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days after the date of publication hereof
in the FEDERAL REGISTER may cause the
drug to be subject to regulatory
proceedings.

3. The notice “Conditions for Market-
ing New Drugs Evaluated in Drug Effi-
cacy Study” published in the FEDERAYL
REGISTER July 14, 1970 (35 F.R. 11273),
describes in paragraphs.(d), (e), and (f)
the marketing status of & drug labeled
with those indications for which it is
regarded as possibly effective.

A copy of the Academy’s report has
been furnished to the firm referred to
above. Communications forwarded in
response to-this anhouncement should be
identified with the reference number

DESI 12152, directed o the attention of .

the appropriate office listed below, and

addressed to the Food and Drug Admin-

istration, 5600 Fishers Lane, Rockville,

Md. 20852:

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

Original new -drug applications: Office of
Scientific Evaluation (BD-100), Bureau of
Drugs, '

Requests for the Academy’s report: Drug
Efficacy Study Information Control (BD-
67), Bureau of Drugs.

All other communications regarding this an-
nouncement: Drug Efficacy Study Imple-
mentation Project Office (BD—60), Bureau
of Drugs.

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

Dated: June 27, 1972.

Sam D. FINE,
Associate Commissioner
. for Compliance,

[FR Doc.72-10456 Filed 7-7-72;8:48 am]

[DESI 4084]

CERTAIN OTC BRONCHODILATORS
AND ANTIASTHMATIC PREPARA-
TIONS

Drugs for Human Use; Drug Eﬁic&cy
Study Implementation

- The Food and Drug Administration
has received reports from the National
Academy of Sciences-National Research
_Council, Drug Efficacy Study Group, for
the over-the-counter drugs listed below.
Pending the results of the OTC study
of drugs in this class, action on these
reports- will be deferred in accordance
with the proposal published in the Fep-
ERAL REGISTER of April 20, 1972 (37 F.R.
7807) entitled “Over-the-Counter Drugs™
concerning the status of drugs previously
reviewed under the Drug Efficacy Study.
The following OTC bronchodilators
and antiasthmatic.drugs are included in
this announcement: L
1. Enofen Tablets containing pheno-
barbital, theophylline, and ephedrine sul-
fate; - Kremers-Urban Co., 5600 West

County Line Road, Mequon, Wis. 53201

NDA 4-084).
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2. Tedral and Tedral Half Strength
Enteric Coated Tablets containing phe-
nobarbital, theophylline, and ephedrine
hydrochloride; Warner-Chilcott Labora-
tories, Div. Warner-Lambert Pharma-
ceutical Co., 201 Tabor Road, Morris
Plains, N.J. 07950 (NDA 4-508).

The evaluations of the National Acad-
emy of Sciences-National Research
Council, Drug Efficacy Study Group,
Panel on Drugs Used in Allergy, and
Panel on Drugs Used in Respiratory Dis-
turbances are as follows: - G

1. Enofen tablets containing pheno-
barbital, theophylline, and ephedrine
sulfate.

PANEL ON DRUGS USED IN ALLERGY

Indication: Bronchial asthma.

Evaluation: Effective, but * * *,

Comments: Oral ephedrire in 26-mg. dos-
age is an effective drug in bronchial asthma,
and phenobarbital is a useful additive to
counteract the excitatory effects of ephe-
drine. Oral theophylline in the hydrous form,
however, 'Is absorbed. irregularly, and is of
doubtful - value in this combination. Al-
though there is no direct avallable published
evidence on blood levels after oral theophyl-
line (hydrous), it seems unlikely, by analogy
with other theophylline compounds, that this
dose will produce therapeutically useful
blood levels of theophylline.

This indication was reevaluated as pos-
sibly effective with the following additional
comment: :

However, in view of recent evidence that
the inhibitory effect of theophylline on phos-
phodiesterase may supplement the adenyl-
cyclase-stimulating action. of sympathomi-
metics in inhibiting mediator release in im-
mediate hypersensitivity, it is possible that
the theophylline could act synergistically
with ephedrine at dosage levels not in them-
selves effective. However, this has not been
shown clinically. . .

General comments: The insert should warn
that some patients develop acute urinary
retention as a side effect of ephedrine. This
occurs most commonly in men with pros-
tatic hypertrophy, but it has been reported
to occur in some women as well.

PANEL ON DRUGS UsED IN RESPIRATORY
DISTURBANCES

‘Indication: Bronchial asthma.

Evaluation: Effective, but * * * (Subse-
quently reevaluated as possibly effective.)

Comments: There is no evidence that this
product i1s more effective than ephedrine
alone. Theophylline is probably ineffective
at the dosage suggested. i

The Panel objects to the inclusion of
phenobarbital in this product. If sedation is
necessary in the management of a patient
with severe asthma or emphysema, it should
be given independently of other medications
.80 that the eflects and side effects of each can
be individaully controlled. However, com-
binations of ephedrine and phenobarbital are
often useful in patients with mild episodic
asthma.

"2, Tedral and Tedral Half Strength
Enteric Coated Tablets containing phe-
nobarbital, theophylline, and ephedrine
hydrochloride.

PANEL OoN DRUGS USED IN ALLERGY

Indication: Bronchial asthma.
‘Evaluation: Possibly effective.

Comments: Oral ephedrine in 26-mg. dos--

age is an effective drug in bronchial asthma,
and phenobarbital is a useful additive to
counteract the excitatory effects of ephed-
rine. Oral theophylline (hydrous) is ab-
sorbed irregularly, and is of doubtful value
in this combination. The properties of en-

teric coating are not well documented, and
if delayed absorption results from the enteric

coating, effective leve
e, e 15 of ephedrine may not

Indication: Hay fover. -
Evaluation: Possibly effective.
"mgiqmnl:en;s: The Panel falls to discern the
onale for giving theophyllin
fever, § & P y. ¥t gy
PANEL ON DRUGS USED IN RESPIRATORY
DISTURBANCES

Indication: Bronchial asthma.

Evaluation: Possibly effective.

Comments: The properties of this specific .
pbroduct have not been defined. Because of
the enteric coating of this product, suitable
clinical studies must be done to establish its
efficacy. If absorption of the ingredients is
not hindered, the effectiveness of the product
would be due to the ephedrine, because oral
theophylline is probably ineffective at the
dosage suggested.

The Panel objects to the inclusion of
phenobarbital in this product when it is
used In patients with severe asthma. If seda-
tion is necessary in the management of &
patient with asthma, it should be given in-
dependently of other medications so that the
effects and side effects of each can be indi-
vidually controlled. However, combinations
of ephedrine and phenobarbital are often
useful in patients with mild episodic asthma.

