proposes to issue a concession permit to
prank P. Dickinson (Swan Tavern
Antiques) authorizing him to provide
concession facllities and services for the
public at Colonial National Historical
park for a period of three (3) years from
January 1, 1973, through December 31,
1975.

The foregoing concessioner has per-
{ormed its obligations under a prior per-
mit to the satisfaction of the National
Purk Service and, therefore, pursuant to
the Act cited above, is entitled to be
given preference in the renewnl of the
permit and in the negotiation of a new
permit. However, under the Act cited
shove, the Secretary Is also required to
consider and evaluate all proposals re-
ceived as a result of this notice. Any pro-
posal to be considered and evaluated
must be submitted within thirty (30)
days after the publication date of this
notice,

NOTICES

Interested parties should contact the
Chief of Concessions Management, Na-
tional Park Service, Washington, D.C.
20240, for information as to the require-
ments of the proposed permit.

Dated: February 1, 1973.

LAWRENCE C. HADLEY,
Assistant Director,
National Park Service.

[FR Doc¢.73-2080 Filed 2-8-73;8:45 am|

DEPARTMENT OF AGRICULTURE
Office of the Secretary

SAWTOOTH NATIONAL RECREATION AREA
Area Description

Correctlion
In FR Doc, 73-1685 appearing at page
2992 in the issue for Wednesday, Janu-

ary 31, 1973, the following map should
be included at the end of the text:
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Soll Conservation Service
BUFFALO RIVER w\’lERSHED PROJECT,

Notice of Availability of Draft
Environmental Statement
Pursuant to section 102(2) (C) of the
National Environmental Policy Act of
1969, the U.S. Department of Agriculture,
Soll Conservation Service, has prepared
a draft environmental statement for the

Buffalo River Watershed Project, Am-
herst County, Va., USDA-SCS-ES-WS-
(ADM) -73-27(D).

The environmental statement concerns
a plan for watershed protection, flood
prevention, and municipal and industrial
water supply. The planned works of im-
provement include conservation land
treatment measures, two single-purpose
floodwater retarding structures, and two
multiple-purpose structures for storage
of floodwater and sediment and munici-
pal water supply.

This draft environmental statement
was transmitted to CEQ on February 5,
1973.

Copies are avallable during regular
working hours at the following locations:

Soll Conservation Service, USDA, South Agri-
culture Bullding, Room 5227, 12th and In-
gzp;ondonco Avenue SW, Washington, DC

Soll Conservation Service, USDA, Federal
Bullding, Room 7408, 400 North Eighth
Street, Post Office Box 10028, Richmond,
VA 23240,

Copies are also avallable from the Na-
tional Technical Information Service,
U.S. Department of Commerce, Spring-
fleld, Va, 22151, Please refer to the name
and number of statement above when or-
dering. The estimated cost is $3.25.

Copies of the draft environmental
statement have been sent for comment
to various Federal, State, and local agen-
cles as outlined in the Council on En-
vironmental Quality Guidelines. Com-
ments are invited from anyone having
knowledge of or special expertise with
respect to environmental impacts.

Comments concerning the proposed ac-
tion and requests for additional informa-
tion should be addressed to Mr, D. N.
Grimwood, Federal Building, Room 7408,
400 North Eighth Street, Post Office Box
10026, Richmond, VA 23240.

Comments must be received on or be-
fore April 6, 1973, in order to be con-
sidered In the preparation of the final
environmental statement.

Fuaene C. Buix,
Acting Deputy Administrator
for Watersheds, Soil Conser-
vation Service.
FeBRUARY 6, 1973.

[FR Do¢.73-2744 Filed 2-0-73;8:46 am]
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KIOKEE CREEK WATERSHED PROJECT,
GEORGIA

Notice of Availability of Draft
Environmental Statement

Pursuant to section 102(2) (C) of the
National Environmental Policy Act of
1969, the Soll Conservation Service, U.S.
Department of Agriculture, has prepared
a draft environmental statement for the
Kiokee Creek Watershed Project, Co-
lumbia and McDuffle Counties, Ga.,
USDA-SCS-ES-WS-(ADM)-73-2-(D).

The environmental statement concerns
a plan for watershed protection, flood
prevention, recreation, fish and wildlife
improvement, irrigation, and industrial
water supply. The planned works of im-
provement include conservation land
treatment throughout the watershed,
supplemented by (1) two single-purpose
floodwater retarding structures, (2) one
multiple-purpose structure for flood pre-
vention and public recreation and asso-
clated recreation facilities, (3) one mul-
tiple-purpose structure for flood preven-
tion and industrial water supply, (4) one
multiple-purpose structure for flood pre-
vention and irrigation water supply, (5)
5.9 miles of channel modification for
flood prevention, (6) a fish and wildlife
improvement area for public recreation,
and (7) 120 acres of critical area treat-
ment.

