§316.22

for one or more other indications (in
addition to the indication for which or-
phan-drug designation is being sought),
a clear explanation of and justification
for the method that is used to appor-
tion the development costs among the
various indications.

(4) A statement of and justification
for any development costs that the
sponsor expects to incur after the sub-
mission of the designation request. In
cases where the extent of these future
development costs are not clear, the
sponsor should request FDA’s advice
and assistance in estimating the scope
of nonclinical laboratory studies and
clinical investigations and other data
that are needed to support marketing
approval. Based on these recommenda-
tions, a cost estimate should be pre-
pared.

(6) A statement of and justification
for production and marketing costs
that the sponsor has incurred in the
past and expects to incur during the
first 7 years that the drug is marketed.

(6) An estimate of and justification
for the expected revenues from sales of
the drug in the United States during
its first 7 years of marketing. The jus-
tification should assume that the total
market for the drug is equal to the
prevalence of the disease or condition
that the drug will be used to treat. The
justification should include:

(i) An estimate of the expected mar-
ket share of the drug in each of the
first 7 years that it is marketed, to-
gether with an explanation of the basis
for that estimate;

(ii) A projection of and justification
for the price at which the drug will be
sold; and

(iii) Comparisons with sales of simi-
larly situated drugs, where available.

(7) The name of each country where
the drug has already been approved for
marketing for any indication, the dates
of approval, the indication for which
the drug is approved, and the annual
sales and number of prescriptions in
each country since the first approval
date.

(8) A report of an independent cer-
tified public accountant in accordance
with Statement on Standards for At-
testation established by the American
Institute of Certified Public Account-
ants on agreed upon procedures per-
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formed with respect to the data esti-
mates and justifications submitted
pursuant to this section. Cost data
shall be determined in accordance with
generally accepted accounting prin-
ciples.

(d) A sponsor that is requesting or-
phan-drug designation for a drug de-
signed to treat a disease or condition
that affects 200,000 or more persons
shall, at FDA’s request, allow FDA or
FDA-designated personnel to examine
at reasonable times and in a reasonable
manner all relevant financial records
and sales data of the sponsor and man-
ufacturer.

§316.22 Permanent-resident agent for
foreign sponsor.

Every foreign sponsor that seeks or-
phan-drug designation shall name a
permanent resident of the TUnited
States as the sponsor’s agent upon
whom service of all processes, notices,
orders, decisions, requirements, and
other communications may be made on
behalf of the sponsor. Notifications of
changes in such agents or changes of
address of agents should preferably be
provided in advance, but not later than
60 days after the effective date of such
changes. The permanent-resident agent
may be an individual, firm, or domestic
corporation and may represent any
number of sponsors. The name of the
permanent-resident agent shall be pro-
vided to: Office of Orphan Products De-
velopment (HF-35), Food and Drug Ad-
ministration, 5600 Fishers Lane, Rock-
ville, MD 20857.

§316.23 Timing of requests for orphan-
drug designation; designation of al-
ready approved drugs.

(a) A sponsor may request orphan-
drug designation at any time in the
drug development process prior to the
submission of a marketing application
for the drug product for the orphan in-
dication.

(b) A sponsor may request orphan-
drug designation of an already ap-
proved drug product for an unapproved
use without regard to whether the
prior marketing approval was for an
orphan-drug indication.
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