Consumer Federation of America

July 23, 1998

Dockets Management Branch (HFA-305)
Food and Drug Administration

12420 Parklawn Drive, rm. 1-23
Rockville, MD 20857

Dissemination of Information on Unapproved/New Uses for Marketed
Drugs, Biologics, and Devices; Docket No. 98 N-0222

To Whom It May Concern:

The Consumer Federation of America urges the Food and Drug Administration to
enact strong regulations governing the dissemination of information related to
unapproved and new uses of marketed drugs, biologics and devices. The
adoption of the off-label provisions followed a negotiated compromise which
included a system of “safeguards”. The insertion of the sunset provision is proof
of the controversy. There is virtually no legislative history, and the statute
language is prescriptive, leaving little to FDA interpretation. In general, we think
the FDA has acted correctly here to protect public health and safety.

CFA opposed last year’'s Food and Drug Administration Modernization Act
(FDAMA). Among other concerns, we were distressed by the lowering of the
efficacy standard and the adoption of Sec. 401 [codified as Sec. 551], allowing
off-label promotion. Separately and together, we believe they will allow millions of
Americans to use products whose safety and effectiveness has not been
thoroughly established.

CFA is also a signatory to comments in this Docket filed with other patient and
consumer organizations. Those comments are incorporated herein by reference.
We offer the following additional comments.

' ' ' € 99.101

First, the definition of “scientifically sound” is within the FDA's discretion, subject
to an “arbitrary or capricious” standard. It is important that the FDA give
unambiguous direction to industry, as it has done so here.
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More to the point, based on our discussions with experts, what the FDA is
requiring here is nothing more than the standard format for articles in peer-
reviewed literature. The attached page from the Journal of the American Medical
Association’s Instructions to Authors bears this out.

Further, the medical journal editor who spoke at the public hearing did not
indicate concern about the proposed definition, but welcomed clear guidance
from the FDA. With the passage of FDAMA, we are entering a new paradigm in
drug testing and marketing. Is there any doubt that there will be increased
incentive get the results of clinical investigations published quickly? To the extent
that journals on the Index Medicus do not require such disclosures in articles,
they should.

At least in the case of health care practitioners, this information needs to be
included in the article for a fair evaluation. Under the usual time constraints, it is
both unrealistic and unfair to expect a practitioner to independently track it down.

Mandatory statements and information Sec. 99.103

There is little opportunity for FDA interpretation here.

The factors listed for consideration in determining whether a statement is
“prominently displayed” do not dictate a particular format, but serve notice that
valuable information cannot be buried or downplayed by clever packaging.

There should be no confusion about what is required of manufacturers. More
important, recipients of the information should not be confused. This can best be
accomplished by an up-front, consistent [in terms of wording] notice of the off-
label nature of the use being promoted.

Economically prohibitive supplements $ec 99.205

It is up to the FDA to define “economically prohibitive”. It must give consistent
and clear construction while not allowing the exceptions to become the rule. This
is an area fraught with controversy. What does it really cost to conduct studies?

We believe that the FDA has given a fair construction of the word “prohibitive”.
After all, Congress did not say economically “difficult” or “practical”. Given the
indefinite nature of this exemption, it should only be used in the rarest of
circumstances.

CFA supports requiring the report of an independent certified public accountant



instead of manufacturer attestation. This will ensure some level of due diligence
in reviewing cost estimates and, presumably, less pressure to inflate the
numbers.

Manufacturer statements and certifications

In several sections [99.201, 99.203, 99.205, 99.303], the manufacturer is required
to submit a statement or other documents to the FDA. CFA recommends that all
such statements, certifications and documents be certified by an officer from the
manufacturer’s executive committee.

The risks associated with off-label dissemination are great, and we expect high
public scrutiny. Senior management must be vested in the process and must not
be able to evade public responsibility downstream.

Recordkeeping and reports

CFA urges that in ALL cases, manufacturers be required to keep records
identifying individual recipients of the disseminated information. Short of that,
there is no guarantee that timely and decisive corrective action can be taken in
the event of a serious adverse effect. Cessation of dissemination is not the
critical issue, it is notification of those already at risk. Without the ability to notify
practitioners, there is less chance of success.