This draft environmental statement
wga'.lsst.rammnted to CEQ on Febhruary 6,
19873.

Copies are available during regular
working hours at the following locations:
Sofl Conservation Service, USDA, South

Agriculture Bullding, Room 5227, 14th and

Independonce Avenue SBW. Waahington,

DC 20250.

Soll Conservation Sorvice, USDA, Heritago

Bullding, 468 North Mllledge Avenue,

Athens, GA 30601,

Coples are also avallable from the
National Technical Information Service,
U.S. Department of Commerce, Spring-
field, Va. 22151. Please use name and
number of statement above when order-
ing. The estimated cost is $3.50.

Copies of the draft environmental
statement have been sent for comment
to various Federal, State, and loeal agen~
cies as outlined in the Council on Envi-
ronmental Quality Guidelines. Com-
ments are also invited from others having
knowledge of or special expertise on en-
vironmental impacts.

Comments concerning the proposed
action or requests for additional infor-
mation should be addressed to Charles
W. Bartlett, State Conservationist, Soll
Conservation Service, Post Office Box
832, Athens, GA 30601.

Comments must be received on or be-
fore April 9, 1973, in order to be con-
sidered In the preparation of the final
environmental statement,

Evcene C. Buie,
Acting Depuly Administrator
Jor Watersheds, Soil Conser-
vation Service.
Fesruany 6, 1973.

[FR Doc.78-2745 Filed 2-0-73;8:45 am|]

NOTICES

POINSETT WATERSHED PROJECT, ARK.
Notice of Availability of Draft
Environmental Statement

Pursuant to section 102(2) (C) of the
National Environmental Policy Act of
1969, the Soil Conservation Service, U.S.
Department of Agriculture, has prepared
a draft environmental statement for the
Poinsett Watershed Project, Poinsett
and Craighead Counties, Ark., USDA-
SCS-ES-WS-(ADM)-73-28(D).

The environmental statement concerns
a plan for watershed protection, flood
prevention, and treatment of critical
erosion areas, The planned works of im-
provement include conservation land
treatment, 47 floodwater retarding struc-
tures, 22 miles of resectioning a man-
made ditch, and treatment of 638 acres
of critical erosion areas.

This draft environmental statement
;v;'zssmnmmted to CEQ on January 22,

Copies are available during regular
working hours at the following locations:
Boil Conservation BService, USDA, South

Agriculture Bullding, Room 5227, 14th and

Independence Avenue SW., Washington,

DC 20250,

Soll Conservation Service, USDA, Post Office

Box 2323, Little Rock, AR 72203,

Copies are also available from the Na-
tional Technical Information Service,
U.S. Department of Commerce, Spring-
field, Va. 22151, Please use name and
number of statement above when order-
ing. The estimated cost is $4.

Copies of the draft environmental
statement have been sent for comment
to varfous Federal, State, and local agen-
cies as outlined in the Council on En-
vironmental Quality Guidelines. Com-
ments are also invited from others hav-
ing knowledge of or special expertise on
environmental impacts.

Comments concerning the proposed
action or requests for additional infor-
mation should be addressed to Einar L.
Roget, State Conservationist, Soil Con-
servation Service, Post Office Box 2323,
Little Rock, AR 72203,

Comments must be received on or be-
fore March 23, 1973, in order to be con-
sidered in the preparation of the final
environmental statement.

Evcexe C. Bure,
Acting Deputy Administrator
Jor Watersheds, Soil Conser-
vation Service.

Feeruary 6, 1973.

IFR D00.73-2746 Filed 2-6-73;8:45 am}

DEPARTMENT OF COMMERCE
Office of the Secretary
[Dept. Org. Order 10-3, Amdt. 1]

ASSISTANT SECRETARY FOR DOMESTIC
AND INTERNATIONAL BUSINESS

Organization and Functions

This order effective January 27, 1978,
amends the material appearing at 37 FR
25555 of December 1, 1972,

Department Organization Order 10-3,
dated November 17, 1972, is herehy
amended as follows:

2. In Sectlon 3. Scope of authority,
subparagraphs .08b. through .03f. are
revised to read:

b. The Deputy Assistant Secretary for
Competitive Assessment and Business
Policy.

