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MAY 13 jogp

WDA  87-828

Western Research Laboratories, Inc.
Attention: Liandon M. Fellows

301 South Cherokee Street

Deaver, CO B0QZ23

Gentlement

Reference is'maée-to your abbreviated new drug spplication submitted
pursuant to Seetion 505(b) of the Fedeval Food, Drug, and Cosmetic Act

for Folie Acid Tablets, 1 mg.

Reference {s also made to your communiestion dated April 19, 1952 ameading
the applicatioen.

The application provides for you to repackage the draug preduct manufactured
by Towne, Paulsean & Co., Inc. '

We have completed the review of this abbreviated new drug application

and have concluded that rhe drug is safe and effective for use as recommended
in the submitted labeling. Aceordingly, the application is appreved.

Any significant change in the conditions outlined in this abbreviated

new drig application, requires an approved supplemental application

pefore the change msy be made, except for chaunges made in conformanmce

with other provisions of Section 314.8 of the new drug vegulations.

This Administration should be advised of any change in the marketing
status of this drug.

The requirement for adequate data Co assure the blelogle availability
is being deferred at the present time., However, our getion in approving
this application is based upon an understanding that if this requirement
4z reinstated you will perform the appropriate procedures.

For Initial Campaigmns: We vequest that you submit, in duplicate, any
proposed advertising or promotional eopy which you intend to use in your
izmediste advertising or promotional campaigns. Flease submit all
proposed materiale in draft oxr meck-up form, not fingl print. Submit
both ¢oples together with a copy of the propased or final printed labeling
to the Divislon ef Drug Advertisimg and Labeling (¥FD-170}. Also,

please do not use form Fp-2253 for this submission.
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For Subsequent Campaigne: We call your attention to regulation 21 CFR
310.306(b) (3) which vequires that all material fer any subsequent advertising
or promotional eanpaigns at the time of their initial use be subuiteed to
our Bivision of Drug Advertising and Labeling (HFD-170) with a coumpletad
fore FD-2253. A cepy of Form FD-2253 {s enclosed for your convenience.

The enclosures summarize the cenditions relating to the approval of this
application.

Fdaein Seifa,
Birector .
Bivision of Generie Drug Monographs
0ffice of Drug Momographs

Bureau of Drugs

Enclesures:
Conditions of Approvel of & New Drug Applicsiion
Records & Reports Requirements
Form FB~22353

cc:
DEN-DO DUP

HFD-530

HFD-614

HFD-313

HFD-5 _
MSeife/JMeyer/CMSmi.th
r/d/init.JMeyer/MSeife 5-11-82
£/t/wh/5~11-82

. approved

/7
I\t S gy

e Sldler
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FOLIC ACID, U.S.P.

DESCRIPTION: Folic Acid Tablets contain not less than 90 percent and
not more than 115 percent of the labeled potency of the drug.

Folic acid is a yellowish orange crystalline powder which is readily
soluble in dilute alkali hydroxides and carbonates. Mt is insoluble in
alcohol, chloroform and ether; and very slightly soluble in water.

ACTIONRS: Folic acid is a hematopoietic vitamin which is enzymatically
reduced in the body to tetrahydrofolic acid, the biologically active
coenzyme form. The function of tetrahydrofolic acid is to transfer
one-carbon molecular fragments from one compound te another. These
molecular fragments serve as building units in the metabolic synthesis
of certain purines, pryimidines and amino acids which are necessary for
the norma! body processes.

INDICATIONS: Folic acid is effective in the treatment of megaloblastic
anemias due to a deficiency of folic acid as may be seen in tropical or
non-tropical sprue, in anemias of nutritional origin, pregnancy, infancy,
or childhood. )

WARNINGS: Folic acid alone is improper therapy in the treatment of
pernicious anemia and other megaloblastic anemias where vitamin B-12
is deficient.

PRECAUTIONS: Folic acid especially in doses above 0.1 mg. daily may
obscure pernicious anemia, in that hematologic remission may occur
while neurological manifestations remain progressive.

ADVERSE REACTIONS: Allergic sensitization has been reported follow- - =
ing both oral and parenteral administration of folic acid.

DOSAGE AND ADMINISTRATION: Oral administration: Folic acid is
well absorbed and may be administered orally with satisfactory results
except in severe instances of intestinal malabsorption.

Usual therapeutic desage: In adults: 0.25 mg. to 1.0 mg daily. In

Children (regardless of age): 0.25 to 1.0 mg. daily. Resistant cases may
. require larger doses. Maintenance dosage: When clinical symptoms
i have subsided and the blood picture has become normal, a2 mainte-
{ nance dose of 0.1 to 025 mg. daily should be used, but never less than
| 0.1 mg. per day. Patients should be kept under ciose supervision and
adjustment of the maintenance dose made if relapse appears imminent.

In the presence of alcoholism, hemolytic anemia, anticorvulsant ther-
apy, or chronic infection, the maintenance level may need to be
increased.

HOW SUPPLIED: Folic Acid Tablets, 1.0 mg. are supplied in unit dose
packages of 100.

~rT /:{l 12/81
_ RPORATION 75

Denver, Colorado 80223 / 3 !{Q,G’»
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FOLIC ACID

NDC 17191-673-02

FOLIC ACID

Tahlets, USP

1.0 my;

100 Tahlets {10x10)
UNIT DOSE
Each tablet contains Folic Acid, USP, 1.0 mg.
_Fnrtullprescrruinginrormalionseepackage
Caation: Federal faw prohibits dispensing
- without prescription.

g Illx and all drogs ont of the reach
Slm ll mlnllld room temparature 15°-
30° € {59°-86° F).

Frotact trom matstare.
Manufactured for
*« Baxa Corporation
A Denver. Colorado 80223
‘ By Towne, Paulsen & Co., Inc.
Monravia, California 91016

To bt widag

wbrokes package

NDC 17191-673-02

FOLIC ACID
Tablets, USP
1.0 mg.

100 Tablets (10x10)

UNIT DOSE

.m\ﬂ 3 10

TABLETS, US.P,

1.0 mg. 3%

.. Distiibuted by B
/\ nmcnnrmﬂMA—"m [l HN

LABELING

3ID4L

ORIGINAL

Eabeling: ,
4 Ho =mnc'a-mv

Reviswed by 3 MMM:{;///YD/

RDC 17191-673-02

FOLIC AGID
Tablets, USP
1.0 mg(%uf

100 Tablets (10x10)

UNIT DOSE
Each tablet contains Folic Acid, USP, 1.0 mg.

. For
insert.

Corlion: Federal law prohibits dispensing
without prescription.

Keep this and ali drugs out of the reach
of children.

Store al mlmllld rgom temporature 15°-
30° € (59°-86° ).

Protect mm mohlm

Manufactured for s
= Baxa Corporation
A Denver. Colorado 80223
‘ By Towne, Paulsen & Co., Inc.
Monrovia, California 91016

Te be s01d 22 an

wabrokes packige

NDC 17191-673-02

FOLIC ACID

Tablets, USP

1.0 mg.

100 Tahlets (10x10)

UNIT DOSE
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NDC 17191-673-02

FOLIC AGID

Tablets, USP

1.0 mg’yy

100 Tablets (10x10)
UNIT DOSE
Each tablet contains Fofic Acid, USP, 1.0 mg.

For
nsert.

Cautisa: Federal law pmmbﬂs dispensing
without prescription.

l (1 3ad al) &rega cu! of the reach
chlldran.
Stare at controlled room temparatars 15°-
30° € (58°-86° F).
Protact from moistare.
Manufactured for
*~ Baxa Corporation
A Denver. Colorado 80223
‘ By Towne, Paulsen & Co., inc
Monrovia, California 91016

To be wid a1

mirokes prckage

NDC 17191-673-02

FOLIC ACID

Tahlets, USP

1.0 mg.

100 Tablets (10x10)

UNIT DOSE
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CHEMIST'S REVIEW FOR Statement Date: : NDA #
A3BREVIATED NEW DRUG APPLICATION

NAME AND ADDRESS OF APPLICANT: ORTAINAL
Western Research Labs Inc (Repackager) éﬂgg?gﬁg;T
PURPOSE OF AMENDMENT/SUPPLEMENT ;gﬁgg?PONDENCE
OTHER
DATE(s) of SUBMISSION(s)
PRARMACOLOGICAL CATEGORY NAME OF DRUG Jan 29, 1982
Vitamin Folic Acid HOW DISPENSED
Ry XXA 0TC
DOSAGE FORM POTENCY(IES) RELATED IND/NDA/DMF
tablet 1 mg | NDA 80<691(Towne,
STERILIZATION SAMPLES Paulsen & C0)
appraved
[ABELING

Satisfactory per M. Seife

BIOLOGIC AVAILABILITY
NA applicant is repackager, Towne, Paulsen is manufacturer

ESTABLISHMENT INSPECTION '

Applicant and manufacturer in compliance

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS

controls inadequate

PACKAGING
Unit«dose'packages only of Aluminum-foil and .= fi'm

STABILITY:
Protocol: submitted

Exp. Date: applicant requests 24 months with 3 fonth accelepated data.
request made for additional data or consideration of 18 month expiry

SION: : '
REMARKS & CONCLUSION request made for 1) bulk shipping labels

2) additional stability data or
consideration of 18 monthis expiry

rey w/f
CMSmith

Cm oot % —/—4Z
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CHEMIST'S REVIEW

(If necessary, continue any item on 8'* x 10%:°* paper.
Kev continuation to item bv number.

1. ORGANIZATION

HFD-530

2. NOA NUMBER

87-828

Denver, CO 80209

SNNAME AND ADDRESS OF APPLICANT (City and State)

Western Research Laboratories, Inc (Repackager)

4. AF NUMBER

S. SUPPLEMENT (S)

NUMBERI(S) DATE(S)

6. NAME OF DRUG

LN §

Folic Acid

7. NONPROPRIETARY NAME

8. SUPPLEMENTI(S) PROVIDES FOR:

9. AMENDMENTS AND OTHER
(Reports, atc) DATES

10, PHARMACOLOGICAL CATEGORY

11, HOW DISPENSED

2. RELATED IND/NDA/DMF (S}

NDA 80-691

Vitamin R Rx [ ovc
t3. DOSAGE FORM (S} 14.POTENCY (les) . —
tablet 1 mg.

15, CHEMICAL NAME AND STRUCTURE

16. RECORDS AND REPORTS

CURRENT

CJves O wno

REVIEWED

Jves [Jno

17. COMMENTS

Desi # 5goy

APPEARS THIS WAY
ON ORIGINAL

’

18. CONCLUSIONS AND RECOMMENDATIONS

Applicant meets requirements for a repackager

19.

