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to alter the Monterey, Calif., transition 
area.

The Monterey, Calif., transition area is 
based, in part, on the Navy Monterey 
TACAN and is described to include part 
of the high altitude holding pattern for 
the TACAN instrument approach to 
NALF Monterey. Since the TACAN facil
ity was decommissioned on March .1, 
1972, the airspace is no longer required. 
Therefore, action is taken herein to re
voke that portion of the airspace predi
cated on the Navy Monterey TACAN.

Since this amendment relieves a re
striction, notice and public procedure 
thereon are unnecessary and good cause 
exists for making this amendment effec
tive on less than 30 days’ notice.

In consideration of the foregoing, Part 
71 pf the Federal Aviation Regulations is 
amended, effective 0901 Gm.t., July 20, 
1972, as hereinafter set forth.

In  § 71.181 (36 F.R. 23795, 24988) (37 
F.R. 2143) the Monterey,. Calif., transi
tion area is amended by deleting all after 
the phrase “on the southwest by V-27;”
(Sec. 307(a), Federal Aviation Act of 1958, 49 
U.S.C. 1348(a); sec. 6 (c ), Deoartment of 
Transportation Act, 49 U.S.C 1655 ( c ) )

Issued in Washington, D.C., on May 3, 
1972.

H . B . H elstr o m ,
Chief, Airspace and Air 

Traffic Rules Division.
[FR Doc.72-7135 Filed 5-10-72;8:46 am]

[Airspace Docket No. 72-NW-14]

PART 73—̂ SPECIAL USE AIRSPACE 
Alteration of Restricted Area

The purpose of this amendment to Part 
73 of the Federal Aviation Regulations 
is to alter the designated altitudes of 
Yakima, Wash., Restricted Area R-6714.

Restricted Area R-6714 is presently 
designated from the surface to 38,000 
feet MSL. The Department of thè Army 
has advised that the airspace above
29.000 feet MSL is in excess to the U.S. 
Army requirements.

Since this amendment restores air
space to the public and relieves a restric
tion, notice and public procedure thereon 
are unnecessary.

In consideration of the foregoing, Part 
73 of the Federal Aviation Regulations 
is amended, effective upon publication in 
the F ederal R egister  (5-11-72), as here
inafter set forth.

In §73.67 (37 F.R. 2377) R-6714 is 
amended by deleting “Surface to 38,000 
feet MSL” and substituting “Surface to
29.000 feet MSL” therefor.
(Sec. 307(a), Federal Aviation Act of 1958, 
49 U.S.C.. 1348(a); sec. 6 (c ), Department 
of Transportation Act, 49 U.S.C. 1655(c))

Issued in Washington, D.C., on May 4, 
1972.

H . B . H elstrom ,
Chief, Airspace and Air 

Traffic Rules Division. 
[FR  Doc.72-7136 Filed 5-10-72;8:46 am]

[Airspace Docket No. 71-GL-21]

PART 75— ESTABLISHMENT OF JET 
ROUTES AND AREA HIGH ROUTES

Designation of Area High Route
On January 27, 1972, a notice of pro

posed rule making (NPRM) was pub
lished in the F ederal R egister (37 F.R. 
1250) stating that the Federal Aviation 
Administration (FAA) was considering 
an amendment to Part 75 of the Federal 
Aviation Regulations that would desig
nate area high route J991R from Minne
apolis, Minn., to Greater Southwest, Tex.

Interested persons were afforded an 
opportunity to participate in the pro
posed rule making through the submis
sion of comments. All comments re
ceived were favorable.

The route alignment between Lawson, 
Mo., and Greater Southwest, Tex., as 
designated herein, is as much as 7 miles 
west of the route that was proposed in 
the notice. This was done to overlie the 
Tulsa, Okla., VORTAC so as to facilitate 
transition to/from the low altitude route 
structure at Tulsa. This minor change in 
alignment, which effects no substantive 
change, is incorporated in the amend
ment without publication of a supple
mental notice of proposed rule making. 
However, any person that wishes to com
ment on this change may do so by writ
ing to the Director, Great Lakes Region, 
Attention: Chief, Air Traffic Division, 
Federal Aviation Administration, 3166 
Des Plaines Avenue, Des Plaines, 3L 
60018. Any such comment would be con
sidered and could be the subject of sub
sequent rule making action.

In consideration of the foregoing, 
Part 75 of the Federal Aviation Regula
tions is amended, effective 0901 G.m.t., 
June 22, 1972, as hereinafter set forth.

In § 75.400 (37 F.R. 2400) the following 
area high route is added:
J991K Minneapolis, Minn ., to Geeateb Southwest, 

T ex.

Waypoint name N .L a t ./ W . Long. Reference
facility

Minneapolis, 45°08'45"/93°22'23" Minneapolis,
M inn. Minn.

Woolstock, Io w a .. 42°34'21"/93°42'55" Fort Dodge,
i Iow a.

Lawson, M o________ 39o30'13"/94°05T6" Lam oni, Iowa.
Redfield, M o ............37°53T9"/94°56T9" Springfield, Mo.
Tulsa, O k la ............ 360U'46'795°47'16" Oklahoma

City, Okla.
Greater South- 32o49'10'797°02'28" Greater South

west, Tex. west, Tex.

(Sec. 307(a), Federal Aviation Act of 1958, 
49 U.S.C. 1348(a); sec. 6 (c ), Department of 
Transportation Act, 49 U.S.C. 1655 (c) )

Issued in 
1972.

Washington, D.C., on May 3,

H . B . H elstr o m ,
Chief, Airspace and Air 

Traffic Rules Division.
[FR Doc.72-7137 Filed 5-10-72;8:46 am]

[Docket No. 11908, Amdt. 809]

PART 97— STANDARD INSTRUMENT 
APPROACH PROCEDURES

Miscellaneous Amendments 
This amendment to Part 97 o f the 

Federal Aviation Regulations incorpor

ates by reference therein changes and 
additions to the Standard Instrument 
Approach Procedures (SIAPs) that were 
recently adopted by the Administrator to 
promote safety at the airports concerned.

The complete SIAP’s for the changes 
and additions covered by this amend
ment are described in FAA Forms 3139 
8260-3, 8260-4, or 8260-5 and made a 
part of the public rule making dockets 
for the FAA in accordance with the pro
cedures set forth in Amendment No. 97- 
696 (35 F.R. 5609).

SIAP’s are available for examination 
at the Rules Docket and at the National 
Flight Data Center, Federal Aviation 
Administration, 800 Independence Ave
nue SW., Washington, DC 20591. Copies 
of SIAP’s adopted in a particular region 
are also avaialble for examination at the 
headquarters of that region. Individual 
copies of SIAP’s may be purchased from 
the FAA Public Document Inspection 
Facility, HQ-405, 800 Independence Ave
nue SW., Washington, DC 20591, or from 
the applicable FAA regional office in ac
cordance with the fee schedule prescribed 
in 49 CFR 7.85. This fee is payable in 
advance and may be paid by check, draft 
or postal money order payable to the 
Treasurer of the United States. A weekly 
transmittal of all SIAP changes and 
additions may be obtained by subscrip
tion at an annual rate of $125 per annum 
from the Superintendent of Documents, 
U.S. Government Prating Office, Wash
ington, D.C. 20402.

Since a situation exists that requires 
immediate adoption of this amendment, 
I  find that further notice and public pro
cedure hereon is impracticable and good 
cause exists for making it effective in less 
than 30 days.

In consideration of the foregoing, Part 
97 of the Federal Aviation Regulations 
is amended as follows, effective on the 
dates specified:

1. Section 97.23 is amended by estab
lishing, revising, or canceling the follow
ing VOR^-VOR/DME SIAP’s effective 
June 8,1972:
Bakersfield, Calif.— Meadows Field; VOR 

Runway 30R, Amdt. 2; Revised. 
Barre-Montpelier, Vt.— Edward P. K n ap p  

State Airport; VOR Runway 35, Amdt. 3; 
Revised.

Bedford, Mass.— L. G. Hanscom Field; VOR 
Runway 23, Amdt. 2; Revised.

Cincinnati, Ohio—rCincinnati Municipal 
Blue Ash Field; VOR/DME-A, Original; 
Established.

Co^dele, Ga.— Cordele Airport; VOR/DME 
Runway 22, Amdt. 2; Revised.

Hayward, Calif.— Hayward Air Terminal;
VOR-A, Amdt. 2; Revised.

Hayward, Calif.— Hayward Air Terminal;
VORTAO-A, Original; Established.

Helena, Mont.— Helena Airport; VOR-A, 
Amdt. 6; Revised.

Langhorne, Pa.— Buehl Field; VOR R u nw ay  
6, Amdt. 2; Revised.

London, Ky.— Corbin-London War Memorial 
Airport; VOR Runway 5, Amdt. 7; Revised. 

McComb, Miss.— McComb Pike County Air
port; VOR/DME-A, Amdt. 3; Revised. 

Memphis, Tenn.— Memphis international 
Aifport; VOR Runway 35R, Amdt. 25; Re- 
vised. ‘ -

Millinocket, Maine— Millinocket Municipa 
Airport; VOR-A, Amdt. 5; Revised.

Toms River, N.J.— Robert J. Miller Air Park, 
VOR Runway 6, Amdt. 2; Revised.
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Unalakleet, Alaska— Unalakleet Airport;
VOR-A, Original; Established.

Unalakleet, Alaskar—Unalakleet Airport;
VOR/DME-A, Amdt. 1; Revised;

Willard, Ohio— Willard Airport; VOR/DME- 
A, Original’, Canceled.

Willard, Ohio— Willard Airport; VOR-A, 
Original; Established.

2. Section 97.25 is amended by estab
lishing, revising or canceling the follow
ing SDP-LOC-LDA SIAP’s, effective 
June 8,1972:
Bedford, Mass.—L. G. Hanscom Field; LOC 

(BC) Runway 29, Amdt. 2; Revised. 
Memphis, Tenn.— Memphis International 

Airport; LOO (BC) Runway 17L, Amdt. 5; 
Revised.

Mamphis, Tenn.— Memphis International 
Airport; LOC (BC) Runway 27, Amdt. 15; 
Revised.

3. Section 97.27 is amended by estab
lishing, revising or canceling the follow
ing NDB/ADF SIAP’s, effective June 8, 
1972:
Bedford, Mass.— L. G. Hanscom Field; NDB  

Runway 11, Amdt. 11; Revised.
Kissimmee, Fla.— Kissimmee Municipal Air

port; NDB Runway 15, Amdt. 1; Revised. 
Memphis, Tenn.— Memphis International 

Airport; NDB Runway 9, Amdt. 18;, Re
vised.

Millinocket, Maine— Millinocket Municipal 
Airport; NDB-A, Amdt. 5; Revised.

Stow, Mass.— Minute Man Fiéld; NDB-A, 
Amdt. 2; Revised.

4. Section 97.29 is amended by estab
lishing, revising, or canceling the follow
ing ILS SIAP’s, effective June 8, 1972: 
Bedford, Mass.— L. G. Hanscom Field; ILS

Runway 11, Amdt. 14; Revised.
Memphis, Tenn.— Memphis International 

Airport; ILS Runway 9, Amdt. 16; Revised.

5. Section 97.29 is amended by estab
lishing, revising, or canceling the follow
ing ILS SIAP’s, effective June 8, 1972: 
Houston, Tex.— Intercontinental Airport;

ILS Runway 14, Original; Established.

6. Section 97.33 is amended by estab
lishing, revising, or canceling the follow 
ingRNAV SIAP’s, effective June 8, 1972: 
McComb, Miss.— McComb-Pike County Air

port; RNAV Runway 33, Amdt. 2; Revised.
(Secs. 307, 313, 601, 1110, Federal Aviation 
Act of 1958; 49 U.S.C. 1438, 1354, 1421, 1510; 
see. 6(c) Department of Transportation Act, 
49 U.S.C. 1655(c), 5 U.S.C. 552(a) (1 ))

Issued in Washington, D.C., on May 3, 
1972.

J. A. F errarese,
Acting Director, 

Flight Standards Service.

Note: Incorporation by reference pro
visions in §§97.10 and 97.20 (35 F.R. 
5610) approved by the Director of the 
Federal Register on May 12,1969.

[PR Doc.72-7138 Filed 5-10-72; 8:46 am]

Title 21— FOOD AND DRUGS
Chapter I— Food and Drug Adminis

tration, Department of Health, Ed
ucation, and Welfare 

SUBCHAPTER B— FOOD AND FOOD PRODUCTS -
PART 121— FOOD ADDITIVES

Subpart C— Food Additives Permitted 
in Feed and Drinking Water of An
imals or for the Treatment of Food- 
Producing Animals

C hlo r d im efo r m

A petition (FAP 2H2666) was filed 
jointly by Ciba Agrochemical Co., a divi
sion of Ciba-Geigy Corp., Post Office Box 
1105, Vero Beach, FL 32960, and NOR
AM Agricultural Products, Inc., 11710 
Lake Avenue, Woodstock, IL  60098, in 
accordance with provisions of the Fed
eral Food, Drug, and Cosmetic Act (21 
U.S.C. 346a), proposing establishment 
of a food additive tolerance (21 CFR 
Part 121) o f 10 parts per million for 
combined residues of the insecticide 
chlordimeform (2V'- (4-chloro-o-tolyl)- 
NJV-dimethylformamidine) and its me
tabolites containing the 4-chloro-o- 
toluidine moiety (calculated as the pa
rent insecticide) in or on cottonseed hulls 
from application of the insecticide to the 
growing raw agricultural commodity cot
ton. (For a related document, see this 
issue of the F ederal R egister , page 
9482.)

