b

B

could be expedited for those identified as
derived from animals that did not origi-
.-nate in such locations.

This amendment would require that
ldentirylng marks (such as ear tags, back
tags, implants, etc.) be related to the
carcass until a final post-mortem inspec-
tion is completed. One procedure would
be to place identifying marks in a clean
plastic bag and attach to the carcass.
Modification of this or other adequate
procedures which the meat industry
would use to meet the intent of the regu-
lations would be acceptable.

When indicated by post-mortem find-
ings, these identifying features could
then be reviewed to develop informa-
tion concerning the animal which would
aid in making a disposition or deciding
if further testing is desirable.

Any person who wishes to submit writ-
ten data, views, or arguments concern-
ing the proposed amendment may do so,
by filing them, in duplicate, with the
Hearing Clerk, U.S. Department of Agri-
culture, Washington, D.C. 20250, within
60 days after the date of publication of
this notice in the FEDERAL REGISTER. All
written submissions made pursuant to
this notice will be made available for
public inspection at times and places and
in a manner convenient to the public
business (7T CFR 1.27(b)).

Done at Washington, D.C., this 22d day
of May 1968. i
R. K. SOMERS,

Deputy Administrator,
Consumer Protection.

[F.R. Doc. 68-6206; Filed, May 27, 1968;
Bi&am]

DEPARTMENT OF HEALTH, EDU-
CATION, AND WELFARE

Food and Drug Administration
[ 21 CFR Part 1301
NEW DRUGS

Drugs, in Finished Dosage Form, for
Human Use Previously Cleared
Through New-Drug Procedures for
Which New-Drug Applications Are
Not Now Required as Condition for
Marketing; Proposed Listing of
Metyrapone and Metyrapone
Ditartrate

To inform interested persons, espe-
cially manufacturers and distributors of
drugs, of the policies and interpretations
of the Food and Drug Administration re-
sulting from the review of the effective-
ness of drugs that were cleared through
the new-drug procedures (21 U.S.C. 3565)
between 1938 and October 10,.1962, on
the basis of safety (see FEDERAL REGISTER
notice of July 9, 1966; 31 F.R. 9426) and
related policy determinations concerning
the current new-drug status of such
drugs, it is proposed that new sections
be added to Part 130 as set forth below

ncluding a proposed listing of metyra-

f { ,}Lane and metyrapone ditartrate as a

PROPOSED RULE MAKING

drug for human use that does not now
i-iequlre an approved new-drug applica-
on.

Accordingly, pursuant to the provi-
sions of the Federal Food, Drug, and Cos-
metic Act (secs. 201(p), 502 (a), (f), 505,
701(a), 52 Stat. 1041, 1050-53, 1055 as
amended 76 Stat. 731—84 21 UBC 321
(p), 352 (a), (f), 355, 371(a)J and under
the authorlty delega.ted to the Commis-
sioner of Food and Drugs (21 CFR 2.120),
it is proposed that Part 130 be amended
by adding thereto a new Subpart D con-
taining two new sections, as follows:

Subpart D—Human-Use Drugs (in
Finished Dosage Form) Previously
Cleared Through New-Drug Proce-
dures for Which Approved New-
Drug Applications Are Not Now Re-
quired as a Condition for Marketing

§ 130.301 Drugs for human use that do
not now require an approved new-
drug application.

(a) Drugs introduced into the market
through the new-drug procedures (21
U.S8.C. 355) between 1938 and 1962 have
been subject.to reevaluation to deter-
mine if they are effective as well as safe
for their recommended uses pursuant to
section 107 of the Kefauver-Harris Act
(Public Law 87-781; 76 Stat. 788-89)
enacted October 10, 1962. Based on the
reevaluation of these drugs, the Food
and Drug Administration will regard
under specific conditions some of these
drugs as no longer new drugs as defined
in section 201(p) of the Federal Fdod,
Drug, and Cosmetic Act as amended by
the Kefauver-Harris Act.

; (b)) Any drug introduced through the
new-drug procedures or marketed with-

proved new-drug application for market-
ing when it 1s determined by the
Commissioner that such drug, ade-
quately identified and meeting appro-
priate standards, is generally recognized
by qualified experts as safe and effective
for use under the conditions prescribed,
recommended, or suggested in its label-
ing and that it has been used to a ma-
terial extent and for a material time
under such conditions.

