DEPARTMENT OFF HEALTH & HUMAN SERVICES Public Health Service

Office of Orphan Products Development{HF-35)
Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

June 15, 1994

Reckitt & Colman Pharmaceuticals, Inc.
Attention: Mr. Charles O'Keeffc
Executive Vice President

1901 IHuguenot Road

Richmond, VA 23235

Dear Mr. O’Keeffe:

Reference is made to your orphan drug application of May 5, 1993 submitted pursuant 10
Section 526 of the Federal Food, Drug, and Cosmetic Act (FFD for the designation of
buprenorphine hydrochloride as an orphan drug-.(app]icutim& We also refer to
your amendment dated November 15, 1993,

We have completed the review of this application, as amended, and have determined that
buprenorphine qualifies for orphan designation for the treatment of opiate addiction in
opiate users under Section 526{a)(2)(B) of the FFDCA. Please notc that it is
buprenorphine and not its formulation that has received orphan designation.

Prior to marketing approval, sponsors of designated orphan products are requested to
submit written notification to this Office of their intention to exercise orphan drug
exclusivity if they arc the first sponsor to obtain such approval for the drug. This
notification will assist FDA in assuring that approval for the marketing of the same drug is
not granted to another firm for the statutory period of exclusivity. Also please be advised
that if buprenorphine were approved for an indication broader than the orphan-designation,
your product might not be entitled to exclusive marketing rights pursuant to Section 527 of
the FFDCA. Thercfore, prior to final marketing approval, sponsors of designated orphan
products are reyuested to compare the designated orphan indication with the proposed
marketing indication and to submit additional data to amend their orphan dcslgnduon prior
to marketing approval if warranmed. :

In addition, please inform this office annually as to the status of the development program,
and at such time as a marketing application is submitted to the FDA for the use of
buprenorphine as designated. 1If you need further assistance in the development of your
product for marketing, pleasc feel free to contact Dr. John McCormick at (301) 443-4718.



D

Pleasc refer 1o this letter as official notification of designation and congratulations on
obtaining your orphan drug designation.

Sincerely yours,

Marlene E. Haffner, M.D., M.P.11.
Dircctor

cc:

GCF-1/J.Cohen
HFD-85/M.A.Holovac
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Review of a Request for Orphan Drug Designation

Date of submission: May 5, 1993 F' L E BOP Y

Received by reviewer: May 6, 1993
Review initiated: June 1, 1993
Review completed: June 25,

Date Suppleme i '
Date Further Supp
Date Review C

vember 17, 1993
ived. February 7, 1994

Designation

Drug Name:
code name:

generic name: bupre
trade name: not yet s

Sponsor’s Nanic:
Reckitt & Colman Pha

1901 Huguenot Road
Richmond, Virginia | 235

Contact Person:
Charles O’Kecfte
Executive Vice Presi
Reckitt & Colman
1901 Huguenot Road
Richmond, Virginia

(804) 379-1090 D

Drug Manufacturer:
Active drug substan

J

nufastured Yy:

vl
g

Proposed Designation:
For usc in treatment-secking opiate users in o detoxi

schedules.

nd maintenance treatment

[} 4/
)

Repulatory Status:
Buprenorphine is presently marketed in the United States as an injectable analgesic under

NDA 18-401. The sublingual formulation has not been approved; however, it is being studied



under 4 IND’s in the U.S.. Both the injectable and the sublingual are marketed in numcrous
countries outside of the U.S. as an analgesic.

Evaluation and Recommendation:

Prior review of the sponsor’s i&on found that there is adequate clinical evidence to
support the designation of bul inc, but identified a substantial concern with this
application because of the sizg 0 inte ulation. Most sources estimate the number

of opioid addicts at 1,000,00¢q19-1,500,000. Thesponsor stated that approximately 120,000

of these addicts are presently ryy thegddpy, and this represented the size of the population

likely 10 usc a pharmacologic/ g ific characteristil drug which would
1

limit it’s use, OPD would nol\ac such @ limitdtion on a popula®dn andlconcluded that it
was recasonable to assume that 0;0D0 opioid addictg {l {s is also the
prevalence of the diseasc or conditrany whichlil{s drug js ifefNded to WeatClt should also be

noted that for opioid addictio eatment vasjes according (o a
number of factors such as th ) anY the addts Acee 1ds to pay for illicit
drugs; thercfore, the number ag Ueatment may repr rery fluctuating
number.