¢. The Deputy Assistant Secretary for
International Commerce who shall alsy
be the National Export Expansion
Coordinator.

d. The Deputy Assistant Secretary for
Resources and Trade Assistance.

e. The Deputy Assistant Secretary for
East-West Trade.

f, The Deputy Assistant Secretary for
Administrative Management, DIBA,

3. In Section 5. Delegation of author-
ity. a. Subparagraphs .01b., .01d., .01p.
and .01q. are revised to read:

b. The Defense Production Act of 1950,
as amended (50 U.S.C. App. 2061 et seq.),
conferred on the Secretary under Execu-
tive Order 10480, dated August 14, 1933,
as amended, including authority to lssue
or modify orders restricting surface
transportation and discharge of certain
commodities or for the prohibition of
movement of American carriers to cer-
tain designated destinations, which au-
thority has heretofore been implemented
by the issuance of Transportation Or-
ders T-1 and T-2, except the authority
to create new agencies within the De-
partment of Commerce;

d, Executive Order 11490 of Octo-
ber 28, 1969, as it relates to the develop-
ment of national emergency prepared-
ness plans and programs concerning pro-
duction functions and to the regulation
and control of exports and Imporis under
the jurisdiction of the Department, in
support of national security, foreign pol-
fcy, and economic stabilization objec-
tives:

p. Headnote 6 (d) of Schedule 7, part
2, subpart E of the Tariff Schedules of the
United States (19 U.S.C. 1202), added by
Public Law 89-805, pertaining to the al-
location of quotas for duty-free impor-
tation into the customs territory of the
United States of watches and watch
movements, among producers located in
the Virgin Islands, Guam, and American
Samoa, respectively;

q. The Trade Expansion Act of 1962
(19 US.C. 1801 et seq.) and Executive
Order 11075 of January 15, 1963, as
amended by Executive Order 11106 of
April 18, 1963;

b. In the last line of subparagraph
01v., delete the word “and.”

¢c. Add the following new subpara-
graphs .01x. and .0ly:

x. The Act of October 27, 1972 (P.L
92-598; 84 Stat. 271) relating to the par-
ticipation of the United States in the In-
ternational Exposition on the Environ-
ment to be held in Spokane, Washington,
In 1874; and

y. The Acts of February 19, 1966 (P.L.
89-355) and October 27, 1966 (P.L. 8%~
697) regarding the participation of the
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United States in the Inter-American Cul-
tural and Trade Center in Dade County,
Fla. (Interama).

Effective date: January 27, 1973.

Guy W. CrameeruIN, Jr.,
Acting Assistant Seeretary
for Administration,

[FR Doe.73-20564 Filed 2-9-78;8:45 am)

Social and Economic Statistics
Administration

NUMBER OF EMPLOYEES, TAXABLE
WAGES, GEOGRAPHIC LOCATION AND
KIND OF BUSINESS FOR ESTABLISH-
MENTS OF MULTIUNIT COMPANIES

Notice of Consideration for Surveys

Notice Is hereby given that the Bu-
reau of the Census is considering a pro-
posal under the provisions of title 13,
United States Code, sections 181, 224,
and 225, to conduct a First Quarter 1973
Survey of Selected Multiunit Companies.
This survey is similar to those conducted
for previous County Business Patterns
Reports, It Is designed to collect infor-
mation for the 1973 report on the num-
ber of employees, taxable wages, geo-
graphic location, and kind of business
for the establishments of certain multi-
unit companies. The data will have sig-
nificant application to the needs of the
public and to governmental agencies and
are not publicly available from nongov-
emmental or governmental sources,

The survey, if conducted, shall begin
not earlier than 30 days after publica-
ton of this notice in the Froerar Rec-
ISTER.

Coples of the proposed form are avail-
able on request to the Director, Bureau
of the Census, Washington, D.C. 20233.

Any suggestions or recommendations
toncerning the subject matter of the
proposed survey submitted to the Direc-
tor in writing on or before March 14,
1673, will recelve consideration.

Dated: February 6, 1973.

Josern R, WrieHT, Jr.,
Acting Administrator, Social
and Economic Statistics Ad-
ministration.

[PR D0c.73-2695 Plied 2-9-73:8:45 am|)

DEPARTMENT OF HEALTH,
EDUCATION, AND WELFARE

Food and Drug Administration
IDEST B37g; Dacket No. PDC-D-582; NDA
No. 8-946 etc, |

CERTAIN COMBINATION ANORECTIC
DRUGS .

Opportunity for H
o Approul of New Brog b

In a notice (DESI 5378) published in
the Feogear Rearsten of August 8, 1970
(35 FR 12678), the Commissioner of

and Drugs announced his conclu-
bursuant to the eyaluation of a
Teport recelved from the National
Academy of Selences-National Research

No. 28—

NOTICES

Council, Drug Efficacy Study Group, on
the drugs described below stating that
the drugs were regarded as possibly

4279

effective and lacking substantial evidence
of effectiveness for the various labeled
indications.