A copy of the Academy’s report has
been furnished to each firm referred to
above. Communications forwarded in
response to this announcement should
be identified with the reference number
DESI 4084, directed to the attention of
the appropriate office listed below, and
addressed to the Food and Drug Ad-
ministration, 5600 Fishers Lane, Rock-
ville, Md. 20852:

Requests for the Academy’'s report: Drug
Efficacy ‘Study Information Control (BD-
67), Bureau of Drugs. .

All other communications regarding this an-
nouncement: Drug Efficacy Study Imple-
mentation Project Office (BD-60), Bureau
of Drugs.

" This notice is issued pursuant to pro-

visions of the Federal Food, Drug, and

Cosmetic Act (secs. 502, 505, 52 Stat.

1050-53, as amended; 21 U.S.C. 352, 355)

and under the authority delegated to

the Commissioner of Food and Drugs (21

CFR 2.120).

Dated: April 28, 1972,

SaM D. FINE,
Associate Commissioner
’ for Compliance.

[FR Doc.72-14060 Filed 7-7-72;8:47 am]

[DESI 1205]
CERTAIN OTC COLD REMEDIES

for Human Use; Drug Efficacy
" Study Implementation

The Food and Drug Administration
has received reports from the National
Academy of Sciences-National Research
Council, Drug Efficacy Study Group, for
the over-the-counter drugs listed below.
The Academy’s reports constitute an
important element of the totality of in-
formation considered by the Adminis-
tration in reaching its conclusions con-
cerning the effectiveness of drugs in the
Drug Efficacy Study and the marketing

Drugs
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ch drugs under the Federal
;tgggs&f‘uiu and Cosmetic Act.
It "is recognized that, although the
over-the-counter drug products reviewed
by the Academy are relatively few in

number, they are representative of many -

such preparations on. the market—

- preparations which are identical, similar,

or related, and competitive. Although
some of the other marketed articles

differ qualitatively and/or quantitatively -

and some bear labeling claims different

. . from those reviewed by the Academy,

they generally contain ingredients which
are of the same pharmacologic class as
those reviewed by the Academy. There~
foré, questions raised by the Academy
about the drugs they reviewed are appli-
cable to related or identical drugs not
under reviéw, and the Academy’s ratings
may be applicable as well.

It 1s recognized that new evidence of
effectiveness may have become available
since 1966 when the then-existing evi-
dence was submitted to the Academy for
review. It is also known that for many
drugs substantial evidence in support of
at least some of their recommended uses
is not available, .

The need for review of all over-the-
counter drugs by class for safety, effec-
tiveness, and adequate labeling has be-
come apparent. The undertaking of a
major study of these drugs by the Ad-
ministration with the assistance of ad-
visory committees was announced in the
FEDERAL REGISTER, May 11, 1972, To facil-
itate the development of 'a consistent
pelicy for each class of OTC drugs and to
insure equitable treatment of all firms
marketing competitive over-the-counter
drugs, further implementation of the
Drug Efficacy Study as it pertains to the
OTC drugs listed here and related OTC
drugs is deferred pending the results of
the OTC study. (See “Over-the-Counter
Drugs” 37 F.R. 7807, a proposal describ-
ing the status of OTC drugs reviewed
under the Drug Efficacy Study.)

However, in order to make available to
interested persons the opinions of the
Drug Efficacy Study Group of the Na-

" tional Academy of Sciences-National Re-

search Council, their evaluation and
ggmment on each drug are set forth
low.

_ . The following OTC drugs are included
in this announcement:

1, Isophrin Nose Drop Solution con-
taining phenylephrine hydrochloride;
Broemmel Pharmaceuticals, 1235 Sutter
»‘lé‘:grAe)et, San Francisco, Calif. 94109 (NDA

2. Propadrine Hydrochloride HRlixir
containing phenylpropanolamine hydro-
chloride; Merck Sharp & Dohme, -Divi-
sion of Merck & Co., Inc., West Point, Pa.
19486 (NDA 1-205),

3. Privine Hydrochloride Nasal Jelly,
Nasal Solution, and Nasal Spray contain-
Ing naphazoline hydrochloride; Ciba
Pharmaceutical Co., Division of Ciba~-
Geigy Corp., 556 Morris Avenue, Summit,
N.J. 07901 (NDA 5-070) .

4. Tuamine Inhaler containing tuami- -

noheptane and menthol, Eli Lilly ang.
Post Office Box 618, Indianapolis, g&'
468205 (NDA 5-172).
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5.-Tagathen Tablets containing chlo-
rothen citrate, Lederle Laboratories, Divi-
sion American Cyanamid Co., Pearl River,
N.Y. 10965 (NDA 6-331).

6. Histadyl. and A.S.A, Compound
Pylvules containing methapyrilene hy-
droxybenzoyl benzoate, aspirin, phenace-

‘tin and caffeine; El Lilly and Co. (NDA
6-340).

7. Benzedrex Inhaler containing pro-
pylhexadrine and menthol; Smith Kline
and French Laboratories, 1500 Spring
Garden Street, Philadelphia, Pa. 19101
(NDA 6-410).

8. Decapryn with Aspirin, Phenacetin,
and Caffeine Tablets containing doxyla~
mine succinate, aspirin, phenacetin, and
caffeine; Merrell-National Laboratories,
Division of Richardson-Merrell Inc., 110
East Amity Road, Cincinnati, Ohio 45215
(NDA 6-412),

9. Forthane Inhaler containing meth-
ylhexaneamine; Eli Lilly & Co. (NDA
6-444),

10. Antistine-Privine Nasal Solution
containing antazoline hydrochloride and
naphazoline hydrochloride; Ciba Phar-
maceutical Co. (NDA 6-456) .

11. Wyamine Inhaler containing me-
phentermine and menthol; Wyeth Lab-
oratories, Division of American Home
Products Corp., Post Office Box 8299,
Philadelphia, Pa. 19101 (NDA 6-569).

12, Wyamine Sulfate Nasal Solution
containing mephentermine  sulfate;
Wyeth Laboratories (NDA 6-652).

13. Clopane Hydrochloride Solution
containing cyclopentamine hydrochlo-
ride; ElN Lilly and Co. (NDA 6-666).

14, Coricidin Cold Tablets containing
chlorpheniramine maleate, aspirin and
caffeine; Schering Corp., 60  Orange
Street, Bloomfield, N.J. 07003 (NDA
6-921).