The Reorganization Plan No. 3 of 1970, 
published in the F ederal R egister  of Oc
tober 6,1970 (35 F.R. 15623) . transferred 
(effective December 2, 1970) to the Ad
ministrator of the Environmental Pro
tection Agency the functions vested in 
the Secretary of Health, Education, and 
Welfare for establishing tolerances for 
pesticide chemicals under sections 406, 
408, and 409 of the Federal Food, Drug, 
and Cosmetic Act, as amended (21 U.S.C. 
346,346a, and 348).

Having evaluated the data in the peti
tion and other relevant material, it is 
concluded that the tolerance should be 
established.

Therefore, pursuant to provisions of 
the act (sec. 409(c) (1), (4), 72 Stat. 
1786; 21 U.S.C. 348(c) (1), (4 )), the 
authority transferred to the Administra
tor of the Environmental Protection 
Agency (35 F.R. 15623), and the author
ity delegated by the Administrator to 
the Deputy Assistant Administrator for 
Pesticides Programs (36 F.R. 9038), Part 
131 is amended by adding the following 
new section to Subpart C :
§ 121.338 Chlordimeform.

A tolerance of 10 parts per million is 
established for combined residues of 
the insecticide chlordimeform (2V'-(4- 
chloro-o-tolyl) - N,N - dimethylforma- 
midine) and its metabolites containing 
the 4-chloro-o-toluidine moiety (calcu
lated as the parent insecticide) in cot
tonseed hulls for livestock feed when

present therein as a result of the applica
tion of the insecticide to growing cotton.

Any person who will be adversely a f
fected by the foregoing ordèr may at 
any time within 30 days after its date 
o f publication in the F ederal R egister  
file with the Objections Clerk, Environ
mental Protection Agency, Room 3175, 
South Agriculture Building, 12 th Street 
and Independence Avenue SW., Wash
ington, DC 20460, written objections 
thereto in quintuplicate. Objections shall 
show wherein the person filing will bq 
adversely affected by the order and 
specify with particularity the provisions 
of the order deemed objectionable and 
the grounds for the objections. I f  a hear
ing is requested, the objections must 
state the issues for the hearing. A hear
ing will be granted if  the objections are 
supported by grounds legally sufficient 
to justify the relief sought. Objections 
may be accompanied by a memorandum 
or brief in support thereof.

Effective date. This order shall become 
effective on its date of publication in the 
F ederal R egister  (5-11-72).
(Sec. 409(c) (1 ), (4 ), 72 Stat. 1786; 21 U.S.C. 
348(c) (1 ), (4 ) )

Dated: May 5,1972.
L o w e l l  E. M ill e r , 

Acting Deputy Assistant Ad
ministrator for Pesticides 
Programs.

[FR Doc.72-7162 Filed 5-10-72;8:49 am]

PART 121— FOOD ADDITIVES
Subpart D— Food Additives Permitted 

in Food for Human Consumption
PlPERONYL BUTOXIDE AND PYRETHRINS

A petition (FAP 2H2662) was filed by 
FMP Corp., 100 Niagara Street, 
Middleport, N Y  14105, proposing that 
§§ 121.1074 and 121.1075 (21 CFR Part 
121) be amended (1) to provide for the 
safe use of combinations of the insecti
cides piperonyl butoxide and pyrethrins 
for insect control in food-processing and 
food storage areas: Provided, That the 
food is removed or covered prior to such 
use, and (2) to establish appropriate 
tolerances for residues of piperonly bu
toxide and pyrethrins when present in 
foods from such use.

When used on processed food, pipero
nyl butoxide and pyrethrins are food 
additives as defined by ,the Federal 
Food, Drug, and Cosmetic Act (sec. 
201 (s), 72 Stat. 1784; 21 U.S.C. 321 (s). 
Pesticide tolerances and exemptions from 
the requirement of tolerances for 
piperonyl butoxide and pyrethrins and 
their use as food additives in food for 
human consumption have been pre
viously established.

The Reorganization Plan No. 3 of 1970, 
published in the F ederal R egister  of 
October 6, 1970 (35 F.R. 15623), trans
ferred (effective December 2, 1970) to 
the Administrator of the Environmental 
Protection Agency the functions vested
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in the Secretary of Health, Education, 
and Welfare for establishing tolerances 
for pesticide chemicals under sections 
406, 408, and 409 of the Federal Food, 
Drug, and Cosmetic Act, as amended (21 
U.S.C. 346, 346a, and 348).

Based on consideration given data 
submitted in the petition and other 
relevant material, it is concluded that 
the use of mixtures of piperonyl butox- 
ide and pyrethrins will not result in 
residues in excess of the tolerance levels 
of 10 parts per million for piperonyl 
butoxide and 1 part per million for 
pyrethrins under the conditions set 
forth below.

Therefore, pursuant to provisions of 
the Federal Food, Drug, and Cosmetic 
Act (sec. 409(c)(1), 72 Stat. 1786; 21 
U.S.C. 348 (c)(1 )), the authority trans
ferred to the Administrator of the En
vironmental Protection Agency (35 F.R. 
15623), and the authority delegated by 
the Administrator to the Deputy As
sistant Administrator for Pesticides 
Programs (36 F.R. 9038), Part 121, Sub
part D, is amended:

1. In § 121.1074, by adding a new sub- 
par agraph to paragraph (a) and a new 
subparagraph to paragraph (c ) , as 
follows:
§ 121.1074 Piperonyl butoxide. 

* * * * *
(a) * * *
(5) In food processing and food stor

age areas: Provided, That the food is re
moved or covered prior to such use.

He *  *  *  *

(C) * * *
(5) Foods treated in accordance with 

paragraph (a )(5 ) of this section.
* * * * *

2. In  § 121.1075, by adding a new sub- 
paragraph to paragraph (a) and a new 
subparagraph to paragraph (c ) , as 
follows:
§ 121.1075 Pyrethrins.

* * * * *

(a) * * *
(5) In food processing areas and food 

storage areas: Provided, That the food 
is removed or covered prior to such use. 

* * * * *
(c) * * *
(5) Foods treated in accordance with 

paragraph (a ) (5) of this section.
* * * * *

'Any person who will be adversely af
fected by the foregoing order may at any 
time within 30 days after its date of 
publication in the F ederal R egister  file 
with the Hearing Clerk, Environmental 
Protection Agency, Room 3125, South 
Agriculture Building, 12th Street and 
Independence Avenue SW., Washington, 
D.C. 20460, written objections thereto in 
quintuplicate. Objections shall show 
wherein the person filing will be ad
versely affected by the order and specify 
with particularity the provisions of the 
order deemed objectionable and the 
grounds for the objections. I f  a hearing 
is requested, the objections must state 
the issues for the hearing. A  hearing will 
be granted if the objections are sup
ported by grounds legally sufficient to

justify the relief sought. Objections may 
be accompanied by a memorandum or 
brief in support thereof.

Effective date. This order shall become 
effective on its date of publication in the 
F ederal R egister  (5-11-72).
(Sec. 409(c)(1 ), 72 Stat. 1786; 21 U.S.C. 348
(c )(1 ))

Dated: May 4,1972.
W il l ia m  M . U p h o lt , 

Deputy Assistant Administrator 
for Pesticides Programs. 

(FR Doc.72-7163 Filed 5-10-72;8:49 ami

SUBCHAPTER C— DRUGS
PART 130— NEW DRUGS

Procedures for Classification of 
Over-the-Counter Drugs

A  notice of proposed rule making re
garding these regulations was published 
in the F ederal R egister  of January 5, 
1972 (37 F.R. 85). Interested persons 
were invited to submit comments on the 
proposal within 60 days. Forty-three 
comments were received. The comments 
concerned almost every part of the pro
posal and its accompanying preamble.

G eneral  C o m m e n ts

1. The preamble to the proposal stated 
that the review of prescription drugs was 
being completed and that it was now ap
propriate to conduct a similar review of 
OTC drugs. Most of the comments agreed 
that OTC drugs must be safe and effec
tive and properly labeled so that the con
suming public is protected. In addition, 
most comments supported the class ap
proach to the review of OTC drugs pro
vided such a review is scientifically 
sound. The Food and Drug Administra
tion believes that the therapeutic cate
gory approach to OTC drugs is appro
priate, since there are only an estimated 
200 active ingredients in the thousands 
of OTC drugs now marketed; therefore, 
this approach is adopted in the final 
regulations.

2. One comment stated that the Food 
and Drug Administration has required 
compliance with the Federal Food, Drug, 
and Cosmetic Act for OTC drugs for 30 
years, and for that reason the wholesale 
review * contemplated by these regula
tions is needless. It  was also stated that, 
by the promulgation of regulations (21 
CFR Part 131—Interpretive statements 
Re: Warnings on Drugs * * * For 
Over-The-Counter Sale) governing OTC 
drug labeling, the Food and Drug Ad
ministration has given official status to 
a large number of OTC drugs. Both of 
these comments failed to recognize that 
the Food and Drug Administration has 
not determined the efficacy of OTC drugs 
marketed prior to 1962 and that it has 
never stated which OTC drugs are gen
erally recognized as safe and effective 
and not misbranded so that manufac
turers will be aware of which OTC drugs 
do not need NDA's prior to marketing.

3. The statement in the proposal that 
self-medication is essential to the na
tion’s health care system was questioned.

The comment argued that the OTC drug 
monographs are designed merely as a 
public relations gimmick to build un
warranted consumer confidence in OTC 
drugs and that the American public is 
involved in recreational pharmacology. 
The comment concluded that there 
should be a program to remove OTC 
drugs from the market. The Commis
sioner has no authority under the act, 
however, to remove safe, effective, and 
properly labeled OTC drugs from the 
market. Congress has specifically pro
vided for OTC drugs, and only Congress 
has the power to change the law.

4. One comment suggested that the 
Food and Drug Administration review 
its entire position in this matter to make 
sure that it does not remove any OTC 
drug from the market. This comment 
argued that there is a lack of adequate
medical personnel within our Nation to 
treat the ills of all people, especially the 
aged, the inflrmed, and low income fam
ilies who have limited resources to meet 
the cost of medical care. The Food and 
Drug Administration has no desire to re
duce the OTC drugs available to the 
consumer. However, the agency’s over
riding purpose is to assure everyone who 
purchases OTC medication that he is re
ceiving a drug which is safe and effec
tive for its labeled purpose and that, 
upon reading the label, he will be able 
to determine the uses for the drug, any 
warning against use, and any other per
tinent information which will allow him 
to use the drug adequately.

5. It  was also suggested in one com
ment that the Food and Drug Adminis
tration had not gone far enough in its 
OTC drug review, because it has failed 
to include OTC veterinary medication. 
It  is undoubtedly true that OTC veter
inary drugs should be reviewed in the 
same way as OTC human drugs. Be
cause of limited resources, however, it 
is impractical at this time to review OTC 
veterinary drugs, and a higher priority 
must be given to a review of OTC human 
drugs.

6. In the third paragraph in the pre
amble to the proposal, it was stated that 
a broadly representative group of the 
whole range of OTC drugs (consisting 
of 420 OTC drugs) was reviewed as part 
of the National Academy of Science- 
National Research Council (NAS-NRC) 
Drug Efficacy Study, and that only 25 
percent were classified as effective. There 
was comment that the Food and Drug 
Administration was seeking, to obscure 
facts and create a biased situation 
against the OTC drug market in that it 
reported that only about 25 percent were 
classified as effective, when in fact the 
panels used more than one characteri
zation for effectiveness. It  is true that 
some of the 75 percent were classified as 
possibly or probably effective, or “effec
tive but.” Nevertheless, only 25 percent 
of the drugs reviewed were found effec
tive, and thus over 300 of the drugs were 
either misbranded or ineffective for one 
or more of their intended uses. This fact 
is not intended to create a bias against
OTC medication. There can be no ques
tion, however, that the Food and Drug 
Administration is obligated to review all
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OTC drugs to assure that all those found 
in the marketplace are safe and effec
tive and not misbranded. .

7. There was comment that the Food 
and Drug Administration is delaying for 
no good reason the implementation of 
the NAS-NRC review of the 420 OTC 
drugs and that removal of those that are 
ineffective should be accomplished im
mediately, without additional review by 
the OTC drug panels. Since the Food 
and Drug Administration is adopting the 
approach in the OTC drug review of 
creating monographs for categories of 
drugs which are generally recognized as 
safe and effective and not misbranded, 
it would be highly unfair and anticom
petitive to move against the 420 drugs 
reviewed by the NAS-NRC. First, this 
would penalize these drugs and enhance 
the competitive position of other drugs 
that are no safer or no more effective. 
Second, the NAS-NRC review of OTC 
drugs was limited, and thus additional 
evidence or data may be submitted which 
will justify a different conclusion. 
Finally, there is also the possibility that 
the manufacturer need only reformulate 
or relabel after the final monograph is 
published to bring the drug into com
pliance. Thus, the agency’s resources are 
better used in expediting the OTC drug 
review, which Will establish those drugs 
that are generally recognized as safe and 
effective and not misbranded, rather than 
in implementing the limited NAS-NRC 
conclusions.

