
437

Food and Drug Administration, HHS § 99.101

(h) Pharmacy benefit manager means a
person or entity that has, as its prin-
cipal focus, the implementation of one
or more device and/or prescription drug
benefit programs.

(i) A reference publication is a publica-
tion that:

(1) Has not been written, edited, ex-
cerpted, or published specifically for,
or at the request of, a drug or device
manufacturer;

(2) Has not been edited or signifi-
cantly influenced by such a manufac-
turer;

(3) Is not solely distributed through
such a manufacturer, but is generally
available in bookstores or other dis-
tribution channels where medical text-
books are sold;

(4) Does not focus on any particular
drug or device of a manufacturer that
disseminates information under this
part and does not have a primary focus
on new uses of drugs or devices that
are marketed or are under investiga-
tion by a manufacturer supporting the
dissemination of information; and

(5) Does not present materials that
are false or misleading.

(j) Scientific or medical journal means
a scientific or medical publication:

(1) That is published by an organiza-
tion that has an editorial board, that
uses experts who have demonstrated
expertise in the subject of an article
under review by the organization and
who are independent of the organiza-
tion, to review and objectively select,
reject, or provide comments about pro-
posed articles, and that has a publicly
stated policy, to which the organiza-
tion adheres, of full disclosure of any
conflict of interest or biases for all au-
thors or contributors involved with the
journal or organization;

(2) Whose articles are peer-reviewed
and published in accordance with the
regular peer-review procedures of the
organization;

(3) That is generally recognized to be
of national scope and reputation;

(4) That is indexed in the Index
Medicus of the National Library of
Medicine of the National Institutes of
Health; and

(5) That is not in the form of a spe-
cial supplement that has been funded
in whole or in part by one or more
manufacturers.

(k) Supplemental application means:
(1) For drugs, a supplement to sup-

port a new use to an approved new drug
application;

(2) For biologics, a supplement to an
approved license application;

(3) For devices that are the subject of
a cleared 510(k) submission and devices
that are exempt from the 510(k) proc-
ess, a new 510(k) submission to support
a new use or, for devices that are the
subject of an approved premarket ap-
proval application, a supplement to
support a new use to an approved pre-
market approval application.

Subpart B—Information to be
Disseminated

§ 99.101 Information that may be dis-
seminated.

(a) A manufacturer may disseminate
written information concerning the
safety, effectiveness, or benefit of a use
not described in the approved labeling
for an approved drug or device or in the
statement of intended use for a cleared
device, provided that the manufacturer
complies with all other relevant re-
quirements under this part. Such infor-
mation shall:

(1) Be about a drug or device that has
been approved, licensed, or cleared for
marketing by FDA;

(2) Be in the form of:
(i) An unabridged reprint or copy of

an article, peer-reviewed by experts
qualified by scientific training or expe-
rience to evaluate the safety or effec-
tiveness of the drug or device involved,
which was published in a scientific or
medical journal. In addition, the arti-
cle must be about a clinical investiga-
tion with respect to the drug or device
and must be considered to be scientif-
ically sound by the experts described in
this paragraph; or

(ii) An unabridged reference publica-
tion that includes information about a
clinical investigation with respect to
the drug or device, which experts quali-
fied by scientific training or experience
to evaluate the safety or effectiveness
of the drug or device that is the subject
of the clinical investigation would con-
sider to be scientifically sound;

(3) Not pose a significant risk to the
public health;
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(4) Not be false or misleading. FDA
may consider information dissemi-
nated under this part to be false or
misleading if, among other things, the
information includes only favorable
publications when unfavorable publica-
tions exist or excludes articles, ref-
erence publications, or other informa-
tion required under § 99.103(a)(4) or the
information presents conclusions that
clearly cannot be supported by the re-
sults of the study; and

(5) Not be derived from clinical re-
search conducted by another manufac-
turer unless the manufacturer dissemi-
nating the information has the permis-
sion of such other manufacturer to
make the dissemination.

(b) For purposes of this part:
(1) FDA will find that all journal ar-

ticles and reference publications (as
those terms are defined in § 99.3) are
scientifically sound except:

(i) Letters to the editor;
(ii) Abstracts of a publication;
(iii) Those regarding Phase 1 trials in

healthy people;
(iv) Flagged reference publications

that contain little or no substantive
discussion of the relevant clinical in-
vestigation; and

(v) Those regarding observations in
four or fewer people that do not reflect
any systematic attempt to collect
data, unless the manufacturer dem-
onstrates to FDA that such reports
could help guide a physician in his/her
medical practice.

(2) A reprint or copy of an article or
reference publication is ‘‘unabridged’’
only if it retains the same appearance,
form, format, content, or configuration
as the original article or publication.
Such reprint, copy of an article, or ref-
erence publication shall not be dis-
seminated with any information that is
promotional in nature. A manufacturer
may cite a particular discussion about
a new use in a reference publication in
the explanatory or other information
attached to or otherwise accompanying
the reference publication under § 99.103.

§ 99.103 Mandatory statements and in-
formation.