15, Thephorin-AC Tablets contain-
ing phenindamine tartrate, - aspirin,
phenacetin and caffeine; Roche Labora-
tories, Division of Hoffmann-La Roche
Inc., 340 Kingsland Avenue, Nutley, N.J.
07110 (NDA 7-026).

18. Vasoxyl Nasal Solution & Spray
containing methoxamine hydrochloride;
Burroughs Wellcome Co., 3030 Cornwal-
lis Road, Research Triangle Park, N.C,.
27709 (NDA 7-239).

17, Bena-Fedrin Solution containing
diphenhydramine hydrochloride and
ephedrine hydrochloride; Parke, Davis &
Co., Joseph Campau at the River,
Detroit, Mich. 48232 (NDA 7-652).

18. Inhiston-APC Tablets containing
pheniramine maleate, aspirin, phenace-
tin and caffeine; Pharmaco/Sardo Prod-
ucts, Division Plough, Inc., 3022 Jackson
:?t;efxue, Memphis, Tenn. 38101 (NDA

-812).

19, Bristamin APC Tablets containing
phenyltoloxamine citrate, aspirin, phen-
acetin and caffeine; Bristol Laboratories,
Ine, Divislon of Bristol-Myers Co.,
Thompson Road, Post Office Box 657,
Syracuse, N.Y. 13201 (NDA 8-828).

20. Phenylpropanolamine Hydrochlo-
ride Nyscap Timed Release Capsule;
Nysco Labhoratories, Inc., 34-24 Vernon
Boulevard, Long Island City, N.Y. 11108
(NDA 10-789).
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21, Fedrazil Tablets containing chlor-

eyclizine hydrochloride and pseudo-
ephedrine hydrochloride; Burroughs
Wellcome Co. (NDA 11-876).

22, Nasalaire Inhaler containing iso-
cyclamine, Isodine Pharmacal Corp.,
Division of International Latex Corp.,
Dover, Del. 19901 (NDA 12-094). ’

23. Quadrin Tablets containing acet-
aminophen, phenyltoloxamine citrate,
and phenylpropanolamine hydrochlo-
ride; The Norwich Pharmacal Co., Post
Office Box 191, Norwich, N.Y. 13815
(NDA 12-207). .

24. Contac Sustained Release Cap-
sules containing chlorpheniramine ma-
leate, phenylpropanolamine hydrochlo-
ride, atropine sulfate, scopolamine hy-
drobromide, and hyoscyamine sulfate;
Menley & James Laboratories, 1500
Spring Garden Street, Philadelphia, Pa.
19101 (NDA 12-686). :

25. Chlorephrine Nyscaps containing
chlorpheniramine maleate and phenyl-
ephrine hydrochloride; Nysco Labora-
tories, Inc., (NDA 12-1755).

26. Tri-Span 12-Hour Decongestant
Tablets containing acetaminophen, py-
rilamine maleate, caffeine, ephedrine
sulfate, and phenylpropanolamine hy-
drochloride; Vick Chemical Co., Division
of Richardson-Merrell Inc., 122 East 42d
Street, New York, N.Y. 10017 (NDA 12—
849).

27. Ampar Timed Release Capsules
containing chlorpheniramine maleate
and phenylephrine hydrochloride;
United Pharmaceuticals, Inc., 1064 44th
Avenue, Oakland, Calif. 94601 (NDA 13-
397).

The National Academy of Sciences-
National Research Council, Drug Efficacy
Study Group, Panel on Drugs for Relief
of Paln, made the following General
Statements on Analgesic Preparations,
which are applicable to any of these
products that make analgesic claims.

GENERAL STATEMENTS ON
ANALGESIC PREPARATIONS

EVIDENCE FOR GENERAL ANALGESIC EFFECT

It 1s the recommendation of the Panel that,
when a drug has been shown to be an ef-
fective analgesic in several different kinds
of clinical pain, by suitably controlled trials
using modern criteria, such a drug be en-
titled to consideration as an “all-purpose
analgesic” unless special considerations indi-
cate that this 1s not appropriate. In such
cases, 1t would seem desirable to allow the
drug-to be marketed for the relief of most
kinds of pain, thus avoiding the necessity
for listing specific conditions.

ANALGESIC MIXTURES

There is increasing evidence, which has
accumulated particularly within the past few
years, that 1t is n'ot always easy to predict the
effects of adding one drug to another, Thus,
drugs may merely summate in their activi-
tles, antagonize each other, or produce true
potentiation. Since adequate trials on the

. relative efficacy of single drugs and mixtures

are usually unavailable, 1t is hard for the
Panel to be both fair and scientific in the
evaluation' of many of the mixtures which it
has been asked to review.

Furthermore, some ingredients appear to
have been added to these mixtures on the
basis of a rationale that 1s not evident to the
Panel. On other occasions, the rationale
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seems evideht, but the reason for the par-
ticular doses chosen (especially those which
seem homeopathic) 1s not clear.

In addition' to the well-known objections
that fixed-ratio mixtures do not allow flexi-
bility in the doses of individual ingredients,
‘one can object to many analgesic mixtures
because they contribute little additional
therapeutic benefit while increasing the risks
of side effects, allergic. sensitization, etc.
One can' perhaps justify the use of some of
these mixtures when pain is present with
‘some other symptom, such as a stuffy nose,
and both symptoms can be handled reason-
ably well by the mixture. However, to pro-
mote such & mixture as an all-purpose
remedy for all kinds of pain, including those
which cannot possibly be aided by one or
more of the ingredients, is, In the view of the
Panel, to encourage bad therapeutics.

SEMANTIC CONFUSION

The words “synergism” and “potentiation”
are subject to multiple interpretations, even
among professional . pharmacologists. It
would seem desirable to avold their use,
focusing instead on a description -of what
actually was achieved in the clinical setting,
The word “potency’” also has different mean-
ings to different persons. If one is talking
simply about milligram potency, this is ac-
tually a trivial matter in the clinical setting
and, therefore, the term “potency” should
probably be avoided. e "

. IRRELEVANT INFORMATION

Many package Inserts contaln material of
no relevance to most practitioners. For exam-
ple, the animal data are often not helpful,
and are not always clearly identifiable as
such. This material often seems to be used
88 a substitute for clinical data. Also irrele-
vant and. noét particularly helpful to the
reader is.& long list of clinical testimonials,
only some of which bear on the points at
issue, and most of which are uninterpretable
because of defects in clinical design.