8. Another comment suggested that 
any drug product which was reviewed by 
the NAS-NRC drug review and found to 
be effective be exempted from the OTC 
drug review unless the manufacturer at 
his option wishes to resubmit the drug 
formulation for an OTC review to en
large or change the labeling, claims, or 
dosage formulation. The Commissioner is 
publishing the NAS-NRC review reports 
for the 420 OTC drugs. These reports are 
proposed to be handled pursuant to the 
principles set forth in the F ederal R eg is 
ter for April 20, 1972 (37 FR . 7807). 
Since the Commissioner is taking no im
mediate action on. most of the NAS-NRC 
recommendations, there is no final Food 
and Drug Administration adjudication in 
those situations. To allow those OTC 
drugs which were effective under the 
NAS-NRC review to escape the OTC re
view and monograph would be to defeat 
the very purpose for which the mono
graph system is being created. The NAS- 
NRC review did not consider all the 
issues the OTC review panels will con
sider, and therefore it would be inappro
priate for the NAS-NRC report to pre
empt the OTC drug review. The OTC 
drug monographs prepared by the panels 
are to cover all OTC drugs, and the only 
way to approach this problem is to have 
the OTC review panels review all OTC 
drugs. .

9. The Commissioner, in the preamble 
to the proposal, set forth seven para
graphs indicating the reasons why the 
agency proposed to adopt the OTC thera
peutic category review approacn. A num
ber of comments argued that the Food 
and Drug Administration’s Justifications
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for this approach (lack of funds, lack of 
manpower, and competitive unfairness 
between drugs if a drug-by-drug ap
proach was adopted) were insufficient 
justifications. It  was stated that the lack 
of manpower and funds were hot suffi
cient justifications because they could be 
cured by seeking additional appropria
tions and that the idea of competitive 
unfairness between manufacturers makes 
a shambles of the law. The Food and 
Drug Administration believes that its re
sources of manpower and funds are 
properly considered in deciding how best 
to approach its consumer protection 
activities. Based on present resources it 
would not be possible to adopt a drug-by
drug approach even if it were a better 
method. The Commissioner has also con
cluded that a drug-by-drug approach is 
not the best method of proceeding, since 
it would be so cumbersome, time consum
ing, and confusing. By adopting these 
regulations there will be no question as 
to which drugs are generally recognized 
as safe and effective and not misbranded, 
and what labeling is permitted. Competi
tive unfairness alone would not sway the 
Food and Drug Administration from act
ing on a drug-by-drug basis where neces
sary to protect the public, but, if  the 
Food and Drug Administration were to 
proceed against one product and remove 
it from the market, a competitive 
product that is no safer or no more effec
tive would still be available to the con
sumer. Under these circumstances, 
selective enforcement serves no useful 
public purpose, and agency resources 
are more efficiently spent doing the com
plete job rather than a small part of it.

10. Some comments have contended 
that the Food and Drug Administration 
does not have the authority to regulate 
drugs by therapeutic class, because the 
authority to do so has not been given by 
Congress. They cite as legal authority 
for their proposition the insulin (21 
U.S.C. 356) and antibotics (21 U.S.C. 
357) sections of the act, which give the 
Food and Drug Administration specific 
authority to regulate classes of products, 
and contend that such an approach is 
permissible only where specifically au
thorized. These comments also argue 
that the category reviews are not legally 
proper, since it is a subversion of the 
NDA procedures (21 U.S.C. 355), which 
call for a drug-by-drug review. The reg
ulations however do not state that the 
OTC drugs reviewed are new drugs 
which have been approved, but instead 
provide for monographs which will in
clude those drugs that do not require 
an NDA. Nothing in the act prohibits 
the use of the therapeutic category ap
proach to defining those OTC drugs that 
are generally recognized as safe and ef
fective and not misbranded.

11. Some comments argued that a 
therapeutic category approach is not 
reasonable, because each OTC drug and 
drug combination is unique in that it has 
a different dosage, manufacturing tech
nique, reproductibility, and reliability of 
use. The manufacturer of a unique drug 
and any interested person has an op
portunity to present to the panel under 
the OTC drug review all information
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pertinent to the safety and effectiveness 
of the drug. There are numerous op
portunities after the panel makes its 
report to the Commissioner to review 
and amend any judgments that a panel 
may have made. The review system es
tablished is sufficiently flexible to ac
commodate inclusion of unique drugs.

12. A  number of comments asked how 
the reviewing panel would be determined 
for a drug formulation with claims in 
more than one therapeutic category. A  
panel will review every OTC drug with a 
claim in its therapeutic category. This 
same panel will then decide whether a 
drug combination may safely and effec
tively be used at the same time for an
other claim outside of that therapeutic 
category. Then the panel (s) responsible 
for the other therapeutic category(s) 
must decide whether the active ingre- 
dient(s) that falls within its scope is also 
generally recognized as safe and effec
tive and not misbranded. For example, 
if  a drug is a combination of an analgesic 
and antacid, the antacid panel would re
view the safety and effectiveness of the 
antacid component and determine 
whether an antacid may rationally be 
combined with an analgesic. Once that 
determination is made, the analgesic 
panel would determine whether the anal
gesic component is safe and effective and 
whether it may rationally be combined 
with an antacid.

13. Numerous comments stated that 
they intended to submit data but wished 
to have more than the 30 days that were 
allowed for submitting data for the ant
acid panel. In the future 60 days will 
be allowed for submission. Additional 
time has been allowed for submission 
of data for the first two panels. Since 
the proposal indicating that the Food and 
Drug Administration is going to review 
OTC drugs by therapeutic classes was 
published in January, there is no justi
fication for further delays in the submis
sion of data in the future. All interested 
parties are now on notice and have been 
for some months that at least 26 cate
gories of drugs are going to be reviewed. 
Review of available data should begin 
immediately if it has not already begun. 
Since data published after 1950 may not 
be required to be submitted, and since 
other forms of abbreviated submissions 
may be permitted for particular ingre
dients, interested persons may wish to 
delay compilation of the final submission 
until the F ederal R egister  notice re
questing the data is published. In no 
event should a submission be made prior 
to the applicable F ederal R egister  
notice.

14. A  number of comments would 
delete the words “ generally recognized” 
before the words “safe” and “ effective” . 
Under the law, however, a drug that is 
safe and effective but not generally rec
ognized as such would require an NDA 
unless it is grandfathered. I f  it is grand
fathered it may not be misbranded or 
adulterated. Thus, only those drugs that 
are generally recognized as safe and ef
fective and that are not misbranded or 
adulterated may be lawfully marketed 
without an NDA.

1, 1972
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15. The Food and Drug Administra

tion in its policy statement (21 CFR 
130.39) published in the F ederal R eg is 
ter of May 28, 1968 (33 F.R. 7758), re
voked all previous opinions that an ar
ticle was not a new drug. One comment 
noted that paragraph (d) stated that in 
essentially all cases for newly marketed 
drug products an NDA would be required, 
and asked how this policy statement 
agrees with the OTC drug review pro
cedure. The purpose of the OTC review 
is to set forth which drugs are generally 
recognized as safe and effective and thus, 
in accordance with the *1968 policy 
statement, do not require an NDA. Since 
the policy statement and the regulations 
are not in conflict, there is no reason to 
change either.

16. There was comment that some of 
the drugs reviewed by the OTC panel 
appear in the “ United . States Pharma
copeia” and “National Formulary,” 
which are official compendia recognized 
in the Federal Food, Drug, and Cos
metic Act. It  was argued that i f  a drug 
met the compendium packaging and 
labeling requirement and yet was not 
approved by the panel, it would be in 
violation of the regulation but not of the 
act. The fact that a drug appears in an 
official compendium does not mean that 
it complies with all requirements of the 
act. The compendia use only minimum 
packaging and labeling requirements. 
The monograph will undoubtedly require 
additional labeling beyond that presently 
required by the official compendia. Since 
the act recognizes the official compendia 
only with respect to standards of 
strength, quality, and purity and not 
with respect to safety, effectiveness, and 
misbranding, there is no conflict.

17. One comment asked that the Com
missioner make it clear that a trademark 
would not be lost if a drug or combina
tion were reformulated to meet a mono
graph. Any drug product which is on the 
market and which is reformulated and/or 
relabeled within the limits of the final 
monograph will not lose its trademark 
as long as its continued use is not mis
leading. Transitional labeling may be re
quired where close questions arise.

18. There was comment that the 
agency should not request data and 
views until the final order has been 
published because submissions prepared 
prior to the final order could be prej
udicial. Now that the final order is pub
lished, any interested person may sub
mit any additional unsubmitted data on 
the first two drug categories within the 
next 20 days. Any person may, of course, 
also request an opportunity to present 
oral views to the panel. In the future, 
panels may be unwilling to review data 
which is submitted after the time re
quested unless proper justification for a 
late submission is made.

19. There was comment that the panel 
should review only those drugs posing a 
genuine question of safety and efficacy 
and that submissions by interested per
sons should be requested only in such 
cases. While this approach may be ac
ceptable for some ingredients (such as 
aspirin) whose safety and effectiveness

is well documented and beyond question, 
it would appear to be the exception 
rather than the rulé. It  is therefore con- 
cluded that the format set forth in the 
regulations, as revised in the final order, 
should apply to all drugs except those 
explicitly exempted by the notice calling 
for submission of data for a particular 
category.

20. There was comment that the Food 
and Drug Administration should solicit 
data and views by other means in addi
tion to publication in the F ederal R eg 
ister . There have already been press re
leases concerning the OTC review and 
press conferences have been held. The 
Commissioner and others have met with 
consumer groups, industry groups, and 
professional organizations. All of these 
meetings and press material are an at
tempt to keep the public informed of 
what the Food and Drug Administration 
is doing. Any specific suggestion as to 
how to givje wider dissemination of infor
mation concerning the OTC review will 
be considered.

2 1 . One comment stated that time lim
its should be placed on each panel’s de
liberation and due dates should be set 
for reports so that there would be a def
inite time in which the reviews must be 
completed. Because of problems of sched
uling and of providing adequate time for 
review of the data submitted, it is un
reasonable to set arbitrary limits. The 
amount of data submitted may vary by 
drug category. It  is therefore inappro
priate to set down a time limit within 
which the review must be completed. For 
this reason no time limit will be set even 
though the Food and Drug Administra
tion wishes to expedite the panels’ con
sideration as much as possible.

22. There was comment that the eval
uation by the panel cannot be performed 
according to testing standards set by 
the Food and Drug Administration with
in the past few years, because such OTC 
drugs have been on the market for a 
number of years, little public data exist, 
and few studies have been performed 
according to the standards that are pres
ently being used. The regulations do not 
adopt rigid or absolute standards. The 
regulations indicate what the Commis
sioner has concluded to be appropriate 
evidence to prove safety and efficacy and 
direct that the panels ordinarily base 
their recommendations on such evidence. 
Exceptions are permitted where they can 
be justified.

23. Many comments stated that the 
proposed regulations would extend the 
new drug requirements of the 1962 
Amendments to include those OTC drugs 
that were grandfathered under the 1962 
and 1938 acts. This is not the situation. 
The Commissioner seeks to determine 
which nongrandfathered OTC drugs are 
generally recognized as safe and effective 
and which grandfathered OTC drugs are 
not misbranded. The grandfather clauses 
exeinpt those drugs to which they are 
applicable from the new drug provisions 
of the act but not from the misbranding ’ 
provisions.

24. One comment questioned whether 
the agency intends to require manufac

turers of OTC products that were cov
ered by an NDA to submit the NDA data 
for review by the OTC panels. The Food 
and Drug Administration intends that 
the review will cover all OTC drugs, in
cluding those with approved NDA’s since 
1962. NDA files will therefore be a part 
of the information included in the review. 
I f  a final monograph includes an OTC 
drug which is covered by an NDA as 
generally recognized as safe and effec
tive, the drug will be removed from NDA 
status. A  finding by a panel that an OTC 
drug covered by an NDA is not generally 
recognized as safe and effective may or 
may not affect the NDA, depending upon 
the applicability of the basis for the de
cision. I f  such action does affect an NDA, 
it will be handled through the usual new 
drug procedures.

25. The American Institute of Home
opathy requested that homeopathic 
medicines be excluded from the OTC 
review. Because of the uniqueness of 
homeopathic medicine, the Commis
sioner has decided to exclude homeo
pathic drugs from this OTC drug review 
and to review them as a separate cate
gory at a later time after the present 
OTC drug review is complete.
C o m m e n ts  R elatin g  to  S pe cif ic  P ro

v is io n s  of  P roposed § 130.301 (21 CFR
130.301)
I. PARAGRAPH (a) ( l )  ADVISORY REVIEW 

PANELS

26. There were numerous comments 
that the advisory panels should have 
“expertise” in OTC drugs. The Commis
sioner in his appointments is choosing 
as panel members individuals recom
mended by organizations representing 
professional, consumer, and industry in
terests, in addition to those recom
mended by his own staff. The individuals 
selected for panel membership are lead
ing experts in the therapeutic category 
that the panel is reviewing. It  has also 
been suggested that the panel include a 
general practitioner as one of the mem
bers so that the panels are not made up 
completely of individuals from teaching 
institutions. There is no exclusion of the 
general practitioner since any qualified 
person can be a panel member, and an 
attempt will be made to have such prac
titioners represented on as many panels 
as possible. Many of the panel members 
will no doubt have a private practice, and 
whether or not a panel member is a 
general practitioner will have no bear
ing on whether or not he is qualified. 
The only two conditions for panel mem
bership are that the individual have ex
pertise in the therapeutic category under 
consideration and that he not have a 
conflict of interest.

27. There was specific comment that 
there should be no conflict of interest 
for panel members. All prospective panel 
members will be questioned, in accord
ance with the usual Department of 
Health, Education, and Welfare proce
dures, to assure that they have no finan
cial or other similar interest in any ther
apeutic category they are considering 
and to be sure that they can make an 
independent and unbiased evaluation.
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28. There was also a comment that 
to insure impartiality the Commissioner 
should appoint the first three panel 
members, one from each of three ̂ inter
est groups (consumers, professionals, and 
industry), and then let those three 
choose- the remaining panel members. 
The Commissioner is ultimately respon
sible for the work of the panel and thus 
for the selection of each member. The 
Commissioner has therefore concluded 
that he should select all panel members, 
utilizing the lists supplied by interested 
organizations as well as by his, own staff.