REVIEWER

N AME

- C M Smith

SIGNATURE

DATE COMPLETED

R bt R

DISTRIBUTION

[T ] oRrIGINAL JACKET

[ IrevieweR

{T] DIVISTON FILE ©

FORM FDH 2266 (7/75)

PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED. 1
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CHEMIST’S REVIEW, Page 2

NDA NUMBER

&, NEW DRUG SUBSTANCE

See NDA gp-g91

b, OTHER INGREDIENTS

NDA

. - N . N 8 J0Y,*° por. -
Bt o e o O e et Entor NG il no Change or WNA®* If not applicuble. 87-828
. §20. COMPONENTS AND COMPOSITION (6, 7)
applicant is regpckager, see NDA g(p-691
-
21, FACILITIES AND PERSONNEL (8ad)
satisfactory o .
R2. SYNTHESIS (8¢) _ . ] .
See NDA 80-691
23. RAW MATERIAL CONTROLS (8ds0)

24,

OTHER FIRM(a) (81)
none =

25,

MANUFACTURING AND PROCESSING (88.h./,k)

satisfactory see NDA g8p-g91

A

26.

CONTAINER (8i) .
Unit dose blister packs of aluminum foil and

Jilm

PACKAGING AND LABELING (8L,m)
satisfactory

28,

LABORATORY CONTROLS (In-Process and Finished Dosage Form) (8n)

applicant will test final dosage form in accord with compendium

23,

STABILITY (8p) _
: ~ accelerated data submitted with protocol
18 month expiration dating granted

'30,

CONTROL NUMBERS (8¢c)

allowed for

3.

SAMPLES AND RESULTS (9)

b, MARKET PACKAGE

-

s. varmaTtion NA

32,

LABELING (4)

satisfactory per M. Seife

| 2

ESTABLISHMENT INSPECTION

applicant and manufacture in compliance

M.

RECALLS

FORM FDH 2266 (7/75)
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[DESI 5897; Docket No. FDC-D-265; NDA
5807, etc.]
FOUC ACID PREPARATIONS, ORAL

AND PARENTERAL FOR THERA-
PEUTIC USE

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 folic acid

- preparations:

1. a. Folvite Elixir; 5 mg. folie aeld

" per 5 cc.:

b. Folvite Tablets; 5 mg. and 20 meg.
folic acid per tablet: and

¢. Folvite Parenteral Solution; sodium
folate equivalent to 15 mg. folic acid
per cc.; marketed by Lederle Labora-
tories, Pearl River, New York 10965
(NDA 5-897). )

2. Folic Acid Tablets; 5 mg. per tablet;
marketed by Eli Lilly and Co., Box 618,
Indianapolis, Indiana 46206 (NDA
6-135),

3. .Folic Acid Injection; 15 mg. folic
acid, as the sodium salt, per cc.; mar-
keted by S. F. Durst and Co., Ine., 5317
North Third Street, Philadelphia,
Pennsylvania 19120 (NDA 6-338).

In addition to the above products, folic

.acid preparations for therapeutic use

are marketed by other firms. A partial
list of other suppliers of folic acid prepa -
ratlons limited to préscription dispens-
ing, -as indicated in readily . available
reference sources, is as follows:

ABA Pharmaceutical Co., Division of Bergher
Distributing Co.

Anferican Pharmaceutical Co.

American Drug Products.

American Quinine Co.

Approved Pharmaceutical Corp.

Arcum Pharmaceutical Corp.

Associated Labs., Inc.

Barre Drug Co., Inc., The.

Barry-Martin Pharmaceuticals, Inc.

Bell Pharmacal Co.

Oarroll Chemical Co., The. .

Columbis Medical Co.

Consolidated Midland Corp., CMC Research
Diviston,

Corvit Pharmaceuticals.

Danlels, Robert and Co., Inc.

DuMont Pharmacal Oo.

. Evron Pharmaceutical Co., Inc.

Faraday Laboratories, Inc.
Gold Leaf Pharmacal Co., Inc.
Gotham Pharmaceutical Co., Inc.
Halsey Drug Co., Inc.

Harvey Labs., Inc.

Jan Labs. )

Kirkman Labs., Inc.

Lannett Co., Inc.

Lit Drug Co.

Lustgarten Laboratories, Inc.
Miffiin, McCambridge Co., Inc.
Penhurst Pharmacal Co. -

* Pharmex, Inc.

Preston Franklin Pharmacal Co.
Richlyn Labs.

Robinson Laboratory, Inc.
Spencer-Mead, Inc.

Stanlabs, Inc.

Buprems Pharmaceutical Co., Inc,

‘ _ - 6843

Thompson, Wm. T., Co.
Towne, Paulson and Co., Inc.
Vitamin Research Corp,
Vita-Fore Products Co.
West-Ward, Inc.

Williams Chemical Co.
Winsale Drug Co.

The drugs are regarded. as new drugs
(2i US.C. 321(p)). Supplemental new-
drug applications are required to revise
the labeling in and to update previously
approved applications providing for such
drugs. A new-drug applicaticn is re-
quired from any person marketing such
drugs without apprgval.

The Foodrand Drug Administration is
brepared to approve new-drug applica-
tions and supplements to previously ap-
proved new-drug applications under con-
ditions described in fhis announcement.

A. Effectiveness classification. The
Food and Drug Administration has con-
sidered the Academy reports, as well as
other available evidence, and concludes

_that:

1. Folic acid is effective for the treat-
ment of megaloblastic anemias of
.tropical and nontropical -Sprue, nutri-
tional origin, Pregnancy, infancy, and
childhood.

2. There is a lack of substantial evi-
dence that folic acid is effective for the
following labeled indications: “macro-
cytic anensas associated with pellagra
.and similar deficiency states” and such
vague, unspecific conditions as “macro-
cytic anemia of gastrointestinal origin”
and “megaloblastic anemias other than
pernicious anemia.”

The Food and Drug Administration
also concludes that there is no evidence
that doses of folic acid greater than 1
mg. daily have greater efficacy than do
those of 1 mg. Further, the usual thera-
peutic dose, oral or parenteral, should be
0.25 mg. to 1.0 mg. daily, and the mainte-
nance dose should ordinarily be 0.1 to
0.25 mg. daily. Administration of higher
doses greatly increases the possibility of
masking vitamin B-12 deficiencies and
the insidious development of or Precipi-
tation of neurological manifestations
and/or lesions.

Preparations supplying no more than

- 0.1 mg. folic acid daily continue to be

regarded. as dietary supplements (21
CFR 3.42) and may be prescribed when
a maintenance dose of 0.1 meg. a day is
indicated. :

B. Form of drug. Folic acid prepara-
tions are in (1) tablet form suitable for
oral administration and contain no less
than 0.15 mg. and no more than 1.0 mg.
folic acid per tablet or (2) solution form -
suitable for parenteral administration in
the dosages recommended- in the labeling
guidelines below. -

C. Labeling conditions. 1. The label
bears the statement “CAUTION: Fed-
eral law prohibits dispensing without
prescription.” . :

FEDERAL REGISTER, VOL. 36, NO. 69—FII9AY, APRIL 9, 1977




. 2. The drug is la.bele! to comply with
all requirements of the Act and regula-
- tions promulgated thereunder, and those
parts of its labeling indicated below are
substantially as follows: (Optional addi-
tional information, applicable to the
: drug, may be proposed under other
t appropriate paragraph headings and
- should follow the information set forth
, below.)
Foric Acimp

DESCRIPTION

(To be supplied by the manufacturer. This
is to be confined to an appropriate descrip-
tion of the physical and chemical properties
of the drug, and the formulation.)

G TR s A M o b AR AT A A TN M ORI

ACTIONS

e

(To be supplied by the manufacturer. This
is to be confined to an appropriate statement
of the demonstrated pharmacologic/physio-
logic actions of the active ingredients of the
drug in humans. When the mode of sction
has not been determined, this should be
clearly indicated.)

INDICATIONS

4 Folic acid is effective in the treatment of
megaloblastic anemlias due to a deficlency of
] folic acid as may be seen in tropical or non-
tropical sprue, In anemias of nutritional
“origin, pregnancy, infancy, or childhood.

WARNINGS

Folic acid alone 18 improper therapy in the

" treatment of perniclous anemia and other
megaloblastic anemtas where vitamin B, is
deficient.

. PRECAUTIONS

i Folic acid especially In doses above 1.0 meg.
H daily may obscure perniclous anemia, {n that
i " hematologic remission may occur while neu-
i rological manifestations remain progressive.

ADVERSE REACTIONS

\Allergic sensitization has been reported
: following both oral and parenteral adminis-
! tration of folic acid. ’

DOSAGE AND ADMINISTRATION

Oral administration: Folic acid is well ab-

rbed and may be administered orally with
satisfactory results except in severe instances
of intestinal malabsorption.

Parental edministration: Intramuscular,
intravenous, and subcutaneous routes may
be used if the disease is- exceptionally severe,
or if gastrointestinal absorption may be, or
-18 known to be, impaired. ’

Usual therapeutic dosage: In adults: 0.25
mg. to 1.0 mg. dally. In Children (regardless
of age): 0.25 to 1.0 mg. dally. Resistant cases
may require larger doses.

Maintenance dosage: When clinical symp-
) -toms have subsided and the blood picture
i has become normal, & maintenance dose of
0.1 ;g. to 0.25 mg. daily should be used, but
3 ) never less than 0.1 mg. per day. Patients
v should be kept under close supervision and
adjustment of the maintenance dose made
if relapse appears imminent. .

In the presence of alcoholism, pregnancy,
hemolytic anemia, snticonvulsant therapy,
or chronic infection, the maintenance dose
should be at least doubled.

D. Previously approved applications.

1. Each holder of a “deemed approved’

new-drug application (i.e., an application

which became effective on the basis of

safety prior to October 10, 1962) for such

-drug is requested to seek approval of the

‘claims of effectiveness and bring the ap-

\ Plication into conformance by submitting
i supplements containing:

: &. Revised labeling as needed to con-

form to the labeling conditions described

herein for the drug. and complete cur-

rent container labeling, unless recently

submitted. : )

-~

H -

.

R 1O

b. Updating information as needed to
provide for an oral dosage form contain-
ing no less than 01.5 mg. and no more
than 1.0 mg. folic acid per tablet or a
parenteral dosage form containing an
amount appropriate for administration
88 described herein, and to make the ap-
blication current in regard to items 6
(components), 7T (composition), and 8
(methods, facilities, and controls) of the
new-drug application form FD-356H to
the extent described for abbreviated new-
drug applications, § 130.4(f), published
in the Feperar REcCISTER April 24, 1970
(35 FR. 6574). (One supplement may
contain all the {nformation described in
this paragraph.). &

2. Buch supplerncits should be sub-
mitted within the i¢Vowing time periods
after the date of publication of this no-
tice in the FEDERAL ReGISTER :

a. 60 days for revised Mbeling: or, for
those products which must be reformuy-
lated, 180 days for revised labeling fully
in actord with this announcement, pro-
vided claims for which substantia] evi-
dence of effectiveness is lacking are
deleted within 60 days. The supplements
should be submitted under the provisions
of §130.9 (d) and (e) .of the new-drug
regulations (21 CFR 130.9) which permit

certaln changes to be put Into effect at.

the earliest possible time,

b. 180 days for updating information.

