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Re: Docket No. 81N-0022 -3 
Comments No. CP17, AMDl, C;Z;:- 
LET96, and PRCl 32 ;< 

Re: Docket No. 76N-052N . 9 ' 
Comments No. CP15, AMDl, AMB2 ,:--‘ 
LET116, and C227 VI r.: 

Dear Mr. Spector: 

This letter concerns your citizen petition, coded CP17 under 
Docket No. 81N-0022, and filed in FDA's Dockets Management Branch 
on August 26, 1994, amendment AMDl (dated September 20, 1994), 
and comments No. Cl12 (dated October 7, 1994), LET96 (dated 
October 10, 1994), and PRCl (dated October 19, 1994). The 
petition requested that FDA: (1) Reopen the administrative 
record for the rulemaking for over-the-counter (OTC) weight 
control drug products to consider your company's submission, and 
(2) reassess the agency's position and its actions regarding your 
company's product, an oral liquid metered spray containing 
phenylpropanolamine hydrochloride (PPA). 

As stated in my letter to you dated October 12, 1994, because FDA 
is nearing completion of the tentative final monograph (proposed 
rule) for OTC weight control drug products, the agency cannot 
formally reopen the administrative record to consider your 
citizen petition at this time. 
is closed, 

However, even though the record 
we are able to respond to your petition. The 

tentative final monograph (proposed rule) includes all data and 
information filed through June 17, 1994. Reopening the record to 
include subsequent data would cause a delay in publication to 
occur. Our feedback procedures (see enclosed copies of the 
FEDERAL REGISTER notices of September 29, 1981 (46 FR 47740) and 
April 1, 1983 (48 FR 14050)) provide that any "feedbackI 
communication, such as your petition, that is submitted before a 
proposed rule is published, but which is not used by the agency 
in preparing the proposed rule, will be placed in the 
administrative record and addressed when it is opened during the 
comment period following publication of the proposed rule. In 
addition, communications between the agency and industry may 
continue outside the formal comment period and will be a part of 
the public record. Accordingly, the agency has reviewed the 
information in your citizen petition and your subsequent 
submissions, and we are responding to your concerns at this time. 
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We have the following comments: 

In your October 19, 1994 letter, you stated that your citizen 
petition was received by the Dockets Management Branch (DMB) on 
August 2, 1994. However, DMB records for both the OTC weight 
control and nasal decongestant dockets indicate that the petition 
was received and filed on August 26, 1994. 

In your petition and subsequent submissions, you state that the 
agency has completely reversed its position from initially 
proposing to @ 'bantt controlled-release and l@approvelt immediate- 
release PPA for weight control, to now approving controlled- 
release and not approving immediate-release PPA. Based on these 
and other statements in your submissions, it appears to us that 
you may have misinterpreted the scope and intent of the OTC drug 
review. Let me more fully explain the process by providing some 
background information. 

The OTC drug review is a three-phase public rulemaking process, 
with each phase requiring publication in the FEDERAL REGISTER (21 
CFR 330.10). The OTC drug review determines whether ingredients 
in nonprescription drugs are "generally recognized" as safe and 
effective and not misbranded (Category I), or not safe or 
effective (Category II). During the course of the review, there 
is a.n interim status (Category III), if insufficient data are 
available to permit classification in Category I or II. The 
prdoess culminates in regulations (final monographs) establishing 
standards for both the active ingredients and the labeling in 
each OTC therapeutic drug class. I must point out that the 
review encompasses all OTC drug products in the marketplace as of 
May 11, 1972 (date of final regulations establishing the review). 
At that time, as even today, 
controlled-release. 

some marketed products were 

a dosage-form review, 
Because the review is an ingredient and not 

data on marketed controlled-release 
products containing PPA could be submitted. 
was that, 

The understanding 
if PPA were found to be Category I, only an immediate- 

release dosage form could be included in the monograph. The 
monographs for internal drug products apply only to immediate- 
release oral dosage forms. Controlled-release dosage forms are 
considered "new drums," and are not included in OTC druq 
monosraphs. These dosage forms require approved new drug 
applications (NDAs) as a condition of marketing, pursuant to FDA 
regulations in 21 CFR 200.31. 

During the first phase of the OTC drug review, the Advisory 
Review Panel on OTC Miscellaneous Internal Drug Products (the 
Panel) reviewed ingredients in OTC weight control drug products. 
The Panel was composed of experts from outside the federal 
government. The Panel's independent recommendations were 
published in the FEDERAL REGISTER of February 26, 1982 (47 FR 
8466), as an advance notice of proposed rulemaking (ANPR) for OTC 
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weight control drug products. The agency published the Panel's 
report to stimulate discussion and comment on the entire scope of 
the Panel's deliberations. 