29. There was also a similar comment 
that the panel should be made up of in
dividuals evenly divided between the lists 
submitted by the three interest groups. 
While an attempt will be made to have 
all points of view represented on a panel, 
this cannot be done in a purely mechani
cal way.

30. There was a request that the lists 
from which panel members were selected 
be made known .'This would constitute an 
invasion of privacy and would add noth
ing to the «work of the panels or to the 
public understanding of the OTC drug 
review.

31. There was a suggestion that at 
least one member of the panel be a be- 
haviorist, since the panel was reviewing 
labeling which must be viewed in the eyes 
of the user. Such a person may not be 
qualified to determine whether a drug is 
safe and effective. The consumer liaison 
will serve a similar function. The sug
gestion of obtaining a behaviorist’s view 
on labeling may well have merit in spe
cific cases, and the panels may wish to 
consult with such an individual prior to 
its final report. Under paragraph (a) (3), 
the panel may consult with any individ
ual, or group it wishes. This could in
clude a behaviorist, a marketing expert, 
a qualified scientist or physician, a 
representative of industry, or consum
ers. This broad consulting scope is in
tended to provide the panel with as much 
information as it needs to make its rec
ommendations. Similarly, the FDA may 
consult with, anyone in reviewing the re
port and proposing monographs for OTC 
drugs.

32. There was a request that the panel 
members’ names and curriculum vitae 
be published in the F e d er al  R e g is t e r . 
The names of the panel members will be 
made public upon selection and their cur
riculum vitae will be made available upon 
request. There is no need under the cir
cumstances for publishing such informa
tion in the F ed er al  R e g is t e r .

33. It was requested that the function 
and presence of the nonvoting industry 
und consumer liaison members be set 
forth in the regulations. Since their par
ticipation is a matter of discretion, and 
they have no duties, specific mention is 
unnecessary and would only, serve to 
limit the possibility of other nonvoting 
liaison members in the future, should 
that prove to be desirable.

34. There was a request that nonvoting 
liaison members be entitled to review all
confidential material submitted. Such a 
request must be rejected. Nonvoting rep
resentatives are not agency employees 
covered by 18 U.S.C. 1905, which provides

for criminal penalty for disclosure of 
confidential information. The panel 
members are Food and Drug Administra
tion consultants and therefore subject 
to that statute.

35. A  request was made that the in
dustry liaison representative be a voting 
member. To allow the industry liaison 
member to vote and not the consumer 
liaison member or the FDA liaison mem
ber would be clearly unfair and unwar
ranted. Nor is there any guarantee that 
the industry or consumer or FDA liaison 
member would have the required exper
tise to qualify for panel membership.

36. There were numerous requests that 
the panel’s summary minutes reflect both 
majority and minority views on issues 
or that the minutes reflect the differing 
views of the individual panel members. 
The summary minutes are necessary so 
that the progress of the panel can be 
determined but the length, detail, and 
discussion of minority and/or majority 
views should be matters that are best 
left to the panel’s discretion. The panel 
may conclude that detailed minutes are 
useful or it may conclude that until its 
position is clear only general minutes are 
appropriate. Thus, there should be no 
requirement regarding the length or de
tail of the summary minutes.

37. There was a request that panel 
meetings be open, that a full record 
of each panel meeting be made, and that 
a copy of the record be made available 
to the public to increase the public’s con
fidence in the proceeding. Opening the 
meetings to the public would not be con
ducive to efficient and effective delibera
tion of scientific and medical issues by 
panel experts. Nor is there any reason 
for' a verbatim transcript, because the 
panel only reports recommendations to 
the Commissioner and the Commissioner 
alone issues the proposals and final 
orders. There is ample opportunity for 
any interested party to request an oral 
presentation before the panel, to review 
the report and the data on which it 
was based, to comment cm the proposal, 
to request an oral hearing before the 
Commissioner, and to appeal the final 
order to the courts. Consumers and in
dustry have designated liaison members 
to attend all panel meetings except ex
ecutive sessions, and summary minutes 
will be kept and made public. In view of 
the extensive procedural safeguards, 
opening all meetings to the public and 
a verbatim transcript are unnecessary.
II. PARAGRAPH (a) (2 ) REQUEST FOR DATA 

AND VIEWS

38. One of the main requests was that 
the Food and Drug Administration not 
require the interested persons who sub
mit data to justify their request for con
fidentiality. The proposal stated that, 
while data submitted in confidence is 
being reviewed by the panel, FDA would 
protect the data’s confidentiality if it is 
entitled to such treatment under the pro
visions of 18 U.S.C. 1905, 5 U.S.C. 552(b), 
or 21 U.S.C. 331 (j ) .  However, the data 
would be made available to the public 30 
days after publication of the proposed 
monograph unless the person submitting

the data can demonstrate that it is in 
fact entitled to such confidentiality. Such 
action protects both the confidentiality 
of true trade secrets and the public’s 
right to understand the basis for govern
mental decision that vitally affect it. In 
keeping with the congressional intent of 
the Freedom of Information Act (5 
UJS.C. 552), the Food and Drug Admin
istration is making available to the pub
lic as much of the OTC drug review data 
and information as is permissible under 
the law.

39. One comment suggested that any
thing the panels review should be in the 
public domain. Since all information is 
voluntarily submitted, however, and 
since the law clearly protects the con
fidentiality of trade secrets and other 
confidential information, the regula
tions provide an opportunity for such in
formation to be held in confidence upon 
an adequate justification.

40. One comment proposed to have all 
data for which confidentiality is re
quested reviewed by the Office of Gen
eral Counsel and then by the Commis
sioner for a determination of confiden
tiality. Such a procedure would be too 
cumbersome and is therefore rejected.

41. There were comments suggesting 
that the request for data to be reviewed 
should include a request for all other 
helpful data, including in vitro studies. 
All pertinent data should be available to 
the panels, but the data submitted must 
have some relevance to proving the 
safety and effectiveness of the drug. Be
cause of the mass of data that could be 
submitted, the regulations establish 
reasonable criteria for pertinent data. 
Since in vitro studies are not significant 
in determining the safety and effective
ness of OTC drugs and since a statement 
requesting “other helpful data” is such 
an open ended request, the request for 
data excludes these categories.
A. Paragraph (a ) (2), Item n  Complete 
Quantitative Composition of the Drug

42. Comments stated that the Food 
and Drug Administration’s request for 
the complete quantitative composition of 
the drug was not necessary because the 
review covered only the safety and 
efficacy of active ingredients. The Com
missioner agrees with this comment and 
the regulations have been changed to 
require submission only of a quantitative 
statement of the active ingredients.
B. Paragraph (a) (2), Item V Efficacy
43. A number of comments suggested 

that the efficacy data to be submitted for 
review include pertinent marketing ex
perience that may influence a determi
nation as to th e . effectiveness of the 
individual active component or finished 
drug product. The Commissioner has 
concluded that, while marketing experi
ence alone is insufficient to show effec
tiveness of drugs, it may be pertinent. 
The regulations have therefore been 
changed so that the efficacy data re
quested will include pertinent marketing 
data.
C. Paragraph (a) (2), Item V I Summary

44. This subsection provides that the 
interested person who submits data is to
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write a summary of his data and views 
setting forth the medical rationale and 
purpose of the drug or, where such 
rationale or purpose is lacking, a state
ment to that effect. There were com
ments that the lack of rationale or pur
pose need not be discussed because the 
panel’s report should cover only drugs 
that are safe and effective. Such a nar
row approach would, however, ignore two 
facts. Some individual active ingredients 
may lack a rationale or purpose for every 
claim for a Combination drug and yet be 
part of rational concurrent therapy. In 
addition, some interested persons may 
wish to submit data not to prove the 
safety and efficacy of a drug but to dis
approve it by pointing out the lack of 
rationale and purpose in a drug. The 
summary should be scientifically com
plete and not an argumentative position 
paper which totally ignores any defi
ciencies in a drug.

45. Comments objected to the request 
that any interested person explain in his 
summary why controlled studies are not 
necessary, if in fact there are none. There 
may well be more than adequate justifi
cation for the lack of controlled studies 
for a particular drug, and the views of 
the interested person who is submitting 
the summary on this matter can be im
portant. The panel will undoubtedly note 
the lack of controlled studies in a sub
mission, because a controlled study is the 
predominant method used today to 
evaluate drugs. Although the panel will 
expect the best proof of safety and 
efficacy (which would be adequate and 
well controlled clinical studies) such 
studies may not be available and in fact 
may not be necessary to prove a drug 
safe and effective. I f  that is the case then 
the interested person should point out the 
absence of controlled studies and explain 
why they are unnecessary in the 
summary.

46. There was also comment that the 
request for data was limited to manufac
turers of marketed OTC drugs and should 
be expanded to request information from 
a much broader class of interested per
sons. The request clearly states, how
ever, that any “interested person” should 
submit data or views, and this extends 
to anyone whether he be a manufacturer, 
seller, user, researcher, consumer, or 
other individual or organization. The 
only limitation on submitting data is 
that it be pertinent and in the proper 
format. A person need not submit data 
for each subsection but must submit it 
in the requested format so that it 
can be easily identified and properly 
considered.

47. It  was suggested that the format 
be wholly optional at the discretion of 
the submitter. Such an approach would 
severely hamper the panel’s ability to 
review the data.

48. One comment stated that the re
quest for data and views under this sec
tion would result in submission of a vast 
quantity of duplicative material at great 
expense and that this would result in a 
major screening and sorting effort by 
the Food and Drug Administration or 
the panels. The comment suggested that 
interested parties submit copies of the

labeling and quantitative formulations 
that they wished reviewed and that thé 
panel then prepare a preliminary mono
graph idéntifying formulations which are 
generally recognized as safe and effective 
and not misbranded and the labeling 
that would be acceptable for such formu
lations. At the same time the panel would 
prepare a statement concerning those 
formulations which had been considered 
but for which more data were needed in 
order to conclude that the particular 
formulation was safe and effective and 
not misbranded. The comment stated 
that such an approach would reduce the 
amount of material submitted. This ap
proach is still under consideration by the 
Food and Drug Administration and may 
be used for some categories where it is 
particularly appropriate. The Food and 
Drug Administration is also considering 
conducting or contracting for a limited 
research of literature (probably since 
1950) for ingredients in the individual 
OTC categories. The bibliography from 
this literature search would be made 
available at the time the proposed OTC 
category review is announced in the F ed
eral R egister  and would be a master list 
made available to any interested party. 
All publications listed on the bibliog
raphy would be available to the panel 
members, so that interested persons 
would need to submit only pertinent 
data which were not found in the bibliog
raphy. The Food and Drug Administra
tion may adopt either of the two above 
approaches or different approaches de
pending upon the category and ingredi
ents involved and the resources available. 
Each published request for data pertinent 
to a drug category will use the basic 
format outlined in the regulation, and 
any variation in the request for data will 
be published in the request for the par
ticular review category involved. The reg
ulations have been revised to reflect this 
required flexibility in approach.
III. P aragraph (a) (3) D eliber atio n  op 

a n  A d viso r y  R e v ie w  P anel

49. There was comment that this 
section indicates that the panel would 
only review data which were sub
mitted to it by interested persons and 
that there seemed to be no provision 
allowing the panel to do independent 
literary research. The Food and Drug 
A d ministration agrees that the panel 
should be able to do independent liter
ary research and evaluation, and the 
regulations do not preclude this. Be
cause the amount of data being sup
plied by interested persons is significant 
and because an independent review of 
the literature by each panel member is 
not feasible, however, substantial reli
ance must be placed upon the submit
ted data. When the Commissioner 
chooses a panel member, he chooses 
experts in the particular category, be
cause they have the basic background 
to evaluate the validity of the data 
submitted by interested persons. I f  a 
panel or any of its members has a 
question as to certain data submitted, 
that particular question may be re
solved by independent research or by a

request of the Food and Drug Admin
istration staff or executive secretary or 
the consumer or industry liaison.

50. A number of comments con
cerned the provision that any inter
ested person may request an oppor
tunity to present his views orally to 
the panel. There were those who 
thought the oral presentation made to 
the panel should not be based on 
whether the panel wished to hear 
such a presentation, but that such 
presentation should be a matter of 
right. The panel must, however, re
serve the right to grant or deny a 
request to make an oral presentation 
on the basis of the merits of the re
quest and the amount of time avail
able. At the other extreme were those 
who stated that the oral presentation 
should be eliminated entirely, because 
I t  would be duplicative if any inter
ested person may then request an oral 
hearing before the Commissioner and 
because it raises a legal question of 
whether the panel is making a rule 
based on the presentation. This sub- 
paragraph provides the panel dis
cretion to grant or deify a request for 
an oral presentation, and the panel 
will undoubtedly not waste its time on 
requests where the information offered 
is duplicative, unnecessary, or unin
formative. This oral presentation is not 
intended to allow an interested person 
simply to present orally information 
which he has already presented in 
written form. The discretion to allow 
the oral presentations has been left 
with the panel, since they alone know 
whether the presentation requested may 
present data, information, or views in 
which they are interested. Since the 
panel report is advisory in nature to 
the Commissioner, the oral presentation 
in no way raises a legal question or 
duplicates the later oral hearing before 
the Commissioner.
iv. paragraph (a) (4) standards for

SAFETY, EFFECTIVENESS, AND LABELING

A. Paragraph (a )(4 ), subdivision (i) 
Safety

51. There was comment that the lan
guage should be changed to remove the 
statement about a low potentiality for 
harm. The effect would be that an OTC 
drug would be allowed on the market 
even though it had high potential for 
abuse as long as there was no evidence 
of such abuse. Clearly, any drug that has 
a high potential for harm should not be 
available without a prescription.