3. Marketing of the drug may continue
until the supplemental gpplications sub-
mitted in accord with the preceding sub-
paragraphs 1 and 2 are acted upon,
provided that the labeling of the prepa-
ration shipped within the furisdiction of
the Act i in accord with the labeling
conditions described in this announce-
ment wthin the time periods described
in subparagraph 2a.

E. New applications. 1. Any person who
distributes or intends to distribute such
drug which s intended for the conditions
of use for which it has been shown to
be effective, as described under Al above,
should submit a: - g

lication meeting the conditions spec-
mﬁ In § 13040 (1) and (2), published
in the FEpEraL RECISTER April 24, 1970
(35 P.R. 6574). Such applcations should
include proposed. labeling which is in
accord with the labeling conditions de-
scribed herein.

2. Distribution of any such prepara-
tion currently on the market without an
approved new-drug application may be
continued provided that:

a. Within 60 days from the date of
pubdblication of this announcement in the
Feperat RrcisTzr, the labeling of such
preparation shipped within the jurisdic-
tion of the Act is in accord with the
labeling conditions described herein, ex-
cept that if the preparafion must be re-
formulated, 180 days will be allowed for
the dosage recommendations to be in
accord with this announcement.

b. The manufacturer, packer, or dis-
tributor of such drug submits, within
180 days from the date of this publica-
tion, a new-drug application to the Food
and Drug Administration.

¢. The applicant submits within a
reasonable time additional information
that may be required for the approval of
the application as specified in a written
communication from the Food and Drug
Administration.

FEDERAL REGISTER, VOL. 36, NO. 69-—FRIDAY, APRIL 9, 1971
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d. The application has not been ruled
incomplete or unapprovable. .

P. Opportunity for g hearing. 1. The

onier of Faod and Drugs pro-
poses to issue an order under section
605(e) of the Federal Food, Drug, and
Cosmetic Act withdrawing spproval of
all new-drug applications and all amend-
ments and supplements thereto provid-
ing for the indications for which sub-
stantial evidence of effectiveness is lack-
ing as described in paragraph A2 of this
announcement. An order withdrawing
approval of the applications will not is-
sue if such applications are supple-
mented, In accord with this notice, to
delete such indications. Promulgation of
the proposed order would cause any such
drug for human use offered for the in-
dications for which substantial evidence
of eflectiveness is lacking, to be a new
drug for which an approved new-drug
application is not in effect. Any such
drug then on the market would be sub-
Ject to regulatory proceedings.

2. In accordance with the provisions
Pt section 505 of the Act (21 US8.C. 355)
and the regulations promulgated there-
under (21 CFR Part 130), the Commis-
sloner will give the holders of any such
applications, and any interested person
who would be adversely affected by such
an order, an‘opportunity for a hearing
to show why such indications should not
be deleted from labeling. A request for a
hearing must be filed within 30 days after
the date of publication of this notice in
the FEpERAL REGISTER. A request for &
hearing may not rest upon mere allega-
tions or denials, but must set forth spe-
cifie- -facts showing that a genuine and
substantial issue of fact requires a hear-
ing, together with a well-organized and
full-factual analysis of the clinical and
other investigational data the objector
18 prepared to prove in a hearing. Any
data submitted in response to this notice
must be previously unsubmitted and in-
clude data from adequate and well-
controlled clinical investigations (iden-
tifled for ready review) as described in
$130.12(2) (5) of the regulations pub-
lished in the Feperar REGISTER of May 8,
1870 (35 F.R. 7250). Carefully conducted
and documented clinical studjes obtained
under uncontrolled or partially controlied
situations are not acceptable as a sole
basis for approval of claims of effective-
-ness, but such studies may be considered
on their merits for corroborative support
of efficacy and evidence of safety. If a
hearing is requested and Justified by the
response to this notice, the issues will be
defined, & hearing examiner will be
named, and he shall fssue a written no-
tice of the time and place at which the
hearing will commence.

G. Unapproved use or form of druy.
1. If the article is labeled or advertised
for use in any condition other than those
provided for in this announcement, it
may be regarded as an unapproved new
drug subject to regulatory proceedings
until such recomended use is approved
in a new-drug application, or is other-
wise in accord with this announcement,

2. If the article is proposed for market-
ing in another form or for use other than

the use provided for in this announce-

ment, appropriate additional information

&8 described in § 1304 or $130.9 of the

regulations (21"CFR 130.4, 130.9) may be

required, including results of animal and
clinical tests intended to show whether
the drug is safe and effective.

Representatives of tie Administration
are willing to meet with any ihterested
berson who desires to have g conference
concerning proposed changes in the
labeling set forth herein. Requests for
such meetings should be made to the Of-
fice of Scientific Evaluation at the ad-
dress given below, within 30 days afrer
the publication of this notice in the Fep-
ERAL REGISTER.

A oopy of the NAS-NRC report has
been furnished to each firm referred to
above. Any other interested person may
obtain a copy by request to the appropri-
ate office named below,

Communications forwarded in re-
sponse to this announcement should be
identified with the reference number
DESI 5887, directed to the attention of
the following appropriate office, and ad-
dressed (unless otherwise specified) to
the Food and Drug Administration, 5600
Fishers Lane, Rockville, Maryland 20852 -
Supplements (1dentify with NDA number) :

Office of Eclentific Evaluation (BD-100),

Bureau of Drugs,

Original abbreviated new-drug applications
(identify as such): Drug Efficacy Study
Implementation Project Office (BD-5), Bu-
reau of N

Request for Hearing (1dentify with Dockes
number) : Hearing Clerk. Offce of Cen-
eral Counsel (GC-1), Room 6-62. Parklawn.

All other communicattons regarding this an-
nhouncement: Drug Efticacy Studv Impie-
mentation Project Office (BD-5), Bureau of
Drugs

Request; for NAS-NRC report: Press Rela-
tions Office (CE-200). 200 C Street Sw,
Washington, D.C. 20204.

This notice is issued pursuant to pro- ~

visions of the Federal Food, Drug. and
Cosmetic Act (secs. 502, 505, 52 Siat.
1050-53, as amended; 21 US.C. 2352, 355)
and under suthority delegated to the
Commissioner of Food and Drugs (21
CFR 2.120).

Dated: March 19, 1971,

8am D. FInk,
Associate Commissioner
"~ Jor Compliance.

[FR Doc.714952 Plied 4-8-71;8:46 am]
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NEPARTMENT OF HEALTH, EDUCA-
- TION, AND WELFARE

Food and Drug Administration
[DESI 5887]

FOLIC ACID PREPARATIONS, ORAL AND
PARENTERAL FOR THERAPEUTIC USE

Drugs for Human Use; Drug Efficacy Study
Implementation; Amendment

In the FEpERAL REGISTER Of April 9,
1971 (36 FR 6843), the. Commissioner
of Food and Drugs: published conclu-
sions concerning the effectiveness of folic
acid for therapeutic use pursuant to re-
ports received from the National Acad-
emy of Sciences-National Research
Council.

It was concluded that there is no
evidence that doses of follc acid greater

than 1 me. dally have greater eflicacy

than do those of 1 mg., and that the
usual therapeutic dose, oral or paren-
teral, should be 0.25 mg. to 1.0 mg. daily,
and the maintenance dose should ordi~
narily be 0.1 to 0.25 mg. daily. The notice
allowed 180 days for manufacturers and
distributors to reformulate products of
higher strength than 1.0 mg.

That notice also stated, In accord with
regulations then in effect (21 CFR 842),
that oral preparations supplying more
than 0.1 mg. folic acid per dosage unit
would be restricted to prescription dis-
pensing and that a dietary supplement
furnishing 0.1 mg. could be prescribed
when & maintenance level of 0.1 mg. per
day was indicated. :

Elsewhere in this issue of the FEDERAL
RecISTER the Commissioner of Food and
Drugs has published orders revising
regulations for foods for special dietary
use and promulgating a standard of
identity for dietary supplements and an
order revoking § 3.42 and amending the
food additive regulations as they apply
to folic acid. The effect of these orders
is to increase the amount of folic acid
which may be added to a food or used
in a dietary supplement above the level
previously allowed. The maximum daily
amount of folic acid now permitted for

such use is 0.1 mg. for infants, 0.3 mg..

for children under 4 years of age, 0.4 mg.
for adults and children 4 or more years
of age, and 0.8 mg. for pregnant or
lactating women.

Pending review of the status of folic
acid by the OTC vitamin-mineral drug
panel pursuant to procedures established
in § 130.301, the Food and Drug Admin-
istration will continue on an interim

basis its previous policy of regarding any.

preparation containing folic acid in ex-
cess of the permitted food additive level
as & prescription drug.

Therefore, the Commissioner finds it
appropriate to amend certain parts of
the previous DESI notice for folic acid
and republish it as follows:

The Food and Drug Administration
has evaluated reports of the National
Academy of Sciences-National Research

, Council, Drug Efficacy Study QGroup, as

 well as other avallable evidence, and
concludes that folic acid tered
orally or parenterally:

1. Is effective for the treatment of
megaloblastic anemias of tropical and

NOTICES

nontropical sprue, nutritional origin,
pregnancy, infancy, and childhood.
2. Lacks substantial evidence of effec-

" tiveness in “macrocytic anemias asso-

ciated with pellagra and similar defi-
ciency states” and such vague, unspecific
conditions as “macrocytic anemia of gas-
trointestinal origin” and “megaloblastic
anemias other than pernicious anemia.”

The Food and Drug Administration
also concludes that there is no evidence
that doses of folic acid greater than 1
mg. daily have greater efficacy than do
those of 1 mg. The maintenance level
of folic acid permitted in food and
dietary supplements is up to 0.1 mg. for
infants, 0.3 mg. for children under four
years of age, 0.4 mg. for adults and chil-
dren four or more years of age, and 0.8
mg. for pregnant or lactating women.
The usual therapeutic dose, oral or par-
enteral, is up to 1.0 mg. daily.

Dietary supplement preparations are
available without a prescription (21 CFR
121.1134). Levels higher than dietary
supplement amounts are available only
with a prescription. .

