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MDA 83-525
AF  12-965

McKesson Laboratories

Division of Foremost-fcKesson Inc. R B B P hac
Attention: ODr. Joseph ¥. Deutsch R
424 Grasmere Avenue

Fairfield, CT 96420

aentlemen:

Reference fs made to your abbreviated new drug application submitted
pursuant to Section 505(b) of the Federal Food, Drug, and Cesmetic Act
for Folic Acid Tablets, 1.0 Mg .

Reference 15 also made to your communication dated October 15, 1673,
enclosing printed labeling,

We have completed the review of this abbreviated new drug application
and have concluded that tha drug is safe and effactive for use as
recommended in the submitied labeling. Accordingly, the application

is approved.

Any significant change in the conditions outlined in this abbreviated
Aew drug application requires an approved supplemental application
before the change may be made, except for changes made in conformance
with other provisions of Section 130.9 of the new drug regulations.

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

The enclesures summarize the conditions relating to the approval of
this application.

Dup  ma L. 1//!/73 S/incerely yours, {
BD-69 BD-66 BD-106 8)-%42 8D-100 \}2 L Y
OMCarrol 1/JdMeyer/Mlarski ST s )i 77
R/D initl by MSeife 11-1-73 Paul A. Bryail, ¥.0.

Final typing/wlb/11-2-73 : Deputy Directer for Medical
Approved Activities

S fmwv le)13 Office of Scientific Evaluatien
VA A L Bureau of Drugs

SW 245¢ ulg s

Encles : '

j

conditions of Approval of 3 New Orug Application |

Records and Reports Requf ) /
cc: /q(%> /
o, 2% N
i ) ) < \

B0S-DO
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~ FOLIC ACID
Dr. ABLETS
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DESCRIPTION ™ .0} V\

Folic Acid, N-[p-[[(2-Aming-&
pteridinyl)-methylJaminol®
tamic acid, is a complex orga
pound present in liver, yeast, and 6’&9‘{‘
substances, and which may be prepared"«;,‘_
synthetically.

Tablets
1 mg. Folic Acid

ACTIONS

in man, an exogenous source of folate
is required for nucleoprotein synthesis
and the maintenance of normal erythro-
poiesis. Folic Acid, whether given by
mouth or parenterally, stimulates spe-
cifically the production of red blood
cells, white blood cells, and platelets in
persons suffering from certain megalo-
btastic anemias.

INDICATIONS

Folic Acid is effective in the treatment
of megaloblastic anemias due to a de-
ficiency of folic acid as may be seen in
tropical or non-tropical sprue, in anem-
ias of nutritional origin, pregnancy, in- -
fancy, or childhood.

WARNINGS

Folic Acid alone is improper therapy in
the treatment of pernicious anemia and
other megaloblastic anemias where vita-
min B2 is deficient.

PRECAUTIONS
Folic Acid especially in doses above 1.0
mg. daily may obscure pernicious ane-




mia, in that hematologic remission May
occur while neurological manifestations
remain. progressive.

ADVERSE REACTIONS

Altergic sensitization has peen reported
following both oral and parenteral ad-
ministration of Folic Acid.

DOSAGE AND ADMINISTRATION

Oral administration: Folic Acid is well
absorbed and may be administered or-
ally with satisfactory results except in
severe instances of intestinal matab-
sorption.

Usual therapeutic dosage: In adults:
0.25 mg. to 1.0 mg. daily. in children:
(regardiess of age): 0.25 me. to 1.0
mg. daily. Resistant cases may require
larger doses-

Maintenance dosage: When clinical
symptoms have subsided and the blood
picture has become normal, a mainte-
nance dose of 0.1 mg. to 0.25 mg. daily
should be used, but never less than 0.1
mg. per day. patients should be kept
under close supervision and ad]ustment
of maintenance dose made if relapse
appears imminent.

In the presence of alcoholism, preg-
nancy, hemolytic anemia, anti-convul-
sant therapy, of chronic infection, the
maintenance dose should be at least
doubled.

HOW SUPPLIED
Tablets — 1 mg-
Bottles of 100 and 1000

McKesson Laboratories
DIV OF FOREMOST-MCKESSON INC.
FAlRFIELD. CONN. U.S.A. 06430

#3109D
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REVIEW OF RESUBMISSION, FPL
DATE COMPLETED: 10-30-73 ‘ ANDA #: 83-526
F.R. DATE: 4-9-71
CO. NAME: McKesson Labs.
Div. of Foremost—
McKesson, Inc.

424 Grasmere Ave.
Fairfield, CT 06430

| NAMEkOF.DRUG: Trade'& Generic: Folic Acid Tablets, 1.0 mg.
DATE OF SUBMISSION: Resubmission, FPL

CLINICAL EVALUATION:

1L Review‘AfvStﬁdiesfl Noné submitted

2. Review of Labeling: Container labels for 100. and 1000 tablets in bottles
are satisfactory.

Package insert is satisfactory.

3. Controls to be reviewed by the chemist. v ’ {
CONCLUSTONS:

1. Labeling is satisfactory.
2. Controls to be reviewed by the chemist.

RECOMMENDATION: See conclusions.