NDA No,

Drug NDA Holder

000, . ........ Du-Oria tablets contalning 10 milligrams methamphotamine Furmerly marksted b(y B. F. Ascher
bydrochloride, and 0,25 milligram reserpine per sustained & Co,, Inc., Past Offive Box 827,
telonse tablet, Konsaa City, MO 81130,

10207 ...... .. Dexserplue 8™ tablets cotitaltiing § milligrams dextronm- Formerly marketod b Nysoo Lab-
phetaming sulfate and 0.1 milligram reserpine per tablet,  orutories, Ine,, 3¢-21 Vornon Boule-

vard, Long Ixland City, NY 11100,

11-280. . ...... Bamodex tablets contalning 5 miligrems dextroanmpheta- Loderie Laboratories Diviston, A mer-

mine sulfate and 400 milligrams meprobamate per tabilet, iean Cyanamid Co,, Post Offico
Box 800, Pearl River, NY 10005

822 .. ... Obetrol-10 and Obetrol-20 tablets, reupectively, containing  Obetrol Pharmaceuticals, Division of
4.8 milligrams each or 8 milligrams each of methampheta- Rexar  Fharmacal Co:r., 352
mine gacchurte, methamphetamine hydrochlorido, am-  Schenck Avenue, Brookiyn, NY
phetumine sulfate, doxtroamphetamine sulfate por tablet, .

1338, . ....... Biphetamine-T ~-u"15"' capsules and Biphetamine-T “2" Strasenburgh  Pharmacoutical, Di-
capsules, reepectively, containing 6.25 milligramy each of  vision Permwait Corp., 755 Jofferson
dextroamphetamine and wophetumine, and 40 milligrasmy Road, Rochestor NY 14423,
methaqualone per capsule, and 10 milligrams esch of

stronmphetamine and amphetamine and 40 milligrams
methaqualone per capsule, all as cation exchange rosin com-
plexos of sulfonated polystyrene,

12042 Eskatrol Spansules oontalning 15 miligrama doxtroamphaot- - Emith Kiine & French Laboratories,
amine suifate and 7.5 milligrams prochlorperasions (as the 1500 Spring Garden Btroet, Phile
mnka(e‘)‘lm sustained rolesse copsule. adelphia, PA 10101

12497 - Appetral tablets eontaining § i lligrams dextrosmphetamine Wallpee Pharmaceuticals, Diviston
sulfate and 400 milligramameprobamate per tablet, of Cartor-Wallace, Ine,, Hall Acro

Road, Cranbury, NJ 08512,

12971 — Profu-Vito capsules contalning 28 milligrams plenumetrazine Formerly markoted b Geigy Phar-
hydrochloride, 2,000 USP units vitamin A, 200 USP units  mmoeutionly, Division of Oiba
vitamin D, 2 miitigrams \hiamine mononitrate, 2 mill-  Gelgy Co,, Saw Mill River Road,
RrRmy mmlinviu. 20 mdiligrams nineinamido, 3 millummi Ardaley, N.Y. 10802,
caleium pantothanate, 1 milligeam pyridoxino hydrochlo-
ride, 0.5 microgram cobalamin concentrate, 37.5 millgrams
ssoorbio neid, 5 milligrams fron, 140 milligrams ealelum,

108 milligrams phosphorus, 0.1 milligram fodine and 1
milligram copiper per eapouic.

12418, ... Delfetased Stedytabs contnining 30 milligravns diameth- Eastern Research Laboratories Ine.,
amphetamine hydrochioride and 120 milligrame amo- 302 Sonth Cestril Aveaye, Baltl-
barbital per sustalned releaso tablot. mare, MD 212,

12:600..... ..... Bamadex Sequels containing 18 milligrams dextrommpheta-  Lederle Laborntories D viston, A mer-
mine sulfate and 300 willigrams moprobamate per sus-  fean Cynmamid,
talned-relesso capaule.

12-60.......... Appetrol-8. R. caprenles containlng 18 nilligrams dextro- Willsee Pharmacouticals.

ampbetaminoe sulfate and 300 milligrams meprobamate

por sustained-roleased copsule.

Data submitted pursuant to the notice
have been reviewed and found not to pro-
vide substantial evidence that the drugs
are effective as fixed combinations for
their claimed uses.