Parenteral drug products and those
oral dosage form products which by rea-
son of containing in excess of 0.8 me.
per dosage unit or per recommended
daily dosage or because of a recommen-
ded use are limited to prescription dis-
pensing, are regarded as pew drugs (21
US.C. 321(p)). The Food and Drug Ad-
ministration is prepared to approve ab-
breviated new-drug applications and
abbreviated supplements to previously
approved applications providing for
these articles under the conditions de-
scribed herein.

A. Form of drug. Folic acid prepara-
tions are in (1) tablet form suitable for
oral administration and contain no
more than 1.0 mg. folio acid per tablet
or (2) solution form suitable for paren-
teral administration in the dosages rec-
ommended in the labeling guidelines
below.

‘B. Labeling conditions. 1. The label
bears the statement “Caution: Federal
law prohibits dispensing without pre-
seription.” -

2. The drug is labeled to comply with

all requirements of the Act and regula-
tions promulgated thereunder, and those
parts of its labeling indicated below are
substantially as follows: (Optional ad-
ditional information applicable to the
drug, may be proposed under other ap-
propriate paragraph headings and
should follow the information set forth
below.)
FoLic ACmm

DESCRIPTION

(To be supplied by the manufacturer. This
18 to be confined to an appropriate descrip-
tion of the physical and ‘chemical proper-
ties of the drug, and the formulation.)

ACTIONSB

(To be supplied by the manufacturer. This
is to be confined to an appropriate statement
of the demonstrated pharmacologic/phys-
iologic actions of the active ingredients of
the drug in humans. When the mode of action
has not been determined, this should be
clearly indicated.)

INDICATIONS i

Folic acld is effective in the treatment o
megaloblastic anemias due to a deficiency of

folic acid as may be seen In tropical or
nontropical sprue, in anemias of nutritional
origin, pregnancy, infancy, or childhood.

WARNINGS

Folic acid alone 18 improper therapy in the
treatment of pernicious anemia and other
megaloblastic anemias where vitamin Bi
is deficient.

PRECAUTIONS

Folic acid especially in doses above 1.0 mg.
daily may obscure pernicious anemis in that
hematologic remission occur while neu-
rological manifestations remain progressive.

ADVERSE EEACTIONS

Allergic sensitization has been reported
following both oral end parenteral admin-
istration of folic actd.

DPOSAGE AND ADMINISTRATION

Oral administration. Folic acid is well
absorbed and may be administered orally
with satisfactory results except in severe in-
stances of intestinal malabsorption.

Parenteral administration. Intramuscular,
intravenous, and subcutaneous routes may
be used if the disease is exceptionally severe,
or if gastrointestinal absorption may be, or
1s known to be, impedred.

Usual therapeutic dosage—In adults and
children (regardless of age) up to 1.0 mg.
dafly, Resistant cases may require larger
doses™

Maintenance level. When clinical symptoms
have subsided and the blood picture has be-
come normal, a maintenance level should be
used, Le., 0.1 mg. for infants and up to 0.3 mg.
for children under four years of age, 0.4 mg.
for adults and children four or more years
of age, and 0.8 mg. for pregnant and lactat-
ing women, per day, but never less than 0.1
mg. per day. Patlents should be kept under
close supervision and adjustment of the
maintenance level made if relapse appears
imminent. ’

In the presence of alcoholism, hemolytic
anemia, anticonvulsant therapy, or chronic
infection, the maintenance level may need
to be increased. .

Holders of new-drug applications and
abbreviated new-drug applications ap-
proved for folic acid-containing prepa-
rations limited to prescription sale shall
submit supplements by October 1, 1973
to provide for revised labeling in accord
with that given in paragraph B.2, above.

Any identical, related, or similar prod-
uct, not the subject of & new drug ap-
plication, is covered by the new drug ap-
plications reviewed and is subject to this
notice. See 21 CFR 130.40.(37 FR 23185,
October 31, 1872). Any person who
wishes to determine whether a specific
product is covered by this notice should
write to the Food and Drug Administra-
tion, Bureau of Drugs, Office of Compli-
ance (BD-300), 5600 Fishers Lane, Rock-
ville, MD 20852.

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 the Administrative Procedure Act (5
US.C. 554) and under authority dele-
gated to the Commissioner of Food and
Drugs (21 CFR 2.120).

Dated: July 26, 1973.

A. M. SCHMIDT,
Commissioner of Food
and Drugs.

[ PR Doc.73-15699 Filed 8-1-73;8:45 am]
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" Office of Ol and Gas

COMMITTEE ON PETROLEUM STORAGE
CAPACITY NATIONAL - PETROLEUM
COUNCIL

Notice of Meeting
Pursuant to Executive Order 11686,

notice is hereby given of the following

meeting: -

The Committee on Petroleum Storage
Capacity of the National Petroleum
Council will meet at 10:a.m. on Oct-
tober 18, 1973, in the National Petroleum
Council's Conference Room in Washing-
ton, D.C. The sgenda will include- dis-
cussion of an outline, the organizational
structure and a work schedule to carry
out the petroleum storage capacity study
requested by the Secretary of the Interior
on July 12, 1973,

The purpose of the Mational Petroleum
Council is solely to advise, inform and

-make recommendations to the Secretary

of the Interior on any matter relating to

petroleum or the petroleum industry. The.

meeting is open to the public to the ex-
tent that facilities permit.

Dated October 12, 1973.

J. KoY GOODEARLE,
Associate Director.

- [FR Doc.73-22074 Filed 10-13-73;11:13 am]

DEPARTMENT OF COMMERCE

Bomestic and International Business
Administration

COMPUTER PERIPHERALS, COMPONENTS
AND RELATED TEST EQUIPMENT TECH-
NICAL ADVISORY COMMITTEE

Notice of Meeting

The Computer Peripherals, Compo-
nents, and Related Test Equipment
Technical Advisory Committee of the
U.S. Department of Commerce will meet
October 23, 1873, at 9:00 am. in Room
6802 of the Main Commerce Buflding,
14th and Constitution Avenue, NW.,
Washington, D.C.

Members advise the Office of Export
Control, Bureau of East-West Trade,
with respect to questions involving tech-
nical matters, worldwide availability and
actual utilization of production and tech-
nology, and licensing procedures which
may affect the level of export controls
applicable to computer peripherals, com-~
ponents, and related test equipment, in-
cluding technical data related thereto,
and including those whose export is sub-
joct to multilateral (COCOM) Controls.

Agenda items are as follows:
1.-Approval of minutes from Technical Ad-

‘visory Committee meeting of July 25,
1978, .
2. Presentation of papers or comments from
the public.
8. Roport from chairmen of subgroups and
associated discussion.
s. I70 Equipment Subgroup—1 Wiesel-

man,
b. Memory Equipment 8ubgroup—P.

¢. Test Equipment Subgroup—J. Hubba,
4. Executive session: .
_a. Report from chatrmen of subgroups
and associated discussion.
: /

NOTICES

(1) I/O0 Equipment Subgroup—L
Wieselman.

(2) Memory Equipment Subgroup
—P. Harding.

(3) Test Equipment Subgroup
. b. Discussion on future assignments,
~ b. Adjournment.

The Computer Peripherals, Compo-
nents and Related Test Equipment Tech-
nical Advisory Committee was estab-
lished January 3, 1973, and consists of
technical experts from a representative
cross section of the industry in the
United States and officials representing
various agencies of the U.S. Government.
The industry members are appointed by
the Assistant Secretary for Domestic
and International Business to -serve a
two-year term.

The public will be permitted to attend
the discussion of agenda items 1-3, and
& limited number of seats—approx-
imately 25—will be available to the pub-
lic for these agenda items. To the extent
time permits, members of the public may
present oral statements to the committee,
Interested persons are also invited to file
written statements with the committee.

With respect to agenda item (4),
“Executive session,” the Assistant Secre-
tary of Commerce for Administration, on
August 13, 1973, determined, pursuant to
section 10(d) of Pub. L. D2-463, that this
agenda item should be exempt from the
provision of Sections 10 (a) (1) and (a)
(3), relating to open meetings and public
participation therein, because the meet-~
ing will be concerned with matters listed
in (6 US.C. 552() (1)).

Further information may be obtained
from Rauer H. Meyer, Director, Office of
Export Control, Room 1886C, U.S. De-
partment of Commerce, Washi
D.C. 20230 (A/C 202-967-4293).

Minutes of those portions of the meet-
ing which are open to the public will be
available 30 days from the date of the
meeting upon written request addressed
to: Central Reference and Records In-
spection Facility, U.S. Department of
Commerce, Washington, D.C. 20230.

Dated October 11, 1973.

STEVEN LaZARUS,
Deputly Assistant Secretary for
East-West Trade, U.S. De-
partment of Commerce.

[FR Doc.73-22052 Piled 10-16-78;8:45 am]

——

Office of the Secretary

- IMPORTERS’ TEXTILE ADVISORY
= COMMITTEE
Notice of Change of Date of Public Meeting
OcrosEr 15, 1973.

On October 11, 1873, there was pub-
lished In the FxperaL REGISTER (38 FR
28091) a notice announcing that a meet-
ing of the Importers’ Textile Advisory
Committee would be held on October 18,
1978, at 2:00 pm., Room 6802, Depart-
ment of Commerce, 14th and Constitu-
tion Avenue NW. Washington, D.C.
20230. The purpose of this notice is to
advise that the date of that meeting has
been changed to October 19, 1973. The

- r

J

time and location of the meeting remain
the same.
. SETH M. BODNER,
Chairman, Committee for the
Implementation of Texztile
Agreements, and Deputy As-
sistant Secretary for Re-
sources and Trade Assistance.

[FR Doc.73-22193 Filed 10-15-73:10:45 am]

DEPARTMENT OF HEALTH,
EDUCATION, AND WELFARE

Food and Drug Administration
BASF WYANDOTTE CHEMICALS CORP.
Filing of Petition for Food Additives

Pursuant to the provisions of the Fed-
eral Food, Drug, and Cosmetic Act (sec.
409(b) (5), 72 Stat. 1786; (21 U.S.C. 348
(b} (5))), notice is given that a petition
(FAP 7J2178) has been filed by BASF
Wyandotte Corp., 1609 Biddle Avenue,
Wyandotte, Mich. 48192, proposing that
§ 121.1235 Copolymer condensates of
ethylene oxide and propylene oxide (21
CFR 121.1235) be amended to provide for
the safe use of «-hydro-omega-hydroxy-
poly (oxyethylene) /poly (oxypropylene)
(51-57 moles) /poly(oxyethylene) block
copolymer, having an average molecular
weight of 14,000 and a cloud point above
100° C. in 1 percent aqueous solution, as
8 dough conditioner in yesast-leavened
bakery products.

" Dated October 3, 1973.

Vircr. O, WODICKA,
Director, Bureau of Foods.