DRUG DEPENDENCE AND- ABUSE

The following statement is proposed to-
bring uniformity to the claims made concern-
ing the dependence-producing properties of
narcotic analgesics and preparations contain-
ing narcotic analgesics. It is recognized that
many of the clalms concerning a lesser
dependence-producing liability - of specific
narcotic analgesics reflect the fact that the
particular agents are not commonly abused,
However, it must also be recognized that the
actual abuse rates do not accurately reflect
dependence-producing potential, It is known
that agents and preparations that have not
been commonly abused in some soclal set-
tings at some times, have been extensively
abused in other settings at other times.

One of the major purposes of the exlstfig
laws and regulations -concerning narcotic
analgesics is to prevent abuse, Therefore, all
agents that have been shown to produce
morphine-like physiologic and - subjective
changes when administered chronically, that
will produce morphine-like dependence, or
that will substitute for morphine in mor-
phine-dependent subjects, shall carry the
following recommended warning: .

(Name of agent) can produce dependence
of the morphine type and therefore has the
potential for being abused,

The only exceptions to this recommenda-
tion are substances specifically exempted
- from bearing the label “Warning—may be
habit forming” required by Federal law or
regulation.

RIGID DOSE RECOMMENDATIONS

The Panel belleves that doctors should not
be bound legally by dose recommendations

In package insgerts. These recommendations

_ NOTICES

represent advice as to the dose at which most
patients can be started, and the range at
which the needs of most patients can be
met. However, it is good practice to manipu=
late the dose in the event of a therapeutic
faflure, or in the event of untoward effects.
Furthermore, tolerance to a drug may de-
velop, and may require an increase in dose.
It is the Panel’s observation that some of the
recommended doses are too low.

DEFICIENCIES OF METHODOLOGY

There is a need for additional methodology
for the study of pain. Thus, for example,
there is a paucity of information available

on the comparative effects of analgesics given.

repeatedly to patients with chronic pain. The
result with single doses may or may not be
transferable to such situasions. Another area
of deficiency is the evaluation of topical oint-
ments that produce obvious sensations of
ocooling or warmth. Such limitations in meth-
odology should be kept in mind by the Food
and Drug Administration when evaluating
data on drugs, both old and new.

The evaluations of the National
Academy of Sciences-National Research
Council, Drug Efficacy Study Group, are
as follows: R

1, Isophrin Nose Drop Solution con-
taining phenylephrine  hydrochloride.
This drug has been evaluated by the
Panel on Drugs Used in Allergy.

Indication: Symptomatic relief (of nhasal
congestion) in colds, sinusitis, and hay fever.

Evaluation: Effective, -

Comments: None.

General comments: The insert should warn
that prolonged or excessive use of this prod-
uct may result in rebound nasel congestion.

It should be noted that use of the 1.0 per-
cent solution may result in a high incidence
of side effects. ’

2. Propadrine Hydrochloride . Elixir
containing phenylpropanolamine hydro-
chloride.

This drug has been evaluated by the
Panel on Drugs Used in Allergy.

Indication: Hay fever and allergic rhinitis.
© Evaluation: Probably effective.

Comments: The Panel believes that this
product is effective, but adequately controlled.
clinical studies have not been presented.

. 3. Privine Hydrochloride Nasal Jelly,
Nasal Solution, and Nasal Spray contain-
ing naphazoline hydrochloride.

This drug has been evaluated by the
Panel on Drugs Used in Allergy. '

Indication: Relief of nasal congestion, as
in colds, sinusitis, and hay fever,

Evaluation: Probably effective.

Comments: In the experience of the Panel,
this is an effective product, but adequate
documentation has not been provided.

4, Tuamine Inhaler containing tuam-
inoheptane and menthol. .

This drug has been evaluated by the
Panel on Drugs Used in Allergy. -

Indication: Relief of nasal congestion.

Evaluation: Possibly effective.

Commients: Data relevant to.this mode of
administration of this compound have not
been presented to the Panel.

5. Tagathen Tablets containing chlo-
rothen citrate.

This drug has been evaluated by the
Panel on Drugs Used in Allergy.

Indication: Temporary rellef of nesal con-
gestion, watering of the eyes, running nose
and sneezing due to hay fever or rose fever.

Evaluation: Possibly effective.

Comments: Adequate documentation of
the clinical effect of this compound at the

recommended dose has not. been
to the Panel. Presented

6. Histadyl and A.S8.A. Compound
Pulvules containing methapyrilene hy-
droxybenzoyl benzoate, .aspirin, phen-
acetin, and caffeine. s,

This drug has been evaluated by the
Panel on Drugs Used in Allergy,

Indication: Relief of symptoms of the
common cold. -

Bvaluation: Effective, but * * ¢ (subse-
quently reevaluated as ineffective as & fixed
combination). '

Comments: It has not been pr
the -antihistamine contributes tg %;e: 'r?lliz:'
of these symptoms provided by this com-
bination. The majority of carefully controlled
studies that have been performed with anti-
histamines disclosed no alleviation of symp-
toms or shortening of the duration of sympe
toms of colds. When allergic rhinitls is
mistaken for a cold, antihistamines may be
of benefit; but allergic rhinitis is being
trented In that instance, not an upper
respiratory infection. -

General comments: A warning about the
dangers of use by espirin-sensitive patients
should be included on the label. ;

7. Benzedrex Inhaler containing pro-
pylhexadrine and menthol.

This drug has been evaluated by the
Panel on Drugs Used in Allergy.

Indication: Temporary relief of nasal con-
gestion in colds and hay fever; also for ear
block and pressure pain during air travel.

Evaluation: Probably effective,

Comments: Although the Panel believes
that this product is effective, adequately con-
trolled studies supporting its efficacy have not
been presented.

8. Decapryn with aspirin, phenacetin
and caffeine tablets containing doxyla-
mine succinate, aspirin, phenacetin, and
caffeine. - o

This drug has been evaluated by the

following Panels:

a. Panel on Drugs Used in Allergy.
b. Panel on Drugs for Relief of Pain,

PANEL ON DRUGS USED IN ALLERGY

Indication: Temporary relief of minor dis-
comforts assoclated with the common: cold.

Evaluation: Effective; but * ¢ * (subse-
quently reevaluated as ineffective-as a fixed
combination).