W ic:- nig-are in 1rcalmen1, since the
thé\patients h{{l%%emcd in programs
hese dcﬁuj\cic’snmmformcd that:

-seeking” since you
do not provide the number of pati¢gnts ing an methadone

maintenance clinics. 1d be considered a
medically plausible s gulations, since there
does not secem to be lude its usc in any
opiate addicted patien,

In addition, the prior applica
sponsor makes no attempt to
that are not a part of the met]

The sponsor received an inco

As an alternative to just a designati i the of addicts available
for treatment, you ma consi ; ignation because it is unlikely
that the sales of bupr ne in be adequate 1o recover the
preclinical and clinica mer

ithi of As you may be

aware congress provided for drug ay be "orphans‘%ns other than the
size of the population are intehdedtltreat, by allowi i ice to designate
\fac h_. ofgtability. This am;\s not been used

drugs based on their d
since the amendments rphap:DrupdAct were passed in 1985; however, it would
scem that this product maybc le under this portion of the statute. We arc
enclosing a copy of the + s, and should you have any questions
relating to the process esignation because of an expected lack of

N ing for d A
profitability, you may wish Tolcontact Mr. Robert Steeves J.D. of this office.




The sponsor has responded to these deficiencies and issues by providing additional
information.

REVIEW OF SUPPLEMUNT

Prior review of the sponsor’s_applicafion fegulted\lin a determination that the patient
prevalence for opiate addicli 3 200,000 patient figure established by law
as the upper limit for orphan’des ion] fice indicated its intention 1o reject the
argument that since the numb :

JATERIALS AND RECOMMENDATIONS:

representative of the National Instii
ive)Research ang ént Agrcem@l with the sponsur

2 % k mé)r , lling to proceed
. M. uld provide unde CUMSLances.

Without relinquishing the rij drsue or challengeﬁ%ati enee arguments,
the sponsor submitted a supp iEhA ndepSectioh 526(a)(2)(13) on
the basis that "there i OH C t‘!‘.u“ on @‘@@f and making
available in the United Stated adrug gase or ton will b&fecovered from

1

The sponsor submitted a ﬁnat‘

. o
returns for the years 1993 th i:-‘
first marketed in 1995. The financial

for the development of this
without the exclusivity that q

upon procedures performed
The reviewer consulted with
Statement and concluded tha

anticipated by its
ted 11 November

1993 meets the requirement 5 4 R s 316.21(b)(8)
Since the certificate necessar of-costS and allocafions, it is not an audit
of completed transactions an appropriate " on that "actual results may vary
considerably from those shown; Bl N

The sponsor also submitted with-i request cxccrpts_qgig %} CRADA with
NIDA for the development o wed that in additpn {1 G-Tuturc

costs the sponsor was agrecin bemalf of the CRADA, it had or would incur

another*in expensgsTely w-development of buprenorphine. However, the
sponsor declined to provide rm‘- ise les ure expense estimates or records because it
felt that the cost of collectin luating the Wllocations for thesc records retrospectively

over a period of years would not be-tost effective; furthermore, the sponsor believed that the
CRADA expenses alone would meet the requirements for designation.




Included within the listing was an item identified as "Preclinical Reckitt & Colman
expenditures” for ﬂ Because the reviewer was aware of the close involvement of
NIDA on the figures submitted as part of the CRADA, and the potential costs of the project.
‘the reviewer requested NIDA cstimate the cost and value of the buprenorphine preclinical
studies (to independently verify. ures submitted by the sponsor). In a letter dated April
13, 1994, NIDA responded 1} on the lis 'of preclinical studies supplied 1o NIDA and

in consultation with scientists an 1ini§ here, | would servatively estimate the
current value of the data basg” ~ e in_th ayee “ NIDA
noted that it was of some im negjto )

obtain or recreate outside of DA

and projections, including vw incorporated in the request f
reasonablc estimates. V « |

To assess the likelihood that
reasonable expectation” that § : , year pe ill Permityecovery of the

developmental costs, the spogSors sfixeads reconstructed (L 3) and subjected
to additional hypothcses that i

t the 7 years of markgting T¢sults.  Where
delays are included in the calcul: T chm‘%lthe charts. The
delay period appear as "XX" ‘ i i he markehng period results

dvicwer is satisfie 1ancial estimates
ygation, are fair and

K¢ sta quircment ghat "there is no

clear and comparable. Obviossly roVEThyt hen the exclusivity
period relevant for the statut ends 7 ycfirs later.