Presumably, off-label dissemination is not meant to circumvent FDA review and
should be limited in scope. Therefore, any recordkeeping burden is outweighed,
at least in the short term, by the risk presented and the need to make off-label
dissemination work safely.

Request for clarification

Finally, we seek clarification under Sees 99.201 (a) and 99.501 (b)(3) that a
manufacturer must submit any additional article or publication to the FDA for 60-
day review before it can be disseminated. While we think it clear from 99.201,
that this is the case, there should be no room for argument under section 99.501
that making the semiannual filing is sufficient once the manufacturer has received
the initial approval to disseminate information about a particular use.

ctfully submitted,

R

ary Rouleau
Legislative Director
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MANUSCRIPT CRITERIA ANDINFORMATION

JAMA is an international, peer-reviewed, general medical journal,
with simulraneous printing in the United States and United King-
dom, distribution to readers in more than 148 countries, and 18 sepa-
rate international editions published in 11 languages.

Manuscript Submiselon.—All manuscripts should be sent to the
Editor, George D. Lunidbere, MD, JAMA, 515 N State St, Chicago, IL
60810 USA, telephone: (312) 484-2402; fax: (312) 464-5824; e-mail:
JAMAmMz@ama-assn.org.

Manuzeripte are congidered with the understanding that they have
not been published previously i print or electronic format and are not
under consideration by anether publication or electronic medium. A
complete report following presentation at = meeting or publication of
preliminary Andings olgewhere (2%, in an abstract) ean be considered.
Include copies of ‘possibly duplieativematerial that has been previously
publistgror is currently being considered elsewhere,!b#-® Aythors
submittin g maniscript or letters to the editor regardingadverse dreg
or medicédevice reactions, reportable dizeases, and the like should
also report such to the relevant government agency.

Electr onic Submigsion,—Short manuscripts that do not contain
tables or figures and letter sto theeditor may be submitted via e-mail
Send letters toJ AMA-letters@ama-assn ory (see instructionsbelow).
Send short manuscripts to JAMAms@ama-assn.org. All manuseripts
sent via e-mail must be copied and embedded in the actual e-mail
message. Do not send attachments.

categories of Artictes

JAMA publishex original contxibutions, review articles, brief re-
ports, special communkw.ions, commentaries, letters to the editor,
and many other categories of articles. Topics of interestinelude all
subjects that relate to the practice of medicine and the betterment of
public health worldwide. The most frequent categories of articles are
desgcribed below.

Original Contributions.—Randomized controlled trials gsee page
71 for specific instructions), intervention studies, studies of screening
and diagnostie tezts, outcome studies, cost-effectiveness analyses, case-
control series, and maveys wtth high response rates. Registared trials
should include the registry and registration number. Each manuscript

{Bhould clearly state ar obfective or hypothesis; the design end methods

/ 1 (including the study setting and time period, patients-or participants

- with inclusion and exclusion criteria, or data sources end how these

were selected for the study); ?-he essential features of any interven-

- tiong: the main outcome measures; the main results of the study; a

comment section placing the results in the context of published Hters-

ture; and the conclusions. For more information, see Instructions for

Preparing Structured Abstraetz on page 71" Typical length:
20004000 words (not including tables, figures, and references).

Reviews.—~Systematic, critical assessment of literature and data
sources pertaining to clinical topics, emphasizing factors such se cause,
diagnosis, ogis, therapy. or prevention. All articles and data zources
reviewed I{dr?c;gtrjll d ineludrg? r?;ormgtion about the specifie type of study or
analysis, population, intervention, exposure, and teats Or outcomes, All
articles or data sources should be selected systematicallyfor inclusion
inthe review andecritically evaluated, and the selection process should
be deserthed in the paper. Meta-analyzeg also will be considered as
reviews, ""®*® Rayiew manuseripts that do not meet these criterta
will not be aceepted. For more information. see Instruetionz for Pre-
paring structured Abstructs on page 71. Typieal length: 4000 words
(not including tables, figures, and references),

Brief Reports.—Short reports of eriginal studies or evaluations.
We will also consider clinical cases (ing;vidual or a series), but they
must be unique, first-time reports. Individual case reports are rarely
accepted for publication. Typical length: 750- 1500 words [not inelud-
ing tables, figures, and references).