TR

T 0. M. Carroll, M.D.

. ce:

Dup

BD-69
OMCarroll/rt/10-30-73




DATE COMPLETED:

Co.

NAME OF DRUG: Trade

& Folic Acid Tablet, 1,0 mg.
Generic:
DATE OF SUBMISSION: 1-29-73

TYPE OF SUBMISSION: ANDA
CLINICAL EVALUATTON:

None submitted
Bioavailability deferred

1. Review of Studies:

2., Review of Labeling: Container Label:

NAME :

REVIEW OF ANDA ,
{ P
ANDA #+ 83-526

F.R. DATE:

4-9-71

McKesson Laboratories .

DIV, of Foremost-McKesson Inc,
424 Grasmere Avemue

Fairfield, Conn. 06430

Front panel satisfactory

Left side panel - satisfactory

Package Insert:

Satisfactory

CONCLUSION: Container label and package insert are satisfactory.
RECOMMENDATIONS: Approve this application after F.P.L. are
submitted,
Com . Canell, S
0. M, Carroll, M.D,
cc:
BD-69
Dup

OMCarroll/rt/3-8-73
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L . 'N‘DA NUMBE R
sy NOTICE OF APPROYAL e _DATE8§\:§§§VAL LETTER ISSUED
‘ ‘f ' NE.W» DRUG APPLICAT?ION OR SUPPLEMENT s NOV 1 3 ,‘973
i B ST FROM , _
o Press Relations Staff (PA~0) . ‘ 5 f" s ;
| AeRoVAL o oRicNAL /LY / / aA

L

ATTENTION

Forward original of this form for publication only after agproval leiter has been issued and the date of
approval has been entered aboveA ‘ ! \ ‘ > " _ .
TYPE OF APPLICATION . L } e ’ CATEGORY

[_—]SUPPLEMENT mABBREVIATED DSUPPL’EMENT

{"JoRrGiNaL oA TO NDA ORIGINAL NDA TO ANDA év_] HUMAN J VETERINARY

TRADE NAME (or other designated name) AND ESTABLISHED OR NOMNPRCPRIETARY NAME (if any) OF DRUG
Tolic Acid '

DOSAGE FORM ) - HOW DISPENSED

‘ ; tablet - RX (Jovc

~ACTIVE INGREDIENT(S) (as declared on label. List by established 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)

McKesson Laboratories
Division of Foremost-McKesson Tnc.
Fairfield, ¢T 05430

PRINCIPAL INDICATION OR PHARMACOLOGICAL CATEGORY
tamin

COMPLETE-FOR VETERINARY ONLY

A_NIMAL SPECIES FOR WHICH APPROVED

-

COMPLETE FOR SUPPLEMENT ONLY

1 CHANGE APPROVED TO PROVIDE FOR

FORM PREPARED BY

DATE

‘ FORM APPROVED BY
j.l,_meyer DATE

"Form FD 1642 (4/73) PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED,
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-, Towne, Paulson u,nd Co., Inc.

[DESI 5857; Docket No. FDC-D-265; NDA
5-897, ete.]

FOLIC ACID PREPARATIONS, ORAL

-AND PARENTERAL FOR THERA-

EITIC USE

gs -for Human Use; Drug Efficacy
Study Implementation

The Food and Drug Administration

has evaluated reports received from the

National Academy of Sciences-National

Research Ccouncil, Drug Efficacy Study

‘Group, on the following- folic acid
preparations: ’

1. a."“Folvite Elixir; 5 mg. folie aeld
per 5 cc.;

b. Folv1te Tablets; 5 mg. and 20 mg:
folic acid per tablet; and .

c. Polvite Parenieral 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. Folie 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., Inc., 5317
North' Third . Street, Pluladelplna
Pennsylvania 19120 (NDA6-338).

In-addition to the above products, folic-
acid preparations for therapeutic use
are markefed by other firms. A partial
list of other suppliers of folic acid prepa-
tations limited to prescription dispens-
ing, as-indicated in readily available
eferelice sources, is as follows:

2 A Pharmaceutical Co., Division of Bergher
istributing Co.
)marican Pharinaceutical Co.

merjican Drug Products.

--~“American Quinine Co.

Approved Pharmaceutical Corp,
Arcum Pharmaceutical Oorp .o

- Associated Labs., Inc. -

‘Barre Drug Co., Inc., The.
JBarry-Martin Pharmaceuticals, Inc.
"Bell Pharmacal Co.

Carroll Chemical Ce., The.

" Columbia Medical Co.

Consolidated Midland Corp., CMC Research
‘Division.

. Corvit Pharmaceuticals:

Daniels, Robert and Co., Inc.

DuMont Pharmacal Co.

Evron Pharmaceutical Co., Inc.

Faraday Lavoratories, Ine.

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. !
Mifflin, McCambridge Co., Inc.
Pennurst Pharinacal Co.

Pharmex, Inc.

‘Pieston Franklin Pharmacal Co.
Richlyn Labs. ;
Robinson Laboratory, Inc. *
Spencer-Mead, Inc.

Sranlabs, Inc.

Supreme Pharmaceutical Co., ne.
Thompson, W:. T, Co. ’

‘[Vii,amin Rescarch Corp.

j=ita-Fore Products Co.