(e) The conditions under which speci-
filed drugs could bé listed as not now
requiring an approved new-drug appli-
cation will be proposed by the Commis-

sioner in the FEpEraL REGISTER, on his
own initiative or on behalf of any in-;
terested person, and written comments|

will be invited. After considering all
available data, the Commissioner will
issue an order in the FEDERAL REGISTER
providing for or ruling against such list-
ing. Proposals submitted to the Com-
missioner by an interested person may
be refused by written notice from the
Commissioner if the proposal is not sup-
ported by reasonable grounds.

(d) Proposals by interested persons
for listing a drug as not now requiring
an approved new-drug application shall
include the drug’s labeling or proposed
labeling, a full statement of its composi-
tion, a showing that the drug has been

1 out new-drug clearance may be listed
i in § 130.302 as not now requiring an ap-

o
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used to a material extent and for a ma-
terial time under such conditions;, and
a statement of reasonable grounds- for
classifying the drug as generally recog-
nized as safe and effective under the -
conditions prescribed, recommended, or
suggested in its labeling.

(e) If the Commissioner finds that
new evidence_of clinical experience or
other information regarding the safety
or effectiveness of a drug listed in
§ 130.302(b) invalidates a prior conclu-
sion that a drug is generally recognized
by qualified experts as safe and effective
for use under the conditions set forth
in such a regulation, he shall:

(1) After furnishing public notice of
the proposal in the FEDERAL REGISTER
and opportunity for comment thereon:

(i) Promulgate a revision of the con-
ditions set forth in the regulation to
establish conditions under which he
finds that the drug is generally recog-
nized by qualified experts as safe and
effective; or

(ii) Promulgate an order revoking
such listing of the drug when he finds
that the drug has not been used to a
material extent or for a material time
under conditions of use that are gener- .
ally recognized by qualified experts as
safe and effective; or

(2) Promulgate an order immediately
revoking such listing of the drug if:-

(i) The Secretary has suspended the
approval of a new-drug application for
such drug immediately on a finding that
there is an imminent hazard to the public
health, as provided in section 505(e) of
the act; or

(ii) The Commissioner finds that there
is an imminent hazard to the public
health and that no approval of a new-
drug application is in effect for such
drug

(f) The listing of drugs in § 130.302(b)
does not apply to drugs of different com-
position or labeling from that stated
therein, and the marketing or promoting
of a drug for use under conditions con-
trary to or inconsistent with the stated
conditions may resu.lt in regulatory
proceedings.

§ 130.302 List of drugs for human use
that do not now reqguire an approved
new-drug application.

(a) An approved new-drug applica-
tion is not now réquired for the finished
dosage form of the drugs for human use
listed in paragraph (b) of this section
provided that all of the following condi-
tions are met:

(1) General labeling requirements.
All labeling and advertising of the drug
prescribes, recommends, or suggests its
use only under the conditions set forth
in the specific regulation on the drug in
paragraph (b) of this section.

(2) General composition and product
requirements. (i) The active ingredients
of the drug correspond completely, quali-
tatively and quantitatively, with the
composition stated in the specific regula-
tion in paragraph (b) of this section.
The drug may contain suitable inactive

ingredients only if they comply with all

of the following conditions:
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"+ (@) Their use doesnot cause the diug

to be a new drug within the meaning of

section 201(p) of the act as amended.

(b). Their use does not conflict with
the provisions of the official compendia
regarding “added substances.”

(¢) They are harmiess in the amounts
to be administered and do not interfere
with the therapeutic efficacy of the
preparation or with tests or assays to
determine if the drug meets its professed
standards of identity, strength, quality,
and purity.

(d) Each ingredient used, if it is a
drug the name of which is recognized in
an official compendium; conforms to the
standards set forth in such compendium.
Ingredients not so recognized conform to
specifications adequate to assure their
suitability as to identity, strength, qual-
ity, and purity.

