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"' 1t is generally recognized as safe and ef-
. fectlve within the meaning of section
+ 201(p> of the act or because it is exempt
from part or all of the new drug provi-
sions of the aet pursuant to the exemp-
tion for products marketed prior to June
25, 1938, contained in section 201(p) of
the act, or pursuant to section 107(c) of
the Drug Amendments of 1962: or for
any other reason. ' .

In accordance with the provisions of
section 505 of the act (21 U.8.C, 355) and
the regulations promulgated thereunder
(21 CFR Parts 310, 314), the applicant(s)
and all other persons who manufacture
or distribute a drug product which is
identical, related, or similar to a drug
product named above (21 CFR 310.6),
are hercby given an opportunity for a
hearing to show why approval of the new
drug ‘application(s) providing for the
cinim(si involved should not be with-
drawn and an opportunity to raise, for
administrative determination, all issues
relating to the legal status of a drug
product named above and all identical,
related, or similar drug products.

- If an applicant or any person subject
to this notice pursuant to 21 CFR 310,6
. elects to avail himself of the opportunity
for hearing, he shall file (1) on or before
January 10, 1977, & written notice of ap-
pearance and request for hearing, and
(2) on or before Fehruary 8, 19717, the
data, information, and analyses on which
he rellies to justify s hearing, as spe-
cified in 21 CFR 314.200. Any other in-
terested person maoy also submit com-
ments on this proposal to withdraw ap-
proval. The procedures nnd requirements
governing this notice of opporiunity f[or
hearing, n notice of appearance ‘and re-
quest for hearing, o submission of datn,
information, and ananlyses to justify a
hearing, other comments, and a grant or
denial of hearing, are contained in 21
CIFR 314,200, :

The failure of ar applicant or any
otlier person subject to this notice pur-
suant to 21 CFR 310.6 to file timely writ~
ten appearance and request for hearing
as required by 21 CFR 314,200 constitutes
an election by such person not to avall
himself of tHe gpportunity for a hearing
concerning the action proposed with re-
speet Lo such drug product and a waiver
of any contentions concerning the legrl
status of such drug product. Any such
drug product labeled for the indica-
tion(s> lacking substantial evidence of
effectiveness referred to in paragraph A,
of this notice may not thereafter lawfully
be marketed, and the Food and Drug Ad-
ministration will initiate appropriate
regulatory action to remove such drug
products from the market. Any new drug
product marketed without an approved
NDA is subject to regulatory action at
any time,

A request for a hearing may not rest
upon mere allegations or denials, but
must set- forth specific facts showing that
there is a genuine and substantinl issue
of fact that requires a hearing, If it con-
clusively appears from the fnce of the
data, information, and factusl analyses
in the request for the hearing that there
is no genuine and substantial issue of
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fagt which precludes the withdrawal of
approval of the application, or when g
request for hearing is not made in the
required format or with the required

analyses, the Commissioner will enter

summary Jjudgment against the per-
son(s) who réquests the hearing, making
findings and conclusions, denying s

hearing,

All submissions pursuant to this notice
of opportunity for hearing shall be filed
in quintuplicate. Such submissions, ex-
cept for data and information prohibited
from public disclosure pursuant to 21
U.B.C. 331(J) or 18 U.S.C. 1905, may be
seen in the office of the Hearing Clerk
(address given below) during working
hours, Monday through Friday.

Communlications forwarded in re-
sponse to this notice should be identified
with the reference number DESI 6343,
directed to the attention of the appro-
priate office named below, and addressed
to the Food and Drug Administration,
5600 Pishers Lane, Rockville, MD 20852,

Supplements (ldentify with NDA number) :
Division  of Surgical-Dental Drug Products
{(HFD-160), Rim, 188-04, Bureau of Drugs.

Orlginal abbroviated now drug applications
{fdentify ns such): Divislon of Generic Drug

‘Monographs (HFD-530), Bureau of Drugs,

Request for Hearlng (identity witly Docket

number appearing in the heading of this,

notice) : "Hearing Clerk, Food and Drug Ad-
ministration {HFC-20), Rm. 4-65..

Requests for the report of the National
Acndemy of Sclences-National Research
Cotinell: Pubiic Records and Document Cen-
ter (HFC-18), Rm, 482,

Other communieations regarding this no-
tico: Mrug Effenacy Study Implomentation
Project Manpger (HPD-501), Buresu of
Drugs.