Comments: It has not been proved that the
antihistamine contributes to the rellef of
these symptoms provided by this combina-
tion. The majority of - carefully controlled
studies that have been performed with anti~
histamines disclosed no alleviation of symp-
toms or shortening of the duration of symp-
toms of colds. When allergic rhinitis is mis-
taken for a cold, antihistamines may be of
benefit; but allergic rhinitis is being treated
in that instance, .not an upper respiratory
infection,

QGeneral comments: A warning about the
dangers of use by aspirin-sensitive patients
should be Included on the label.

PANEL oN DRUGS FOR RELIEF OF PAIN

Indication: For the temporary rellef of
minor discomforts associated with the com-
mon cold.

Evaluation: Effective, but * * *.

Comments: This combination contains the
known analgesic combination, APC, which at
the recommended dose would provide rellef
of pain. There is no reason to expect that

the additional ingredient would detract from
or add to this effect. ‘
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: * This combination 18 probably capable of

: many different kinds of pain. How-
E:“:tfare are no specific, well-controlled,
4 conclusive studies on the above-
entioned conditions.

' 9. Forthane Inhaler containing meth-

]
3 aneamine.
ju'ﬁ"fis drug has been evaluated by the

{panel on Drugs Used in Allergy.
‘%" Indication: Relief of nasal congestion.
e E:raluatlon: Probably effective,

" Comments: In the experience of the Panel,
this s an effactive product, but adequate doc-

‘umentation has not been provided.

10. Antistine-Privine Nasal Solution
containing antazoline hydrochloride and
naphazoline hydrochloride.
| This drug has been evaluated by the
Panel on Drugs Used in Allergy.

Indication: Symptomatic rellef of nasal
congestion due to allergle rhinitis; vasomo-
tor rhinitis; acute, subacute or chronic
"Binusitis.

" Evaluation: Probably effective. )

+ Comments: In the experience of the Panel,
“%thig 15 an effective product. However, ade-
quate documentation does not seem to be
available.

» Indication: The decongestive action of this
¢ombination is more intense and prolonged
In many instances than that produced by
‘either antihistamine or decongestant solu-
‘tion alone.

Evaluation: Possibly effective.

Comments: The Panel is unaware of any
acceptable evidence to support this.

General comments: The insert should
warn that prolonged or excessive use of this
‘product may result in rebound nasal

congestion.

— 11, Wyamine Inhaler containing me-
phentermine and menthol.
This drug has been evaluated by the
Panel on Drugs Used in Allergy.

Indication: Temporary relief of nasal
congestion.

Evaluation: Probably effective.

Comments: In the experience of the Panel,
this is an effective product. However, ade-
quately controlled studies do not seem to be
avallable,

12, Wyamine Sulfate Nasal Solution
containing mephentermine sulfate.

This drug has been evaluated by the
Panel on Drugs Used in Allergy.

Indication: Nasal decongestion in acute or
chronic rhinitis, sinusitis, and allergic rhi-
nitis (hay fever and perennial or vasomotor
rhinitis).

Evaluation: Probably effective.

Comments: In the experience of the Panel,
this s an effective product. However, ade-
quately controlled studies do not seem to
be available.

General comments: The labeling should
warn that prolonged or excessive use of this
product may result in rebound nasal
congestion, .

13. Clopane Hydrochloride Solution
containing cyclopentamine hydrochlo-
ride.

This drug has been evaluated by the
Panel on Drugs Used in Allergy.

Indication: Nasal congestion due to hay
fever, vasomotor rhinitis, or the common
oold, sinusitis; preoperative vasoconstriction

of nasal and nasopharyngeal mu :
- ot %) nucosa; and

due to nasal on.
Evaluation: Probably effective.
ts: This judgment is based on
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physiologic studies, in the absence of ade-
guate clinical studies.

General comments: The insert should
warn that excessive or prolonged use of this
product may result in rebound nasal
congestion.

14. Coricidin Cold Tablets containing
chlorpheniramine maleate, aspirin, and
caffeine.

This drug has been evaluated by the
following Panels:

a. Panel on Drugs Used in Allergy.

b. Panel on Drugs for Relief of Pain.

PANEL ON Drugs USED IN ALLERGY

Indication: Symptomatic rellef of colds and
accompanying aches, paln, fever, and simple
headache.

Evaluation: Effectlve, but * * * (sub-
sequently reevaluated as ineffective as a fixed
combination).

Comments: It has not been proved that
the antihistamine contributes to the rellef
of these symptoms provided by this com-
bination. The majority of carefully con-
trolled studies that have hbeen performed
with antihistamines dlsclosed no alleviation

of symptoms or shortening of the duration

of symptoms of colds. When allergic rhinitis
is mistaken for a cold, antihistamines may
be of benefit; but allergic rhinitis is being
treated in that instance, not an upper res-
piratory infection.

General comments: The presence of
asplrin in this combination should be clearly
identified and a warning about the dangers
of use by aspirin-sensitive patients should
be included on the label.

PANEL oN DRUGS FOR RELIEF OF PaIiN

Indication: For symptomatic rellef of
colds and accompanying aches, palns, fever,
and simple headache.

Evaluation: Effective, but * * *,

Comments: This combination contains the
known analgesic aspirin, which at the recom-
mended dose would provide relief of pain.
There is no reason to expect that the addi-
tional ingredients would detract from or
add to this effect.

15. Thephorin-AC Tablets containing
phenindamine tartrate, aspirin, phen-
acetin, and caffeine,

This drug has been evaluated by the
Panel on Drugs Used in Allergy.

Indication: Rellef of “cold symptoms.”

Evaluation: Effective, but * * * (sub-
sequently reevaluated as ineffective as a fixed
combination).

Comments: It has not been proved that
the antihistamine contributes to the relief
of these symptoms provided by this combina-
tion. The majority of carefully controlled
studies that have been performed with anti-
histamines disclosed no alleviation of
symptoms or shortening of the duration of

‘symptoms of colds. When allergic rhinitis is

mistaken for a cold, antihistamines may be
of benefit; but allergic rhinitis is being
treated in that instance, not an upper res-
piratory infection.

General comments: A warning about the
dangers of use by aspirin-sensitive patients
should be included on the label.

16. Vasoxyl nasal solution and spray
containing methoxamine hydrochloride.

This drug has been evaluated by the
Panel on Drugs Used in Allergy.

Indication: Temporary rellef of nasal
congestion.

Evaluation: Probably effective.

Comments: In the experience of the Panel,
this is an eflective product. However, ade-

quately controlled studies do not seem to be
available,
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General comments: The labeling should
warn that excessive or prolonged use of this
product may result in rebound nasal
congestion.