Based on studies available at that time, the Panel recommended 
that PPA be placed in Category I for weight control at single 
doses of 25 to 50 milligrams (mg) and a total daily dose not to 
exceed 150 mg of PPA. The Panel also recommended that the single 
and daily doses for any timed-release preparation not exceed 
those for immediate-release preparations (47 FR 8475). To 
clarify the Panel's statement above concerning timed-release 
preparations, the agency noted that, "under 21 CFR 200.31, timed- 
release formulations that contain a quantity of an active 
ingredient that is not generally recognized as safe as a single 
dose are regarded as new drugs@* (47 FR 8468). In addition, the 
agency pointed out that "an approved NDA will be necessary at the 
time of a final monograph to demonstrate that phenylpropanolamine 
in a timed-release dosage form is properly manufactured and 
controlled to release the total dose at a safe rate." These 
statements were intended to alert manufacturers that, in order to 
continue to market controlled-release PPA weight control drug 
products, they would need to submit an NDA before publication of 
a final monograph (final rule). 

In the FEDERAL REGISTER of August 8, 1991 (56 FR 37792), the 
agency published a final rule regarding certain active weight 
control ingredients that were classified in Category II and 
Category III by the Panel. These 111 ingredients included all of 
the active ingredients reviewed by the Panel, other than PPA and 
benzocaine. Because the agency received no significant comments 
or new data to upgrade the status of these 111 ingredients to 
Category I, the final rule removed these ingredients as active 
ingredients in OTC weight control drug products from the 
marketplace. Because data had been submitted for PPA and 
benzocaine, these ingredients were deferred and are the subject 
of the upcoming tentative final monograph. 

The statements in the FEDERAL REGISTER notices of February 26, 
1982 (47 FR 8466) and August 8, 1991 (56 FR 37792) should not be 
misconstrued to mean that FDA proposed to Itban*' controlled- 
release PPA weight control drug products. This was never the 
intent. The FDA discussion indicates that controlled-release PPA 
weight control drug products are regarded (for the reasons 
explained above) as new drugs and are not "generally recognized" 
as safe and effective under an OTC drug monograph. All 
controlled-release PPA weight control drug products will require 
an approved NDA for continued marketing after publication of the 
final rule covering PPA and benzocaine for weight control use. 

In the second phase of the OTC drug review, FDA evaluates the 
Panel's findings, public comments that are received, and new data 
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that may have become available. The agency publishes its 
tentative conclusions in the FEDERAL REGISTER as a proposed rule 
or tentative final monograph. The tentative final monograph for 
PPA and benzocaine for weight control use is the document that is 
now nearing completion. 

In my letter to the Nonprescription Drug Manufacturers 
Association (NDMA) dated May 20, 1994 (Docket No. 81N-0022, 
Comment No. LET92), I notified NDMA that, after reviewing the 
Panel's report, submitted data, and other available information, 
our Office had determined that the data showed that PPA is 
effective, at a daily dosage of 75 mg in a controlled-release 
dosage form. As discussed in my letter, this determination was 
based on four recent, well-controlled clinical studies using 
controlled-release PPA combined with a reduced-calorie diet. As 
Dr. Rhodes pointed out, those studies were completed between 1986 
and 1991. The agency's review of all of these data was completed 
within the last year. This review has also led to a 
determination that the existing data are inadequate to.support 
immediate-release doses of 25 to 37.5 mg PPA because adequate 
clinical studies were not submitted to support the effectiveness 
of these doses. 

My letter also stated that, unless additional studies or 
supportive data provide evidence that an immediate-release PPA 
dosage form is safe and effective for weight control use, PPA 
will not be included in a final monograph. (Controlled-release 
PPA products could still be marketed as new drugs with an 
approved NDA.) Another purpose of my letter was to urge 
manufacturers to begin preparing and submitting their NDAs for 
controlled-release PPA weight control products. Those data 
(e-geI release profiles, drug plasma concentration time profiles, 
manufacturing controls information) could then be evaluated 
before the publication of a final rule. Until the publication of 
a final rule (third phase of the OTC drug review) in the FEDERAL 
REGISTER on OTC weight control drug products containing PPA and 
benzocaine, immediate-release PPA dosage forms that meet the 
conditions of the Panel's report (discussed above) may still be 
marketed without additional safety and efficacy data, and 
controlled-release dosage forms (also meeting the conditions of 
the Panel's report) may still be marketed without an approved 
NDA. However, as you are aware, there are unresolved safety 
concerns regarding a possible increased risk of stroke associated 
with the use of PPA-containing drug products. Manufacturers of 
some OTC PPA weight control drug products are sponsoring a case- 
control study to resolve this issue. Therefore, FDA's final 
decision on the continued availability of PPA as an OTC drug 
product in either dosage form will depend on the results of the 
case-control study. 