This notice s issued under the Federal
Food, Drug, and Cosmetic Act (secs. 502,
505, 52 Stat, 1050-1053, as amended (21
U.S.C. 352, 355)) and under the author-
ity delegated to the Director of the Bu-
reau of Drugs (21 CFR 5.31) (recodificn-
tion published in the PEDERAL REGISTER
of June 15, 1976 (41 FR 24262) ),

Dated: December 1, 1976.

J. Ricuary CROUT,
-Director, Bureau of Drugs.

| F1¥ Doc 76-36044 Fled 12-0-76:8:45 amy|

{Docket No, TEN-0052]
OVER-THE-COUNTER DRUGS

" Decision On Theophylline As A Single
Ingredient

The Food and Drug Administration
(FDA) announces that, as o result of
additional information. the Commission-
er of Food and Drugs disagrees with the
recommendation of the Cold, Cough, Al-
lergy. Bronchodilator and Antiasthmatic
Pancl (“the Panel”) to allow theophyl-
line to be made available over-the-coun-

‘ter (OTC) as a single ingredient. Any

~

OTC drug product containing theophyl-
line as a single Ingredient is subject to
immediate regulatory action.

In a notlee published in the FeperaL
RecrsTER of September 9, 1976 (41 FR
38312), FDA proposed to establish con-
ditions under which OTC cold, cough,
allergy., bronchodilator, and antiasth-

-

‘cent of the patient

i
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matic drugs are generally recognis

safe and effective .and not mxfbrgge?js.
based ‘on the. recommendations of the
Panel. The preamble to the proposal also
included the complete conclusions and
recommendations of the Parel.

The Panel's recommendations, and thé
proposéd monograph, included its con-
clusion that several ingredients swere safe
and effective for OTC use that previously
had boen limited to prescription use or
had been classified for OTC use at'a dos-
age level lower than that recommended
by the Panel. After reviewing those spe-
cific Ingredients, the Commissioner made
an initial determination not to disagree
with the Panel's recommendations on the
OTC use of a number of ingredients, in-
cluding the use of theophyllifie as a sin-
gle ingredient in OTC drug products.
The Panel recommended that the adult
dafly :dosage be 100 to 200 milligrams
(mg) jevery § hours, not to exceed 800
mg in,24 hours. ‘

The Commissioner stated, however,
that dlthough he did not challenge the
judgment of the Panel regarding the
safety] of theophylline, he believed that
there was a sclentific issue as to whether
the recommended dosage - levels .were
therapeutically effective for a significant,
identifiable population of asthmatics.
Therefore, the Commissioner noted that
theophylline was curréntly undergoing
extensive review within the agenoy and,
consequently, the Panel's recommenda-
tion might be subject to modification in
the téntative final monograph, |

Binte publication of the Panel's rec-
ommdndation, the Commissioner has re-
celved additional information that re-
guired him to dissgrec at this time with
the Panel's recommendation that theo-
phylline be made available for use as a
single ingredient in OTC drug products.
This additional Information, which was
not available duing the Panel’s delibera-
tions, indicates that the recommended
therapeutic dose may be toxic to some
individuals., This /dnformation suggests
that the safe and effective use of this
drug -requires careful. dosage titration:
based on theophylline serum concentra-
tions. i

In & recent report by Miles Welnberger,
M.D. and Leslie Hendeles, Phar. D,
“Pharmaco-therapy of Asthma,” “The .
Journal of the Maine Medical Associa-
tion,” 67:9, 255-266. September 1976, the
authors reported the relationship be-
tween theophylline dosage and the likeli-
nood. of achieving both therapeutic ef-
feet and toxicity, The report states that
at the median effective dose (50th per-
centiley of 26 milligrams per kilogram
per day (mg/kg/day?r in 4 divided doses
for children (or 1000 mg/day in 4 divided
doses {or adults),. about 25 percent of
the patient population is likely to be at.
risk of toxicity. The report shows that at -
the upper adult dosage recommended by!
the Panel, i.e., 800 mg/day, about 40 per-