Chart 1 is a simple reconstru u‘“\ ‘ ‘hichrestablishes the validity of
the formulas and interrelatio : : : covery, etc. 1t demonstrates
CCS3 rlopment costs in

mn "’ Chart 1).

: : o sponsor estimates of the patient population
market obtained should be fifty $ fghtwin all phases of the project. Chart 3A used the
1995 marketing date assumptj : s a two-year delay. These charts can also be
considered surrogates for an nptpn that the 104,000 patient treatment group should be
increase by fifty percent (up 5;600) but that the market share for buprenorphine (in %)




3B show

remains as estimated bi the sionSOr. Chart 3A show_ whereas Chart

Charts 4 and 4A arc similar to Charts 3A & 3B, except that the paticnt market is doubled (a
100% incrcase over the spon ates). Chart 4 sho and Chart
4A project ith a 2-ycar,delay in

A approval).

Charts 6 and 6A address pri all prior calculations is that at th

per dose charge cannot be ir%eca ie of the unique characteristics of r!l
However, these charts are a " the Id be increased| In this
. . Lancey,

nder these circu Chart 6 shows a
delay) show.

el 1ts droduct and@cthadone wil]
NSO pr an {pr atient cost o

The sponsor maintains that
effectively curtail any increa

per year (which is the figure{fised i charts and analy comparcs that
wit#or LAAM an heir theory is that sificé most of these
products are purchased by { rnm@&iﬁ:windividuals. it is
unlikely that buprenorphine F: e 1e_cheapeY products. This
seems to be a reasonable contlus h¢ 3ponsol alswolcs f manufacturing

buprenorphine is much greats 1 uprenorpkhe profits will be
slimmer and (b) methadone i sai iiye ¢. The sponsor
notes that while the pricing ol b 2 1_the product; ey have alrcady
concluded that the competiti % i 2pmit '-q.”%‘ and full markup it would
ordinarily consider for a new indice iou imitfanthergheir ability to
recoup the development costs. E 2 m % ,
Additionally, the sponsor sta y i in the price chargf uld decrecasc the
market penetration, so that crea¥e in nould nof_proporti neccssarily
increase total sales, or profitg ates-the ious, @ikc lethdrgic relationship
expected for increases in salé ket Khares effecd on maxket share reduction
in the circumstances of drug freatme isdikely t@uch amatic and
immediate.

The sponsor maintains that
treated is limited to 104,000 since there
in existing drug treatment facjlities. Thi

rationale for designating this %\
At Ne. e

however, it is relevant in esti
reasonable to assumec that thare

of mxeﬁiﬁ%ﬁcw that could be

115,000 treatment slo r methadon, ¢t al.,

nt was consider jected as a
istof a prevalence 0§ 2 0 or less;
potential for the product. It is not

reasonable to posit that the d ation will en masse switch to this product. It is
o change in the treatment-secking
population, or that any positilyg emental. Thus, over seven years, the
additional patients on this produc ond those projected by the sponsor should be
inconsequential economicaily on the results of this analysis.
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those projected by the sponsor should be inconsequential cconomically on the results of this
analysis.

will recovered_ in the first 7 years of isfied.

This reviewer concludes that the patiept_populatio t vy s and market shares

submitted by the sponsor are reasonab ir, ar w rojections verify that the

statutory requirement that there is no reat ¢ cxpectalon that the development costs
1 ha.{

The data from the charts are’ shown in graph joTiepoy the atiachied.

It is recommeénde tb hine hydioe
for the treatment of opiate addic Qpiatg

dedignated an orphan product
26(a)(2)(B).

Concur:

cC:
HF-35/Designation
HF-35/Chron File

HF-35/Jmeccormick
c:\wp51\desigs\bupr
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