In view of the lack of substantial
evidence of effectiveness of the drugs
as fixed combinations, the recognized
potential for abuse of the ampheta-
mine, dextroamphetamine, methamphet-
amine, and phenmetrazine components,
and the availability of alternative thera-
peutic measures which are safer and
effective, the combination products are
also regarded as lancking proof of safety.
Data submitted in response to the notice
of August 8, 1970, do not support a con-
tention that the combination products
decrease the incidence or severity of side
effects associnted with the single ingredi-
ent or that the additional component(s)
lessens the abuse potential as compared
to that of the single entity anorectic drug,
Also, the known adverse effects associated
with phenothiazine drugs raises an addi-
tional question of safety of use of Eska-
trol which contains dextroampheta-
mine sulfate in combination with
prochlorperazine,

With further respect to Eskatrol, the
Food and Drug Administration is aware
of a study conducted by Dr. Carl Cham-
bers relating to the abuse potential of the
product, and for which no report has
been submitted by the NDA holder pur-
suant to section 505(J) of the act and
$§ 130.13 and 130.35 of the regulations
(21 CFR 130.13 and 130.35),

Therefore, notice Is given to the
holder(s) of the new drug application(s)

and to any other interested person that
the Commissioner proposes to issue an
order under section 505(e) of the Federal
Food, Drug, and Cosmetic Act (21 U.S.C.
355(e)) withdrawing approval of the
listed new drug application(s) and all
amendments and supplements theréto on
the grounds that new information before
him with respect to the drug(s), evalu-
ated together with the evidence avail-
able to him at the time of approval of
the application(s), shows that: (1) There
is a lack of substantial evidence that the
drug(s) will have all the effects they pur-
port or are represented to have; and (2)
the drugs are not shown to be safe for
use under the conditions of use pre-
scribed, recommended, or suggested in
the labeling; and (3) further, in the case
of Eskatrol tablets, the applicant has
deliberately failed to make required re-
ports In accordance with section 505(j)
of the act (21 U.S.C. 3556(j)) and §130.13
and £ 130.35 of the new drug regulations
(21 CFR 130.13 and 130.35) .

All identical, related, or similar prod-
ucts, not the subject of an approved new
drug application, are covered by the new
drug application(s) reviewed. See 21 CFR
130,40 (37 FR 23185, October 31, 1972).
Any manufacturer or distributor of such
an identical, related, or similar product
Is an interested person who may in re-
sponse to this notice submit data and in-
formation, request that the new drug ap-
plication(s) not be withdrawn, request a

, and participate as a party in any
hearing. Any person who wishes to deter-
mine whether a specific product is cov-
ered by this notice should write to the
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Food and Drug Administration, Bureau
of Drugs, Office of Compliance (BD-300),
5600 Fishers Lane, Rockville, MD 20852,

In accordance with the provisions of
section 505 of the act (21 US.C. 355) and
the regulations promulgated thereunder
(21 CFR Part 130), the Commissioner
hereby gives the applicant(s) and any
other interested person an opportunity
for a hearing to show why approval of
the new drug application(s) should not
be withdrawn.

The applicant(s) and any other inter-
ested person is required to file with the
Hearing Clerk, Department of Health,
Education, and Welfare, Room 6-88, 5600
Fishers Lane, Rockville, MD 20852, on
or before March 14, 1973, a written ap-
pearance electing whether or not to avail
himself of the opportunity for a hearing.
Fallure of an applicant or any other
interested person to file a written appear-
ance of election by March 14, 1973, will
constitute an election by him not to avail
himself of the opportunity for a hearing.

If no person elects to avail himself of
the opportunity for a hearing, the Com-
missioner without further notice will
enter a final order withdrawing approval
of the application(s).

If an applicant or any other interested
person elects to avall himself of the op-
portunity for a hearing, he must file,
on or before March 14, 1973, a written
appearance requesting the hearing, giv-
ing the reasons why approval of the new
drug application(s) should not be with-
drawn, together with a well-organized
and full-factual analysis of the clinical
and other investigational data he is pre-
pared to prove in support of his opposi-
tion. A request for & hearing may not
rest upon mere allegations or denials, but
must set forth specific facts showing that
2 genuine and substantial issue of fact
requires a hearing (21 CFR 130.14(b)).

If review of the data submitted by an
applicant or any other interested person
warrants the conclusion that there exists
substantial evidence demonstrating the
effectiveness of the product(s) and evi-
dence that the drug(s) is (are) safe for
use for the labeling claims involved (and,
in the case of NDA 12-042, that there has
been no violation of section 505(§) of the
act), the Commissioner will rescind this
notice of opportunity for hearing.

If review of the data in the applica~
tion(s) and data submitted by the appli-
cant(s) or any other interested person
in a request for a hearing, together with
the reasoning and factual analysis in a
request for a hearing, warrants the con-
clusion that no genuine and substantial
issue of fact precludes the withdrawal of
approval of the application(s), the Com-
missioner will enter an order of with-
drawal making findings and conclusions
on such data,

If, upon the request of the new drug
applicant(s) or any other interested per-
son, a hearing is justified, the issues will
be defined, & hearing examiner will be
named, and he shall issue, as soon as
practicable after March 14, 1973, a writ-
ten notice of the time and place at which
the hearing will commence. All persons

NOTICES

interested in identical, related, or similar
products covered by the new drug ap-
plication(s) will be afforded an oppor-
tunity to appear &t the hearing, file
briefs, present evidence, cross-examine
witnesses, submit suggested findings of
fact, and otherwise participate as a
party. The hearing contemplated by this
notice will be open to the public except
that any portion of the hearing that con-
cerns & method or process the Commis-
sioner finds entitled to protection as a
trade secret will not be open to the public,
unless the respondent specifies otherwise
in his appearance.