NOTICES

West-Ward, Inc.
‘Willlams Chemical Co. |
Winsale Drug Co. v

The drugs are regarded as new drugs
(21 U.S.C. 321(p)). Supplemental new-
drug applications are required to revise
the labeling in and to updatc previously
approved applications providing for such
drugs. A new-drug application is re-
‘quired from any person marketing such
drugs without approval.

The Food and Drug Administration is
prepared to approve new-drug applica-
tions. and supplements.to previously ap-
proved new-drug applications under con-
ditions described in this announceimnent.

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 anemias 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 eflficacy than do
those of 1 mg. Further, the usual thera-
peutic dose, oral or parenteral, should be
0.25 mg. to 1.0 mg. dzily, 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 precéipi-

tation of neuroclogical mamfesmtmns

© and/or lesions.

Prepa™tions supplying no move than
0.1 mg. folic acid daily continue -to be
regarded as dictary supplements - (21
CFR 3.42) and may be prescribed when
a2 maintenance dose of 0.1 mg. a day is
indicated.

B, Form of druq. 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 “Cavurtion: Fed-
eral law prohibits dispensing without
prescription.”

2. The drug is labeled to comply with
all requirements . of the Act and regula-
tions promulgated thereunder, and those
parts of its labcling indicated beiow are
substantially as follows: (Optional addi-
tional information. appl:_cablc to - the
drug,. may be proposed under other
appropriate parasrvaph headings and
should fcllow the information sct forth
below.)

.  FEDERAL REGISTER, VOL. 36, MO. 49——FRIDAY, APRIL 9, 1971

Foric Acin
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:)

ACTIONS

(To be supplied by the manufacturer. This
is to be contined to an appropriate statement:
of the demonstrated pharmauacologic/physio-
logic actions of the. active ingredients of the

'drua in -humans. Wi z.en the mode of action

has not been deLermmed this- should be:
ciearly indicated.) S S

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-
trapical sprue, in anemias. of nutritional
origin, pregnancy, infancy, or childhood. |

-WARNIi\IGS

Folic acid alone is improper therapy in the
freatment of kpermcmus anemia and .other
megaloblastic anemias where vitaniin B, is
deficient.

' PRECAUTIONS

Folic acid espccxally in doses above 1.0 meg.
daily may obscure pernicious.anemia, in that
hematologic remission.-may occur while neu-
rolonxca.l manifestations. remain proor ~sue.

- ADVERSE REACTIONE )

Allergic sensitization vhas been Teported
following both oral and. parenteral acaninis-’
tration of folic acid. '

DOSAGE AND ADMINISTRATION

Oral administration: Folic acid is well ab-
sorbed and may be administered orally with
satisfactory results .except in severe mstan.,ea
of intestinal nmlab=orptxon

Parental administration: Intramusecular,
intravenous, and subcutaneous routes niay
be used if ‘the disease is exceptionally severe,
or if gastrointestinal absorptien may be, or
is know n to be, impairaed.

Usual therapeutic dosage: In adults 0.25
mg. to 1.0 mg. dally In Children (regaldless_
of gge): 0.25 to 1.0 mg. daily. Resistant cases
may require larger-doses. - o

Mainienance doscger When clinical symp-
toms have subsided  and the hlood picture
has become normal, a-maintenarnce dose of
0.1 mg. to 0.25 mg. daily-should.be used, but
never less than 0.1 mg. per-day. Patienis
should be kept under-close supervision and -
adjustment of theé maintenance dose made
if relapse appears ‘imminent, ", -

In the presance .of alcoholism, pregu’lnf‘y
hemolytic -anemia, anticorivailsant therapy,
or chronic infection, the maintenance dose
should be at least doubled. S -

D. Previously approved : applications.
1. BEach holder ¢of a “deemed approved”
new-drug application (i.e., an application
which became effective. on the basis of

safety prior to @ctober 107.1962) for such’
dl uz is requested . to seek. apploval of the
claimis of effectlveness and bring -the ap-
plication into coniorinance by submlttma:
supplements contammg

‘a.. Revised labeling as neceded to con- -
form to the labeling conditions describéd
werein for the drug; and corhipiete cui-
rent container labeling, unless recently
submitted. )

b. Updating information as necded to
provide for an oral dosage forni contain- -
ing no less than .0k5 1ag. and no more
than 1.0 mg. folic acx}l, per tablet or &

DJ'°

(/
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S
sage forny conta\i;n}'ing an
amo’ ~“appropriate for administraiion
as described herein, and to make she Bp-
plication current in regard to iiterss &
(eomponents), 1 (composition?, and #
“# "‘\oflﬂs, {acilities, and controls) of {tw

\ug. application form FD=356H 13

. ent deseribed for abbreviated new-

"di .. ‘Applications, § 130.4(f), published

in' the FEpERAL REGISTER April 2%, 1978

(35 F.R. 6574). (One supplenwmsi may

contain all the information described in
this paragraph.)