52. In the second sentence, the pro
posal stated that proof of safety shall 
consist of adequate tests by all methods 
reasonably applicable that show the drug 
is safe. There were comments that the 
word “all” should be deleted from the 
sentence. The requirement intended to be 
adopted is that safety be proven by ade
quate tests. To avoid the unwarranted 
interpretation that every conceivable test 
is required, the word “all” has been de
leted from the final order.

53. There was also comment that there 
was no indication of what adequate tests
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were and that the regulations should pro
vide for scientifically adequate tests in
cluding tests for carcinogenicity and 
reproductive studies. The panel definitely 
should consider which tests are adequate 
to prove the safety of a particular drug 
and should advise the Commissioner ac
cordingly. I f  it is decided that carcino
genicity and reproductive studies are 
necessary for a particular drug, then that 
fact will be reflected in the panel recom
mendations. There is no reason to request 
studies which the panel of experts may 
feel are unnecessary, and the regulations 
should not prejudge this issue by laying 
down requirements that more properly 
are handled on a category-by-category 
basis.

54. In the last sentence of this subdivi
sion it is stated that the general recogni
tion of safety shall ordinarily be based 
upon published studies which may be 
corroborated by unpublished studies and 
other data. There were numerous com
ments that this particular sentence be 
changed. There was comment that the 
word “ordinarily’' be deleted and that 
general recognition be based only oh pub
lished studies. There was a statement 
that the language of this section came 
from the new-drug provisions of the act 
(21 U.S.C. 355) and therefore was not 
appropriate. There was also comment 
that the panel’s conclusion that a drug 
was generally recognized as safe and 
effective should be based on published 
and unpublished studies and any other 
data. The Food and Drug Administration 
believes that the panel’s evaluation of a 
drug should be based on the best scien
tific evidence available. In most cases, 
this consists of published studies which 
are available, for peer review and crit
icism. Even where published studies are 
available for review and criticism, there 
is no reason to exclude unpublished 
work that may represent a more recent 
study. Thus, although “ordinarily” the 
panel will use published studies as its 
basis, the panel may also consider un
published studies and other data and 
may base its decision on such data where 
appropriate.
B. Paragraph (a )(4 ), Subdivision (ii) 

Effectiveness
55. There was comment that the re

quirement for effectiveness under the 
regulation should not be by reasonable 
expectation but should be substantial 
evidence as required under’section 505(d) 
of the act for new drugs. The comment 
stated that the requirement is weak and 
should be more stringent. In fact, proof 
of effectiveness is required by controlled 
clinical investigations except where this 
requirement is waived. This requirement 
has been adopted, not because it is con
tained in section 505 of the act, but 
rather because it represents what medi
cal science today generally regards as 
adequate proof nf effectiveness. The proof 
necessary to show effectiveness for a par
ticular drug will be determined by the 
Panel utilizing their own expertise and 
cased on the data submitted to them.
„ There was comment that the term 
clinically significant”  should be de

leted from this subdivision, because it is 
imprecise and does not consider the judg
ment of the patients who are taking 
the medication. It was suggested that the 
term “clinically significant” should be 
used only in the review of prescription 
drugs where the conditions are not self- 
limiting and as easily recognizable as 
they are with OTC drugs. The patient’s 
subjective judgment, however, is not a 
proper standard for determining effec
tiveness. Without adequate scientific evi
dence that the drug in question provides 
clinical relief, there is no basis on 
which to evaluate the drug as effective.

57. There was comment that the re
quired proof of effectiveness, consisting of 
controlled clinical investigations as de
fined by 21 CFR 130.12(a) (5) (ii) unless 
waived, should be replaced by the new- 
drug standard of adequate and well con
trolled clinical studies that appears in 
section 505 of the act. In fact, 21 CFR 
130.12(a) (5) is the section defining “sub
stantial evidence consisting of adequate 
and well-controlled investigations.” 
Thus, appropriate scientific evidence will 
be required for proof of effectiveness 
which will consist of controlled studies 
except where this is waived as unneces
sary or inappropriate.

58. There was also comment that the 
required proof of effectiveness is far too 
rigorous and in effect adopts for OTC 
drugs a standard that should apply only 
to prescription drugs. It  was urged that 
OTC drugs do not require the same so
phistication in research and analysis as 
prescription drugs to prove their effec
tiveness and that the Food and Drug 
Administration should recognize that the 
majority of OTC drugs which are used 
are based on treating both the physio
logical and subjective needs of the pa
tient. There can be no question, how
ever, that the best possible data would 
consist of adequate and well controlled 
clinical studies of the drug as described 
in 21 CFR 130.12(a) (5) ( i i ) , and in any 
event the regulation allows for a waiver 
where there is a showing that such 
studies are unnecessary or inappropriate. 
The applicability of the waiver and the 
adequacy of other forms of proof of 
effectiveness will in the first instance be 
determined by the panel and will then 
be subject to review by the Commissioner 
both before and after public comment 
and by appeal to the courts.

59. It was suggested in comments that 
effectiveness can properly be demon
strated by any of the following: Objec
tive or subjective clinical studies; bio
availability of ingredients; documented 
clinical experience or uncontrolled clini
cal studies; market research studies; 
animal studies; general medical and 
scientific literature, published and un
published; long use by the professional 
and the consumer; and common medical 
knowledge. The format for submission 
of data and views in paragraph (a) (2) 
permits inclusion of all of the above- 
listed material in one form or another. 
Such unscientific evidence as unsub
stantiated opinion and marketing experi
ence cannot, however, be regarded as 
sufficient to constitute adequate proof of

effectiveness. Unless scientifically valid 
data are available or are shown not to 
be necessary or appropriate, only inade
quate proof would exist. Other data and 
information may, of course, corroborate 
the scientific evidence.

60. Some comments criticized the 
statement that general recognition of ef
fectiveness shall ordinarily be based upon 
published Studies, which may be corrobo
rated by unpublished studies and other 
data. The Commissioner has concluded 
that “ordinarily”  general recognition 
shall be based upon published studies be
cause they have been subject to public 
scrutiny and peer review and thus pre
sent the best evidence. In addition, gen
eral recognition inherently implies gen
eral availability of the basis of the judg
ment. The panel may, nevertheless, base 
its evaluation on unpublished data if in 
its expert opinion there is a sound scien
tific basis for such a decision which is 
sufficiently widespread to establish gen
eral recognition. This evaluation is, of 
course, subject to review by the Com
missioner, public comment, and court 
appeal.
C. Paragraph (a )(4 ), Subdivision (iii)

Benefit-To-Risk Ratio
61. Some comments stated that it is 

necessary to evaluate the benefit-to-risk 
ratio for OTC drugs but that such a state
ment should appear in the definitions of 
safety and effectiveness. Such a change 
is unnecessary because the subdivision 
clearly states that the benefit-to-risk 
ratio is to be considered in determining 
the safety and effectiveness of a drug.

62. Other comments argued that a 
benefit-to-risk ratio should not be ap
plied to OTC products. Such a position 
is, however, untenable. Any drug which 
claims to be effective must have some 
pharmacological action whether it is 
beneficial, aggravates an already existing 
condition, or results in an adverse reac
tion or side effect. In every instance the 
panel must evaluate whether, balancing 
the benefits against the risks, the target 
population will experience a beneficial 
rather than a detrimental effect. Where 
little or no benefit is obtainable, of course, 
little or no risk is acceptable.
D. Paragraph (a )(4 ), Subdivision (iv)

Combination Drugs .
63. Some comments suggested that the 

term “ rational concurrent therapy” is 
without meaning and should be deleted, 
but no alternative term was offered. An
other comment found it an acceptable 
standard under which to review combi
nation products. Most of the comments 
indicated that the standard for safety 
and effectiveness for combination prod
ucts should be less stringent than that 
proposed. Any lesser standards, however, 
would represent an irrational approach 
to OTC combination drugs. There is no 
sound medical or scientific reason to have 
an active ingredient in a combination 
unless it makes a contribution to the 
claimed effect. Nor should an active in
gredient be included if it decreases the 
effectiveness or safety of another. The 
active ingredients in combinations should
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have the effect they are claimed to have, 
and they should provide relief for the 
persons who use them, i.e., rational con
current therapy for the target population 
to whom they are directed. There is no 
medical justification for an OTC com
bination which is effective only for a 
very small number of the people to whom 
the labeling is directed. The combination 
need not be effective for the majority of 
the people taking it as long as it is effec
tive for a significant portion of the popu
lation taking it based on its labeling. This 
is a flexible standard that will be applied 
initially by the panel using its expert 
judgment, subject to review by the Com
missioner, public comment, and court 
appeal.

64. There was comment that the OTC 
combination policy is essentially the 
same one that was used for the prescrip
tion drugs. It is irrelevant whether the 
policy is the same, similar, or different. 
The* important question is whether the 
policy, when applied to OTC drugs, will 
assure the consuming public of the 
safety and effectiveness of OTC drug 
combinations.

65. Another comment stated that it is 
virtually impossible to meet the combi
nation policy as it is set forth using cur
rently available scientific^ methodology 
for testing the safety and effectiveness 
of drugs. Persuasive grounds to support 
this contention were not given. When 
controlled studies are unnecessary or 
inappropriate they will not be required; 
when they are necessary and appropriate 
it would be unlawful to permit that a 
product be marketed without them.

66. One comment stated that the 
combination policy is deficient in that it 
fails to require that the combination 
enhance the safety and efficacy of the 
drug or that the combination represent 
an advantage for all the conditions listed 
in the labeling. As long as there is no 
decrease in safety, however, there is no 
sound basis for requiring increased effec
tiveness or any other advantage for the 
combination.
E. Paragraph (a) (4), Subdivision (v) 

Labeling
67. Almost all comments objected to 

the requirement that labeling be under
stood by “ individuals of low comprehen
sion,” on the grounds that the law only 
requires labeling that the ordinary per
son can understand and that there is no 
standard or frame of reference by which

, to decide how labeling should be written 
for individuals of low comprehension. 
One comment, however» did recognize 
that the Food and Drug Administration 
is seeking to overcome the problem that 
OTC drugs may be used to a great ex
tent by individuals who are poor and 
with lower comprehension and, thus, 
that an attempt must be made to develop 
labeling that will be understood by them. 
The Federal Food, Drug, and Cosmetic 
Act is for the protection of all citizens 
and does not distinguish between persons 
of different comprehension. This require
ment does not demand an absolute and 
does not mean that every individual of 
low comprehension must be able to read 
and understand the labeling. The panels,

the Food and Drug Administration, and 
the manufacturers should, however, 
make every attempt to write labeling in 
clear, concise, and easily readable state
ments that can be understood by indi
viduals with low comprehension. The net 
result should be that people who take 
OTC drugs take them for the conditions 
which appear on the label, for which the 
drugs are safe and from which people 
would most likely derive relief.
F. Paragraph (a) (4), Subdivision (vi) 

OTC or Prescription Status
68. It  was pointed out that the pro

posal did not contain the words found 
in section 503(b) (1) of the act indicating 
which drugs are prescription drugs, and 
this language in the regulations has been 
changed to reflect the language of the 
act. It was also suggested that the whole 
paragraph be deleted, since it is repeti
tious of section 503(b)(1), but it has 
been retained as a handy reference to 
the standard for determining the dis
tinction between prescription and OTC 
drugs.
V. PARAGRAPH (a) (5 ) ADVISORY REVIEW

PANEL REPORT TO THE COMMISSIONER

69. There was comment that a state
ment should be added to this section 
requiring the panel to submit in its re
port to the Commissioner a comprehen
sive statement of the basis on which it 
reached its conclusions and recommen
dations. Such a request is unnecessary 
since summary minutes of all meetings 
will be available, and the conclusions 
and recommendations will also neces
sarily convey at least a summary of their 
basis. To require a comprehensive report 
on how the panel reached their conclu
sions and recommendations would be an 
Unjustified burden that would severely 
hinder their efficiency. It  is not intended 
that the panel prepare a detailed medical 
summary or rationale for the therapeutic 
category they are reviewing as long as 
their conclusions and recommendations 
are clear and the reasons for them are 
discernible.

70. Comments argued that section 
503(b) of the act determines prescrip
tion status and that this is not a question 
that should be asked of a panel. This 
issue is fundamentally no different, how
ever, from the other issues being con
sidered by the panels. Each panel is 
being asked for its views on the safety 
and effectiveness of OTC drugs, and it 
may well be that they will decide that a 
drug is generally recognized as safe and 
effective but that because of adverse re
action or side effects it is not safe and 
effective for OTC use. The panel’s recom
mendation on this matter should be 
given to the Commissioner so that he 
can properly determine whether he con
curs that the drug should be placed on 
prescription status.

71. It  was also noted in comments 
that the panel’s recommendation may 
result in moving a drug which is on pre
scription status to OTC status. Although 
the data submitted by interested parties 
are to relate only to OTC drugs, the 
panel is charged with making recom
mendations with respect to all drugs

that should be on OTC status. Any inter
ested person may, of course, submit data 
and views suggesting that a prescription 
drug be moved to OTC status.