17. Bena-fedrin solution containing
diphenhydramine hydrochloride, and
ephedrine hydrochloride.

This drug has been evaluated by the
Panel on Drugs Used in Allergy.

Indication: Relief of congestion of the
mucous membrane of the nose and throat.

Evaluation: Effective, but * * *.

Comments: No data have been presented
to the Panel that demonstrate the superi-
ority of this combination to ephedrine
alone. No data demonstrating the local effect
of the antihistamine have been presented to
the Panel, other than some data regarding
local anesthetle properties. The usefulness of
Chloretone (chlorobutanol) has mnot been
demonstrated.

The potential risk of sensitization to top-
ically applied antihistamines s such that the
Panel prefers the oral route. As Indicated
above, antihistaminic efficacy s not well es-
tablished for most of these drugs when they
are applied directly to the nasal mucosa.

This indication was reevaluated as pos-
sibly effective with the following comments:

No data has been presented to the Panel
demonstrating benefit in adding antihista-
mine or Chloretone to the mixture.

The potential risk of sensitization to top-
iecally applied antihistamines is such that the
Panel feels this 1s another reason not to use
the preparation.

Finally, the label should warn that pro-
longed or excessive use of this product may
result in rebound nasal congestion,

General comments: The label should warn
that prolonged or excessive use of this prod-
uct may result in rebound nasal congestion.

18, Inhiston-APC Tablets containing
pheniramine maleate, aspirin, phenace-
tin, and caffeine.

This drug has been evaluated by the
following Panels:

a. Panel on Drugs Used in Allergy.
b. Panel on Drugs for Relief of Pain.

PaNEL OoN Drues Usep 1IN ALLERGY

Indication: Symptomatic rellef of colds.

Evaluation: Effective, but * * * (subse-
guently reevaluated as Ineffective as a fixed
combination).

Comments; It has not been proved that
the antihistamine contributes to the relief
of these symptoms provided by this combi-
nation. The majority of carefully controlled
studies that have been performed with anti-
histamines disclosed no aleviation of symp-
toms or shortening of the duration of symp-
toms of colds. When allergic rhinitis is mis-
taken for a cold, antihistamines may be of
benefit; but allergic rhinitis is being treated
in that instance, not an upper respiratory
infection.

Indication: Hay fever.

Evaluation: Possibly effective.

Comments: The APC component probably
does not add to the effect of the anti-
histamine. Phenlramine probably is an effec-
tive antihistamine when taken in adequate
dosage. The amount of antihistamine pres-
ent in this product is below that found to
be effective in the experience of the Panel.

General comments: A warning about the
dangers of use by aspirin-sensitive patlents
should be included on the label.

PANEL oN DRUGS vor RELIEF OF PAIN

Indication: For symptomatic relief of
aches, pains, colds, hay fever, and simple
headaches.
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Evaluation: Effective, but * * »,

Comments: This combination contains the
known analgesic combination, APC, which at
the recommended dose would provide rellef
of pain. There {8 no reason to expect that
the additional ingredlent would detract from
or add to this effect.

This combination is probably capable of
relieving many different kinds of pain, How-
ever, there are no specific, well-controlled,
and conclusive studies on the above-
mentioned conditions.

General comments: Whether the addition
of the antihistamine contributes anything
additional to the management of the clini-
cal entities of “aches, pains, and simple
headache" is not known.

19. Bristamin-APC Tablets contain-
ing phenyltoloxamine citrate, aspirin,
phenacetin, and caffeine.

This drug has been evaluated by the
following Panels:

a. Panel on Drugs Used in Allergy.

b. Panel on Drugs Used in Dentistry.

c. Panel on Drugs for Relief of Pain.
PANEL oN Drucs UseEp IN ALLERGY

Indication: Symptomatic relief of colds.

Evaluation: Effective, but * * * (subse-
quently reevaluated as ineffective as a fixed
combination).

Comments: It has not been proved that
the antihistamine contributes to the rellef
of these symptoms provided by this combina-
tion. The majority of carefully controlled
studies that have been performed with antl-
histamines disclosed no alleviation of symp-
toms or shortening of the duration of symp-
toms of colds. When allergic rhinitis is mis-
taken for a cold, antihistamines may be of
benefit; but allergic rhinitls is belng treated
in that instance, not an upper respiratory
infection. ;

General comments: A warning about the
dangers of use by aspirin-sensitive patients
should be included on the label.

PaNEL ON Drucs Usep 1N DENTISTRY

Indication: To aid in the relief of paln
and discomfort following tooth extraction or
other dental work.

Evaluation: Possibly effective.

Comments: There Is no question that APC
is effective in controlling pain of dental
origin, However, the Panel questions the role
of phenyltoloxamine in the listed claims, and
further questions its low dosage. The Panel
feels that the company should substantiate
phenyltoloxamine in this dosage as effective
in the treatment of the listed conditions.

PANEL ON DRUGS FOR RELIEF OF PAIN

Indication: Pain-relieving compound with
antihistamine.

Evaluation: Effective, but * * =,

Comments: This combination contains the
known analgesic combination, APC, which
at the recommended dose would provide re-
1llef of pain. There is no reason to expect that
the additional ingredient, Bristamin, would
detract from or add to this effect.

Indication: For relief of discomfort from
colds, headaches, minor menstrual and den-
tal paln.

Relieves muscular aches and pains, fever-
-ish feeling, headache.

Evaluation: Effective, but * * *.

Comments: This combination contains the
known analgesic, APO, which at the recom-
mended dose would provide rellef of pain.
There 18 no reason to expect that the ad-
ditional ingredient, Bristamin, would detract
from or add to this effect. )

This combination is probably capable of
relieving many different kinds of pain, How-

"wer, there are no specifio, well-controlled,

S
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and conclusive studies on the above-men-
tioned conditions, X

General comments: Whether the addition
of the antihistamine contributes anything
ndglt‘;lonﬁ to ai;l;}:! management of the elinieal
entitles “ , pains, and head-
ache” is not known. -

20. Phenylpropanolamine Hydrochlo-
ride Nyscap Timed Release Capsule: This
drug has been evaluated by the Panel on
Drugs Used in Allergy.

Indication: Rellef of nasal congestion due
to the common cold.

Evaluation: Possibly effective.

Comments: No data supporting this claim
have been presented to the Panel.

Indication: Rellef of nasal congestion due
to hay fever and nasal stuffiness,

Evaluation: Probably effective,

Comments: Nasal stuffiness is a symptom
not a diagnosis,

Indication: Timed release produces pro-
longed effect.

