. after December 31, 1982, in taxable years ending after sch date.

Grents ard Cantracts for Development of Drugs for Rere Direacer and Conditions,
See. 5. (s) The Secretaty may make grants w and enter into contracts with
ic and privwe <atities and individuale 1o aisist in defraying the costs of

Qualified clinicul texting experacs fncurred In connection with the development

of drugs for rare diseases and conditions.

() Poc purposcs of sabsection (x):

(1) The tetm “qualified livcal tesiog” means any barmsa <linical sesting:

(A} which s carsied ot under an exemption for @ drag for a rare disense
of condition under section 503 (i) of the Federal Food, Drug, and Cosmetic Aet
for regulations lssued under such section),

(B) which oocurs: () akter the date such drug s desigaated undes. section

526 of such Act, and () before the date on which an application with respect

1o such drig is submitied under sctian 305 (b) of yuch Act.

12) The teom “rarc discase or condition® meuss any disease o eondition
‘which occurs so Infrequently i the United States hat thére is no ressonsble ex-
pectation that the cost. of developing and making available in the Uniied Statee
8 diug for euch diteise ot condition will be recovered from sales in the United
States of such drug, Dererminations under the preceding sentence with respert.fo
any dug shall be made on the basis-of the facts s ciscumstances 13 o8 the date
the request for designation of the drug under this subsection is mads,

(¢) For granes and contracts wnder subsection (a) there are authorized to
be appropriated 4,000,000 for fiscal yoar 1983 snd for each of the nost twor
fiscal years,