Requests for a hearing and/or elec-
tions not to request a hearing may be
seen in the Office of the Hearing Clerk
(address given above) during regular
business hours, Monday through Friday.

This notice is {ssued pursuant to provi-
sions of the Federal Food, Drug, and Cos-
metic Act (sec. 505, 52 Stat. 1052-53, as
amended; 21 U8.C. 355), and the Admin-
istrative Procedure Act. (5 US.C. 554),
and under authority delegated to the
Commissioner (21 CFR 2.120).

Dated: February 7, 1973.

WiLLiaM F. RANDOLPH,
Acting Associate Commissioner
jor Compliance.

[FR D00.73-2716 Piled 2-9-73;8:45 am |

| DEST 11673]

CERTAIN ORAL ANORECTIC PREPARA-
TIONS: PHENTERMINE HYDROCHLOR-
IDE; PHENDIMETRAZINE TARTRATE;
BENZPHETAMINE HYDROCHLORIDE;
DIETHYLPROPION HYDROCHLORIDE

Drugs for Human Use; Drug Efficacy Study

Implementation

The Food and Drug Administration
has evaluated reports received from the
National Academy of Sciences-National
Research Council, Drug Efficacy Study
Group, on the following anorectic drugs:

1. Wilpo tablets, containing 8 mg.
phentermine hydrochloride per tablet;
Dorsey Laboratories, Division of Sandoz-
Wander Inc., Northeast, U.S. 6 and In-
terstate 80, Lincoln, Nebr. 68501 (NDA
12-737) .

2. Didrex tablets, containing 25 mg.
and 50 mg. benzphetamine hydrochlo-
ride per tablet; The Upjohn Co., 7171
Portage Road, Kalamazoo, MI 48001
(NDA 12-427).

3. Plegine tablets, containing 35 mg.
phendimetrazine tartrate per tablet;
Ayerst Laboratories, Rouses Point, N.Y.
12979 (NDA 12-248).

4. Tepanil tablets, containing 256 mg.
diethylpropion hydrochloride per tab-
let: The Merrell-National Drug Co., Di-
vision of Richardson-Merrell, Inc., 110
East Amity Road, Cincinnati, OH 45215
(NDA 11-673),

5. Tenuate tablets, containing 25 mg.
diethylpropion hydrochloride per tab-
let; The Merrell-National Drug Co., Di-
vision of Richardson-Merrell, Inc. (NDA
11-122).

6. Preludin Endurets (prolonged-
action tablets), containing phenmetra-

zine hydrochloride; Gelgy Pharmaceut!-
cals, Division of Ciba-Geigy Corp,
Ardsley, N.Y. 10502 (NDA 11-752).

Although not specifically referred to
the Academy for review, Preludin tablets,
a conventional oral dosage form con-
taining phenmetrazine hydrochloride
(NDA 10-460, Gelgy Pharmaceuticals)
was approved on the basis of safety prior
to 1962, was evaluated by the Academy,
and is appropriately included herein.

Such drugs are regarded as new drugs
(21 US.C. 321(p)). Supplemental new
drug applications are required to revise
the labeling in and to update previously
approved applications providing for such
drugs. A new drug application is required
from any person marketing such drug
without approval.

I. SusTAINED-ACTION, TIMED-RELEASE, OR
OTHER DELAYED OR PROLONGED-EFFECT
FOorRMS OF PHENMETRAZINE HYDROCHLO-
RIDE

The Food and Drug Administration
has considered the Academy’s report,
as well as other available evidence, and
concludes that phenmetrazine hydrochlo-
ride in prolonged-action tablet form is
less than effective (possibly effective)
with respect to any special claim for pro-
longed action when offered for the man-
agement of exogenous obesity as a short-
term adjunct (a few weeks) In a regimen
of welght reduction based on caloric re-
striction.

Any data submitted in response to this
notice to support claims for which the
drug is classified as other than effective
must be previously unsubmitted and in-
clude data from adequate and well-con-
trolled clinical investigations (identified
for ready review) as described in § 130.12
(a) (5) of the regulations published in
the FeoeralL Recister of May 8, 1970 (35
FR 7250), Carefully conducted and doe-
umented clinical studies obtained under
uncontrolled or partially controlled sit-
uations are not acceptable as a sole basis
for approval of claims of effectiveness,
but such studies may be considered on
their merits for corroborative support of
efficacy and evidence of safety.