(1) The finished drug meets specifica-
tions adequate to assure its identity,
strength, quality, and purity and to as-
sure its safe and effective use, If it is a
drug the name of which is recognized
in an official compendium, it conforms
to the standards set forth in such
compendium. i,

(iii) The drug is packaged in a con-
tainer:

(a) That is suitable and not reactive,
additive; or adsorptive to an extent
that significantly affects the identity,
strength, quality, or purity of the drug;
and

(b) That is labeled with a suitable ex-
piration date, and where needed, with
recommended conditions of drug storage

_such as temperatures.

(3) General reporting requirements.
Each applicant for whom a new-drug
application or supplement has been made
effective or has been approved maintains
all records received or otherwise obtained
by him containing any of the kinds of
information deseribed in § 130.13(a) and

-submits all information reported to or

otherwise rece.waga{ 7 him of the kinds
required by § 130.05,b) (1) and (2).

(4) Inactive status of approved appli-
cations. The applicant for whom a new-
drug application or supplement has been
made effective or has been approved is
not required to submit supplemental ap-
plications covering changes from the
conditions set forth in such application
for a drug listed in § 130.302(b) and
meeting all of the conditions of such

(b) Drugs for which a new-drug ap-
plication is not now required:

(1) Metyrapone and metyrapone di-
tartrate, subject to the following condi-
tions:

(1) It is in tablet form and contains
not more than 250 milligrams of metyra-
pone per dosage unit or it is in injectable
form suitable for intravenous infusion
él-;fmt;on:?tm e:'?t more than 100 milli-

m n
il yrapone ditartrate per

(i) Its label bears the prescription
legend “Caution: Federal law pmﬂ’fﬁm
dispensing without prescription.”

PROPOSED RULE MAKING |

(iii) It meets all of the requirements, Metyrapone: _- .

in paragraph (a) of this section. .
(iv) It is labeled substantially as
follows:
METYRAPONE

DESCRIPTION

2-Methyl-1,2-di-3-pyridyl-1-propanond

(U.8.P.). The base is used for the tablets.
For the injectable solution the ditartrate
is prepared in concentration of 100 mg./ml.

ACTION

Immediate effect of reducing cortisol pro-
duction by Inhibition of adrenal 11-8-
hydroxylation. In the normal person, a
compensatory increase in ACTH release
follows and the secretlon of 1l-desoxy-
cortisol and 11-desoxycorticosterone, “17-
hydroxycorticolds,” are markedly acceler-
ated.

INDICATION

A diagnostic test drug for hypothalamico-
pituitary function.
CONTRAINDICATION
Adrenal cortical insufficlency.
WARNING
UsE v PREGNANCY : The safety of metyrapone
in pregnant women has not been estab-
lished.
PRECAUTIONS

All corticosteroid therapy must be discon-

tihued prior to and during metyrapone
testing.

" Ability of adrenals to respond to exogenous

ACTH should be demonstrated before
metyrapone is employed as a test.

Drug may induce acute adrenal insufficiency
in patlents with reduced adrenal secretory
capacity.

ADVERSE REACTIONS

Nausea, abdominal discomfort,
headache, and sedation,

Occasional thrombophlebitis has occurred
following intravenous administration.

DOSAGE AND ADMINISTRATION

Day 1: Control period: Collect’ 24 hour urine
with measurement of 17-hydroxycorticos-
terolds (17-OHCS) or 17-ketogenic steroids
(17-KG8).

Day 3: ACTH test: Standard ACTH test such
as administering 60 units ACTH by in-
fusion over 8 hours and measurement of
24 hours urinary steroids,

Day 8-4: Rest period.

Day 5: Metyrapone administration. A method

1s as follows:

‘'a. Oral—Adults—750 mg. orally, every 4

hours for 6 doses. A single dose
is approximately equivalent to 15
mg./kg.

Children—16 mg./kg. orally, every 4
hours for 6 doses. A minimal single
dose of 250 mg. is recommended.

b. Intravenous—30 mg./kg. in 1,000-ml.
saline solution or & percent dextrose in
water, glven by intravenous infusion over
a 4-hour period starting between 8-10

dizziness,

a.m. Collect urine for 24-hour period be- .

ginning at the start of the test.
Day 6: Postoral metryrapone measurement:
ni-lwu; sterold determination for effect.