{FR Doc.73-21924 Filed 10-15-73;8:45 am]

[DESI 5897]

FOLIC ACID PREPARATIONS, ORAL AND
PARENTERAL FOR THERAPEUTIC USE
Drugs for Human Use; Drug Efficacy Study
Implementation; Amendment
Correction

In FR Doc. T73-15699 appearing on
page 20750 in the issue of Thursday, Au-~
gust 2, 1873, in the last paragraph of the
section headed ‘Dosage and Adminis-
tration”, the word “pregnancy”’ should
be inserted in the first line between the
words “alcoholism” and “hegnolytlc”.

DEPARTMENT OF HOUSING AND
URBAN DEVELOPMENT

Office of Interstate Land Sales Registration
{Docket No. N-73-196]

ALBERMARLE SHORES
Order of Suspension

"In the matter of Albermarle Shores,
Administrative Proceedings Division File
No. Z-215.

Notice is hereby given that: On June
21, 1973, the Department of Housing and
Urban Development, Office of Interstate
Land Sales Registration, published in
the Fxoerar RxcisTer a Notice of Pro--
ceedings and Opportunity for Hearing,

- FEDERAL REGISTER, VOL. 38, NO. 199—TUESDAY, OCTOBER 16, 1973




from a crosshow. Most shots of the
bow impact ai an oblique sngle to
'surraceottheskin,sothatthedm’thead
never penetrates to the stops but only
. 1ovesn.sma.llpiweotnedhandbmb-

to cytological analysis, which will permit,
upon examination of stained chromatin
material, eficient identification of the
sex of each whale;

1. Identification of the sex of the whale
at ses would prove useful in establishing
the context in which vocalizations are
produced, assessing population levels and
determining which sex groups, or com-
binations thereof, comprise the popu-
lation; .

g. This technique of sexing whales,
without serious injury, provides a reason-
able alternative to more obvious tech-
‘niques which involve killing animals or
attempting to view urogenital openings
underwater.

5. Dr. Howard E. Winn, University of
Rhode Island, Kingston, Rhode Island
02881, to take one male and one female
grey seal pup (Halichoerus grypus) for

Basque Islands,
betwm een January 15, and February 15,
4;
b. The seals will be captured using &

a wooden. tank, 20 feet in diameter and
six feet deep. The facilities and arrange-
ments for maintalning the seals have
been reviewed and found adequate by a
licensed veterinarian; '

e. The seals will undergo experiments
during the first three years of life to
determine ontogeny of vocalization, re-
sponse to playback vocalizations, geo-
graphic dialectics, echolocation, activity
patterns, auditory discrimination, and a
hearing curve. This project is a contin-
unation of the project which commenced
in January 1873.

6. Dr. H. L. Stone, Marine Biomedical
Institute, University of Texas Medical
Branch, 200 University Boulevard, Gal-
veston, Texas 77660, to take 20 marine
mammals consisting of California sea
Nons (Zalophus californianus) and/or
harbor seals (Phoca vitulina) for scien-

 tific research on the reflex adjustment

of the circulation in the diving reflex.

The Applicant states:

a. The animals will be taken, over &
two-year period, from either San Miguel
Island or Santa Cruz Island, between
Not;ember 1 4nd March 1, using hoop
nets; )

| ¢

NOTICES

B. The animals will be taken by pro-
fessional eapturers and transported via
air-freight to the Applicant’s facilitys

¢. The animals will be housed in in-
dividual pens, six feet wide and eight
feet long, with & six foot-by-15 foot-by
six foot deep pool. Up to six
will be on hand at any one time;

d Dr. Stone has conducted s number
of studies on cardiovascular and cerebral
physiology and morphology. Other stafl
members have had practical experience
in the handling and maintenance of
‘marine mammals;

e. The current research project is &
continuation of a five-year program,
which commenced with the receipt of the
two animals taken to date, out of ten
authorized, which were permitted under
a Letter of Exemption granted to alle-
viate economic hardship;

f. The research project will attempt
to determine changes in cerebral and
coronary blood flows during a dive and
to delineate the neural pathways in-
volved in cardiovascular control;

g. The 20 animals requested are sched-
uled to be utilized over a period of 24
months. If fewer animals are permitted,
the length of time of utilization will be
proportionately shortened; .

h. The long range goal of this project
18 an understanding of central nervous
gystem control of heart activities. This
understanding may be utilized %o fa-
cilitate contiol of beart rate and cere-
brovascular disease, through an attempt
to reinforce natural reflexes, rather than
resorting to chemotherapeutic eontrol

gystems;
1. The animals will be sacrificed to de-

-seribe the neurcanstomy, extracranial

and intracranial vascular supply, mner-
vation of the circle of Willls, distribution

‘e(lsotopeswlt.hmtheheart,grossanat-

omy of the brain, morphology of neuro-
muscular junction and neural pathways
and sdaptation.

Documents submitted in connection
with these applications are available for
viewing at the following locations:

Office of the Director, National Marine Pish-
eries Service, Washington, D.C. 20235, tele-
phone 2023434543 (All applications) ;

Regional Director, National Marine Pisheries
Bervice, Northeast Region, Federal Bulld-
ing, 14 Elm Btreet, Gloucester, Massachu-
setts 019830, telephone 617-281-0640 (AppH-
cations No. 4, 5);

Regional Director, National Marine Pisheries

Bervice, SBoutheast Region, Duval Building,
9480 Gandy Boulevard, 8t. Petersburg, Plor-
1de 83702, telephone 818-898-1341 (Appli-
cations No. 4, 8);

Regional Director, National Marine Fisheries
Service, Southwest Region, 300 South Perry
Street, Terminal Island, California $0781,
telephone 213-548-2575 (Applications ¥o.1,
3,6); . .

Regional Director, National Marine Fisheries
Bervice, Alaska Region, P.O. Box 1668,

73221 (Application No.1);

Regional Director, National Marine Fisheries
Service, Northwest Region, Lake Union
Building, 1700 Westlake Avenue North,
Seattle, W 98109, telephone 206-
443-7675 (Applications No. 1, 3).

Concurrent with the publication of this
notice in the Frperar Recisrer the Secre-

tary of Commerce is sending coples of the
applications to the Marine Mammal
Commission and the Committee of Scien-
tific Advisors.

Pursuant to § 216.15 of the regulations.
interested perties may submit written
data or views on these applications on
January 9, 1974. -

Comments should be sent to the Direc-
tor, National Marine Fisheries- Service,
Department of Commerce, Washington.
D.C. 20235.

All statements and opinions contained
in this notice in support of these appli-
cations are those of the Applicants and
do not reflect the views of the National
Marine Fisherles Service.

Dated: December 4, 19873.

WrLiam F. ROYCE,
- Acting Director,
National Marine Fisheries Service.

[FR-Doc.73-26136 Piled 12-7-73:8:45 am]

DEPARTMENT OF HEALTH,
EDUCATION, AND WELFARE
Food and Drug Administration
[DRSI 5807]

FOLIC ACID PREPARATIONS, ORAL AND
PARENTERAL FOR THERAPEUTIC USE

Drugs for Human Use; Drug Efficacy Study
Implementation; Amendment; Correction

FR Doc. 73-15699 appearing on page
20750 in the issue of Thursday, August 2,
1973, is correct as published. In the
FepERAL RxcrsTEr of October 16, 1973 (38
FR 28710) this document was inadvert-
ently miscorrected by inserting the word
“pregnancy” im the first line between the
words “alcoholism” and “hemalytic” in
the last paragraph of the section headed
“Dosage and Adaviaistration.”

The paragraph, serrect as first pub-
lished, reads as follows:

In the presence of alcoholism, hemo-
Iytic anemia, anticonvulsant therapy, or
chronic infection, the maintenance level

34005

. may need to be increased.

Dated: December 4, 1873.

WmLiam F. RANDOLPH,
Acting Associate Commissioner
for Compliance.

[FR Doc.73-26210 Filed 12-7-79;8:45 am)

{DESI 8023; Docket No. FDC-D-568; NDA
9-535]

MALLINCKRODT PHARMACEUTICALS
Antihypertensive Combination Drug Con-

taining mine Tannates and Re-

serpine; \Jithdrawal of Approval of New

Drug Application

On January 30, 1973, there was pub-
lished in the ProeraL REGISTER (38 FR
21776) a notice of opportunity for hear-
ing (DESI 9023) in which the Commis-
sioner of Food and Drugs proposed to
issue an order under section 505(e) of
the Federal Food, Drug, and Cosmetic
Act (21 U8.C. 855(e)) withdrawing ap-
proval of the new drug applications for

FEDERAL REGISTER, VOL 38, NO. 236—MONDAY, DECEMBER 10, 1973
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE Form Approved
"PUBLIC HEALTH SERVICE . OMB No. 57 -R0003
FOOD AND DRUG ADMINISTRATION
ROCKVILLE, MARYLAND 20852

NEW DRUG APPLICATION (DRUGS FOR HUMAN USE)
(Title 21, Code of Federal Regulations, § 130.4)

. Western Research Laboratories, Inc.
Name of applicant

Address 301 South Cherokee Street, Denver, Colorade 80223

Date January 29, 1982

Folic Acid, 1 mg Tablets

Name of new drug

[ Original application (regulation $ 130.4). [] Amendment to abbreviated, unapproved application

regulation $ 130.7).
[] Amendment to original, unapproved application (regu :

(regulation § 130.7). [[] Supplementto anapproved application (regulation $130.9).

[x] Abbreviated application (regulation § 130.4(f)). lD Amendment to supplement to an approved application.

The undersigned submits this application for a new drug pursuant to section 505(b) of the Federal Food,
Drug, and Cosmetic Act. It is understood that when this application is approved, the labeling and advertising for
the drug will prescribe, recommend, or suggest its use only under the conditions stated in the labeling which is
‘part of this application; and if the article is a prescription drug, it is understood that any labeling which '
furnishes or purports- to furnish information for use or which prescribes, recommends, or suggests a dosage for '
use of the drug will contain the same information for its use, including indications, effects, dosages, routes,
methods, and frequency and duration of administration, any relevant warnings, hazards, contraindications, side
effects, and precautions, as that contained in the labeling whichis part of this ap;—;ﬁcation in accord with $'1.106(b)
(21 CFR 1.106(b)). It is understood that all representations in this application apply to the drug produced until

L

an approved supplement to the application provides for a change or the change is made in conformance with other

provisions of $130.9 of the new-drug regulations.

Artached hereto, submitted in the form described in §130.4(e) of the new-drug regulations, and constituting

' \}a part of this application are the following:

1. Table of conteats. The table of contents should
specify the volume number and the page number in which
the complete and detailed item is located and the volume
number and the page number in which the summary of that
item is located (if any).