II. CONVENTIONAL TABLET FORMS OF PHEN-
METRAZINE HYDROCHLORIDE; PHENTER-
MINE HYDROCHLORIDE; BENZPHETAMINE
HYDROCHLORIDE; PHENDIMETRAZINE TAR-
TRATE; OR DIETHYLPROPION HYDROCHLO-
RIDE

A. Effectiveness classification. The
Food and Drug Administration has con-
sidered the Academy’s reports, as well
as other available evidence, and con-
cludes that these drugs, administered
in conventional oral dosage form, ¢
effective in the management of exogen-
ous obesity as a short-term adjunct (#
few weeks) in a regimen of weight re-
duction based on caloric restriction.

B. Conditions jor approval and mar
keting. The Food and Drug Admmh’f'
tration is prepared to approve abbrevi-
ated new drug applications and abbre}:&
ated supplements to previously approv
new drug applications under conditions
described herein.
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1. Form of drug. Such preparations are
in tablet dosage form suitable for oral
administration.

2. Labeling conditions. The label bears
the statement, “‘Caution: Federal law
prohibits dispensing without prescrip-
tion."”

The drugs are labeled to comply with
all requirements of the Act and regula-
tions, and the labeling bears adequate
information for safe and effective use
of the drug(s). The “Indications” sec-
tion is as follows:

INDICATIONS

(Name of drug) s Indicated in the man-
sgement of exogenous obesity as a short term
pdjunct (a few weeks) In a regimen of weight
reduction based on caloric restriction. The
limited usefulness of agents of this class
(se¢ ACTIONS) should be measured against
possible riak factors inherent In their use
such ss those described below.

In addition, the labeling contains the
following "“Actions™ section and drug
dependence warning the "Warnings”
section:

ACTIONS

(Name of drug) 1= a sympathomimetic
amine with pharmacologic activity similar
10 the prototype drugs of this class used in
obesity, the amphetamines. Actions include
central nervous system stimulation and
clevation of blood pressure. Tachyphylaxis
and tolerance have been demonstrated with
all drugs of this class In which these phe-
nomens have been looked for.

Drugs of this class used in obesity are com-
monly known as “anorectics” or “anorexi-
genics™, It has not been established, however,
that the action of such drugs In- treating
ohesity Is primarily one of appetite suppres-
ton. Other central nervous system actions, or
metabolic effects, may be involved, for
example.

Adult obese subjects instructed in dietary
management and treated with “ancrectic”
drugs, lose more welght on the average than
those treated with piacebo and diet, as deter-
mined in relatively short-term clinical trials.

The magnitude of increased welght loss of
drug-treated patients over placebo-treated
patients 15 only a fraction of a pound a week,
The rate of weight loss is greatest in the first
weeks of therapy for both drug and placebo
mbjects and tends to decrease in succeeding
weeks. The possible origins of the increased
weight loss due to the various drug effects
Are not established. The amount of welght
loss assoclated with the use of an “anorectic”
drug varies from trial to trial, and the in-
freased weight 1088 appears to be related In
Jart 1o variables other than the drug pre-
seribed, such as the physician-investigator,
the population treated, and the diet pre-
icribed. Studies do not permit conclusions as
0 the relative importance of the drug and
Hon-drug factors on weight loss.

The natural history of obesity 18 measured
N years, whereas the studies cited nre re-
Mricted to u few weeeks duration; thus, the
total impact of drug-induced weight loss over
At of diet mlone must be considered
clinleally limited.

WarNINGS

DEUG DEPENDENCE: (Name of drug) 1s
faared chemically and pharmacologically to
;‘_" imphetamines. Amphetamines and re-
;\slcd stimulant drugs have been extensively
of :«1. and the possibility of abuse of (name
atin'9) sbould be kept in mind when ovalu-
parss the desirability of including & drug as
- 07 & weight reduction program. Abuse of
iphetamines und related drugs may be
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assoclated with intense psychological depend-
ence and severe soclal dysfunction, There are
reports of patients who have increased the
dosage to many times that recommended,
Abrupt cessation following prolonged high
dosage administration results in extreme
fatigue and mental depression; changes are
also noted on the sleep EEG. Manifestations
of chronic intoxication with anorectic drugs
include severe dermatoses, marked insomnia,
frritabllity, hyperactivity, and personality
changes, The most severe manifestation of
chronic Intoxications I8 psychosis, often
clinically indistinguishable from schizo-
phrenia.