INTERPRETATION

ACTH: The normal 24-hour urinary excretion
of 17-OHCS ranges from 3 to 12 mg. Fol-
lowing continuous intravenous infusion of
50 units ACTH over a period of 8 hours,
the 17-OHCS excretion s increased to 15
to 45 mg. per 24 hours.

a. Normal response: In nes
normally runctlnmng'm 3
ministration of metyrapoy

“ travenously is followed by a
fold increase of 17-OHCg
doubling of 17-KGS eXcretiq,

b. Bubnormal response: By =
sponse in patients Withoyt
sufficlency in indicative of
of impairment of p‘-t'“itary
elther panhypopitul

1. Panhypopituitarism is readily 4
by the classical clinical ang :
evidences of hypogonadism, hy '
roidism, and hypoadrenocorticism, '_
patients usually haye subnormal hagg)
urinary steroid levels. Depending upon
the duration of the disease and degree of
adrenal atrophy, they may fail to respond
to exogenous ACTH in the normal man-
ner. Metyrapone administration is not
essential in the diagnosis, but if given, it
will not induce an appreclable Increase
in urinary steroids.

2. Partial hypopituitarism or limited pitui-
tary reserve is the more difficult diagnosis
as these patients do not present the
classical signs and symptoms of hypo-
pituitarism. Measurements of target or-
gan functions often are normal under
basal conditions. The response to exoge-
nous ACTH is usually normal, producing
the expected rise of urinary steroids
(17-OHCS or 17-KGS8). The response,
however, to metyrapone orally or intra-
venously is subnormal; that is, no sig-
nificant increase in 17-OHCS or 17-KGS
excretlon occurs.

This fallure to respond to metyrapone may
be interpreted as evidence of impaired
pituitary-adrenal reserve. In view of the
normal response to exogenous ACTH, the
fallure to respond to metyrapone is in-
ferred to be related to a defect in the
CNS-pituitary mechanisms which nor-
mally regulate ACTH secretions. Pre-
sumably the ACTH secreting mechanism
of these individuals are already working
at their maximal rates to meet everyday
conditions and possess limited “reserve”
capacities to secrete additional ACTH
either In response to stress or to de-
creased cortisol levels occurring as a
result of metyrapone administration.

c. Excesslve response: An excessive excre-
tion of 17-OHCS or 17-KGS above the
normal range after metyrapone admin-
istration is suggestive of Cushing’s syn-
drome assoclated with adrenal hyper-
plasia, These patients have an elevated
excretion of  wurinary corticosteroids
under basal conditions and will often,
but not invariably, show a ‘“supernor-
mal” response to ACTH and also to
metyrapone, excreting more than 356 mg.
per 24 hours of elther 17-OHCS or 17-
KGS.

Any interested person may, within 30
days from the date of publication of this
notice in the FEpERAL REGISTER, file with
the Hearing Clerk, Department of
Health, Education, and Welfare, Room
5440, 330 Independence Avenue SW.,,
Washington, D.C. 20201, written com-
ments (preferably in quintuplicate) on
this proposal. Comments may be accom-
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“[F.R. Doc, 68-6307T;

7764
panied by a memorandum or brief in .
support thereof.

Dated: May 20, 1968.

James L, GODDARD,
Commissioner of Food and Drugs.

8:47 a.m.]

DEPARTMENT OF
TRANSPORTATION

Federal Aviation Administration

[ 14 CFR Parts 61, 91 ]_
[Docket No. B284; Notice 67-81]

INSTRUMENT FLIGHT TESTS, FLIGHT
INSTRUCTION, AND SIMULATED
INSTRUMENT FLIGHT

Use of Partial Dual Control Aircraft;
Withdrawal of Proposed Rule
Making. '

The purpose of this notice is to with-
draw Notice No. 67-31 (32 F.R. 10660;
July 20, 1967) in which the FAA proposed
to amend Parts 61 and 91 of the Federal
Aviation R.egula.t.tons to permit the use
er partial dual

simulated instrument flig
fiight instructor or safety pilot has im-
mediate and unobstructed aogess to all
essential controls, including t

which indicated that fully functid
dual controls in aircraft would notiap-
pear to be necessary to safely cond
flight instruction and simulated flight
under certain specified conditions.

However, upon further evaluating thi
proposal in the light of comments ‘ré
ceived and related safety considerations,
the FAA has determined that rule-mak=-
ing action as proposed is not appropriate
for reasons of safety -and that Notice
67-31 should be withdrawn.