You also submitted a simulated blood serum level test to verify 
the lack of toxicity of PPA in your product. These data consist 

. . . 
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of two graphs comparing the concentration of PPA (nanograms per 
milliliter) resulting from 1 spray every 1 and 2 hours, 2 sprays 
every 2 and 4 hours, and 4 sprays every 4 hours. No other 
information is included. Your submission also contains an 
engineering test report on the spray pump designed to demonstrate 
that this system will deliver a consistent dosage. Although 
these data seem to indicate that the pump will deliver a 
consistent dosage, they do not demonstrate the safety and 
effectiveness of your product's dosage regimen for weight control 
use. In addition, you submitted the United States Pharmacopeia 
(U.S.P.) dissolution specifications for extended-release PPA, and 
comparative safety tests on Spray-U-Thin versus Dexatrim to 
determine the forces required to open these products. The 
testing laboratory concludes that your product is safer than 
Dexatrim because "it appears that it would be easier for a child 
to dislodge a Dexatrim tablet than to apply a Spray-U-Thin 
solution.*@ After evaluating the information contained in your 
submission, our review scientists conclude that these data are 
helpful, but are not adequate to establish the safety and 
effectiveness of your product for OTC weight control use. 

As stated in 8 330.10(a)(4)(i) and (ii) of the OTC drug review 
procedures (21 CFR 330.10(a)(4)(i) and (ii)), proof of safety 
shall consist of adequate tests by methods reasonably applicable 
to show the drug is safe under the prescribed, recommended, or 
suggested conditions of use. This proof shall include results of 
significant human experience during marketing. General 
recognition of safety will ordinarily be based upon published 
studies which may be corroborated by unpublished studies and 
other data. Proof of effectivenesss shall consist of controlled 
clinical investigations, which may be corroborated by partially 
controlled or uncontrolled studies, documented clinical studies 
by qualified experts, and reports of significant human experience 
during marketing. Isolated case reports, random experience, and 
reports lacking the details which permit scientific evaluation 
will not be considered. General recognition of effectivenesss 
shall ordinarily be based upon published studies which may be 
corroborated by unpublished studies and other data. 

As I stated earlier, our determination that 75 mg controlled- 
release PPA is effective for weight loss was based on an 
evaluation of four well-controlled clinical studies using 
controlled-release PPA combined with a reduced-calorie diet. As 
will be discussed in the upcoming tentative final monograph, this 
remains an agency proposal that is subject to comment upon 
publication in the FEDERAL REGISTER. We would need similar 
relevant data for your product. In turn, a summary of your 
data and the agency's evaluation of these data would be included 
in a future FEDERAL REGISTER publication for public comment prior 
to a final agency action. 
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Your petition states that an oral liquid metered spray containing 
12.5 mg of PPA taken every two hours is just as effective as 25 
mg every four hours, yet much safer. However, your petition 
includes no suogortive clinical data. Because the Panel did not 
review any data on the safety or effectiveness of such a dosage 
regimen for PPA, and the agency is not aware of such a product 
ever having been marketed for OTC weight control use, you would 
need to submit well-controlled clinical studies to support the 
safety and effectiveness of such a dosage regimen. In addition, 
your petition includes a report by C. T. Rhodes, Ph.D., stating 
that your product, containing 5 mg per metered spray, and 
administered as three sprays at 0, 4, 8, 12, and 16 hours, 
complies fully with the U.S.P. dissolution specifications for 
extended-release PPA. Dr. Rhodes further states that your 
product "can reasonably be regarded as pharmacokinetically and 
therapeutically equivalent I1 to timed-release PPA (such as 
Acutrim) already on the market. However, the report includes no 
supportive data, other than several theoretical calculations. It 
is our view that alternative dosage schedules discussed by Dr. 
Rhodes would require appropriate supporting data. Clinical data 
are needed to support the safety and effectiveness of the 
alternative dosage schedules that Dr. Rhodes discussed. 