(a) Any information disseminated
under this part shall include:

(1) A prominently displayed state-
ment disclosing:

(i) For a drug, ‘‘This information
concerns a use that has not been ap-
proved by the Food and Drug Adminis-
tration.’’ For devices, the statement
shall read, ‘‘This information concerns
a use that has not been approved or
cleared by the Food and Drug Adminis-
tration.’’ If the information to be dis-
seminated includes both an approved
and unapproved use or uses or a cleared
and uncleared use or uses, the manu-
facturer shall modify the statement to
identify the unapproved or uncleared
new use or uses. The manufacturer
shall permanently affix the statement
to the front of each reprint or copy of
an article from a scientific or medical
journal and to the front of each ref-
erence publication disseminated under
this part;

(ii) If applicable, the information is
being disseminated at the expense of
the manufacturer;

(iii) If applicable, the names of any
authors of the information who were
employees of, or consultants to, or re-
ceived compensation from the manu-
facturer, or who had a significant fi-
nancial interest in the manufacturer
during the time that the study that is
the subject of the dissemination was
conducted up through 1 year after the
time the article/reference publication
was written and published;

(iv) If applicable, a statement that
there are products or treatments that
have been approved or cleared for the
use that is the subject of the informa-
tion being disseminated; and

(v) The identification of any person
that has provided funding for the con-
duct of a study relating to the new use
of a drug or device for which such in-
formation is being disseminated; and

(2) The official labeling for the drug
or device;

(3) A bibliography of other articles
(that concern reports of clinical inves-
tigations both supporting and not sup-
porting the new use) from a scientific
reference publication or scientific or
medical journal that have been pre-
viously published about the new use of
the drug or device covered by the infor-
mation that is being disseminated, un-
less the disseminated information al-
ready includes such a bibliography; and

(4) Any additional information re-
quired by FDA under § 99.301(a)(2). Such
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information shall be attached to the
front of the disseminated information
or, if attached to the back of the dis-
seminated information, its presence
shall be made known to the reader by
a sticker or notation on the front of
the disseminated information and may
consist of:

(i) Objective and scientifically sound
information pertaining to the safety or
effectiveness of the new use of the drug
or device and which FDA determines is
necessary to provide objectivity and
balance. This may include information
that the manufacturer has submitted
to FDA or, where appropriate, a sum-
mary of such information and any
other information that can be made
publicly available; and

(ii) An objective statement prepared
by FDA, based on data or other sci-
entifically sound information, bearing
on the safety or effectiveness of the
new use of the drug or device.

(b) Except as provided in paragraphs
(a)(1)(i) and (a)(4) of this section, the
statements, bibliography, and other in-
formation required by this section
shall be attached to such disseminated
information.

(c) For purposes of this section, fac-
tors to be considered in determining
whether a statement is ‘‘prominently
displayed’’ may include, but are not
limited to, type size, font, layout, con-
trast, graphic design, headlines, spac-
ing, and any other technique to achieve
emphasis or notice. The required state-
ments shall be outlined, boxed, high-
lighted, or otherwise graphically de-
signed and presented in a manner that
achieves emphasis or notice and is dis-
tinct from the other information being
disseminated.

§ 99.105 Recipients of information.

A manufacturer disseminating infor-
mation on a new use under this part
may only disseminate that information
to a health care practitioner, a phar-
macy benefit manager, a health insur-
ance issuer, a group health plan, or a
Federal or State Government agency.

Subpart C—Manufacturer’s Sub-
missions, Requests, and Appli-
cations

§ 99.201 Manufacturer’s submission to
the agency.

(a) Sixty days before disseminating
any written information concerning
the safety, effectiveness, or benefit of a
new use for a drug or device, a manu-
facturer shall submit to the agency:

(1) An identical copy of the informa-
tion to be disseminated, including any
information (e.g., the bibliography) and
statements required under § 99.103;

(2) Any other clinical trial informa-
tion which the manufacturer has relat-
ing to the effectiveness of the new use,
any other clinical trial information
that the manufacturer has relating to
the safety of the new use, any reports
of clinical experience pertinent to the
safety of the new use, and a summary
of such information. For purposes of
this part, clinical trial information in-
cludes, but is not limited to, published
papers and abstracts, even if not in-
tended for dissemination, and unpub-
lished manuscripts, abstracts, and data
analyses from completed or ongoing in-
vestigations. The reports of clinical ex-
perience required under this paragraph
shall include case studies, retrospec-
tive reviews, epidemiological studies,
adverse event reports, and any other
material concerning adverse effects or
risks reported for or associated with
the new use. If the manufacturer has
no knowledge of clinical trial informa-
tion relating to the safety or effective-
ness of the new use or reports of clin-
ical experience pertaining to the safety
of the new use, the manufacturer shall
provide a statement to that effect;

(3) An explanation of the manufac-
turer’s method of selecting the articles
for the bibliography (e.g., the data-
bases or sources and criteria (i.e., sub-
ject headings/keywords) used to gen-
erate the bibliography and the time pe-
riod covered by the bibliography); and

(4) If the manufacturer has not sub-
mitted a supplemental application for
the new use, one of the following:
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