Lettera to the Editor.-Letters discussing a recent JAMA article
arewelcome, They should be reesived within 4 weeks of the article’s
publication and can be faxed to the editorial officein Chicago at (312)
464-5824 orsent via e-mail to JAMA-letters@ama-assn.org. For faxed
letters, pleaseslso send a hard COpY by surface mail. L ettersreport-
ing original researchincluding case series or casereports, 2lsa are
welcome. Letters should be typewritten, double-spaced, end must
not exceed 500 words of text and 5 references.
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Criterla for Manuscript Accaptance

Manuseripts submitted to THE JOURNAL should meet the following
criterig: the material is original; the writing is clear; the study meth-
ods are appropriate; the data am valid; the conclusions are reasonsble
and supported by ttsedata; the infor mation is importaxt; and the topic
baa general medical interest. Fr om these basic criteria, weassess a
paper% eliibility for publication We receive approximately 4000
papers eadiyear, but publish only about 1i% of unsolicited manu-
seripts. Because of this competition for space in THE JOURNAL, we
advise authors to fallow these instruetions end to keep paper a as brief
as possible while still meeting the quality criteria described herein

Authorship information

Designate a corresponding author and provide a complete address,
telephone and fax numbers, and e-mail address. Authers may include
explanation of each author’s eontribution and add a publishable foot-
note explaining specific contributiong, vommz

Group Authorship—Ifauthorshipis attributed to a group (either solely
or in addition to 10r mor e individual authars), all members of the group
muss meet the full criteria erequirements for anthorehip described
in the following paragraphs. A group may designate 1 or more authors
to take responsibility “for” the group, in which case the other group mem-
bers are not authors, but maybe listed in an acknowledgment. e

Authorship Requirements.With the cover letter include (1) the
statement on authorship criteria endresponsibility and (2) thestate-
ment ont finaneial disclosure and gs) either thestatement On copyright
or thestatement on federal employment. Each of these 3 statements
must be reed and signed by all authers.™¥® (4) ‘I'be eorresponding
author must sign the Acknowledgment Statement. (Sea also page 69.)

1, Authorship Criteria and ility.~ All personz listed as
authors moat meet all the foBowing criteria for anthorshipifmé-sis.

v “I certify that I have participated sufficiently in the work to take
publc responsibility for the content.

. | certify that (1) I have made substantial contributions to the
concaption and design or anslysis end interpretation of data; end (@) |
have made substantial contributiousto drafting the at-tide orrevising
it critically for important intellectual content; and (3) | have given
final approval of the version of the article to be published.

« | cartify that the manuscript re pasents valid wor k and that nei-
ther this manuscript nor one with sb stantially Smilar eontent under
my authership hae been published or isbeing considered for publi-
cation elsewhere, except 28 deseribed in an attachment.

. | attest that, if requested by the editor s, I will provide the data or
will cooperate fully in obtaining end providing the data on which the
manuscript is baaed for examination by the editars or their assignees.”

{Continued on next page.)
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Manuseript Checkdist

0  I1ncnaé ongmal manuscript and S prictocoples,

O 2 Onthe title page, include aword count for text anly, exclusive of title,
abstract, references, tables. shd figure legends.

U 3. Includestatements—signed by each suthor—on (1) suthorship erite-

ris and responsibility, () finencial disclosure, and ((3) copyright trans-

fer or federal employment.

Indude statement signed by corresponding anthor chat written per-

mission haa been obtained from all persons named in the Acknowl-

edgment.

. [ncluda research or project support/funding in an Acknowledgment.

. Dounble-spsce manuscript (text and references) and Jeave ﬁgl;‘tm mar-

gins unjustified (ragged).

Check all references for accuracy and completanesg. Pot references in

proper format in numerical OF d€r', making sure each iR dted in therein

. send 43ets of au Nustrations.

. Provide an shstract that conforms with the required abstract format.

10. TInclude written permission from each individnal identifiad 39 & pource

for personal communiestion.

3O 11, Tnelude informed consent forms for identifsble patient deseriptions,
photographs, and pedigrees.

3 12 include wiitten permission from publishera toveproduce or adapt pre-
viously published fustrations and tables.

0 13. on the title page, designate a corresponding author and provide a
complets address, telephone and fax numbers, and e-mail address.,

. ______________________________________________________________|]
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