Your petition states that the appointment of Dr. Michael 
Weintraub as Director of the Office of OTC Drug Evaluation in 
1993:is a "glaring conflict of interest," because Dr. Weintraub 
conducted one of the studies (published in 1986) supporting the 
effectiveness of controlled-release PPA. The agency's 
conclusions regarding the safety and effectiveness of PPA as an 
OTC weight control ingredient are based on a review of the 
available data by three components of FDA's Center for Drug 
Evaluation and Research: (1) the Office of Drug Evaluation I 
(ODE 1) t (2) the Office of Epidemiology and Biostatistics, and 
(3) the Office of OTC Drug Evaluation. In addition, Dr. 
Weintraub's study report was submitted by a drug manufacturer in 
1989 and reviewed by the Division of Neuropharmacological Drug 
Products (part of ODE I) before Dr. Weintraub was affiliated with 
FDA. Further, to avoid any possible appearance of a conflict of 
interest, Dr. Weintraub has disqualified himself from the 
efficacy decision-making process regarding PPA for weight 
control. Other FDA medical and scientific staff has been 
assigned to evaluate this drug. 

Finally, your petition refers to a warning letter dated February 
11, 1994, issued to you by the Los Angeles District Compliance 
Branch following an inspection by FDA investigators. The issues 
in the agency's warning letter are outside the scope of the OTC 
drug review and need to be addressed separately by the Division 
of Drug Labeling Compliance. We have forwarded a copy of this 
letter to the OTC Compliance Branch. 

.  
I .  
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In conclusion, I hope that the additional information I have 
provided clarifies the agency's complex regulatory process 
concerning OTC drugs. I have tried to respond to your specific 
requests as follows: 

1. Although the administrative record has not been formally 
reopened, we have reviewed the data contained in your petition. 

2. While your statements that smaller dosages administered more 
frequently are safer and as effective have merit, they are not 
supported by the data submitted. A clinical study is necessary. 

3. GMP and related issues concerning specific products are not 
part of the OTC drug review and will be addressed by other parts 
of the agency. 

4. The agency has conducted an impartial review of the data 
concerning the safety and effectiveness of PPA for weight control 
use. 

As noted in my letter of October 12, 1994 to you, you will have 
the opportunity to submit comments on the agency's proposed 
regulation and to submit additional data following publication of 
the tentative final monograph, in a future issue of the FEDERAL 
REGISTER. 

I hope this information is helpful. 

Sincerely yours, 

W illiam . 
$ 

Gilbertson, Pharm. D. 
Direct0 
Monograph Review Staff 
Office of OTC Drug Evaluation 
Center for Drug Evaluation and Research 

Enclosures 

. . . 
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DEPARTMENT OF HEALTH AND 
HUMAN SERVICES 


Food and Drug Administratlon 
[Docket No. SON-02951 


Over-the-Counter (OTC) Drug Review 
Policy Statement 
AGENCY: Food and Drug Administration, 
H?IS. 
ACTION: N&ice. 


suyIyMy: This notice announces the 
policy the agency intends to use 
concerning: (I) the submission and 
review of proposed protocols TV 
evaluate an ingredient or condition in 
the over-the-counter (OTC) drug review, 
(2) meetings with industry or other 
interested persons, (3) comnumi~ati~~ 
by the agency on submissions of test 
data and other information, and (41 
maintenance of a public record 
involving these activities. 
DA% Comments by November 30,198l. 
ADDRESS: Written comments to the 
Dockets Management $mnch (formerly 
the Hearing Clerk% Office] (HFA-30!5), 
Food and Drug Administration, Rm. 4- 
62.6600 Fishers Lane, Rockville, MD 
20857. 
FOR FURTHER INFORMATION CONTACE 
William E Gilbe#.son, Bureau of Drugs 
(HFD-slo), Fo#and Drug 
Admintstratio~ 5800 Fishers Lane, 
Roclcville, MD #x157,301-443-4960. 
SUPPLEMENTARY INFoRMATloNi 
Elsewhere ixi this issue of the Federal 


. Register, FDA is publishing a final. rule 
revising the procedural regulations in 21 
CFR 331.10 for revising and clasqifying 
OTC drugs to delete the provision that 
authorizes the marketing of a Category 
III ingredient or other condition in an 


\ OTC drug product after a final . 
monograph is established. This action is 
being taken to conform to the holding 
and order of the United States District 
Court for the District of Columbia in 
Cutler v. Kennedy, 475 F. Supp. 838 
(D.D.C. 1979). this revision in the 
regulations will affect the time period 
during which new data may be 
submitted to FDA to support the 
inclusion in a final monograph of a 
condition not classified in Category I in 
a proposed or tentative final monograph. 