2. Summary. A summary demonstrating that the applica-
tion is well-organized, adequately tabulated, statistically
analyzed (where appropriate), and coherent and.that it
presents a sound basis for the approval requested. The
summary should include the following informasion: (In
lieu of the outline described below and the evaluation
described in Item 3, an expanded summary and evaluation
as outlined in §130.4(d) of the new-drug regulations may
be submitted to ',féllcijii_i_'j;;gif;é\the review of this application.)

a. Chemistry.’

i. 'Chemical - structural formula or description for any
new-drug substance.’ .

. ii. Relationship' to other chemically or pharmacologi-
cally related drugs.”

#ii. Description of dosage form and quantitative com-
position.

b. Scientific rationale and purpose the drug is to serve.

c. Reference number of the investigational drug no-

. tice(s) under which this drug was investigated and of any
notice, new-drug application, or master file of which any
contents are being incorporated by reference to support
this application.

d. Preclinical studies. (Present all findings including
all adverse experiences which may be interpreted as

v incidental or not drug-related. Refer to date and page
. jaumber of the investigational drug notice(s) or the volume

and page number of this application where complete data
and reports appear.)

i. Pharmacology (pharmacodynamics,  endocrinology,

: metabolism, etc.).
FD FORM 356H.(4/71).

ii. Toxicology,and pathology: Acute toxicity studies;
subacute and chronic toxicity studies; reproduction and
teratology studies; miscellaneous studies.

e. Clinical studies. (All material should refer specifi-
cally to each clinical investigator and to the volume and
page number in the application and any documents in-
corporated by reference where the complete data and re-
ports may be found.)

i. Special studies not described elsewhere.

ii. Dose-range studies.

7ii. Controlled clinical studies.

iv. Other clinical studies (for example, uncontrolled or
incompletely controlled studies).

v. : Clinical]| laboratory studies related to effectiveness.

vi. Clinicalilaboratory studies related to safety.

vii, Summary of literature and unpublished reports avail-
able to the applicant.

3. Evaluation of safety and effectiveness. .'a. Sum-
marize separately the favorable and unfavorable evidence
for each claim in the package labeling. Include references
to the volume and page number in the application and in
any documents incorporated by reference where the com-
plete data and reports may be found.

b. Include tabulation of all side effects or adverse
experience, by age, sex, and dosage formulation, whether
or not considered to be significant, showing whether ad-

.ministration of the drug was stopped and showing the

investigator’s name with a reference to the volume and
page number in the application and any documents in-
corporated by reference where the complete data and re-
ports may be found. Indicate those side effects or adverse

- experiences considered to be drug-related.

4. Copies of the label and all other labeling to be used
for the drug {a total of 12 copies if in final printed form,
4 copies if in draft form):

PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED.




a. Each label, or other labeling, should be clearly
identified to show its position on, or the manner in which
it accompanies, the market package.

b. If the drug is to be offered over the counter, labeling
on or within the retail package should include adequate
directions for use by the layman under all the conditions
for which the drug is intended for lay use or is to be
prescribed, recommended, or suggested.in any labeling or
advertising sponsored by or on behalf of the applicant
and directed to the layman. If the drug- is intended of
offered for uses under the professional supervision of a
practitioner licensed by law to administer it, the applica~
tion should also contain labeling that includes adequate
information for all such uses, including all the purposes
for which the over-the-couanter drug is to be advertised to,
or represented for use by, physicians.

c. If the drug is limited in its labeling to use under
the professional supervision of a practitioner licensed by
law to administer it, its- labeling should bear information
for use under which such practitioners can use the drug
for the purposes for which it is intended, including all
the purposes for which it is to be advertised or repre-
sented, in accord with §1.106(b) (21° CFR 1.106(b)). The

application should. include any labeling for the drug '

intended to be made available to the layman.

d. If no established name_exists ‘for a new-drug sub-
stance, the application _shall.pr_op‘ose a .nonproprietary
name for use as the establis};ed name for the substance.

e. Typevritten or other draft labeling copy may be sub-
mitted for preliminary consideration of an application. An
application will not ordinarily be approved prior ‘to the
submission ‘of the final printed labéel and labeling of the
drug. o o

.f- No application' may be ‘approved if the labeling is
false or misleading in any particular.

(When mailing pieces, any other labeling, .or advéttising
copy are devised for promotion of the new drug, samples
shall be submitted at the time of initial dissemination of
such labeling and at the time of initial placement of any
such advertising for a prescription drug (see §130.13 of
the new-drug régulations). Approval of a supplemental
new-drug application is required prior to use of any pro-
motional claims not covered by the approved application.)

" 5. A statement as to whether the drug is (or is not)
limited in its labeling and by this- application to use
under the professional supervision of a practitioner
licensed by law to administer it. RS ’

6. A full list of the articles used as ¢omponents of
the drug. This list should include all substances used
in the synthesis, extraction, or other method of preparation
of dny new-drug substance, and in the préparation of the
finished dosage fordr, regardless of whether they undetﬁgo
chemical change or ‘afe removed in the process. Each
substance should be identified by its established name,
if dny, or complete chemical name, using structural
"formulas when necessary for specific identification. If
any proprietary preparation is used as a cdmponent,'-the
proprietary name should be followed by a complete quan-
titative statement of composition. Reasonable alternatives
for any listed substance ‘may be specified.

7. A full statement of the composition of the drug.
The statement shall set forth the name and amount of
edch ingredient, whether active or not, contained in a
stated quantity: of the drug in the form in which it is to be
distributed (for example, amount per' tablet. or per mil-
liliter) and a batch formula representitive of that to be
employed for the manufacture of the finished dosage form.
All components should be included in the batch formula
regardless of whether they appear in the finished product.
Any calculated excess of an ingredient over the label
declaration should be designated as such and percent
excess shown. - Reasonable .variations may be specified.

‘-and purity of the drug:: :
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8. A full description of the methods used in, and the
facilities and controls used for, the manufacture, process-~
ing, and packing of the drug. Included in this description
should be full information with respect to any nesw-drug

substance and to the new-drug dosage form, as follows, --

. . . - . - s/
in sufficient detail to permit evaluation of the adequac;y:
of the described methods of mgnufacture, processing, and

packing -and. the .described facilities and--controls to -

determine and preserve the identity, strength, quality,

a. A description of the physical facilities including
building and equipment used in manufacturing, processing,
packaging, labeling, storage, and control operations.

b. A description of the qualifications, including educa-
tional background: and- experience, of the technical and
professional personnel who are responsible for assuring
that the drug has the safety, identity, strength, quality,
and'purity it purports or is represented to poss{s-sjahd‘a
statement of their responsibilities.

c. The methods used in the synthesis, extraction,
isolation, of purification of any new-drug substance. When
the specifications and controls applied to such substance
are inadequate in themselves to determine its identity,
strength, quality, and purity, the methods should be
described in sufficient detail, including quantities used,
times, temperatures, pH, solvents, etc., to determine

. these characteristics. - Alternative methods or variations
in methods within reasonable limits that do not affect

such characteristics of the "substance may be specified.
d. - Precautions to assure - proper, identity, strength,
quality, and purity of the ra% materials, whether active or

- not, ‘including the specifications for acceptance and

methods of testing for each lot of raw material. ‘

e. Whether or not each lot of raw materials is given a
serial number to identify ‘it, and the use made of such
numbers in subsequent plant operations.

/. If the applicant does not himself perform all the-
manufacturing, processing, packaging, labeling, and con® .
trol operations for any hew-drug substance or the new~drug

dosage form, his statement identifying each person who
will perform any part of such operations and designating
the part; and a signed statement from each such person
fully describing, directly or by reference, the methods,
facilities, and controls in his part of the’ operation.

" & Method of preparation of the master formula records

-and individual batch records and. manner in which these

records are used.
b. The instructions used in the manufacturing, process-’
ing, packaging, and labeling of each dosage form of the

-new. drug, iacluding any special precautions observed in
the operations. : :

" i. - Adequate information with respect to the character-
istics of and the test methods employed for the container,
closure, .or other component’ parts of the drug package to
assure their suitability for the inteaded use. ‘

j. Number of individuals checking weight or volume of
each’ individual ingredient entering into each batch of the
drug. ) o : o

k. Whether or not the total weight or volume of each
batch is determined at any stage of the manufacturing

“process subsequent to making up a batch according to the

formula card and, if so, at what stage and by whom it is
done. . S ’

. Precautions to check the actual package yield pro-
‘duced from a batch of the drug with the theoretical yield:
This should include a description of the accounting for
such™ items as discards, breakage, etc., and the criteria
used in accepting or rejecting batches of drugs in the
event of an unexplained discrepancy. e

m. Precautions to assure that each lot of the drug &

packaged with the proper label and labeling, including

: -provisions for labeling storage and -inventory- control. -

A
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The analytical controls used during the various
5 of the manufacturing, processing, packaging, and
ing of the drug, including a detailed description of
olléction of samples and the analytical procedures to
i they are subjected. The analytical procedures
d be capable of determining the active components
n a reasonable degree of accuracy and . of assurmg

lentity .of such components If the article .is one that. ..{

presented to be sterile, the same .information with
d to the manufacturing, processing, packagirg, and
ollection of samples of the drug should be given for
lity controls. Include the standards used for ac-
umnce of each lot of the finished drug.

An  explanation of the exact significance of the
1 control numbers used in the manufacturing, process-
packaging, and’ labeling of the drug, including the
‘ol numbers that appear on the label of the finished
le. State whether these numbers enable determina-
of the complete manufacturing history of the product.
ribe ‘any methods used to permit determipation of the
ibution of any batch if its recall is required. '
A complete description of, and data derived from,
.es of the stability of the drug, including information
‘ing the suitability of the analytical methods used.
:ribe any additional stability studies underway or
emplated. Stability data should be submitted for any
drug substance, for the finished dosage form of the
in the container in- which it i to be marketed; in-
ing any proposed multiple-dose container, and if it is
e put into solution at the time of dispensing, for the
tion prepared as directed. State the expiration date(s)
will be used on the label to.preserve the identity,
1gth, quality, ‘and . purity of the drug until it is used.
10 expiration date is proposed, the applicant must
ify its absence.)