9. Such supplements should e sip-
mitted within the following tirse periads
after the date- of publicatién of this me~
tice in the FPEDERAL REGISTER!

a. 60-days-for revised ig2beling; or, for
those products which must be Twforunt-
lated, 180 davs for revised labaling fally
in accord with this announcemens, pro-
vided claims for which substantial oui~
dence of effectiveness is lacking m=re
deleted within 60 days. The supplemanis
should he subntitted under the provisisns
of §130.9 (d) and (e) of the nuw-drug
regulations (21-CFR 130.9) which permit
certain changes to be pat into zffectat

. the earliest possible time. .
"b. 180 days for updating infarmation.
3. Marketing of the drug may centinue

. until the supplemental applications sub-

mitted in accord with the preceding stib~-
paragraphs 1 and 2 are acied upen,
provided that the labeling of the prepa-
ration shipped within the juriséistien.of
the Act is in accord with the labaling
conditions described in this azmounce-
inent wthin the time periods ftezcribed
in:subparagraph 2a.

New applications. 1. Any personwho
sbutes or intends to distribute such
which is intended for the: 115N

i;Ese' for which it has been siown 10
" pfiective, as described under Al above,
zould submit an _abbreviated: Grug
application meeting tlie eondrlions spec-
fed in § 130.4(F) (1) and (2), publistied
in the FepEraL RECISTER April 24, 1570
(35 F.R. 6574). Such applications should
include proposed labeling which is il
accord With the labeling conditions e~
.. seribed herein. - :

2. Distribution -of any such prepuro-
tion clirrently on thé market withoutan
approveit ‘new-drug -application may e
continued provided that:

‘a. Within 60 days from the daie .ef

a

publication of this announcement InETh
FEDERAL REGISTER, fhe labeling oI Ruch
“ preparation shipped within the jurksdi
.tion of the Act is in accord wiv
_labeling conditions described herein, £x-
cept-that if the preparation must hea
formulated, 180 days will be allowed &0
the -dosage recommendations to. b i
accord with this announcement. .«
b. The anufacturer, packer, or @is-
tributor of such drug submits, W in
- 180idays from the date of this pubiica-
tion, a new-drug application to the Taod
and Drug. Adininistration.
e. The applicant . submits witliin &
reasonable time additional information
~ that may be required for the approval of
* the application as specified in a wriiten
Spmmunication from the Food and Drug
. [winistration.

e

full-factual ana

" "NOTICES

d. The application has not been ruled

incomplete or unapprovable.

. Opportunity jor a hegring. 1, The
Comumissioner of Food and Drugs pro-
poses to issue an order under section
505(e) of the Faderal Feod, Drug. and
Cosmetic Act withdrawing approval of
all new-drug applications and all amend-
ments and supplemenis thereto provid-
ing for the indicaions for which sub-
stantial-evidence of effectiveness is lack-
ing as described in paragraph A2 af this
announcement. An order withdrawing
approval of the applications will not is-
sue if such applications are subple-

mernted, ih accord witly this notice, to -

delete such indications. Promulgation of
the proposed order woukl cause any such
drug for human use offered for the ifi-
dications for which substantial evidence
of effectiveness 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
of section 503 of the Act (21 U.S.C. 353)
and the resulations promulgated there-
under (21 CFR Part 130), the Cominis-
sioner will give the holders of any such
applications, and any’ interested person
who would be adversely affected by such
an order, an opvortunity for a hearing
to show why stich indicatichs should not
be deleted from labeling. A request. for &
hearing must be filed within30 d
the date of publication of this notice in
the FEpERAL RecisTER. A request for 2
hearing may not rest upon mere allega-
tions or denials, but must set forth spe-
cific facts showing that a genuine and
substantial issue of fact requires a hear-
ing, together with a well-organized and
1ivsis of the clinical and
othor investigational data the .objecter
is prepared to vrove in a hearing. Any
data submitted in response to this notice
must be previously unsubmitted and in-
clude data from adequate and well-
conirolled clinical investigations (iden-
tified for ready review) as described in
£130.12(a) (3) of the regulations pub-
lished in the FEDERAL REGISTER of May 3,
1970 (35 F.R. 7250) . Carcfully conducted

i
i
i

and documented clinical studies ob tained _
. under unéontrolled or partially contrelled
situations are not acceptable as a sole

basis for approval of ciaims of ‘effective-
riess, but such studies may be considered
on their merits for corroborative support

of eficacy and evidence of safety. If a

hearing is requested and justified by the
response to this notice, the issues will be
defined, a hearing examiner will be
named, and he shall issue a written.no=
tice of the time and place at which the
hearing will ccmmence. n

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

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

vsafter

the use provided for in this annourn
ment, appropriate additional infermaiizn
as described in § 130.4 or §120.9 of iZe
regulations (21 CFR 130.4, 120.9) mary e
required, including results of animal z=d
clinical tests intended to show whetzer
the drug is safe and eflective.
Representatives of the Administrat
are willing to meet with any interes

wed

-person who desires to have a ccriererze

concerning proposed changes in iZe
labeling set forth herein. Reguesis Ior
such meetings should be made to the GI-
fice of Scientific Evaluation at the ad-

- dress ‘given bzlow,; within 80 dayvs afer

the publication of this notice in the Fz-
ERAL REGISTER. )

A copy of the NAS-NRC report Izs
been firnished to each firm referred 2
above. Any other interested -person -2y
obtain a copy by request to the afprozri-
ate office named below.