When FDA issued the OTC drum 
review regulations in 1972, it con&ded 
that Category III testing should not be 
requiied u&l after publication of the 
applicable final monograph. Because of 
the court decision in Cutler v. Kenned” 
sup-a any testing necessary to resolve 
the issues that resulted in a condition 
not being classified in Category I, and 


submission of the test data or other 
available data to FDA to support 8 
inclusion of the condition in a final 
monograph, must be done during the 
OTC drug rulemaking process. before 
the establishment of a final monograph. 


Under the current OTC drug review 
procedures, new data may be submitted 
as part of the comments fo a panel 
report and proposed monograph. After 
the administrative record has closed, 
new data or information not previously 
submitted for inclusion in the 
administrative record may be submitted 
for i&lusion only with petition to the 
Commissioner requesting that the 
administrative record be reopened.tq 
include such material. In the past, such 
data and information received prior to 
the publication of a tentative final or 
final order have been addressed in he 
appropriate order. . 


Under the new procedures. described 
in the final rule published elsewhere in 
this issue of the Federal Register, the 
agency’s decision contained in a 
tentative final monograph will be based 
solely on the administrative record 
developed through the 90day comment 
and today rebuttal comment period 
following the proposed monograph. New 
data and information may be submitted 
after the @May comment period, but 
will be considered only after the 
administra,tive record ia reopened 
following publication of a tentativ’efmaf 
monograph. After pul#shing the 
tentative final monograph, FDA will 
reopen the administrative record for 12 
months to permit interested persons to 
submit new data and information in 
support of the safety and effectiveness 
of any condition reviewed by a panel 
and not classified by the agency in 
Category I. Following a Z-month rebuttal 
comment period. the administrative 
racord will be closed, and the agency’s 
decision on the conditions to be 
included in a final monograph will be 
based solely on the administrative 
record developed throughout the entire 
OTC r&making period. Any data 
received by FDA after closing of’the 
administrative record following *e 
tentative final monograph will ordinarily 
be handled after publication of the final 
monograph as a petition to amend the 
monograph, unless the Commissioner 
finds that good cause has been shown 
that warran!s earlier consideration. 


While manufacturers have noot been . 
required under current regulations to 
conduct Category III testing until after 
completion of the OTC drug 
administrative procedures, i.e., 
publication of the final monograph, 
some firms have conducted such testing 
during the course of the review and have 


submitted the data as comments to .a 
published panel report and proposed 
monograph or as a petition after the- ’ 
comment/reply comment period for the 
proposed monograph had closed. In the 
past. such testing did not have to be 
conducted until a final monograph had 
been published, and FDA’did not 


t . 


comment on the results of this testing 
until a tentative final monograph w& 
published. Likewise, data were 
sometimes submitted after a tentative 
final monograph was published, and 
FQA did not comment on these data , T 
until a final monograph was published. 
Although, in @me instances, FDA may - 4 ,.- 
have completed its review of data at an 
early date. the agency’s evaluation of 


“4 


that data would not -be made public until 
the agency had completed its review of 
all data in the administrative record and 


s had published its conclusions in either a 4 


tentative final or final monograph. 
Under the revised OTC procedural I 


@ulations. all Category IIf testing must 
be *mpleted prior to publication of a 
final monograph, if a manufactumr is 
interested in upgrading a conilidon to 
Category.1 status befcire the 
establishment of a final monograph. . . 
Because of the importance of early 


, 


testing under the new procedures, 
manufacturem wish to be wormed of 
the status of data p.revisouly submitted 
before initiating further studies. 
Providing this hformation to interested 
pemofis as the agency’s reviews of thesa 


‘,c ’ 
‘. 


data am completed should result in 
earlier testing, where necessary, and the 


; _ 
‘t + 


submission of the results earlier to FDA. 6: ’ 
To the extent possible, the agency plans 


“4s$$& 


to inform manufacturem of any tentative : 
.,I ;< .I; 


D 
determination it has reached that 


. ..fq$.$. 


additional data are needed or that the 
data sumitte’d are adequate to establish 
Category I status so that further testing 
appears unnecessary. Announcing these 
decisions early in the process will also 8~ 
benefit consumers because additional 
testing wiIi be encouraged when it is 
needed, and consumem will know at an 
earlier date what ingredients have been 
tentatively recommended for upgrading 
to Category I status. 


