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prepared by extending the barium salt 
prepared from Ext. D&C Red No. 2 upon 
the substratum is ‘‘Ext. D&C Red No. 
2—Barium Lake.’’) 

§ 82.2707a Ext. D&C Yellow No. 7. 
The color additive Ext. D&C Yellow 

No. 7 shall conform in identity with 
specifications to the requirements of 
§ 74.1707a(a)(1) and (b) of this chapter. 
Ext. D&C Yellow No. 7 is restricted to 
use in externally applied drugs and cos-
metics. 

PARTS 83–98 [RESERVED] 

PART 99—DISSEMINATION OF IN-
FORMATION ON UNAPPROVED/ 
NEW USES FOR MARKETED 
DRUGS, BIOLOGICS, AND DE-
VICES 

Subpart A—General Information 

Sec. 
99.1 Scope. 
99.3 Definitions. 

Subpart B—Information To Be Disseminated 

99.101 Information that may be dissemi-
nated. 

99.103 Mandatory statements and informa-
tion. 

99.105 Recipients of information. 

Subpart C—Manufacturer’s Submissions, 
Requests, and Applications 

99.201 Manufacturer’s submission to the 
agency. 

99.203 Request to extend the time for com-
pleting planned studies. 

99.205 Application for exemption from the 
requirement to file a supplemental appli-
cation. 

Subpart D—FDA Action on Submissions, 
Requests, and Applications 

99.301 Agency action on a submission. 
99.303 Extension of time for completing 

planned studies. 
99.305 Exemption from the requirement to 

file a supplemental application. 

Subpart E—Corrective Actions and 
Cessation of Dissemination 

99.401 Corrective actions and cessation of 
dissemination of information. 

99.403 Termination of approvals of applica-
tions for exemption. 

99.405 Applicability of labeling, adultera-
tion, and misbranding authority. 

Subpart F—Recordkeeping and Reports 

99.501 Recordkeeping and reports. 

AUTHORITY: 21 U.S.C. 321, 331, 351, 352, 355, 
360, 360c, 360e, 360aa–360aaa–6, 371, and 374; 42 
U.S.C. 262. 

SOURCE: 63 FR 64581, Nov. 20, 1998, unless 
otherwise noted. 

Subpart A—General Information 

§ 99.1 Scope. 
(a) This part applies to the dissemi-

nation of information on human drugs, 
including biologics, and devices where 
the information to be disseminated: 

(1) Concerns the safety, effectiveness, 
or benefit of a use that is not included 
in the approved labeling for a drug or 
device approved by the Food and Drug 
Administration for marketing or in the 
statement of intended use for a device 
cleared by the Food and Drug Adminis-
tration for marketing; and 

(2) Will be disseminated to a health 
care practitioner, pharmacy benefit 
manager, health insurance issuer, 
group health plan, or Federal or State 
Government agency. 

(b) This part does not apply to a 
manufacturer’s dissemination of infor-
mation that responds to a health care 
practitioner’s unsolicited request. 

§ 99.3 Definitions. 
(a) Agency or FDA means the Food 

and Drug Administration. 
(b) For purposes of this part, a clin-

ical investigation is an investigation in 
humans that tests a specific clinical 
hypothesis. 

(c) Group health plan means an em-
ployee welfare benefit plan (as defined 
in section 3(1) of the Employee Retire-
ment Income Security Act of 1974 (29 
U.S.C. 1002(1))) to the extent that the 
plan provides medical care (as defined 
in paragraphs (c)(1) through (c)(3) of 
this section and including items and 
services paid for as medical care) to 
employees or their dependents (as de-
fined under the terms of the plan) di-
rectly or through insurance, reim-
bursement, or otherwise. For purposes 
of this part, the term medical care 
means: 
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(1) Amounts paid for the diagnosis, 
cure, mitigation, treatment, or preven-
tion of disease, or amounts paid for the 
purpose of affecting any structure or 
function of the body; 

(2) Amounts paid for transportation 
primarily for and essential to medical 
care referred to in paragraph (c)(1) of 
this section; and 

(3) Amounts paid for insurance cov-
ering medical care referred to in para-
graphs (c)(1) and (c)(2) of this section. 

(d) Health care practitioner means a 
physician or other individual who is a 
health care provider and licensed under 
State law to prescribe drugs or devices. 

(e) Health insurance issuer means an 
insurance company, insurance service, 
or insurance organization (including a 
health maintenance organization, as 
defined in paragraph (e)(2) of this sec-
tion) which is licensed to engage in the 
business of insurance in a State and 
which is subject to State law which 
regulates insurance (within the mean-
ing of section 514(b)(2) of the Employee 
Retirement Income Security Act of 
1974 (29 U.S.C. 1144(b)(2))). 

(1) Such term does not include a 
group health plan. 

(2) For purposes of this part, the 
term health maintenance organization 
means: 

(i) A Federally qualified health main-
tenance organization (as defined in sec-
tion 1301(a) of the Public Health Serv-
ice Act (42 U.S.C. 300e(a))); 

(ii) An organization recognized under 
State law as a health maintenance or-
ganization; or 

(iii) A similar organization regulated 
under State law for solvency in the 
same manner and to the same extent as 
such a health maintenance organiza-
tion. 

(f) Manufacturer means a person who 
manufactures a drug or device or who 
is licensed by such person to distribute 
or market the drug or device. For pur-
poses of this part, the term may also 
include the sponsor of the approved, li-
censed, or cleared drug or device. 

(g) New use means a use that is not 
included in the approved labeling of an 
approved drug or device, or a use that 
is not included in the statement of in-
tended use for a cleared device. 

(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: 
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(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; 

(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: 
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