Communications forwarded in zr2-
sponse to this announcement should ze
identified with the reference numIer
DESI 53897, directed to the attentien ef
the foliowing appropriate office, and =d- ’
dressed (unless otherwise specified) O
the Food and Drug Administration, 50

~e

Fishers Lane, Roekville, Maryland 20532

Supplements (identify with NDA rumberi:
Office .of 'Scientific. Evaluation {(BD-i),
Bureau of Drugs. .

Original abbreviated new-drug -apuiicetisns
(identify as such): Drug Eimicacy -St=dr-
Implementation Project Ofice (BD-5), =1~
reau of Drugs.

Request for Hearing (tdentify with Docat
number) : ‘Hearing Clerk, Offce of Gn-
eral Counsel (GC-1), Room 662, Parkisvrm.

All other communications rding this
‘nouncement: Drug Efficacy
meniation Projeet Office (BD-5), Burss of
Drugs. B .

Requests for NAS-NRC repert: Press DEs-
tions Office (CE-200), 263 C Sureet P
\Washington, D.C. 20204%. e

This notice is issued pursuant to FTo=
visions of the Federal Food, Lrug, &

Cosmetic Act (secs. 502;. 305, 32 £
1050-53, as amended; 21 T.S.C. 252, 335).
and under authority d ted fo- i

Commissioher of Food and Diugs 21
'CFR 2.120).. ' '
Dated: March 19, 1971,
. Sam-D. FPrg,
Associate Commissioner
. for-Compéianca.
{FR Doc.71-4952 Fited 4-8-71;8:26 am}

{DESL 104237

LEVALLORPHAN TARTRATE
ANJECTION '

Drugs for Humqn Use; Drug Efeocy
Study lmplementaticn

The Food and Drug Ad
his evaluated a report received
National Academy of Sciences-1
Research Council, Diug Eficacy SiEd¥
Group, on the following drug for imw3a-
venous tse: )

Lorfan Injection, containing
lorphan tartrate; Roche
Division of Hoffinan-LaRech
Kingsland Street, ‘Nutley,
07110 (NDA 10-423).

~ o . .. . ¥EDERAL REGISTER, VOL. 36, NO. 69—FRIDAY, APRIL 9, 1971
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Form Approved
. OMB No. 57 - R0003

DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

ROCKVILLE, MARYLANQ 20852 . *
NEW DRUG APPLICATION (DRUGS FOR HUMAN USE)
(Title 21, Code of Federal Regulations, §130.4)

~

_;Qame of applicant _ McKesson Laboratories, Division of Foremost-McKesson Inc.

Address ___ 42k Grasmere Avenue, Fairfield, Connecticut 06430

Date _Janaury 29, 1973

Folic Acid Tablets 1.0 mq.

Name of new drug

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

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

(regulation $ 130.7).
[X1 Avbreviated application (regulation § 130.4(f)).

[] Supplementto an approved application (regulation §130.9).

i[:] 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, contraindicati

ons, side

effects, and preqautions, as that contained in the labeling which is part of this application 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
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.

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

-2 part of this application are the following:
o
-7 1. Table of contents. 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 tha
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 information: (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 facilitateithe review of this application.)

a. Chemistry. B _

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

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

iii. 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

coantents are being incorporated by reference to support
this application.

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

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

iad 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.

it. Dose-range studies.

iii. Controlled clinical studies.

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

v. ;Clinical| laboratory studies related to effectiveness.

vi.—Clifiicallaboratory studies related to safety.
14i. 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.

e S,



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. 1If 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 or
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-counter 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 propose a .monproprietary
name for use as the established name for the substance.

e. Typewritten or other draft labeling copy may be sub-
mitted for preliminary consideration of an application. Aa
application will not ordinarily be approved prior to the
submission of the final printed label and labeling of the
drug.

/. No application may be approved if the labeling is

false or misleading in any particular.
(When mailing pieces, any other labeling, .or advertising
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 regulations). 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.

6. A full list of the articles used as components of
the drug. This list should include all substances used
in the synthesis, extraction, or other method of preparation
of any new-drug substance, and in the preparation of the
finished dosage form, regardless of whether they undergo
chemical change or are removed in the process. Each
substance should be identified by its established name,
if any, or complete chemical name, using structural
formulas when necessary for specific identification. If
any proprietary preparation is used as a component, the
propnetary 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
each 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 represeatative 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.

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

in sufficient detail to permit evaluation of the adequacy: ~
of the described methods of manufacture, processing, and*

packing and the described facilities and controls to
determine and preserve the identity, strength, quality,
and purity of the drug:

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 posse/s;,\and\g
statement of their responsibilities.

c. The methods used in the synthesis, extraction,
isolation, or 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 éharacter‘i_stics. 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 raw 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-i‘_'
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.

g- Method of preparation of the master formula records
and individual batch records and manner in which these
records are used.

h. The instructions used in the manufacturing, process-
ing, packaging, and labeling of each dosage form of the
new drug, including 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 intended use.

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

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.

