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HD4A  §5-141

Chelsea Laboratories, Ine.
Attention: Mr. Skeldon 0. Davis
448 Doughty Blvd.

Trwood, Y 11698

Gentlemen :

Reference is made to your abbreviated new drug application submitted
pursuant to Section 505(b) of the Federal Food, Drug, and Cosmetie Act
for Folie Aecid Tablets, 1 mg.

We acknowledge reeeipt of your commmication datad August 12, 1876.

We have completed the r view of this abbreviated wnew drug applieation
and have coneluded that the drug is safe and effective for use as
recommended in the submitied labeling. Accordingly, the application
i8 approved. ik Hmss
AT

Any sig-ificant change in the conditions -wtlined in this abbreviated
new drug ap: lieation, requires an approved supplemental applicatien
before the change m-y be made, exeept for changes made in conformance
with other provisions of Section 314.8 of the new drug regulatioms.

This Administration should be advised of any ehange in the mavketing
sta.us of this drug.

The requirement for adequate data to assure the hiologic availability

is being deferved at the present time. However, our aetion in approving
this application is based upon an wnderstanding that tf this requivement
is reinstated you wi.l perform the appropriate procgdures. :

Promotion of a product:marketed under an obbreviated new dz'ug application
must nwot convey the imp.ession that the product is a new entity.
' AN

. g e ) ’ : Py
The enclosurcssswmarize ithe eonditions relating to the pproval of this

e g/%/zé

o e,
fz’yzv/% / sile
NYC-DO  DUP HFD-6Z4_,HFP—6‘16; ; / 24 \
2 %@, M.D,

, Vst
JRCarr/JLMeyer/JTay lor [\~ 29 "p&/ ANy
R/D init. JMeyer/MSeife/ 8425176 : _
Division of Gensrie [Drug Monographs

ft/ejb/8-25-76  APPROVED

——571‘4 -~ Offiee of Drug Monographs
%Q/ 8/} J 7 ¢ Bureau an Drugs
Enelosures

Conditions of Approval of a New Drug Application
Records and Reports Requivements
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FOLIC ACID U.s.P.
ORAL

DESCRIPTION: Folic Acid, c19H198706 ¢ is a yellow or yellowish pran e,

odorless, crystalline powder s very slightly soluble in water.

ACTION:. Folic acid is rapidly but prefetentially absorbed fr the

. small intestine. it is almost completely absorbed orally, even in the

presence of the malabsorption associated with tropical sprue. Folic

acid (pteroylglutamic acid) is not active as such in the mammalian
organism. Rather it is enzymatically reduced in the body to tetrahydro-
folic acid, the coenzyme which is concerned with nearly all, or possibly
all, mammalian metabolic systems in-which there is a transfer of a one

carbon unit. viz., —CH3, ~CHO, ~CHO=NH.

- INDICATIONS: Folic acid is effec‘mﬁig‘e& %t of magaloblastic
o id as Sen. ns ik

X
anemias due to a deficiency of £ may_ye 4 8 pical or
padd

nbn-tropical sprue,, in. 2l mitritional Origl ) , infancy.,

or childhood. LA?P% % E T T i
1 &3 - ————

WARNINGS: Fol¥c cla*alone is ifproper therapy in the treatment of

Pl p ; 1 p .
perniclous anemia and other magaloblastic anemias where vitamin B12 1S
deficient.

PRECAUTIONS: Folic acid especially in doses above 1.0 mg. daily may
obscure pernicious anemia, in that hematologic rgmission may occur
- while neurological manifestations remain prcgressive.

-~ ADVERSE REACTIONS: Allergic §ensitization has been reported following

ADVERSE RBF-————

both oral and parenteral Zdministration of folic acid.

DOSAGE AND ADMINISTRATION: oral Administration - Folic acid is well
absorbed and may be a2aministered orally with satisfactory results except
in severe instances of intestinal malabsorption. b

Usual therapeutic dosage: In adults: 0.25 mg. to 1.0 mg. daily. In
children (regardless of age}: 0.25 to 1.0 mg. daily. JResistant cases
may require ilarger doses.

Maintenance level: When clinical symptoms have subsided and the ‘blood
picture has become normal, a maintenance level should be used, i-e.s

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 OT more years of ager and

0.8 mg. for pregnant and lactating women , per-day, but never less than
0.1 mg. per day- Patients should be kept under close supervision and
adjustment of the maintenance level made if relapse appears jmminent.

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

HOW SUPPLIED: Tablets containing 1 mg. Folic Acid U.S.P.

CAUTION: Federal law prohibits dispensing without prescription.