FDA staff will also meet with 
manufacturers, as necessary and as 
agency resources permit. to discuss 
testing protocols. FDA hopes to provide 
this information at axi early enough date 
so that manufacturers can-complite a@ ’ l 


additional necessarv studies and can I:%-- 
., z.:,*y 
. -1:’ 1 


submit the data in &e most expeditious - -_ ;rz* 
fashion possible. Mg”ufac~m should ‘L ,5$ 
be aware though that their obligation to 
submit the data neceslary to support the, 


tF% 


movement of a Category III condition to 
Cateogry I is independent of any 
information provided by the agency. . 
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, All proposed testing protocols and 
test data will be part of the public 
record and should be submitted in four 
copies to the Dockets Management 0 
Branch, FDA (address above), in 
accordance with the OTC drug review 
administrative procedures in 0 930.10. 
All submissions should make reference 
to the appropriate docket number. 
Copies of any acceptable protocols or 
testing guidelines will also be placed in 
the D#kets Management Branch under 
the aj5propriate docket numbers. Any 
information that the agency provides 


~sponsors on these test data and 
protocols will also be publicly available 
and will be placed in the Dockets 
Management Branch. 
Meetings 


Any person wishing to meet with 
agency representatives to discuss a 
proposed protocol or data previously 
submitted to the agency may request 
such a meeting by contacting the ’ 
Division of OTC Dnrg Evaluation (HFD- 
310) (address and phone number 
provided above), which is responsible X 
for coordinating all meetings. All such 
meetings will be open to the public. 


Whenever an agency employee meets 
with a firm. an individual, or group of 
persons and discusses testing.protocols, 
or data previously submitted to the 
agency, the FDA employee will make a 
memorandum of that meeting and the 
memorandum &ill be placed in the 
Dockets Management Branch under the 
appropriate docket number. 
Communications on Submitted Data 


Communications to manufacturers 
concerning submitted data will be of. - 


- . *9 .Wo types. First, as the Bureau of Drugs 


x-md 
/ ’ 
(MT... 


Similarly, the agency will not delay the 
OTC drug review in order to provide 
this “feedback,” but will proceed to the 
next appropriate publication as soon as 
it is possible to do so under the 
procedures detailed in the revised OTC 
drug procedural regulations published 
elsewhere in this issue of the Federal 
Register. 


FDA will meet with industry 
representatives at their request to 
provide information on data already 
submitted to FDA, to consult on testing 
guidelines for those conditions which 
industry is interested in upgrading, and 
to advise industry on the adequacy of 
their proposed testing protocols. Any 
communications between the agency 
and industry on these matters may 
continue outside the formal comment 
periods and will be part of the public 
record. 


Further details are described below. 
Protocols and Test Data 


(Bureau) reviews the data, staff 
members may find it necessary to 
request clarification of certain points or 
to request additional data from the 
sponsor. The agency employee may 
request the information by letter or by 
telephone. A copy of the letter to the 
manufacturer that submitted the data or 
a copy of a memorandum of telephone 
conversation will be placed in the 
Dockets Management Branch under the 
appropriate docket number. All data 
submitted in response to FDA’s request 
for additional information must be 
submitted to the Dockets Management 
Branch. 


Second, when the Bureau completes 
its review, it will make a tentative 
determination that the data submitted 
are or are not adequate to support a 
Category I status for the condition. 
Whenever possible, the Bureau plans to 
notify the sponsor that the data are 
inadequate or that it has made a 
tentative interim decision to recommend 
to the Commissioner that the condition 
be upgraded in the next publication of 
the monograph [tentative final or final 
monograph) so that further expenses of 
testing can be eliminated. A copy of the 
letter infotmfng the manufacturer of the 
tentative interim decision will also be 
placed in the Dockets Management 
Branch so that all other interested 
manufacturers and consumers will be 
informed. The agency points out that the 
Bureau’s decision to recommend 
upgrading of the condition to Category I 
is only tentative and could change at the 
time the tentative final or final , 
monograph is published if new 
information becomes available or if the 
Commissioner does not accept the , 
Bureau’s recommendation. 
Manufacturers acting in reliance upon 
this tentative interim decision must act 
at their own risk. 
Public Record 


The Bureau of Drug’s Division of OTC 
Drug Evaluation intends to make . 
available in the Dockets Management 
Branch under Docket Number 8ON-0295 
a record of information provided to 
manufacturers so that the interested 
persons can be aware of all 
communications that the Bureau has 
made concerning any Category II or III 
conditions. Each month the Division of 
OTC Drug Evahation will update the 
list which will itemize each letter; 
me-et@. and protocol, providing the 
date of the item, the persons involved, 
and the docket number under which the 
detailed information may be found. 
Interested persons are advised tacheck 
the Dockets Management Branch 
routinely to keep informed. 