3. Marketing status. Marketing of such
drugs may be continued under the condi-
tions described iIn the notice entitled
Conditions for Marketing New Drugs
Evaluated in Drug Efficacy Study, pub-
lished in the Frperal Recister July 14,
1970 (35 FR 11273), as follows:

a. For holders of “deemed approved”
new drug applications (ie., an applica-
tion which became effective on the basis
of safety prior to October 10, 1962), the
submission of a supplement for revised
labeling and a supplement for updating
Information, Including full manufactur-
ing Information with respect to items 7
and 8 of Form FD-356H (§ 130.4(¢)), as
described in paragraph (a) (1) ) and
(1ii) of the notice of July 14, 1970.

b. For any person who does not hold
an approved or effective new drug ap-
plication, the submission of an abbrevi-
ated new drug application as described
in paragraph (a)(3){) of that notice,
except that full manufacturing informa-
tion with respect to items 7 and 8 of
Form FD-356H (§ 130.4 (¢)) is required.

¢. For any distributor of the drug, the
use of labeling in accord with this an-
nouncement for any such drug shipped
within the jurisdiction of the Act as de-
scribed in paragraph (b) of that notice.

Each of the above-named holders of
the new drug applications for these
drugs has been mailed a copy of the
Academy’s report. Communications for-
warded in response to this announce-
ment should be Identified with the refer-
ence number DESI 11673, directed to the
attention of the following appropriate
office, and addressed to the Food and
Drug Administration, 5600 Fishers Lane,
Rockville, MD 20852:

Supplements (identify with NDA number) :
Office of Sclentific Evaluation (BD-100),
Bureau of Drugs.

Original abbreviated new drug applications
(identtfy as such): Drug Efficacy Study
Implementation Project Ofice (BD-80),
Bureau of Drugs.

Requests for the Academy’s report: Drug Ef-
ficacy Study Implementation Information
Control (BD-66), Bureau of Drugs.

All other communications regarding this
announcement: Drug Efficacy Study Im-
plementation Project Office (BD-60),
Bureau of Drugs.

All identical, related, or similar prod-
ucts, not the subject of an approved new
drug application, are covered by the new
drug applications reviewed and are sub-
Ject to this notice. See 21 CFR 130.40 (37
FR 23185, October 31, 1972). Any per-
son who wishes to determine whether a
specific product is covered by this notice
should write to the Food and Drug Ad-
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ministration, Bureau of Drugs, Office of
Compliance (BD-300), 5600 Fishers
Lane, Rockville, MD 20852.

This notice is issued pursuant to the
Federal Food, Drug, and Cosmetic Act
(secs. 502, 505, 52 Stat. 1050-53, as
amended; 21 U.S.C. 352, 355) and the
Administrative Procedure Act (5 U.S.C.
554), and under the authority delegated
to the Commissioner of Food and Drugs
(21 CFR 2.120).

Dated: February 7, 1873,

WiLLiam F, RaANDOLPH,
Acting Associate Commissioner
jor Compliance.
[FR Doc.73-2718 Plled 2-0-73:8:45 am)

|DEST 12101)

COMBINATION DRUG CONTAINING SY-
ROSINGOPINE AND HYDROCHLORO-
THIAZIDE

Drugs for Human Use; Drug Efficacy Study
Implementation

The Food and Drug Administration has
evaluated reports received from the Na-
tional Academy of Sciences-National
Research Council, Drug Efficacy Study
Group on the following drug:

Singoserp-Esidrix Tablets (2
strengths) containing syrosingopine and
hydrochlorothiazide; Ciba Pharmaceuti-
cal Company, Division of Ciba-Geigy
Corp., 556 Morris Avenue, Summit, NJ
07901 (NDA 12-101) .

Such drugs are regarded as new drugs
(21 US.LC. 321(p))., The eflectiveness
classification is described below.

A, Effectiveness classtfication. The
Food and Drug Administration has con-
sidered the Academy's reports, as well
as other avallable evidence, and con-
cludes that the drug is less than effective
(possibly effective) for its labeled
indications.

B, Submission of data. Any data sub-
mitted in response to this notice to sup-
port indications for which the drug is
classified as less than effective must be
previously unsubmitted and include
data from adequate and well-controlled
clinical investigations (identified for
ready review) as described in § 130.12
(a)(5) of the regulations published In
the FeperaL RecisTen of May 8, 1970 (35
FR 7250) . Carefully conducted and docu-
mented clinical studies obtained under
uncontrolled or partially controlled sit-
uations are not acceptable as a sole basis
for approval of claims of effectiveness,
but such studies may be considered on
their merits for corroborative support of
eflficacy and evidence of safety.

A copy of the Academy's report has
been furnished to the firm referred to
above. Communications forwarded in re-
sponse to this announcement should be
identified with the reference number
DESI 12101, directed to the attention of
the appropriate office listed below, and
addressed to the Food and Drug Admin-
{stration, 5600 Fishers Lane, Rockville,
MD 20852.

Supplements (identify with NDA number) :

Office of Sclentific Evaluation (BD-100),

Bureau of Drugs,
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