L 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,

m. Precaunons to assure that each lot of the drug is%

e

\ww

packaged with' the proper label and labeling, including e

provisions for labeling storage and inventory control.




n. The analytical controls used during the various
stages of the manufacturing; processing, packaging, and
labeling of the drug, including a detailed description of
the collection of samples and the an‘alyt.ical procedurés to
which they are subjected.  The analycical procedures
“hould be capable of determining the active components
ithin a reasonable degree of accuracy and of assuring
" the identity of such components. If the article is one that
is represented to be sterile, the same.information with
regard to the manufacturing, processing, packagirg, and
the collection of samples of the drug should be given for
sterility controls. Include the standards used for ac-
ceptance of each lot of the finished drug.

0. An explanation of the exact significance of the
batch control numbers used ig the ‘manufacturing, process-
ing, packaging, and " labeling of the drug, including the
control numbers that appear on the label of the finished
article. State whether these numbers enable determina-
tion of the complete manufacturing history of the product.
Describe ‘any methods used to permit determination of the
distribution of any batch if its recall is required. '

2. A complete description of, and data derived from,
studies of the stability of the drug, including information
showing the suitability of the analytical methods used.
Describe any additional stability studies underway or
contemplated. Stability data should be submitted for any
new~-drug substance, for the finished dosage form of the
drug in the container in which it is to be marketed, in-
cluding any proposed multiple-dose container, and if it is
to be put into solution at the time of dispensing, for the
solution prepared as directed. State the expiration date(s)
that will be used on the label to preserve the identity,
strength, quality, and purity of the drug until it js used.
(If no expiration date is proposed, the applicant must
justify its absence.)

9- Additional procedures employed which are designed

@ prevent contamination and otherwise assure proper
' “Introl of the product.
An application may be refused. unless it includes
adequate ‘information showing that the methods used in,
and the facilities and controls used for, the manufacturing,
processing, and packaging of the drug are adequate to
preserve its identity, strength, quality, and purity in con-
formity with good manufacturing practice and identifies
each establishment, showing the location of the plant
conducting these operations.)

9. Samples of the drug and articles used as compo-
gents, as follows: a. The following samples shall be sub-
mitted with the application or.as soon thereafter as they
" become available. Each sample shall ‘consist of four
identical, separately packaged subdivisions, each cop-
taining at least three times the amount required to per-
form the laboratory test procedures described in the ap-
plication to determine compliance with its control speci-
fications for identity and assays:

L A representative sample or samples of the finished
dosage form(s) proposed in the application and employed
in the clinical investigations and a representative sample
or samples of each new-drug substance, as defined in
§130.1(g), from the batch(es) employed in the production
of such dosage form(s). :

ii. A representative sample or samples of finished
market packages of each dosage form of the drug prepared
for initial marketing and, if any such sample. is not from a
commercial-scale production batch, such a sample from a
representative commercial-scale production batch; and a
Iepresentative sample or samples of each new-drug sub-
stance as defined in §130.1(g), from the batch(es) em-
Jloyed in the production of such dosage form(s). '

#ii. A sample or samples of any reference standard and
““blank used in the procedures described iii. the application
for assaying each new-drug substance and other assayed

compdnents of the finished drug: Provided, bowever, 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 request.

. & 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 sup-
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 addij-
tional samples that  will be submitted as soon as avail-
able; "and, with respect to each sample submitted, full
information with respect to its identity, the origin of any
new~dx;ug substance coatained 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 reéported results shall be sub-
mitted.

e. The requirements of Item 9a may be waived in
whole or in part on fequest of the applicant or otherwise
when any such samples are not necessary.

£ If samples of the drug are sent under separate
cover, they should 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 investigations that have
been made to show whethes of not the drug is safe for use
and effective 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. Detailed reports of the preclinical investigations,
including - all studies made on laBoratory animals, the
methods used, and the resules obtained, should be clearly
set forth. Such information should include identification
of the person who conducted each investigation, a state-
ment of where the investigations were conducted, and
where the underlying data are available for. inspection.

meénded in the proposed labeling for the drug such as, for
example, whether the drug is for short- or long-term ad-
ministration or whether it is to be used in infants, chil-
dren, pregnant women, or women of child-bearing potential.
¢. Detailed reports of any pertinent microbiological
and in vitro studies. ’
" d Summarize and provide a list of literature refer-
edces (if available) to all other preclinical information

‘known to the applicant, whether published or vapublished,

that is pertinent to an evaluation of the safety or effec-
tiveness of the drug. o

11. List of investigators. a. A complete list of all
investigators supplied with the drug including the name
and post office address of each .investigator and, following
each name, the volume and page references to the in-
vestigatqt’s‘report(s) in this application'and in any docu-

'ments incorporated by reference, or the explanation of the

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




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 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 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

d._ Attach as a separate section a completed Form
FD-1639, Drug Experience Report (obtainable, with in-
strﬁctions, on request from the Department of HEW. Food
and Drug Administration, Bureau of Drugs (8BD-200) Rock-
_i/iiie,l\/lé_ryiéhd 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

and effective in use. a. An application may be refused
unless it contains full reports of adequate tests by all any narrative description included in Item 12c. In lieu of a
methods reasonably applicable to show whether or not the FD Form 1639, a computer-generated report may be submit-
drug is safe and effective for use as suggested in the ted if equivalent in all elements of information with the
labeling. identical enumerated sequence of events and methods of

6. An application may be refused unless it includes completion; all formats proposed for such use will require
substantial evidence consisting of adequate and well- initial review and approval by the Food and Drug Adminis-
controlled investigations, including clinical investiga- tration.
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.