Additional procedures employed which are designed
prevent contamination and otherwise assure proper
rol of the product. )
application may be refused. unless it includes
uate ‘information showing that the methods .used in,
the facilities and controls used for, the manufacturing,
essing, and packaging of -the drug are adequate to
erve its identity, strength, quality, and purity in con-
iity with good manufacturing practice and identifies
1 establishment, showing the location of the plant
lucting these operations.)
. Samples of the drug and asticles used as compo-
ts, as follows: a. The following samples shall be sub-

ed with the application or-as soon thereafter as'they.

ome available. Each sample shall consist of four
itical, separately packaged subdivisions, each .con-
ing at least three times.the amount required to per-
1 the laboratory test procedures described in -tﬂhe'ap-
ation to determine compliance with its control speci-
tions fer ideatity and assays? .

i. A representative sample or samples of the finished
age form(s) proposed in the application and’ employed

‘he clinical investigations and a representatrve sample‘_,»
samples of each new-drug subsfancé, as defined .in

0.1(g), from the batch(es) employed in the production
uch dosage form(s).

i. A representative sample or samples of finished
ket packages of each dosage form of the drug prepared

resentative commercial-scale producrron batch and a

resentative sample or samples of each new<drug sub-

nce as defined in §130.1(g), from the batch(es) em-
yed in the production of such dosage form(s).

. A sample or samples of any reference ‘standard and
nk used in the procedures described iii. the application

assaying each new-drug.substance .and other assayed.
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components of the finished drug: Provided, however, That
samples of reference standards recognized in the official
U.S. Pharmacopeia or The National Formulary need not
be submitted unless requested. :

b. Additional samples shall be submitted on fequest.

c. Each of the samples submitted shall be appropri-
ately packaged and labeled to preserve its characteristics,
to- identify the. material and the quantity in each.sub-
division of the sample, and to identify each subdivision
with the name of the applicant and the new-drug applica-
tion to which it relates.

d. There shall be included a full list of the samples
submitted pursuant to Item 9a; a statement of the addi-
tional samples that-will be submitted as soon as avail-
able; and, with respect to each sample submitted, full
information with respect to its idéntity, the origin of any
new-drug substance contained therein (including in the
case of new-drug substances, a statement whether it was
produced on a laboratory, pilot-plant, or full-production
scale) and detailed results of all laboratory tests made to
determine the identity, strength, quality, and purity of
the batch represented by the sample, including assays.
Include for any reference standard a complete description
of its preparation and the. results of all laboratory tests
on it. If the test methods used differed from those de-
scribed in the application, full details of the methods
employed in obtaining the reported results shall be sub-
mitted.

¢. The requirements of Item 9a may be wawed— in
whole or in part on request of the applicant or otherwise
when any such samples are not necesgary.

{. 1f.samples of the drug are. sent under separate
coirer they- shiould be addressed to the attention .of the
Bureau of Medicine and identified on the outside -of the
shipping carton with the name of the applicant and the
name of the drug as shown on the application. : )

10. Full reports of preclinical mvestrgatrons that have
been made to show whethet or not the drug 1s safe for use
and effecnve in use a. An application may be ' refused
unless it contains full reports-of adequate preclinical
tests by all methods reasonably applicable to a determina-
tion of the safety and effectiveness of the drug under the
conditions of use suggested in the proposed  labeling.

b. Dertailed reports of the preclinical investigations,
including - all studies. made on laBoratory animals, the
methods used, and the results obtained, should be clearly
set forth. Such infotmation should include identification
of the person who conducted each investigation, a state-

'ment of where the imvestigations were conducted, and

whefe “the undetlying data are available for. inspection.
The animal studies may not be considered adequate unless
they give proper attention to the coaditions .of use recom-
ménded in the _proposed labeling for: the drug such as, for
example, whether the drug is for short- or long-tetm ad-
ministration or whether it -is .to be used in iofants, chil-
dren, pregnant women, or women of child-bearing potential.

c. Detailed reports of any pertinent microbiological
and- in witro studies.,

d. Summarize and provide a list of literature refer-

“ences (if ‘available) to all” other preclinical information
‘known te the applicant, whether published or vapublished,
-that is ‘pertinent to an evaluatron of the safety or effec-

tiveness o the drug.
11. List of investigators. a. A complete list of all

‘ "rnvesngators *supplied with the drug including the name
“and post office address of each.investigator and, followmg

each name, the volume and page references to the in-
vestrgator s report(s) in this application +and in any docu-

‘ments mcorporated by reference, or the explanaticn of the

omrssron of any reports.
“b. The unexplained omission of any reports of in-
vestigations. made ‘with: the.new drug by the .applicant, or

™
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submitted to him by an investigator, or the unexplained
omission of any pertinent teports of investigations or
clinical experience received or otherwise obtained by the
applicant from published literature or other sources,
whether or not it would bias an evaluation of the safety
of the drug or its effectiveness in use, may constitute
grounds for the refusal or withdfawal of the approval of
an application.

12. Full reports of clinical investigations that have
been made fo show whether or not the drug is safe for use
and effective in use. a. An application may be refused
unléss it contains full reports of adequate tests by all
methods reasonably applicable to show whether or not the
drug is safe and effective for use as suggested in the
labeling.

b. An application may be refused unless it includes
substantial evidence consisting of adequate and well-
controlled investigations, including clinical investiga-
tions, by experts qualified by scientific training and ex-
.Perience to evaluate the effectiveness of the drug in-
volved, on the basis of which it could fairly and respon-
sibly be concluded by such experts that the drug will have
the effect it purports or is represented to have under the
conditions of use prescribed, tecommended, or suggested
in the proposed labeling. .

c. Reports of all clinical tests sponsored by the ap-
plicant or received or otherwise obtained by the applicant
should be attached. These reports should include ade-
quate information concerninge each subject ‘treated with
the drug or employed as a control, including age, sex,
conditions treated, dosage, frequency of administration
of the drug, results of all relevant clinical observations
and laboratory examinations made, full information con-
cerning any other treatment given previously or concur-
rently, and a full statement of adverse effects and useful
results observed, together with an opinion as to whether
such effects or results are attributable to the drug under
investigation and a statement of where the underlying
data are available for inspection. Ordinarily, the reports
of clinical studies will not be regarded as adequate
unless they include reports from more than one inde-
pendent, competent investigator who maintains adequate
case histories of an adequate numbes of subjects, de-
signed to record observations and permit evaluation of
any and all discernible effects attributable to the drug in
each individual treated and comparable records on any
individuals .employed as controls. An application for a
combination drug may be refused unless rhere is sub-
‘stantial evidence that each ingredient ““designated as
active makes a contribution to the total effect claimed
for the drug combination. Except when the disease for
which the drug is being tested occurs with such infre-
quency ‘in the United States as to make testing im-
practical, some of the investigations should be pecformed
by competent investigators within the United States.

Western Research
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d. Attach as a separate section a completed Form
FD-1639, Drug Experience Report (obtainable, with jn-
structions, on request from the Department of HEW. Food
énc-l'Drug Administration, Bureau of Drugs (BD-200) Rock-
ville, Maryiand 20852), for each adverse experience or, if
feasible; for each subject or patient experiencing one or
more adverse effects, described in Item 12c, whether or
not full information is available. Form FD-1639 should
be prepared by the applicant if the adverse experience
was not reported in such form by the investigator. The
Drug Experience Report should be cross-referenced to

- any narrative description included in Item 12c. In lieu of a

FD Form 1639, a computer-generated report may be submit-
ted if equivalent in all elements of information with the
identical enumerated sequence of events and methods of
completion; all formats proposed for such use will require
initial review and approval by the Food and -'Drug Adminis-
tration. .

e. All information pertinent to ag evaluation of the
safety and effectiveness of the drug received or otherwise
obtained by the applicant from any source, including
information derived from other investigations or com-
merical marketing (for example, outside the United States),
or reports in the scientific literature, involving the drug
that is the subject of the application and related drugs.
An adequate summary may be acceptable in lieu of a
reprint of a published report which only supports other
data submitted. Reprints are not required of reports in
designated journals, listed in §130.38 of the new-drug
regulations, about related drugs; a bibliography will
suffice. Include any evaluatiofyof the safety or effec-
tiveness of the drug that has been made by the applicant’s
medical department, expert committe€, or consiultants.

/- If the drug is a combination of previously investi-
gated or marketed drugs, an adequate summary. of pre-
existing information from preclinical and clinical investi-

gation and experience with its components, including all .

reports received or otherwise obrained by the applicant
suggesting side effects, contraindications, and ineffec-
tiveness in use of such components. Such summary should
include an adequate bibliography  of publications about
the components and may incorporate by reference informa-
tion concerning such components previously submitted
by the applicant to the Food and Drug Administragion.

g&- The complete composition and/or method of manu-
facture of the new drug used in each submitted report of
investigation should be shown to the extent necessary to
establish its identity, strength, quality, and purity if it
differs from the description in Item 6, 7, or 8 of the ap-
plication.

13. If this is a supplemental application, full informa-
tion on each proposed change concerning any statement
made in the approved application. ’

Observe the provisions of §130.9 of the new-drug regula-
tions concerning supplemental applications.

Per Mﬂwg//bﬂfa

Labdratories, Inc,
(Applicant) ‘

(Responsible official or agent)

Vice-President, Quality Assurance/Regulatory Affairs

(Indicate authority)

X/afning: A willfully false statement is a criminal offense. U.S.C. Title 18, sec. 1001.)

NOTE: This application must be signed by the applicant or by an authorized attorney, agent,. or official. If the applicant..

t such authorized representative does not re side or have a place of business within the United States, the application must
lso furnish the nar» and post office address of and must be countérsigned by an authorized attorney, agent, or official resid-
g or maintaining a place of business within the United States.
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submitted to him by an investigator, or the unexplained
omission of any pertinent reports of investigations or
clinical experience received or otherwise obtained by the
applicant from published literatute or other sources,
whether or not it would bias an evaluation of the safety
of the ‘drug or its effectiveness in use, may constitute
grounds for the refusal or withdrawal of the approval of
an application.

12. Full reports of clinical investigations that have
been made to show whether or not the drug is safe for use
and effective in use. a. An application may be refused
unless it contains full reports of adequate tests by all
methods reasonably applicable to show whether or not the
drug is safe and effective for use as suggested in the
labeling.

b. An application may be refused unless it includes
substantial evidence consisting of adequate and well-
controlled investigations, including clinical investiga-
tions, by experts qualified by scientific training and ex-
.perience to evaluate the effectiveness of the drug in-
volved, on the basis of which it could fairly and respon-
sibly be concluded by such experts that the drug will have
the effect it purports or is represented to have under the
conditions of use prescribed, recommended, or suggested
in the proposed labeling. .

c. Reports of all clinical tests sponsored by the ap-
plicant or received or otherwise obtained by the applicant
should be attached. These reports should include ade-
quate information concerningeeach subject ‘treated with
the drug or employed as a control, including age, sex,
conditions treated, dosage, frequency of administration
.of the drug, results of all relevant clinical observations
and laboratory examinations made, full information con-
cerning any other treatment given previously or concur-
tently, and a full statemént of adverse effects and useful
results observed, together with an opinion as to whether
such effects or results are attributable to the drug under
investigation and a statement of where the underlying
data are available for inspection. Ordinarily, the reports
of clinical studies will not be regarded as adequate
unless they include reports from more than one inde-
pendent, competent investigator who maintains adequate
case histories of an adequate ‘number of subjects, de-
signed to’ record observations and permit evaluation of
any and all discernible effects attributable to the drug in
each individual treated and comparable records on any
individuals -employed as controls. An application for a
combination drug may be refused unless there is sub-
stantial evidence that each ingredier_lt"'cfesignated as
active makes a contribution to the total effect claimed
for the drug combination. Except when the disease for
which the drug is being tested occurs with such infre-
quency ‘in the United States ‘as to make testing im-
practical, some of the investigations should be performed
by competent investigators within the United States.