72. There were comments that sub
divisions (ii) and (iii) should be deleted 
in their entirety because the panel 
should be concerned only with the 
safety, effectiveness, and proper labeling 
of OTC drug products and should not be 
concerned with active ingredients, label
ing claims, or other statements which 
should be excluded from monographs. It 
is impossible to determine what should 
be included in a monograph, however, 
without also determining what should be 
excluded. Interested persons arid the 
public are entitled to know which drug, 
active ingredients, labeling claims, and 
other statements or conditions the panel 
reviewed and concluded were not gen
erally recognized as safe and effective 
and not misbranded for OTC drugs. An 
interested person would otherwise not 
know whether a particular drug or claim 
be submitted was reviewed by the panel 
and what type of determination was 
made. This review is intended not only 
to give a stamp of approval for those 
drugs that are safe and effective but also 
to indicate what drugs are riot safe and 
effective and what drugs require further 
testing before a determination of safety 
and effectiveness may be made.

73. There was also comment concern
ing the reference to manufacturing pro
cedures which appeared in subdivision
(iii) of the proposal. The panels are made 
up of experts for the review of the safety 
and effectivenes of OTC drugs. It  would 
be inappropriate for them to review 
manufacturing procedures, since that it 
is not an area within their field of ex
pertise. For this reason, “manufacturing 
procedures” has been deleted from sub
division (iii) in the regulation.
VI. PARAGRAPH (a) (6 ) PROPOSED MONOGRAPH

74. There was comment that this sub-, 
paragraph should state that the Com
missioner is not bound by the panel’s 
monograph. There is no reason to add 
such language since there can be no 
question from the regulations that the 
Commissioner is not bound by the panel’s 
proposed monograph. Only the Commis
sioner has the power to promulgate a 
proposal or a final order.

75. One comment suggested that sub
divisions (ii) and (iii) of this subpara
graph should be deleted, because they ask 
for a statement of the conditions ex
cluded from the monograph on the 
grounds that they lack general recogni
tion as to safety and effectiveness or 
would result in misbranding. For the 
reasons already related in paragraph 
72 of this preamble, this comment is 
rejected.

76. Another comment objects to the 
statement in this subparagraph that the 
proposed monograph would specify a 
reasonable period of time within which 
drugs falling within subdivision (iii) 
could be marketed while the data neces
sary to evaluate the drug is being ob
tained for evaluation by the Food and 
Drug Administration. The comment sug
gests that any drug which is not found
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generally recognized as safe and effec
tive and not misbranded according to 
subdivision (i) continue to be marketed 
while interested persons obtain data to 
support their positions. There can be no 
justification to allow the continued mar
keting of a drug when the Commissioner 
finds it to be ineffective. On the other 
hand there is justification as provided in 
subdivision (iii) for allowing an inter
ested party time to prove a drug safe 
and effective, if the evidence is insuffi
cient for the Commissioner to make a 
proper determination. The panel will ad
vise the Commissioner as to what time 
is reasonable for completing the collec
tion of data; the Commissioner will de
cide upon the time element. This need 
not, however, represent a rigid time limi
tation. It  is intended that reasonable 
time will be provided as long as testing 
is in progress that is adequate to resolve 
the medical issues raised by the panel 
and the Commissioner. It  should also be 
noted that a drug classified as ineffective 
by the panel and by the Commissioner 
is not foreclosed forever from the mar
ketplace. Any interested person can 
prove that the drug or combination is 
safe and effective and can then obtain 
an approved new drug application under 
the new drug procedures. In the interim, 
however, it cannot be marketed.

VII. PARAGRAPH (a) (7) TENTATIVE 
FINAL MONOGRAPH

77. One comment stated that this sub- 
paragraph should be removed because it 
provides an unjuistifled delay and is not 
necessary for due process. The proce
dures provided in the regulations are de
signed to assure that all interested per
sons have an opportunity to have their 
comments reviewed by the Commissioner 
prior to the publication of the final mon
ograph. The Commissioner recognizes 
that this review vitally affects the inter
ests of the public and of manufacturers 
and that procedural fairness is essential 
to guaranteeing substantive fairness. Ac
cordingly, even though this procedural 
step is unnecessary, it is retained in or
der to provide an opportunity for final 
objections and an oral hearing before 
the final monograph is issued.

VIII. PARAGRAPH ( a ) ( 8 ) .  ORAL HEARINGS 
BEFORE THE COMMISSIONER

78. The proposal provided for an oral 
hearing before the Commissioner, if the 
Commissioner found reasonable grounds 
for such a request. The hearing was to 
be limited to 3 hours. Numerous com
ments stated that the 3-hour limitation 
on the hearing was inappropriate and 
that the time period should be left for 
an independent determination by the 
Commissioner at such time as a request 
is made. Since a reasonable time period 
1 w 0ne mon°graph may not be reason
able for another the regulations have 
oeen changed to remove the 3-hour time 
nmit. Thus, the Commissioner may set 
uie length of the oral hearing at what
ever time he feels appropriate on the 
basis of the request made to him.

79. There was also comment that the 
entire subparagraph should be deleted
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since it will only create an unnecessary 
delay and is not necessary to satisfy due 
process of law. For the reasons set forth 
in paragraph 76 of this preamble, this 
comment is rejected.

80. Another comment suggested that 
the hearing should be not only for those 
who are interested in changing the mon
ograph, but also to allow those who are 
satisfied with it to present their point of 
view. Nothing in this subparagraph speci
fies who may appear at the oral hearing. 
The Commissioner may permit any in
terested person to present views, 
whether in support of or in opposition 
to the tentative final monograph.
IX. PARAGRAPH (a ) (9 )  FINAL MONOGRAPH

81. Comment suggested that this sec
tion be amended to allow a manufacturer 
a reasonable time after the final mono
graph is published to bring a drug into 
compliance with the monograph. The 
last sentence of the section clearly states 
that the monograph shall become effec
tive as^specified in the order. This allows 
the Commissioner to vary the time for 
compliance depending upon the amount 
of time needed to bring drugs into com
pliance. When ah individual monograph 
is completed the time period to bring 
affected drugs into compliance will be 
considered on the basis of that mono
graph. It would be inappropriate at this 
time to set a rigid rule as to the length 
of time a manufacturer will be allowed 
to bring a drug into compliance.

X. Paragraph (a) CIO) Court Appeal
82. A number of comments stated that 

the statutory authority for appeal should 
be cited so that the interested persons 
may ascertain to which court an appeal 
can be taken. It  was also argued that 
there is no provision for judicial review 
under section 701(a) of the act. Some 
comments also requested that the Com
missioner indicate what the record for 
appeal would be and who the appropriate 
officer responsible for preparing it will be. 
The authority for the monograph is sec
tion 701(a) of the act, which gives au
thority to promulgate regulations for the 
efficient enforcement of the act. Once a 
final monograph is published, it consti
tutes final agency action that is subject 
to appeal under the Administrative Pro
cedure Act, 5 U.S.C. 701-706. A declara
tory judgment would also lie to determine 
the validity of a final monograph. The 
record for any court appeal will include 
all pertinent documentation of the pro
ceeding, including the panel report (s), 
summary minutes, proposed monograph, 
tentative final monograph, transcript of 
oral hearing, final monograph, all com
ments or objections filed with the Hear
ing Clerk on the proposed and tentative 
final monographs, and all data and in
formation received by the panel and 
made publicly available through the 
Hearing Clerk. The record for appeal 
will be compiled I>y the Office of General 
Counsel. There is no need to specify these 
details in the regulations.

83. Some comments suggested that, 
unless a basic question of safety is raised 
in the monograph, the final monograph 
should automatically be stayed pending
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a final court adjudication. Whether a 
stay of the effective date for all or part 
of a monograph should be allowed is 
within the discretion of the Commis
sioner, is subject to court review, and 
will be made on the basis of the facts 
presented to him.

XI. PARAGRAPH (a )  (11 ) AMENDMENT OF
MONOGRAPH

84. Comments suggested that, if the 
Commissioner denies a petition to amend 
a monograph, he should be required to 
specify his reasons in detail and that the 
interested person who sought an amend
ment to the monograph should be able 
to request the convening of a review 
panel which would review thè Commis
sioner’s denial of the petition. The Ad
ministrative Procedure Act already re
quires that the Commissioner’s reasons 
be adequately articulated. An amend
ment ordinarily would not justify con
vening a review panel, but in the event 
of a complex medical issue the Commis
sioner may in his discretion convene 
an ad hoc expert panel to advise him. 
There is no need to spell out such a 
special procedure in these regulations. 
Since such a panel could legally do no 
more than make recommendations to the 
Commissioner, it should not be avail
able as a matter of right. Any action 
on an amendment request will, of course, 
be appealable to the courts.

XII. PARAGRAPH (b )  LEGAL STATUS OF
MONOGRAPH

85. Almost every comment contended 
that the Food and Drug Administration 
lacks legal authority under the act to 
promulgate OTC drug monographs that 
constitute binding substantive rules and 
that the agency’s authority is limited 
to issuing interpretive guidelines. Sec
tion 701(a) of the act expressly grants 
“ the authority to promulgate regulations 
for the efficient enforcement of this Act,” 
Numerous Supreme Court cases, inter
preting comparable legislative authori
zation in other regulatory statutes, have 
upheld the right to proceed by substan
tive rule making rather than on a case- 
by-case basis, to particularize general 
statutory standards. (See e.g., Federal 
Power Commission v. Texaco, 377 U.S. 
33 (1964) ; United States v. Storer Broad
casting Co., 351 U.S. 192 (1956) ; Securi
ties & Exchange Commission v. Chenery, 
332 U.S. 194 (1946).) In Abbott Labora
tories v. Gardner, 387 U.S. 136, 151-152 
(1967), the Supreme Court stated that 
regulations issued under section 701(a) 
of the act, if within the Commissioner’s 
authority, “have the status of law and 
violation of these carry heavy criminal 
and civil sanction.” More recently, in 
Ciba-Geigy v. Richardson, 446 F. 2d 466, 
468 (2d Cir. 1971), the Court stated that:

* * * the Commissioner has the power to 
issue binding interpretive regulations, e.g., 
Abbott Laboratories v. Gardner, 387 U.S. 136, 
87 s. ct. 1507, 18 L. Ed. 2d 681 (1967). Indeed 
the particularization of a statute by rule- 
making is not only acceptable in lieu of 
protracted litigation, e.g., Thorpe v. Housing 
Authority, 393 U S . 268, 89 s. ct. 518, 21 L. 
Ed. 2d 474 (1969); NLRB v. Wyman-Gordon 
Co., 394 U.S. 759, 89 S. ct. 1426, 22 L. Ed.
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2d 709 (1969), but It Is the preferred pro
cedure, e.g., Elman, A  Note Or Administrative 
Adjudication, 74 Yale L. J. 652, 654-55 (1965). 
See generally, Shapiro, The Choice of Rule
making or Adjudication in the Development 
of Administrative Policy, 78 Harv. L. Rev. 921 
(1965).

It  is thus within the discretion of the 
Commissioner, subject to court review, 
to decide, whether the circumstances 
warrant proceeding to enforce the act 
through interpretive guidelines that can 
be collaterally attacked in enforcement 
litigation or through substantive rules 
that are binding upon court appeal.

86. Some comments stated that, even 
i f  there were authority to issue substan
tive regulations, the proposed OTC drug 
procedures fail to meet Constitutional 
requirements, because they do not pro
vide for an evidentiary hearing or cross- 
examination and there is no written rec
ord available for review. The regulations 
promulgated in this order governing the 
OTC review meet all the requirements 
of the Administrative Procedure Act and 
of due process of law. Neither the Ad
ministrative Procedure Act nor due proc
ess of law requires an evidentiary hear
ing. 5 U.S.C. 553 provides for a notice of 
proposed rule making, reference to the 
legal authority, and disclosure of the 
substance of the proposed rule. The 
agency must then give interested persons 
an opportunity to participate in the rule 
making through submission of written 
data, views, or arguments, with or with
out an opportunity for oral presenta
tion. An evidentiary hearing is required 
under the Administrative Procedure Act 
only when it is required by other stat
utes. In the OTC drug review procedures, 
far greater procedural rights are granted 
than are required under the Administra
tive Procedure Act. Instead of a simple 
notice of proposed rule making giving 
the substance of the proposed rule, all 
interested persons have an opportunity, 
prior to any court review, to submit the 
data on which the proposed rule will be 
based and to request an oral hearing be
fore the panel, to provide written com
ments and objections to the Commis
sioner, and to , request an oral hearing 
before the Commissioner. In addition, 
interested organizations have an oppor
tunity to recommend lists of experts to 
serve on the panels themselves. As noted 
in some comments, these procedural 
safeguards substantially exceed due 
process requirements. It  is precisely be
cause of the importance of the rules be
ing developed, both to the public and 
to the industry, that the Commissioner 
has provided these extra precautions 
against promulgation of unwise, unfair, 
or unscientific monographs.

87. The comments argued that, even 
if the Pood and Drug Administration had 
the authority to determine by rule mak
ing which drugs are generally recognized 
as safe and effective, there is no author
ity to set a standard to détermine which 
drugs are misbranded, because the stat
ute specifically provides for court ad
judication of this issue. The legal au
thority to utilize a rule making rather 
than a case-by-case adjudication ap
proach with respect to misbranding
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stands on no different footing than the 
legal authority-to exercise rule making 
with respect to new drug status. Both 
instances involve explication, particu
larization, and definition of general 
statutory requirements as they apply to 
large numbers of products now on the 
market. Although the sheer magnitude 
and indeed impossibility of approaching 
this matter through case-by-case liti
gation (as demonstrated by the preamble 
to the proposal) is insufficient in itself 
to provide rule making authority i f  none 
already existed, the courts have long 
recognized that these factors are prop
erly considered by an administrative 
agency in determining when existing 
rule making authority should be utilized.