population
achieve a therapeutic effect; howe:@
nbout 25 percent is likely Lo be nt risk of
toxicity, At the lower adult dosage rec-
ommended by the Pancl, i.e, 400 mg/day,
the report shows that none of the pati-
ent poptuiation is likely to be at risk of
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toxlcity, ‘howevey, only about 6 percent
will achieve 8 t.herapeutlc effect. .
The report notes that -current date
uggest that theophylline is effective for
Juppressing chronic asthmatic symptoms
when administered in dosages that acd-
eve the therapeutic serum: concentra-
jon range of 10 to 20 micrograms per
fililiter (ug/ml). The Panel stated that
tudles indicate that variations between
tients in thelr maintenance dose re-
quirements are attributable to remarka-

‘ble difterences in the rate at which theo-

1>hylline is metabolzed, Because of varia-
tions in metabolism, about 20 percent of
the adult patients receiving 800 mg/day
will have theophylline serum concentra-
tions of over 20 pg/ml and be at risk of
toxicity, Drs. Weinberger and Hendeles
recommend that, because serious toxicity
guch as seizures and death can oteur
from excesslve serum concentrations
( generally over 4¢ ug/ml) without earller
signs of lesser toxicity, clinical titration
should be based on measurement of theo-
phylline serum levels. A copy of this re-

port has been placed on file in the office -

6f the Hearing Clerk, Food and Drug Ad-
ministration, Rm. 4-65, 5800 Fishers
Lane, Rockville, MD 20857 and may be
cen between the hours of 0 am, and 4
.m., Monday through Friday.
J Beeause of this additional information
luggesting careful . titration based on
meagurement of theophylline serum
levels, the Commissioner concludes that,
pendmg publication of the tentative final
monogmph theophylline should not be
made available as a single ingredient in
OTC drug products. Therefore, he s stat-
ing his- disagreement with the Panel's
recommendgtion regarding the OTC use
aof theophylline as a single ingredient.
This action will in effect Himit the use of

_theophylline as a single ingredient to

mcscription drug products. This was the
status of such use prior to publication of
the Panel's recommendations. The Com-
missfoner beleves that, because of the ad-
ditlonal information, it is only prudent
to maintain the existing status of the use
ot theophylline ns a single ingredient;

He also belleves that allowing the usc of

theophylline to increase, pending publi-
ation of the tentative final monograph,

i3 unwarranted.

I The Comnilssioner advises that the use
{ theophymne both as a single ingredi-
nt and in’ combination, and both in pre-
cription and OTC drug products, is un-

dergoing extensive review in FDA, There-

iore, conditibps under which theophyl-

, line Is used may be subject to ndditional

¢[lm.nges in the future. The Commissioner
recommends that there not be any pro-
Iferation in the number of products con-
mlning theophylline, pending the an-
nouncement, of the results of the review
by FDA.

| For the above reasons, the Commis-
sloner does not at this time agree with
the Panel's recommendation that theo-
phylline be classified In Category I and
be made available for OTC use as a single
ingredient. Therefore, in accordance with
§330.13(h) (2)-, (21 CFR 330.13() (2))
setting forth the status of ingredients
Fecommended for QTC use under the

| .
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ore drug review, published in the Fep.

ERAL Rxcxs'mn of August 4, 1976 (41 FR
32580) ,'any product marketed containing
theophylline as » single ingredient for
OTC use is subject to immediabe regu]n.-
tory uction

Dnted December 3, 1976.

SHERWIN GARDNER,
Acting Commissioner of
Food and Drugs.

|
|
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QOffice of Education

RESEARCH PROJECTS IN VOCATIONAL
. EDUCATION ..

Closing Date for Receipt of Applications
., forFiscal Year 1977

Notice'is hercby given, pursuant to the
authority contalned In section 131(a) of
Part Cof the Vocational Education Act
of 1863, as amended (20 U.S.C. 1281()),
that applications are being accepted for
vocational education research project
grants‘and contracts.