¢. 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-
3 quate information concerning each subject treated with
’ the drug or employed as a control, including age, sex,

conditions treated, dosage, frequency of administration

Drug Experience Report should be cross-referenced to

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 evaluation of the safety or effec-

t clini i . .
ofdthle :rug, tesults ,Of a_ll relev::.[n (;llulc.alf obse.rvanons tiveness of the drug that has been made by the applicant's
and ‘aboratory examinations made, full in otmation con- medical department, expert committee, or consultants.

1 cerning any other treatment given previously or concur- f- If the drug is a combination of previously investi-
rently, and a _full statement (?f adverse. tszects and useful gated or marketed drugs, an adequate summary of pre-
i results observed, together wu:h_an opinion as to whether existing information from preclinical and clinical investi-

_such gffe(fts or results are attributable to the drug under gation and experience with its components, including all -~
lavestigation and a statement of where the underlying reports received or otherwise obtained by the applicant \‘
data are available for inspection. Ordinarily, the reports suggesting side effects, contraindications, and ineffec-
of clinical studies will not be regarded as adequate tiveness in use of such components. Such summary should
unless they include reports from more than one inde- include an adequate bibliography of publications about
pendent, competent investigator who maincains adequate the components and may ‘incorporate by reference informa- -
case histories of an adequate number _°f SUbJ.eC':S’,de" tion concerning such components previously submitted
signed to record observations and permit evaluation of by the applicant to the Food and Drug Administration.
any and all discernible effects attributable to the drug in & The complete composition and/or method,'of manu-
each individual treated and -comparable records on any facture of the new drug used in each submirted report of
individuals employed as controls.  An application for a investigation should be shown to the extent necessary to
combination drug may be refused unless there is sub- establish its identity, strength, quality, and purity if it

! sta{xual evidence th‘_it ?ach tngredient designated as differs from the description in Item 6, 7, or 8 of the ap-
i active makes a contribution to the total effect claimed plication. o

for the drug combination. Except when the disease for 13. If this is a supplemental application, full informa-
which t}_‘ff drug is _b(_emg tested occurs with SUCI_} infre- tion_on each proposed change concerning any statement
quency 1n the United States as to make testing im- made in the approved application. :

j';ractlc_al, some of t‘he invesl{lgz?uons shf)uld be performed Observe the provisions of §130.9 of the new-drug tegula-
y competent investigators within the Unijted States. tions concerning supplemental_applications.

McKesson Laboratories
Div. of Foremost-McKesson Inc.

Per ( es‘pB{sible official or agen\ ‘
Charfzes J. Swar/{z, Ph.l§J

Technical Directgr, Research & Development
(Indicate authority)

(Warning: 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_;v : i
or such authorized representative doés not teside or have a place of business within the United States, the application musti %

. . - . Bl
also furnish the nar» and post office address of and must be countérsigned by an authorized attorney, agent, or official resid-
ing or maintaining a place of business within the United States.
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COPY 1

McKesson Laboratories

BRIDGEPORT, CONNECTICUT 06602

I‘:_—o;uuhul SUsu J.J-IJD ?&LQ N ABBREVIATED

-O_L n,‘ L~
21T 45? Eb _ éS’é;L{;,

NDA January 29, 1973

Marvin Seife, M.D.

Director

Division of Actions Implementation

Drug Efficacy Study Implementation Project Office
Bureau of Drugs

Deparitment of Health, Education and Welfare

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Dear Dr. Seife:

Submitted herewith, in triplicate, is our abbreviated New Drug
Application for Folic Acid Tablets 1.0 mg.

Your early review and comments will be appreéiated.
Cordially,
McKESSON LABORATORIES

C 7k

Charles J. Swartz, PhyD.
Technical Director
Research and Deveopment

. ﬁ)@EE V@ DN

CJs/jt

Enc.

FEB 71973

a Foremost-McKesson company -



@6‘3‘526

AF  12~965
FEB 221973

HeKesgson Laboratories

bivision of Foremost-MoKessor Inc.
Attention: Br. Charles J. Swartz
424 Grasmere Aveaue

Fairfield, Commecticut 06430

Gentlemen:

We acknowledge the receipt of your abbreviated new drug applicaticn
submitted pursuant to Section 305(b) of the Federal Food, Drug, and
Cosnetic Act for the following:

RAME of DRUG: PFolic Acid Tablets, 1.0 mg.