88. One comment suggested that, 
since the monographs are being devel
oped by panels, they can be no more 
than guidelines. The reports of the 
panels must, however, be based upon 
adequate scientific evidence which will 
be subject to scrutiny by the Commis
sioner, the public through comments, 
and court appeal. Accordingly, the fact 
that panels are developing the initial 
recommendations in no way detracts 
from their reliability, and indeed the 
Scientific expertise of the panel mem
bers enhances medical credibility of the 
recommendations.

89. Similarly, most comments argued 
that, even if the agency has the au
thority to establish binding substantive 
rules, the 1938 and 1962 grandfather 
clauses preclude review of OTC drugs 
protected by them. The grandfather 
clauses apply only to the new drug pro
visions of the act, however, and not to 
the adulteration or misbranding pro
visions. The review contained in these 
regulations is designed to particularize 
not just the new drug provisions of the 
act, but also the misbranding provisions. 
Accordingly, the grandfather clauses in 
no way preclude the agency from review
ing, through a rule making procedure, 
the thousands of OTC drugs now on the 
market that are properly the subject of 
grandfather protection from the new 
drug provisions in order to makd certain 
that they comply with the misbranding 
provisions of the act.

90. Some comments stated that it is 
inappropriate to particularize the mis
branding provisions of the act through 
rule making, because every individual 
drug label must be reviewed in totality 
before a judgment can be made. Based 
upon long experience, however, the Pood 
and Drug Administration has determined 
that OTC drugs can be grouped together 
by therapeutic categories for purposes 
of reviewing the sufficiency of labeling 
claims, directions for use, warning state
ments, and other labeling requirements. 
The task of establishing the parameters 
of misbranding is fundamentally the 
same as the task of establishing the 
parameters of general recognition of 
safety and effectiveness, and indeed it 
would be a gross waste of resources to at
tempt to separate these two aspects of 
what must be essentially one review of 
the scientific and medical basis for OTC 
drug products.

91. Finally, some comments have noted 
that paragraph (b) is gratuitous, since it 
merely states the legal enforcement posi
tion that the Pood and Drug Admin
istration intends to adopt in the event 
of subsequent regulatory action, and 
therefore should be deleted. It  has been 
pointed out that there is no comparable 
statement of legal enforcement position 
in similar agency regulations. The Com
missioner finds this comment persuasive, 
and accordingly has deleted all of para
graph (b ). The parts of former para
graph (b) which related to taking regu
latory action on nonconforming products 
and to new drug applications justifying 
deviation from a final monograph have 
been added as new subparagraphs (12) 
and (13) under paragraph (a ) . The com
ments have pointed out that the regula
tions will be substantially followed by in
dustry. Accordingly, it may become un
necessary to institute a substantial 
amount of regulatory action to enforce 
final monographs. Development of a 
specific enforcement policy can await 
promulgation of final monographs after 
which the industry response will be ap
parent. The Commissioner at that time 
may adopt whatever enforcement policy 
is best suited to guarantee full com
pliance by all OTC drugs with the pro
visions of the act.

X H I (C ) MONOGRAPHS PROMULGATED

92. The 26 proposed categories listed 
in the proposal were based on thera
peutic categories of drugs to be reviewed. 
There were comments that the thera
peutic categories for the panels should 
not use a therapeutic indication as their 
basis but should be grounded on disease 
indications. Since many, if not most, of 
the conditions which the OTC drugs seek 
to relieve are symptomatic in nature and 
may not be disease related, any category 
approach grounded on disease indica
tions would cause at least as many if 
not more problems than the therapeutic 
category approach proposed by the Com
missioner. Because the disease category 
approach is less reasonable than the 
therapeutic, it has been rejected.

93. There was also a request that the 
Commissioner designate the order in 
which each therapeutic category will be 
reviewed so that an interested person 
may prepare those submissions which 
are going to be reviewed next and not 
spend time on collecting data for those 
which are going to be reviewed later. 
This comment has merit, but the Com
missioner is unable at this time to give 
the order in which these categories will 
be reviewed. This information will be 
made public as soon as it is available. It 
will, however, also be necessary to keep 
some flexibility in the system in the 
event that circumstances later require 
rearranging the tentative schedule.

94. Numerous comments concerned the 
“vitamin-mineral products”  category, 
which appeared as subparagraph (11) i11 
the proposal. Most comments stated that 
vitamin-mineral products are foods for 
special dietary purposes within the 
meaning of section 304(j) of the act and 
that it would be impossible to limit the

FEDERAL REGISTER, VOL. 37, NO. 92—-THURSDAY, MAY 11, 1972



RULES AND REGULATIONS 9473

vitamin-mineral category to therapeutic 
products alone because such a term is 
difficult to define. It  was also urged that, 
since vitamin-mineral products have 
been under Food and Drug Administra
tion review as a result of the special 
dietary food hearings which lasted al
most 2 years, to review OTC vitamin- 
mineral drug products before the results 
of those hearings were published would 
be to nullify all the time and effort spent 
by interested persons at the hearings. 
There is no intent by the Food and Drug 
M in istration to review all vitamin- 
mineral products under these regula
tions. The special dietary food hearings 
covered foods, and this review will cover 
OTC drugs. Thus, the panel in this cate
gory will be concerned only with vitamin- 
mineral products which are drugs. The 
difficulty in drawing a line between 
vitamin-mineral products that are foods 
and those that are drugs only emphasizes 
the need for such a review.

95. In addition to the vitamin-mineral 
products, there were objections to a num
ber of other therapeutic categories which 
appear in the proposal. It  was stated 
that mouthwash products, hematenics, 
and dentifrices and dental products 
should not be reviewed since they are not 
drugs. All of these categories include 
some products for which drug claims are 
made and which therefore must be re
viewed. Any product for which only 
cosmetic claims are made and which is 
therefore not a drug will not be reviewed.

96. It was suggested by some comments 
that a dermatological panel should be 
added to the 26 therapeutic categories to 
be reviewed. This comment has been 
accepted and the regulations changed to 
add a dermatological product category.

97. Because the Food and Drug Ad
ministration felt that menstrual prod
ucts, which appeared as subparagraph
(24) in the proposal, wene adequately 
covered by other categories, that par
ticular category had been deleted. To 
clarify the therapeutic name, some cate
gory names have been changed, i.e. anti- 
infective to antimicrobial, mouthwash to 
oral hygiene aids, and antihistamine to 
allergy treatment products. The cate
gory of oral hygiene aids will cover a 
much wider range than just mouthwash 
products while the substitution of al
lergy treatment products for antithista- 
mines will reduce the category in that 
particular area. The reason for remov
ing antihistamines is that antihistamines 
appear Jn a number, of other categories 
nsted, such as sleep aids and cold reme
dies. The Food and Drug Administration 
18 requesting that each of these panels 
consider antihistamines as they are used 
m that therapeutic category, and the 
agency believes that allergy treatment 
Products constitute a separate cate
gory. The category list which appears 
m the final order does not in fact mean 
that a separate panel will be convened 
to consider each' individual category. 
There may be some areas in which a 
Panel can consider more than one cate
gory. it  is hoped that the number of 
Panels can be reduced, but such a reduc
tion will occur only if  it will not affect

the consideration given to each thera
peutic category. It  also may be necessary 
to convene more than one panel to cover 
those drugs in the miscellaneous cate
gory.

98. There was also comment that in
terested persons may hesitate to submit 
data and views on a particular thera
peutic category or to appear before the 
panel or the Commissioner because such 
a submission might be construed as a 
waiver of the right later to raise appro
priate legal or other objections to the 
monograph. For that reason the Com
missioner has recognized that voluntary 
submissions of data pursuant to any 
request or any other form of cooperation 
with the Food and Drug Administration 
with respect to the OTC drug review does 
not constitute agreement with the legal
ity of the procedure or the resulting 
monograph. Any person submitting data 
or information or otherwise cooperating 
with the review retains the right to 
challenge at any time any aspect of the 
procedure or monograph on any legal 
ground. The full cooperation and par
ticipation of all interested persons is 
requested in order to make this review 
as successful as possible.

Therefore, pursuant to provisions of 
the Federal Food, Drug, and Cosmetic 
Act (secs. 201, 502, 505, 701, 52 Stat. 
1040-42 as amended, 1050-53 as amended, 
1055-56 as amended by 70 Stat. 919 and 
72 Stat. 948; 21 U.S.C. 321, 352, 355, 371) 
and the Administrative Procedure Act 
(secs. 4, 10, 60 Stat. 238 and 243 as 
amended; 5 U.S.C. 553, 702, 703, 704) and 
under authority delegated to the Com
missioner (21 CFR 2.120), Part 130 is 
amended by adding a new Subpart D con
sisting at this time of one section, as 
follows:

Subpart D— Over-the-Counter Drugs 
Which Are Generally Recognized as 
Safe and Effective and Not Mis
branded

§ 130.301 Over-the-counter (O T C ) drugs 
for human use; procedures for rule 
making for the classification of OTC  
drugs as generally recognized as safe 
and effective and not misbranded 
under prescribed, recommended, or 
suggested conditions o f use.

For purposes of classifying over-the- 
counter (OTC) drugs as drugs generally 
recognized among qualified experts as 
safe and effective for use and as not mis-- 
branded drugs, the following regulations 
shall apply:

(a ) Procedure for establishing OTC 
drug monographs—  (1) Advisory review 
panels. The Commissioner shall appoint 
advisory review panels of qualified ex
perts to evaluate the safety and effec
tiveness of OTC drugs, to review OTC 
drug labeling, and to advise him on the 
promulgation of monographs establish
ing conditions under which OTC drugs 
are generally recognized as safe and ef
fective and not misbranded. A  single ad
visory review panel shall be established 
for each designated category of OTC, 
drugs and every OTC drug category will 
be considered by a panel. The members 
of a panel shall be qualified experts (ap

pointed by the Commissioner) and may 
include persons from lists submitted by 
organizations representing professional, 
consumer, and industry interests. The 
Commissioner shall designate the chair
man of each panel. Summary minutes 
of all meetings shall be made.

(2) Request for data and views. The 
Commissioner will publish a notice in 
the F e d e r a l  R e g is t e r  requesting inter
ested persons to submit, for review and 
evaluation by an advisory review panel, 
published and unpublished data and 
information pertinent to a designated 
category of OTC drugs. Data and infor
mation submitted pursuant to a pub
lished notice, and falling within the con
fidentiality provisions of 18 U.S.C. 1905, 
5 U.S.C. 552(b), or 21 U.S.C. 331(j), shall 
be handled by the advisory review panel 
and the Food and Drug Administration 
as confidential until publication of a pro
posed monograph and the full report Cs) 
of the panel. Thirty days thereafter such 
data and information shall be made 
publicly available and may be viewed at 
the Office of the Hearing Clerk of the 
Food and Drug Administration, except to 
the extent that the person submitting it 
demonstrates that it still falls within 
the confidentiality provisions of one or 
more of those statutes. To be considered, 
eight copies of the data and/or views on 
any marketed drug within the class must 
be submitted, preferably bound, indexed, 
and on standard sized paper (approxi
mately 8 V2 x 11 inches). When requested, 
abbreviated submissions should be sent. 
All submissions must be in the following 
format:

OTC Drug R eview  Information

I. Label (s) and all labeling (preferably 
mounted and filed with the other data—  
facsimile labeling is acceptable in lieu of 
actual container labeling).

n . A statement setting forth the quanti
ties of active ingredients of the drug.

III. Animal safety data.
A. Individual active components.
1. Controlled studies.
2. Partially controlled or uncontrolled 

studies.
B. Combinations of the individual active 

components.
1. Controlled studies.
2. Partially controlled or uncontrolled 

studies.
C. Finished drug product.
1. Controlled studies.
2. Partially controlled or uncontrolled 

studies.
. IV. Human safety data.
A. Individual active components.
1. Controlled studies.
2. Partially controlled or uncontrolled 

studies.
3. Documented case reports.
4. Pertinent marketing experiences that 

may influence a determination as to the 
safety of each individual active component.

5. Pertinent medical and scientific litera
ture.

B. Combinations of the individual active 
components.

1. Controlled studies.
2. Partially controlled or uncontrolled 

studies.
3. Documented case reports.
4. Pertinent marketing experiences that 

may influence a determination as to the 
safety of combinations of the individual 
active components.

No. 92— Pt. I-
FEDERAL REGISTER, VOL. 37, NO. 92— THURSDAY, MAY 11, 1972



9474 RULES AND REGULATIONS
5. Pertinent medical and scientific litera

ture.
C. Finished drug product.
1. Controlled studies.
2. Partially controlled or uncontrolled 

studies.
3. Documented case reports.
4. Pertinent marketing experiences that 

may influence a determination as to the 
safety of the finished drug product.

5. Pertinent medical and scientific litera
ture. —

V. Efficacy data.
A. Individual active components.
1. Controlled studies.
2. Partially controlled or uncontrolled 

studies.
3. Documented case reports.
4. Pertinent marketing experiences that 

may influence a determination on the efficacy 
of each individual active component.

5. Pertinent medical and scientific litera
ture.

B. Combinations of the individual active 
components.

L. Controlled studies.
2. Partially controlled or uncontrolled 

studies.
3. Documented case reports. * j
4. Pertinent marketing experiences that 

may influence a determination on the effi
cacy of combinations of the individual active 
components. —

5. Pertinent medical and scientific litera
ture.

C. Finished drug product.
1. Controlled studies.
2. Partially controlled or uncontrolled 

studies.
3. Documented case reports.
4. Pertinent marketing experiences that 

may influence a determination on the efficacy 
of the finished drug product.