It is important to note the imnact of . . 
this policy regarding FDA rev&w of data 
and information and consultation on 


. -5 


protocols or testing guidelines. Under 
this policy a substantial number of 


; ,.$ 


communications between FDA and 
:- ‘1 


interested persons on the subject of I ,‘i, 
Category III testing will occur and will 
become a part of the public record, 


, ‘... 
1 :.-. 


These communications will not be 
included in the administrative record for 
the related OTC monograph unless the - 
communication directly influences an 
agency decision on a particular matter 
in the monograph or provides the 
substantiation for the agency’s decision 
on that matter. For example, a protodol 
or test guideline would not nprnmfly 
become part of the administrative 
record, but the results of the study, . 
which may also be the subject of one of 
these communioations, would be - 
included .in the administrative record 
because it would be one of the bases for 
the Commissioner’s final dedsion dnthe 
ingredient. 


Notice and comment is not necessary. 
before issuirigT this policy statement. 
(See 5 U.S.C. 559(b)(B).) Furthermore, 
the purpose and major gepeob of this 
policy statement were described in the 
preamble to theMay l8.1980, proposed 
rule (45 FR 91422) on the agetxyb _ 
Category JIJ regulations for uu;hlch a final 
rule is published elsewhere in this issue 
of the Federal Register. It would also be 
contrary to the public interest to delay 
implementing the policy described in 
this policy statement. j 


Interested persons may, on’or before 
November 30,19f31, submit to the 
Dockets Management Branch @IFA- 
305). Food and Drug Administration, Rm. 
4625600 Fishers Lane, Rockville, MD 
20857, written comments on this policy 
statement. Three copies of any 
comments are to be submitted, except 
that individuals maysubmit one copy. : 
Comments are to be identified withthe 
docket number found in brackets in the 
heading of thbdocument. Such * .. 
comments will be considered in 
determining whether amendments or 
revisions to the policy statement are 


.~ ._ ‘,&= 


warranted. Received comments will be 
.’ ;‘. *: ~ 


._. 
incorporated into the public file on the Y . . . . . 
statement and may be seen in the off& 
above between 9 a.m: and 4 p.m.. 


=:*: 


Monday through Friday. 
Dated: July 7.1981. 


Arthur Hull Hayan, Jr- 
CommissionerofFoodandDrugs. * 


Dated: September 8,198l. 
Richsrd s. sctlwdlcer. 
Sew&my of Health and HuFan Sekces. 
~FllDa8l-Lst~Pikdetbsl:R45un~ . . -’ 
Biu.me CcmE 41lo-03-u 
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association between chronic 
administration of the drug and human 
mammary tumorigenesis. While long- 
term clinical observation has not 
suggested such .an association, the 
available evidencti is considered too 
limited to be conclusive at this time. An 
association of reserpine intake with 
pheochmmocytoma or tumors of the 
seminal vesicles has not been explored. 


This notice applies to all single-entity 
and combination reserpine-containing 
drug products *at are the subject of 
approved new h applications and 
also to any identical, related, or similar 
drug,pmduct that contains reserpine (21 
CFR 310.6). whether or not it is the 
subject of an approved new drug 
applicatio&Any per&n may request an 
opinion of the applic4bility of this notice 
to a specjfic drug product the person 
manufactures or distributes by writing 
to the Diiririon of JLhug Labeling 
compliance (addmas@ven ‘above). 
* Supplements to approved NDA’s or 
ANDA’s-providing for appmpriate 
revision of labeling to add the-above 
precauti&atatement shaU be.submitted 
on or b&fore May Sl, 1983. Applicants 
shall put the revised labeling into use by 
September t l983. The revised labeling 
may.be used without advance approval 
by the Food and Drug Administration _ 
und&r the pmvisions of 21 CFR 3l4.8(d).. 


‘Ilaissotice is bsued under the Federal 
Food, D&g, a&i t@metic Act (se&. 
#n(n), 5(M1505 


4f 
Stat. 1041,105&1053, 


as amended (2$, .S.C 321(n), 352,355)) 
and;ander’ *-autho&y delegated to the 
Director of.#&&I&iozml Center for 
Drugs. andEobgic3 (2-l CFR 5.70). 


Date&~&larch 25,1@83. 