-Evaluation: Posslbly effective.
Comments: No data supporting this claim

.have been presented to the Panel.

21. Fedrazil Tablets containing chlor-
cyclizine hydrochloride and pseudoephe-
drine hyrochloride.

This drug has been evaluated by the
Panel on Drugs Used in Allergy.

Indication: Relief of nasal congestion as-
soclated with colds,

Evaluation: Possibly eflective (subse-
quently reevaluated as ineffective as a fixed
combination).

Comments: There s no evidence that
elther drug in this combination will accom-
plish what 18 claimed. The dose of pseudoe-
phedrine 1s less than optimal for many adults
and it has not been proved to be beneficial for
this indication, It has not been proved that
the antihistamine contributes to the rellef of
cold symptoms which 18 provided by this
combination. The majority of carefully con-
trolled studies that have been performed
with antihistamines disclosed no alleviation
of symptoms or shortening of the duration
of symptoms of colds. When allergic rhinitis
is mistaken for a cold, antihistamines may be
of benefit; but allergic rhinitis is being
treated In that instance, mot an upper
respiratory infection.

Indication: Hay fever.

Evaluation: Effective.

Comments: The dose of pseudoephedrine is
less than optimal for many adults.

22. Nasalaire Inhaler containing iso-
cyclamine.

This drug has been evaluated by the
Panel on Drugs Used in Allergy.

Indication: For instant relief of nasal
congestion accom colds, hay fever,
sinus trouble, allergies, catarrh, postnasal
drip.

Evaluaion: Possibly effective.

Comments: The documenation provided by
the manufacturer is inadequate proof of
clinical efficacy. The terms “allergies” and
“postnasal drip” are insufficiently precise.

General comments: If this product is found
to be effective, the labeling should be revised
to include adequate instructions for its use.
Contraindications and slde effects should he
mentioned and a warning that prolonged or
excessive use of the product may result in
rebound nasal congestion should be mclu(_led.

23, Quadrin Tablets containing acet-
aminophen, phenyltoloxamine citrate,
and phenylpropanolamine hydrochloride.

This drug has been evaluated by the
following Panels:

a. Panel on Drugs Used in Allergy.
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b. Panel on Drugs for Relief of Pain,
PANEL oN Druos UsED v ALLERGY

Indication: Rellef of nasal congesti

t0 common colds and hay fever, o
Evaluation: Possibly effective,
Comments: Adequate documentation of

colds. Aceb&m.lnq:_vhan has no effect on nasg)
congestion known to the Panel, although 1t
is a known analgesie.

No data supporting claims about speed and

duration of action have been presen
the Panel, P

PANEL ON Drucs For RELIEF OF PAIN

Indication: New Quadrin's acld-free for-
mula works without aspirin to shut out paln.
Quadrin’'s new analgesic acetaminophen is
safer, faster than aspirin.

Evaluation: Effective, but * * *,

Comments: This combination contains the
known analgesic, acetaminophen, which at
the recommended dose would provide rellef
of pain. There is no reason to expect that
the additional ingredients would detraét
from or add to this effect.

The first part of the claim is certainly cor-
rect; the compound contains no aspirin. The
other claims are questionable. If the manu-
facturer means that there is less risk of
gastrointestinal bleeding, it should say so.
The claim that the compound works faster
than aspirin i85 not substantiated by any
available evidence.

24. Contac Capsules containing chlor-
pheniramine maleate, phenylpropanol-
amine hydrochloride, atropine sulfate,
scopolamine hydrobromide, and hyoscy-
amine sulfate.

This drug has been evaluated by the
Panel on Drugs Used in Allergy.

Indication: Relief of nasal congestion of
the common cold.

Evaluation: Possibly effective.

Comments: No supporting data, collected
in a controlled fashion, have been presented
to the Panel, It is doubtful that the anti-
histamine is of benefit for the rellef of nasal
congestion due to the common cold. Beveral
carefully controlled studies, in which dif-
ferent antihistamines were tried, disclosed no
alleviation of symptoms or shortening of the
duration of symptoms of colds, When allergic
rhinitis is mistaken for a cold, antihistamines
may be of benefit; but allergic rhinitis is
being treated in that instance, not an upper
respiratory infection.

This indication was subsequently reevalu-
ated as ineffective as a fixed combination
with the following additional comments:

It has not been proved that the anti-
histamine contributes to the relief of cold
symptoms which is provided by this com-
bination. The majority of carefully con-
trolled studies that have been performed
with antihistamines disclosed no alleviation
of symptoms or shortening of the duration
of symptoms of éolds.

Indication: Relief of nasal congestion due
to hay fever.

Evaluation: Probably effective.

Commentsi The dose recommended would
provide much less than the optimal amount
of chlorpheniramine for the average adult
with hay fever. A dose three times as great
was used in the references oited.

The variability in individual responsive-
ness to belladonna alkaloids makes it un-
likely that many patients would get much
benefit from the small, fixed dose of these
compounds contained in Contac.

Indication: 12-hour effect.

Evaluation: Possibly effective.
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Comnients: Controlled clinical data sup-
porting the 12-hour action of this product

have not been presented to the Panel. .

95. Chlorephrine Nyscaps containing

chlorpheniramine maleate and phenyl-
"“. ephrine hydrochloride.

This drug has been evaluated by the Panel
‘ on Drugs Used in Allergy.

Indication: Nasal congestion due to hay
fever.

Evaluation; Effective.

Comments: None.
common .¢old.

Evuuﬁig:ln: Possibly effective.

Comments: Adequate evidence supporting

this clalm has not been presented to the®

Panel. In addition, it is doubtful whether
the antihistamine is of benefit for the relief
jof symptoms due to the common cold. Sev-
eral carefully controlled studies, in which
different antihistamines were tried, disclosed
no alleviation of symptoms or shortening
of the duration of symptoms of colds. When
allergic rhinitis is mistaken for a cold, an-
tihistamines may be of benefit; but allergic
rhinitis is being treatéd in‘that instance,
not an upper respiratory infection.

This indication was subsequently reevalu-
ated as ineffective as a fixed combinatio
with the following additional comments:

Indication: Rellef of nasal congestion
associated with colds.

There 1s no evidence that either drug in

this combination will accomplish what
claimed. The dose of is
less than optimal for many adults and
it has not been proved to be beneficial for
this indication. It has npot been proved that
the antihistamine contributes to the rellef
of cold symptoms which is provided by this
combination. The majority of carefully con-
prutzva- studles that have been performed
with antihistamines disclosed no alleviation
of symptoms or shortening of the duration
of symptoms of colds.
- Indlcation: Timed-release capsule,

Evaluation: Effective.