DATE of APPLICATIOK: Janusary 29, 1973

DATE of RECEIPT: February 7, 1973

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

Please identify amy commnications conceraing this applicatios with
the HBA number shown above.

el

¥aly yours, ) .
/ (DJen % 52/52 ;L/ &
isfvin _Seife, M.DL
Director
Inpliene

Division of Actiens ntation

Drug Efficacy Study Implementatien
Project Office

Bureau of Brugs

cc:

BOS-DO

Dup j

267 Sylefer &[22

BD-106BD-310
JLMeyer/wlb/2-15-73
Ack



NDA 83-526 - -

AF 12-965

MeKesson lLaborateries

Attention: Dr. Charles J. Swartz

P.0. Box 548 MAR 22
Bridgeport, Comnecticut 06602

———nly

973

Gentlemen:

Reference is made to your abbreviated mew drug application dated
January 29, 1973, submitted pursuant to Section 505(b) ef the
Federal Food, Drug, and Cesmetic Act for Folic Acid Tablets, 1.0 mg.

We have completed the review of this abbreviated mew drug application
as submitted with draft labeling. However, before the application
may be approved, it will be necessary for you to sebmit final printed
labeling. The labeling should be identical in content Co the draft
copy.

Other information required by 130.4(f) of the regulatioms:

1. 1Identify the manufacturer of the active imgredient.

2. Clarify the chemical identity of snd the source of the specifi-
cations and test proceduyres for

3. Information with respeect to the characteristics of the container
and closure to assure their suitability for the intended use.

Please let us have your response promptly.

ly yours,

(] ﬁ}cﬁi&xf“-'

BOS-DO | Pirector

Dup Pivisfon of Actions Implemenfatien

BD-69 . Drug Efficacy Study Implementation )
BD-66 ‘ f }/w{),/; Project Qf‘fiee:

gg‘égg ‘ﬂ‘ ‘& L Bureau of Drugs

OMCarroll/JLMeyer/MAJarski
R/D init. JLMeyer, MSeife 3
Final typing bhy 3/20/73
Rev. w/f '

G . CM{M\'D. "3/;22/'7},



"R W) -
; . * . REICQINY T -
McKesson Laboratories RESUBIASE:OM Dot gt

BRIDGEPORT, CONNECTICUT 06602 | KDA ORIG AN Epp:izy
. $lav L Syié...z;i .
NDA 83-526 | April 10, 1973

Marvin Seife, M.D.

Director

Division of Actions Implementation

Drug Efficacy Study Implementation Project Office
Bureau of Drugs

Department of Health, Education, and Welfare

Food and Drug Administration

Rockville, Maryland 20852

Dear Dr. Seife:

In compliance with your letter of March 22, 1973, our abbreviated
new drug application dated January 29, 1973 submitted pursuant to
Section 505(b) of the Federal Food, Drug, and Cosmetic Act for Tolic’
Acid Tablets 1.0 mg., I am enclosing in triplicate the information
you requested.

Your early review and comments would be appreciated.

Sincerely,
McKESSON LABORATORIES
5

. W. Deutsch
Manager of Regulatory Affairs .

JWD/jt

Enc. 2

a Foremost-McKessoh company



AF  12=965

HcKesson Laboratories MAY 181273
Lttention: Br. Charles J. Swartz
P.0. Box 548

Bridgeport, Ct. 06602
Gentlemen:

Reference is made to your abbreviated new drug application submi tted
pursuant to Section 505(b) of the Federal Feod, Drug, and Cosmetic
Act for Folic Acid Tablets, 1.0 nmg. ,

peference is also made to your cosmunication dated April 16, 1373,
enclosing manufacturing Information.

We have completed the review of this abbreviated new drvug application
as subwitted with draft labelino. However, before the application
may be approved, 1t will be necessary for you to submit final printed
labeling. The labeling should be identical in eontent to the draft

COpY .
Please let us have your response prouptly

Sincerely yours,

cc: d}?lﬂ,,<:3&¢+eJ2<?;§”“¢2 ﬁ£;7f

BOS-DO
Dup
BD-69
BD-66
BD-106 . .
BD-242 WL eaaf sf21/73
OMCarroli/JLMeyer/MAJarski

R/D init. by MSeife/JMeyer/5-18-73
Final typing/kim/5-18-73

Marvin Seife, HM.D.

Rirector

pivision of Actions lmplementation

Brug Efficacy Study implementation
Project Office

Bureau of Drugs

G Ty CameRm®, T2 (72

=i

Cq .5794" / 75



McKesson Laboratories | a@ IG

DIVISION OF FOREMOST-McKESSON INC. ¢ FAIRFIELD, CONN. 06430 ¢ PHONE (203) 259-1661

NDA 83-526 October 15, 1973

Marvin Seife, M. D., Director
Division of Actions Implementation
Drug Efficacy Study Implementation
Project Office
Bureau of Drugs
Department of Health, Education § Welfare
Food and Drug Administration -
Rockville, Maryland 20852

Dear Dr. Seife:

In reference to our abbreviated new- drug application sub-
mitted pursuant to Section 505(b) of the Federal Food, Drug, and
Cosmetic Act for Folic Acid Tablets, 1.0 mg., we are submitting,
as requested, our final printed labeling. '

T

We would appreciate a prompt review of this matter.
Cordially, |

McKESSON LABORATORIES
DIV. OF FOREMOST-McKESSON, INC.

?os:ﬁ/l/)eutsch, R. Ph.

Technical Director
JWD/mk

Encl.