Applications must be recetved by the

V.8, Office of Edudation Application Con-.

trol Center on or before February 14,
1977, ¢

A. Am)licat{ona sent by mail. An ap-
plication sent by maoll should be ad-
dressed as follows: U.8, Office of Educa-
tion, Application Control Center, Waosh-

ington, D.C. 20202, Attention: 13.498, An

application sent by mall will be consid-
ered to be reecived on time by the Appl-
cotion Control Center ¥ -

(1) The application was sent by regls-
tered or cortiffed mall not Jater than
Pebruary 9, 1977 ns evidenced by ‘the
U.S. Postal Service posimark on the
wrapper or envelope, or on the original
receipt from the U.8. Postal Service; or

(2) The applcation s recelved on or
before ithe cloging date by cither the De-
partment of Xealth, Education, and Wel-
fare, or the U.S. Office of Education mall
room in Washington, D.C, In establish-
ing the date of recelipt, the Commissioner
will rely on the time-date stamp of such
mafl rooms or olher documentary evi-
dence of receipt maintained by the De-
partment of ealth, Education, and Wel-
fare, or the U.8, Office of Education,

. B. Hand deltvered applications. An ap-
plication to be hand delivered must be
taken to the U.8. Office of Education Ap-
plication Contrel Center, Room 5672,
Regional Office Bullding Three, Tth and
D Streets, SW.., Washington, D.C. 20202,
Hand dellvered applications will be ac-
cepted dally between the hours of 8:00
a.m, and 4:00 p.m. Washington, D.C:
time, except Saturdays, Sundays, or Fed-
eral lolidays. -Applications will not be
accepted after 4:00 p.m. on the closing
date.

C. Program application information.
(1) Applications must be prepared and
submitted. in accordance with instruc-
tions and forms which may be obfained
from the Division of Research and Dém-
onstration, Burean of Occupational and
Adult Education, Office of Education,
Room 5018, Tth and D Stireets, SW,,
Washington, D.C. 20202.
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(2) To be eligible for review by the
Office of Education, an application:from
8 local educstional agency must be anp-
proved by the State board. In order to
permit the consideration of an applica-
tion for funding from a local educational
agency by the Office of Education, the
approval of the State board with respect
to that application should be received by
the Office of Education with the applca-
tion by the deadline established above.
In those instances where State boards
do not convene prior to the deadline date
for receipt of applications, the applica-
tions must contain a statement indicnt-
ing when the board will convene to con-
sider the application, and 4 statement
indicating the date when the recom-
mendation of the State board will be re- .
ceived in the Office of Education. The
recommendation by the State board may
not be received by the Vocational Educa’-
tion Research Program more than 50
calendar days after the closing dnte for
receipt of applications. All applicalions
from ather than local educational agen-
cles must be submitted in accordance
with 45 CFR 103.13(a) of the program
regulations (20 U.S.C, 1281(a)). -

(3)" Duplication. In order to uassure
that applications do not duplicate proj-
ccts already undertaken in the State. the
appliennt shall (1) Send a copy of the
application to the State Direclor of Vo-
cational Education, and (2) notify the
Commissioner of Education of this ac-
tion by attaching n eopy of the letter
that transmitted the application to, the
State Director of Vocational Education
to each copy of the application trans-
mitted to the Office of Education.

The State Director may advise the
Commissioner of Education of applca-
tions considered to be n duplication of
other projects in the State, within 36
days of receipt of the application. An ap-
plication may only be consldered to be a
duplication of ecffort, if the objeclives,
and procedures of the application are
closely relnted to the objectives, and pro-
cedures of completed or on-~going proj-
ects. A letter that Indicates n duplica-
tionn of effort should document how the
objectives, and procedurcs are so shmilar
that funding would not e’ warranted.

4) IL is anlicipated that grants and
assistance contracts will be nwarded In
cach of Lthe eight priorily areas Hsted in
the additlonnl criterin for selection of
applicants for Fiseal Yenr 1977, The
elght priority areas are: (a) Equal aceess
nnd opportunily, (b)) Sex-role sterotyn-
ing and sex bias, (¢) Bducation and work
programs, (4 adult and postsceondary
voeationnl eduecation, (¢) curriculum
management  and  Instruetionnl mate-
rinls, (f) Personnel development for vo-
cational edueation, (gy Comprehensive
systems of guidance, counselinm, place-
ment, and follow-through, and (h) Ad-
mintstration of vocational education at
the State and local levels. It is antiei-
pited that approximately 85 new awards
will be made for new profects in Fiseal
Year 1977. Due to the State allolmoent
system, the size of the award will vary
from State to State, The highest ranked ¢
application or applications irrespective
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