Western Research
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d. Attach as a separate section a completed Form
FD-1639, Drug Experience Report (obtainable, with in-
structions, on request from the Department of HEW. Food
énd'Drug Administration, Bureau of Drugs (BD-200) Rock-
ville, Maryland 20852), for each adverse experience or, if
feasible; for each subject or patient experiencing one or
more adverse effects, described in Item 12¢, whether or
not full information is available. Form FD-1639 should
be prepared by the applicant if the adverse experience
was not reported in such form by the investigator. The
Drug Experience Report should be cross-referenced to
any narrative description included in Item |7c. In lieu of a
FD Form 1639, a computer-generated report may be submit-
ted if equivalent in all elements of information with the
identical enumerated sequence of events and methods of
completion; all formats proposed for such use will require
initial review and approval by the Food and -'Drug Adminis-
tration. .

e. All information pertinent to an evaluation of the
safety and effectiveness of the drug received or otherwise
obtained by the applicant from any source, including
information derived from other investigations or com-
merical marketing (for example, outside the United States),
or reports in the scientific literature, involving the drug
that is the subject of the application and related drugs.
An adequate summary may be acceptable in lieu of a
reprint of a published report which only supports other
data submitted. Reprints are not tequired of reports in
designated journals, listed in §130.38 of the new-drug
regulations, about related drugs; a bibliography will
suffice. Include any evaluatiofigzof the safety or effec-
tiveness of the drug that has been made by the applicant’s
medical department, expert committeé, or consultants,

[ If the drug is a combination of previously investi-
gated or marketed drugs, an adequate summary of pre-
existing information from preclinical and clinical investi-

gation and experience with its components, including all 7,

reports received or otherwise obtained by the applicant
suggesting side effects, contraindications, and ineffec-
tiveness in use of such components. Such summary should
include an adequate bibliography " of publications about
the components and may incorporate by reference informa-
tion concerning such components previously submitted
by thie applicant to the Food and Drug Administragion.

& The complete composition and/or method of manu-
facture  of the new drug used in each submitred report of
investigation should be shown to the extent necessary to
establish its identity, strength, quality, and purity if it
differs from the description in Item 6, 7, or 8 of the ap-
plication.

13. If this is a supplemental application, full informa-
tion on each proposed change concerning any statement
made in the approved application. ’

Observe the provisions of §130.9 of the new-drug regula-
tions concerning supplemental applications.

Labdratories, Inc,

(Applicant)

Per _L%tlons D 20l o

(Responsible official or agent)

Vice~President, Quality Assurance/Regulatory Affairs

(Indicate authority)

Varing: A willfully false statement is 2 criminal offense. U.S.C. Title 18, sec. 1001.)

NOTE: This application must be signed by the applicant or by an authorized atrorney, agent, or official.

If the applican‘(.__u:}

4‘!_»

t such authorized representative does not feside or have a place of business within the United States, the application must
Iso furnish the nar: and post office address of and must be countérsigned by an authorized attorney, agent, or official resid-
1g or maintaining a place of business within the United States,
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. NDA NUMBER
NOTICE OF APPROVAL DATEBA7P;22§AL -
NEW DRUG APPLICATION OR SUPPLEMENT OVAL LETTER ISSUED
WA | 3 1982
TO: FROM:

: YY] Bureau of Drugs
Press Relations Staff (HFI1-40)

[]Bureau of Veterinary Medicine

ATTENTION
Forward original of this form for publication only after approval letter has been issued and the date of
approval has been entered above.

TYPE OF APPLICATION CATEGORY
SUPPLEMENT BBREVIATED DSUPPLEMENT
[JorieinaL NDA L 7o npa RIGINAL NDA TO ANDA XX} Human (] VETERINARY
TRADE NAME (or other designated name) AND ESTABLISHED OR NONPROPRIETARY NAME ¢if any) OF DRUG,
Folic Acid
DOSAGE FORM HOW DISPENSED
Tablet XX R Clote

ACTIVE INGREDIENTI(S) (as declared on label. List by éstablished or nonproprietary name(s) and include amount(s), if amount is
declared on label.)

Folic Acid, 1 mg.

APPEARS THIS WAY
ON ORIGINAL

NAME OF APPLICANT (Include City and State)

Western Research Laboratories Inc
Denver, CO 80209

PRINCIPAL INDICATION OR PHARMACOLOGICAL CATEGORY

Vitamin

COMPLETE FOR VETERINARY ONLY

ANIMAL SPECIES FOR WHICH APPROVED

COMPLETE FOR SUPPLEMENT ONLY

CHANGE APPROVED TO PROVIDE FOR

FORM PREPARED BY

NAME 'DATE

C M Smith

£

FORM APPROVED BY

NAME DATE

J L Meyer

FORM FD 1642 (2/75) B BREVIOUS EDITION MAY BE USED UNTIL SUPPLY 1S EXHAUSTED.



CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

87-828

CORRESPONDENCE



a COOK group =ompany

Western Research
Laboratories, Inc.
Post Oftice Box 9327
Denver, Colorado 80209
303/733-7207
800/525-8466

April 19, 1982

Marvin Seife, M. D

Director g

Division of Generic Drug Monographs (HFD-330)
Bureau of Drugs

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

Re: Folic Acid, 1 mg Tablets
NDa# 87-828 )

Dear Dr. Seife: . -

In your letter of April 5, 1982 you requested the following:

1. A copu of the

S T j”fi - R & speci-
men of the T e 1§ BTIC O S R,
2 That we consider an expiration dating of 18 months. Wes—

tern Research Laboratories would strongly prefer an expira-
tion period of 24 months: and we believe we have the data
to support this. It is our understanding that 3 months
accelerated data (40 degrees C and 75%Z relative humidity?
atve generally acceptable for a tentative expiration period
of 24 months. Qur data at all points over the 3 month
testing period are within specifications. Therefore we
feel a 24 month expiration period is Justified.

However. if‘a.24-month3expirétion period ig-tompletelg
impossible, we will accept a tentative expiration period
of 18 months, with the wnderstanding that we may submit

IPR 261982

ECELY, |




additional data in the future, and again propose an expira-—
tion period ot 24 months. -

We trust our‘response clarifies all gquestions concerning our
application for this product.

Sincerelg.
WESTERN RESEARCH LABORATORIES, INC.

Dorothea M. Sudman
Director, Regulatory Affairs

cc: Lindon M. Fellouws
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KDA 87-828

Western Research Laboratories, Inc.
Attention: Lindon M., Fellows

301 South Cherokee Street

Denver, €O 80223

Gent Jemen:

Reference 15 made to your abbreviated new drugcapplication submitied
pursuant to Section 505(b) of the Federal Pood, Drug, and Cosmetic Act
for Folic Acid Tablets, 1 mg.

We have cﬂmpleted the review of this abbreviated new drug application.
However, before we can make a final decision, the fb!Tawing additional
fnformation s necessary:

1. Copy of the -

Z. In 1eu of long term stability d&ta, it is recommended that you
consider an expiration dating of 18 months.

Please let us have your response as seon as gﬂssi?li.
' $

cc:
DEN-DO HFD-530 HFd-614

JMeyer/CMSmi th :

r/d/ init. JMeyer/MSeife 4-1-82 ﬂivis&an of Generic Drug Monographs
f/t/wh/4-1-82 0ffice of Drug Monographs

rev w/f Bureau of Drugs

Comf o /€2
e /fﬂ/



NDA 87-825

Yestern Research Labs., Ing.
Attention: Lindon M. Fellows
301 South Cherokee Street
Denber, €O 80223

gGentlemen:

He acknawledge the receipt of your abbreviated new drug application
submitted pursuant to Section 5G5(b) of the Federal Food, Drug, and
Cosmetic Act for the follewing:

NAME OF DRUG: Folic Acid, 1 mg. Tablets
DATE OF APPLICATION: January 29, 1982
DATE OF RECEIPT: Fabruary 1, 1982

We will correspond with you further after we have had the opportunity
to review the applicatien.

Please fdentify any communications coneerning this appiication with
the NDA number shown above. '

DEN-DO DUP HFD-530
JLEeyer/cji/2-3-82 o
ac '

.§§%% o/ - Divisien of Generid Drug Monographs
61 L O0ffice of Brug Menographs
Bureau of Drugs =~

e



1 COOK group company

Dear Dr. Seife: =

Western Research
Laboratories, Inc.

Post Office Box 9327

Denver, Colorado 80209 3
303/733-7207 9[@1[87\

800/525-8466  THE SUBMITTED FPL IS SATISFACTORY.
- nk

January 29, 1982

Marvin Seife, M. D.

Director

Division of Generic Drug Monographs (HFD-3530)
Bureau of Drugs

Food and Drug Administration

S600 Fishers Lane

Rockville, MD 20857

Re: Fglic Acid, 1 mg Tablets
Abbyeviated New Drug Application

Western Research Laboratories: Inc. hereby files the follow—
ing Abbreviated New Drug Application for this drug product as
requited by Section 505 of the Federal Food. Drug, and Cos-
metic Act and the Code of Federal Regulations, Title 21, part
314.

- and then
~ cor Nestern Research Laboratories,
utilizing ' labeling. Western Research does

not plan to d15tr1bute this drug product under it‘s own label-
ing.

Western Research proposes a 24 month expiration peried for this

- drug product in Unit-Dose packaging. Data for 3 months under

challenge conditions (40 degrees C and 75% relatzve hum1d1tg)

are enclosed.

An Environmental Impact Analysis Report is included as part
of this application.. Refer to Section 13. See Section 12
regarding Bioavailability and Bioequivalence requirements.




Please note that Western Research Laboratories considers all
of the information contained in this application to be con-—
fidential and proprietary, and to be protected from requests
made under the Freedom of Information Act.

We trust that this application will be satisfactory and will
be rapidly approaved.

Sincerely.,
WESTERN RESEARCH LABORATORIES,

Ao Sthoy @QZMW

Dorothea M. Sudman
Director, Regulatory Affairs

cc:Lindon M. Fellows

NC.