5. Pertinent medical and scientific litera
ture .

VI. A summary of the data and views set
ting forth the medical rationale and purpose 
(or lack thereof) for the drug and its ingredi
ents and the scientific basis (or lack there
of) for the conclusion that the drug and its 
ingredients have been proven safe and effec
tive for the'intended use. I f  there is an ab
sence of controlled studies in the material 
submitted, an explanation as to why such 
studies are not considered necessary must 
be included.

(3) Deliberations of an advisory review 
panel. An advisory review panel will 
meet as often and for as long as is ap
propriate to review the data submitted 
to it and to prepare a report containing 
its conclusions and recommendations to 
the Commissioner with respect to the 
safety and effectiveness of the drugs in a 
designated category of OTC drugs. A 
panel may consult any individual or 
group. Any interested person may re
quest an opportunity to present oral 
views to the panel; such request may be 
granted or denied by the panel. Such 
requests for oral presentations should be 
in written form including a summariza
tion of the data to be presented to the 
panel. Any interested person may present 
written data and views which shall be 
considered by the panel. This informa
tion shall be presented to the panel in 
the format set forth in subparagraph (2) 
of this paragraph and within the time 
period established for the drug category 
in the notice for review by a panel.

(4) Standards for safety, effectiveness, 
and labeling. The advisory review panel, 
in reviewing the data submitted to it and

preparing its conclusions and recom
mendations, and the Commissioner, in 
reviewing the conclusions and recom
mendations of the panel and the pub
lished proposed, tentative, and final 
monographs, shall apply the following 
standards to determine general recogni
tion that a category of OTC drugs is safe 
and effective and not misbranded:

(i) Safety means a low incidence of 
adverse reactions or significant side ef
fects under adequate directions for use 
and warnings against unsafe use as well 
as low potential for harm which may 
result from abuse under conditions of 
widespread availability. Proof of safety 
shall consist of adequate tests by meth
ods reasonably applicable to show the 
drug is safe under the prescribed, recom
mended, or suggested conditions of use. 
This proof shall include results of signif
icant human experience during market
ing. General recognition of safety shall 
ordinarily be based upon published 
studies which may be corroborated by 
unpublished studies and other data.

(ii) Effectiveness means a reasonable 
expectation that, in a significant propor
tion of the target population, the phar
macological effect of the drug, when used 
under adequate directions for use and 
warnings against unsafe use, will provide 
clinically significant relief of the type 
claimed. Proof of effectiveness shall con
sist of controlled clinical investigations 
as defined in § 130.12(a) (5) (ii), unless 
this requirement is waived on the basis 
of a showing that it is not reasonably ap
plicable to the drug or essential to the 
validity of the investigation and that an 
alternative method of investigation is 
adequate to substantiate effectiveness. 
Investigations may be corroborated by 
partially controlled or uncontrolled 
studies, documented clinical studies by 
qualified experts, and reports of signif
icant human experience during market
ing. Isolated case reports, random ex
perience, and reports lacking the details 
which permit scientific evaluation will 
not be considered. General recognition 
of effectiveness shall ordinarily be based 
upon published studies which may be cor
roborated by unpublished studies and 
other data.

(iii) The benefit-to-risk ratio of a 
drug shall be considered in determining 
safety and effectiveness.

(iv) An OTC drug may combine two 
or more safe and effective active ingredi
ents and may be generally recognized as 
safe and effective when each active in
gredient makes a contribution to the 
claimed effect(s); when combining of 
the active ingredients does not decrease 
the safety or effectiveness of any of the 
individual active ingredients; and when 
the combination, when used under ade
quate directions for use and warnings 
against unsafe use, provides rational con
current therapy for a significant propor
tion of tiie target population.

(v) Labeling shall be clear and truth
ful in all respects and may not be false 
or misleading in any particular. It  shall 
state the intended uses and results of 
the product; adequate directions for 
proper use; and warnings against unsafe

use, side effects, and adverse reactions 
in such terms as to render them likely 
to be read and understood by the ordi
nary individual, including individuals of 
low comprehension, under customary 
conditions of purchase and use.

(vi) A  drug shall be permitted for 
OTC sale and use by the laity unless, 
because of its toxicity or other potential 
for harmful effect or because of the 
method or collateral measures necessary 
to its use, it may safely be sold and used 
only under the supervision of a practi
tioner licensed by law to administer such 
drugs.

(5) Advisory review panel report to 
the Commissionner. An advisory review 
panel shall submit to the Commissioner 
a report containing its conclusions and 
recommendations with rfespect to the 
conditions under which OTC drugs fall
ing within the category covered by the 
panel are generally recognized as safe, 
and effective and not misbranded. In
cluded within this report shall be:

(i) A  recommended monograph or 
monographs covering the category of 
OTC drugs and establishing conditions 
under which the drugs involved are gen
erally recognized as safe and effective 
and not misbranded. This monograph 
may include any conditions relating to 
active ingredients, labeling indications, 
warnings and adequate directions for 
use, prescription or OTC status, and any 
other conditions necessary and appro
priate for the safety and effectiveness of 
drugs covered by the monograph.

(ii) A statement of all active ingredi
ents, labeling claims or other statements, 
or other conditions reviewed and ex
cluded from the monograph on the basis 
of the panel’s determination that they 
would result in the drug’s not being gen
erally recognized as safe and effective or 
would result in misbranding.

(iii) A  statement of all active ingre
dients, labeling claims or other state
ments, or other conditions reviewed and 
excluded from the monograph on the 
basis of the panel’s determination that 
the available data are insufficient to 
classify such condition under either sub
division (i) or (ii) of this subparagraph 
and for which further testing is there
fore required. The report may recom
mend the type of further testing re
quired and thé time period within which 
it might reasonably be concluded.

(6) Proposed monograph. After re
viewing the conclusions and recommen
dations of the advisory review panel, 
the Commissioner shall publish in the 
F ederal R egister  a proposed order 
containing:

(i) . A monograph or monographs es
tablishing conditions under which a 
category of OTC drugs is generally rec
ognized as safe, and effective and not 
misbranded.

(ii) A statement of the conditions ex
cluded from the monograph on the basis 
of the Commissioner’s determination 
that they would result in the drug’s not 
being generally recognized as safe and 
effective or would result in misbranding-

(iii) A  statement of the conditions 
excluded from the monograph on the
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basis of the Commissioner’s determina
tion that the available data are insuffi
cient to classify such conditions under 
either subdivision (i) or (ii) of this 
subparagraph.

(iv) The full report(s) of the panel 
to the Commissioner.
The proposed order shall specify a rea
sonable period of time within which con
ditions falling within subdivision (iii) of 
this subparagraph may be continued in 
marketed products while the data neces
sary to support them are being obtained 
for evaluation by the Pood and Drug Ad
ministration. The summary minutes of 
the panel meetings shall be made avail
able to interested persons upon request. 
Any interested person may, within 60 
days after publication of the proposed 
order in the F ederal R egister , file with 
the Hearing Clerk of the Food and Drug 
Administration written comments in 
quintuplicate. Comments may be accom
panied by a memorandum or brief in 
support thereof. All comments may be 
reviewed at the office of the Hearing 
Clerk during regular working hours, 
Monday through Friday. Within 30 days 
after the final day for submission of 
comments, reply comments may be filed 
with the Hearing Clerk; these comments 
shall be utilized to reply to comments 
made by other interested persons and hot 
to reiterate a position.

(7) Tentative final monograph. After 
reviewing all comments and reply com
ments, the Commissioner shall publish in 
the Federal R egister  a tentative order 
containing a monograph establishing 
conditions under which a category of 
OTC drugs is generally recognized as safe 
and effective and not misbranded. 
Within 30 days, any interested party may 
file with the Hearing Clerk of the Food 
and Drug Administration written objec
tions specifying with particularity the 
omissions or additions requested. These 
objections are to be supported by a brief 
statement of the grounds therefor. A  
request for an oral hearing may accom
pany such objections.

(8) Oral hearing "before the Commis
sioner. After reviewing objections filed in 
response to the tentative final mono
graph, the Commissioner, if he finds rea
sonable grounds in support thereof, shall 
by notice in the F ederal R egister  sched
ule an oral hearing. The notice schedul
ing an oral hearing shall specify the 
length of the hearing and how the time 
shall be divided among the parties re
questing the hearing. The hearing shall 
be conducted by the Commissioner and 
may not be delegated.

(9) Final monograph. After reviewing 
the objections and considering the argu
ments made at any oral hearing, the 
Commissioner shall publish in the F ed
eral R egister a final order containing 
a monograph establishing conditions 
under which a category of OTC drugs 
^ generally recognized as safe and ef
fective and not misbranded. The mono
graph shall become effective as specified 
m the order.

(10) Court appeal. The monograph 
contained in the final order constitutes 

- al agency action from which appeal

lies to the courts. The Food and Drug 
Administration will request consolidation 
of all appeals in a single court. Upon 
court appeal, the Commissioner may, at 
his discretion, stay the effective date for 
part or all of the monograph pending 
appeal and final court adjudication.

(11) Amendment of monographs. The 
Commissioner may propose on his own 
initiative to amend or repeal any 
monograph established pursuant to this 
section. Any interested person may peti
tion the Commissioner for such proposal. 
A  petition shall set forth the action re
quested and a detailed statement of the 
grounds in support of such action. After 
review of a petition, the Commissioner 
may deny the petition if he finds a lack 
of safety or effectiveness employing the 
standards in subparagraph (4) of this 
paragraph (in which case the appeal 
provisions of subparagraph (10) of this 
paragraph shall apply) or he may pub
lish a proposed amendment or repeal in 
the F e d er al  R e g is t e r  i f  he finds general 
recognition of safety and effectiveness 
employing the standards in subpara
graph (4) of this paragraph (in which 
case the provisions of subparagraphs 
(6), (7), (8), and (9) of this paragraph 
shall apply). A  new-drug application 
may be submitted in lieu of or in addition 
to a petition under this paragraph.

(12) Regulatory action. Any product 
which fails to conform to an applicable 
monograph after its effective date is 
liable to regulatory action.

(13) NDA deviations from applicable 
monographs. A new-drug application re
questing approval of an OTC drug devi
ating in any respect from a monograph 
that has become final shall be in the 
form required by § 130.4(a) (2) but shall 
include a statement that the product 
meets all conditions of the applicable 
monograph except for the deviation for 
which approval is requested and may 
omit all information except that perti
nent to the deviation.

(b) Monographs promulgated pursu
ant to the provisions of this section shall 
be established in this Subpart D and 
shall cover the following designated 
categories:

(1) Antacids.
(2) Laxatives.
(3) Antidiarrheal products.
(4) Emetics.
(5) Antiemetics.
(6) Antiperspirants.
(7) Sunburn prevention and - treat

ment products.
(8) Vitamin-mineral products.
(9) Antimicrobial products.
(10) Dandruff products.
(11) Oral hygiene aids.
(12) Hemorrhoidal products.
(13) Hematinics.
(14) Bronchodilator and antiastha- 

matic products.
(15) Analgesics.
(16) Sedatives and sleep aids.
(17) Stimulants.
(18) Antitussives.
(19) Allergy treatment products,
(20) Cold remedies.
(21) Antirheumatic products.
(22) Ophthalmic products.

(23) Contraceptive products.
(24) Miscellaneous dermatologic prod

ucts.
(25) Dentifrices and dental products 

such as analgesics, antiseptics, etc.
(26) Miscellaneous (all other OTC 

drugs not falling within one of the above 
therapeutic categories).

Any person who will be adversely 
affected by the foregoing order may at 
any time within 30 days after its date 
of publication in the F ederal R egister  
file with the Hearing Clerk, Department 
of Health, Education, and Welfare, 
Room 6-88, 5600 Fishers Lane, Rock
ville, Md. 20852, written objections 
thereto. Objections shall show wherein 
the person filing will be adversely 
affected by the order and specify with 
particularity the provisions of the 
order deemed objectionable and the 
grounds for the objections. I f  a hearing 
is requested, the objections must state 
the issues for the hearing and such ob
jections must be supported by grounds 
legally sufficient to justify the relief 
sought. Objections may be accompanied 
by a memorandum or brief in support 
thereof. All documents shall be filed in 
six copies. Received objections may be 
seen in the above office during working 
hours, Monday through Friday.

Effective date. This order shall become 
effective 60 days after its date of publi
cation in the F ederal R egister , except 
as to any provisions that may be stayed 
by the filing of proper objections. Notice 
of the filing of objections or lack thereof 
will be given by publication in the F ed 
eral R egister .

Dated: May 8, 1972.
C harles  C. E dw ards , 

Commissioner of Food and Drugs.
[FR Doc.72-7190 Filed 5-10-72;8:52 am]

Title 37— PATENTS, TRADE
MARKS, AND COPYRIGHTS

Chapter I— Patent Office, 
Department of Commerce

PART 1—  RULES OF PRACTICE IN 
PATENT CASES

PART 2— RULES OF PRACTICE IN 
TRADEMARK CASES

Appeal to U.S. Court of Customs and 
Patent Appeals

The Commissioner of Patents is 
amending §§ 1.301 and 2.145 of the rules 
of practice to set forth the time in which 
an order for transmitting a transcript 
to the Court of Customs and Patent Ap
peals should be filed in the Patent Office. 
Additionally, for the purpose of clarifi
cation, all references to “ subsection” in 
§ 2.145 have been amended to read “para
graph.” These amendments do not effect 
any change in practice, but merely no
tify parties filing appeals of the time 
necessary for the Patent Office to copy 
and certify a transcript. Since these
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