Withdrawal of this notice constitutes
only such action, and does not preclude
the FAA from issuing other notices in
the future or commit the FAA fto any
course of aetion in the future.

In consideration of the foregoing, the
notice of proposed rule making published
in the FeperAL RecisTER (32 F.R. 10660;
July 20, 1967) and circulated as Notice
67-31, is hereby withdrawn.

This withdrawal is issued under the
authority of sections 313(a) and 601 of
the Federal Aviation Act of 1958 (49
U.8.C. 1354, 1421).

Filed, May 27, maaW

PROPOSED RULE MAKING

Issued in Washington, D.C., on May 21,

R. 8. SLIFF,
Acting Director,
Flight Standards Service.

[F.R. Doc. 68-6282; Filed, May 27, 1968;
8:46 a.m.]

"CIVIL AERONAUTICS BOARD

[ 14 CFR Part 207 1
[Docket No. 18767; EDR-139]

CHARTER TRIPS AND SPECIAL
SERVICES

Charters From Direct Air. Carriers in
Emergency Situations and for Car-
riage of Company Personnel and
Property :

© May 23, 1968.
Notice is hereby given that the Civil

Aeronautics Board has under- considera-

tion a proposed lm}endment to Part 207

of the Economic! Regulations which

would permit direct| air carriers to ¢har-
ter aircraft to supplemental and other

direct air carriers f

is proposed under the althority of sec-

Stat. 743 and 754 (as amended by 76
Stat. 143); 49 U.S.C. 1324 apd 1371).
Interested persons may D&y
the proposed rule making
mission of twelve (12)-copies §f written
data, views, or arguments
thereto, addressed to the Docket\Section,

e above communications wlll be a ..

s in the Docket Section of the Boar
o 712, Universal Building,
ecticut Avenue NW., Washington,

Civil Aeronautics Board.

HaroLDp R. SANDERSON,
Secretary.
Ezxplanatory statemeni. Under sub-
paragraph (1) of the definition of
“Charter trip” in § 207.1 of the Board's
economic regulations there is no pro-
vision permitting direct air carriers to
charter aircraft from other direct air car-
riers for the transportation of commer-

By the
[sEAL]
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cial traffic in emergency situai
the transportation of company
or company property. Howe
charters can be permitted by
in its discretion upon the filin;
cific request for exemption.
Trans International Airli
(TIA) has filed a petition
19757 to amend § 207.1 to pe:
air carriers thereunder to ct
craft to supplemental and of
alr carriers for the transpo
com: ercial traffic in cases of
or s ¢ly for the transportati
sonnel or property of a suppl
other direct air carrier. Sim
sions are contained:in other ¢
ulations of the Board: |
§ 208.3(s) (2) (i) (a) .and (ii)
cable to supplemental air ca
tion| 212.1(a) (5) applicable

air chrriers, § 214.2¢h) (1) (i)
a.pp able to foreign air car
ing ¢ er authority only, anc

the supplement;
siderable delay
fusion to the ppssengers.
Accordingly, kince a similax
is contained in all other chart
tions, and since jt§ absence fro
may cause unneceisary hardsh
plemental and other direct a
and charter passengers as well
ministrative burden: of last-m
cific exemption requests, the E
poses to amend the definition o
trip” in section 207.1 to permi
of airerafi by direct air carrie

‘plemental and other direct a:g | qp.420d009

for the transportation of

trafic in emergency situatior!{SLN ONS3T

as for the transportation of

personnel and company proper— 9
Proposed rule. If:1&prt;-pc;ﬁ.c-.d08 't U J

Part 207 of the Economic R [ |[BWS "3

(14 CFR Part 207) by modifyin

agraph (1) of the definition o

_ trip” in § 207.1 to read as follo eueNCLARY

§ 207,1 Definitions.

* Ll .

(1) By a person for his o
cluding a direct air t.:t?.r:l'ierwt9 63€9 *dd
aircraft is engaged solely for t] L[JJR239S3Y
portation of company personne ‘g U0LJA0H
pany property, or in cases of er

of commercial traffic).

fAauda7 °d

* * * L j
[F.R. Doc. 68-6316; Filed, May
8:47 am.]
1968
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