Comments: None.,

_ 26. Vicks Tri-8pan 12-Hour Deconges-
tant Tablets containing acetaminophen,
pyrilamine maleate, caffeine, ephedrine
sulfate, and phenylpropanolamine.

This drug has been evaluated by the
‘Panel on Drugs Used in Allergy.

. Indication: Symptomatic relief of nasal
‘congestion due to colds,

Evaluation: Probably effective (subse-
quently reevaluated as ineffective as a fixed
combination),

Comments: Although the acetaminophen
.:nd caifeine may provide some rell?r of
‘‘headache, achy feeling of colds,” it is doubt=
ful whether they contribute to the relief
of nasal congestion, which appears to be
the major indication for which this product
Is sold. The antihistamine may provide some
benefit in cases of hay fever, but is probably
not of use in colds. No supporting data, col-
lected in a controlled fashion, have been pre-
sented to the Panel. It is doubtful whether
the antihistamine is of benefit for the relief
©f nasal congestion due to the common cold,
Several carefully controlled studies, in which
;uitrmnt antihistamines were tried, disclosed
no alleviation of symptoms or shortening of
the duration of symptoms of colds. When
allergic rhinitis is mistaken for a cold, anti-
histamines may be of benefit; but allerglc
Thinitis is being treated in that instance
-liot an upper respiratory infection. '
4 Indication: 12-hour effect,
| Evaluation: Possibly effective.

% Comments: Controlled clinical data sup-
sporting this clalm have not been présented
‘to the Panel.
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.‘] Indication: Symptomatic relief of nasal
jcongestion due to hay fever.

p Evaluation: Probably effective.

¥ Comments: None. :

27. Ampar Timed Release Capsules

ntaining chlorpheniramine maleate

d phenylephrine hydrochloride.

This drug has been evaluated by the
'Panel on Drugs Used in Allergy.

Indication: Nasal congestion due to hay

Evaluation: Probably effective.

ever.
Indication: Nasal congestion due to th*\? Comments: Adequate evidence supporting

‘this claim has not been presented to the
Panel. : /

Indication: Nasal congestion due to the
common cold.

" Evaluation: Possibly effective.

Comments: Adequate evidence supporting
this claim has not been presented to the
Panel. In addition, it is doubtful whether
the antihistamine is of benefit for the rellef
of symptoms due to the common cold. Sev-
ral carefully controlled studies, in which
differenf antihistamines were tried, disclosed
no alleviation of symptoms or shortening of
the duration of symptoms of colds. When
allergic rhinitis is mistaken for a cold, anti-
histamines may be of benefit; but allergic
rhinitis is being treated in that instance. not
an upper respiratory infection.

This indication was subsequently reevalu-
ated as ineffective as a fixed combination
with the following additional comments.

There Is no evidence that either drug in
this combination will accomplish what is
claimed. The dose of pseudoephedrine is less
than optimal for many adults and it has
not been proved to be beneficlal for this
indiecation. It has not been proved that the
antihistamine contributes to the relief of cold
symptoms which is provided by this combina-
tion. The majority of carefully controlled
studies that have been performed with anti-
histamines disclosed no alleviation of symp-
toms or shortening of the duration of symp-
toms of colds. :

Indieation: Time-released capsule,

Evaluation: Possibly effective.

Comments: No unequivocal data regarding
this property have heen submitted to the
Panel.

A copy of the Academy’s report has
been furnished to each firm referred to
above. Communications forwarded in re-
sponse to this announcement should be
identified with the reference number
DESI 1205, directed to the attention of
the appropriate office listed below, and
addressed to the Food and Drug Admin-
istration, 5600 Fishers Lane, Rockville,
Md. 20852:

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

All other communications regarding this an-
nouncement: Drug Effieacy Study Imple-
mentation Project Office (BD-60), Bureau
of Drugs.

This notice is issued pursuant to pro-
visions of the Federal Food, Drug, and
Cosmetic Act (secs. 502, 505, 52 Stat.
1050-53, as amended; 21 U.8.C. 352, 355)
and under the authority delegated to the
Commissioner of Food and Drugs (21
CFR .120).

Dated: June 26, 1972.

Sam D. FINE,
Associate Commissioner
for Compliance.

[FR Doc.72-10445 Filed 7-7-72;8:47 am]
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|DESI 8709]

CERTAIN PARENTERAL DRUGS
CONTAINING VERATRUM ALKALOIDS

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 antihyperten-
sive drugs:

1. Veralba Injection containing proto-
veratrines A and B; the Dow Chemical
Co., 1200 Madison Avenue, Indianapolis,
Ind. 46225 (NDA 8-709). ¥

2. Unitensin Aqueous containing cryp-
tenamine acetates; Mallinckrodt Chemi-
cal Works, 3600 North Second Street, St.
Louis, Mo. 63160 (NDA 8-814).

Such drugs are regarded as new drugs
(21 U.S.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. -

A. Effectiveness classification. The
Food and Drug Administration has con-
sidered the Academy's reports, as well as
other available evidence, and concludes
that these drugs are effective for short-
term use in the treatment of hyperten-
sive crises.

B. Conditions for approval and mar-
keting. The Food and Drug Administra-
tion is prepared to approve abbreviated
new-drug applications and abbreviated
supplements to previously approved new-
drug applications under conditions de-
scribed herein.

1. Form of drug. These veratrum alka-
loid preparations are aqueous solutions
suitable for parenteral administration.

2. Labeling conditions. a. The labels
bear the statement, “Caution: Federal
law prohibits dispensing without
prescription.”

b. The drugs are labeled to comply
with all requirements of the Aect and
regulations. Their labeling bears ade-
quate information for safe and effective
use and, where applicable, the Academy’s
comments. The “Indications” sections
are as follows:

INDICATIONS

For short-term use in the treatment of
hypertensive crises.

3. Marketing status. Marketing of such
drugs may be continued under the con-
ditions described in the notice entitled
“Conditions for Marketing New Drugs
Evaluated in Drug Efficacy Study,” pub-
lished in the FepErAL REGISTER, July 14,
1970 (35 F.R. 11273), as follows:

a. For holders of “deemed approved”
new-drug applications (i.e., 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 an abbreviated supplement
for updating information as described in
paragraphs (a) (1) (i) and (iii) of the
notice of July 14, 1970.

b. For any person who does not hold
an approved or effective new-drug ap-
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