Hay:Mw. JG 
Din&or, Notional Centerfqr Drugs and 
Biolqics. 
pTinoGmunRl8da-sl~~4samJ 
8fulNe corn 4l40&3 


\ 
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- Dt,po8cy; over-the- 
CDud~dw- 
ARM Food and Drug Administration. 
AclYoa Notice. 


tsywtm’i’he Fcmd and’Drug 
Ac%d&ratioti @DA1 is clarifvincl its 
p&won p&u&~ “f&back” - ‘: 
communicatio;ie in the i&ninistrativ~ 


Questions have arisen concer&g the 
mechanism by which “feedback” 
material is’inoluded in the 
administzative reobrd of an OTC drug 
rulemaking proceeding, for example, i 
whether “feedback” material is included 
in the appropriate rulemaking o@y in 
response to a petition by an interested ; 5 
party. The agency’ a&@es that when 
such material directly inftu&& or is 
used by the agency in &a@&g r . 
,decision on a matter in an On: .w 
rulemaking pm+4eding, the w wili 
add it to the a$ninistrative re&@ .priqr _ 
to publication of the applioal$e .’ 
document without the aubmiasiqn of a 
formal petition byan inierest@ party.- +. 
Appropriate reference to the niateM 
wiIlbi! included in the relevant i... * 


, c 


proposed rule or fmal rule do&m&;:,. -2: records 6f appropriate over-t&counter 
@TC)cfnig~emMp~ed 
~~lc;@mment.$ by May 31, lw. . 
AoMIE(W:Writtencommentstothe .~ 
Dodcetp Management Branch @iFA- 
305). Food and Dwg-Administration. Rm. : 
4-82.5800 Fishers Lane, Rockville, MD 
2m57. 


Any “feedback” wmniunicati&~t~ :’ 
is submitted before a pmpo&d ‘rule-ii, , ,;.- 
published. burivhich!s no~~$y~y,the :? 
agency in preparing the prOpoSea rule, .-- 
will be placed in the administrative. 
record whenit is opened during.the . / 


-comment period following publication af 


FOR FURTHER INFORMATION CONTACf: 
William I%. dilbertson, National Center 
for Drugs and Biologics (HFN-510). Food 
and Drug Administration, 5800 Fishers 
Lane, Rockville, MD 20657,301-443- 
4960. 
SUPPIZMENTARY INFORMATION: h the 
Federal Register of September 29,195l 
(46 FR 47740). FDA published a policy 
statement concerning (1) the submission 
and review of proposed protocols to 
evaluate an ingredient or condition in , 
the OTC drug review, (2) meetings with 
industry or other interested persons, (3) 
communications by the agency on 
submissions of test data and other 
information, and (4) maintenance of a 
public record involving these activities. 


The policy statement explained that 
“feedback” information provided by 
FDA to manufacturers on Category ,n or 
IIJ conditions would be placed on public 
file ln the Dockets Managetient Branch- 
(address above) and be available to all 
interested pemons.‘However, the 
communications would not be included 
in the adminiatrative’record for the 
related OTC drag rulemaking 
proceeding unless the coniiimnication 
directly influences an agency decision 
on a particular matter in the rulemaking 1 
or provided the substiintiation for the 
agency’s dedsion on that matter. For 
example, the results of a study that w&e 
communicated to the agency in response 
to “feedback” would be inclu4ed in the 


OTC drug rulemak@ pro&ding if the 
study was relied upon by the agenq in 
reaching a decision on the sfatus of an .. 
ingredient covered by that rulemaking. 


the proposed rule. As provided in 21 
CFR 330.10(a)(7). following pubUcatioa( 
of a proposed rule, the admtnistratiye ’ 
record is open 80 days’for comni&,&.or 
objections, 12 months for the subL&i&io 
of new data and imfo&nation, an&an 
additional 80 days for -ply commehts 
on the new data and information. 
“Feedback” communications -ihat ,m 3 
after &usual closing of the 
admhiistrative Decord following, : 
publication of the proposed rule, and ‘I 
which are not relied upon or used?byr& : 
agency in developing the fidal,n&f&&*~- 
remain par4 of&e pnbJic rec& 


i . 
-,’ , 


and in the “feedback” pdiq atitem@ 
of September 29. ,l@l(48pR 47740). .1: T 


Intevated perac& tiy, on orhefore 
May 31,:19f&sub@t to theMets ,-. * 
Managemedt Branoh @IF&X&), $0&l 







M E M 0 R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE 


FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 


DATE: 1qa3jpy 
FROM: Secretary ‘ 


Gastrointestinal and Contraceptive Drug 
Monographs Section (HFD-814) 


Office of OTC Drug Evaluation (HFD-810) 


SUBJECT: Material for Docket No. 
~//1/dk.&U- 6-d 76d-(3Sa& 


TO: Dockets Management Branch (HFA-305) 


The attached material should be placed on public 
display under the above reference Docket No. 


This material should be cross-referenced to 
Comment(s) No. 


l!5Jz?kF& 
Elaine H. Battle 
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