. 106 Chelsea Laboratories inc. 5/176
’ Inwood, N. Y. 11696




SEE ACCOMPANYING
BROCHURE FOR
COMPLETE PRESCRIBING
INFORMATION

"CHELSEA LABORATORIES, NG,

- CHELSEA'LABS

NDC 46193-106-10 Prod. No. 106
FOLIC ACID
TABLETS _
ARRREVED
CAUTION: Federal law prohibits

dispensing without prescription.
1000 TABLETS

Inwood, N. Y, 11696
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REVIEW OF RESUBMISSION, FPL

DATE COMPLETED: 7-29-76 ANDA #:

85-141

ey )
APPROVAL DATE: NONE

CO. NAME:

NAME OF DRUG: Folic Acid Tablets, 1 mg.
DATE OF SUBMISSION: 7-19-76
TYPE OF SUBMISSION: Resubmission with FPL
CLINICAL EVALUATION:
1. Review of Studies: None submitted.
2. Review of Labeling:

-a) Container Tabels: None submitted

b) Package insert: Satisfactory

Chelsea Laboratories, Inc.
Inwood, NY 11696

--

CONCLUSION: The package insertvin this submission is acceptable,

RECOMMENDATIONS: The company is to be so notified.

%/ﬁw
JR? "Carr, D.D.S
cC:
Dup
JRCarr/wlb/7-30-76
1YNIDIN0 NO

AR SIKL S¥v3Iddy



CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

85-141

CHEMISTRY REVIEW(S)



DATE COMPLETED: 5-24-76

NAME OF DRUG: Folic Acid Ta
DATE OF SUBMISSION: 4-30-76
TYPE OF SUBMISSION: ANDA
CLINICAL EVALUATION:

1. Review of Studies: Bioa
this drug.

2. Review of Labeling:

a) Container label for

REVIEW OF ANDA
ANDA #: 85-141

F.R. DATE: 4-9-71 and 7-26-73

CO. NAME: Chelsea Labs., Inc.
Inwood, NY 11696

blets, 1 mg.

vailability requirement is deferred for

containers of 1000 EBb]ets only - satisfactory.

-

b) Package insert (Draft copy) - satisfactory

CONCLUSION:

1. The container label is a

2. The draft copy of the pa
send in FPL identical in

cceptable.

ckage insert is satisfactory. Have the firm

content.

RECOMMENDATIONS: The company is to be so notified.

cc:
Dup
JRCarr/w]b/5-26i7§

J/R. Carr, D.D.S.
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MEND ?ECOPD PUT IT I' WRITING

OFFICE

V (thru J.L. Meyer) HFD-530
— T i ' DIVISION '
to: Mr. David H. Bryant, Office of Compliance HFD-322
Eandhat W 73

sussecT:  Inspection Request

»

SUMMARY"

In connection with ANDA -:$:f"

for:

Applicant:

The appiicant
o L1 b. Others

[1 2. Recommendation for approval/disapproval of the app]icatibn/
communication/supplement, based on your evaluation of conpl1unca-
. with CGHP :

REMARKS :

e ~ APPEARS THIS WAY
~ ON ORIGINAL

T VYR TEIE TN

DOCUNLL T Wil nic




Aiost shots of the eross-
0onn clilnue oale o e
SR, .;'h H @att head
) m the stops but 0.‘.13’
IR cor e and piub-

L& T ,'
~sue sample will

anend injury to

val sticha
18O Bt
calued:
:-‘.ux‘:;.v\: will ke subjected
; '-=l:h \=.".ll pcx'n::!...

U0t ¢X.
m-.-.tcnl' u-"‘( ent L.um «Lat 0.1 of 'l‘v:-
gen of cachy whiile:

{ Idcanieation of e 26X
nd sen wenid prove usel
the contoxt m wi
prosdue 1. ass .oxuv&eiszmd
detormiinine which sex LIGUDE.. OT COonl~
binations, thervoi, comprise ihe popu-
Jation:
. This technique of sexing w wales,
without sericus injury, provides a reason-
eble alternative lo more ebvious tech-

ques witich invelve kiding animals or
attenipting to view urogeniial open ings
nne wter,

5. Do, Howerd .
Rhode Ishund, Xird
02831, to-t:

lsations are

University of
Rhode Island

Wi,
ston,

2 ene maole and
grey scal pup (Halichoerus Gripus) ior

selentiiie research on the vocal behavior
of grevseals

Tiie Auplicowst states:

a. The sead pups will be taken from the
B(L".(d(, Ishands, IWova  Scotia, Candas,
beiween Janu.u" 13, and Fepruatry 15,
1“44

b, The seals wiil be coptured usir_‘.-g a
fish net-of heavy cord and transuorted by
truck to the Aptiicant’s {acility] )

c. The seals will be maincained for
three yeavs. At coumpleiion of research.
the seals will be transierved to an ap-
proved Iacility. Any skeleton or dead
spectinen will be donated to the Smith-
sonian Institution;

d..The animais will be msintained in
a wooden tonk, 20 fect in d.( weter ang
six feet daep. Tne [neilities and arrange-
ments Io' maintaining tie scals have
been reviewed and *ou.m acequate by &
Jicerised \ctu inarian; )

e. The seals will undergzo ex 'porimcnts
during the first-three vears of life to
determine ontower ;
Epoitse o plavi
graphic cialectics, echolocation,
patterns, auditery discrmgnia

cz\ru‘q curve. “This pro,
uation of the nroject wi
inda nmn'lJ:}

activity
en, and 4a
inct iy a contin-
ich coniuenced

6. Dr. 1. L. Ziene, Marine Biomedical
Institute, University of ’}- az AMedical
Branch, 260-Un sity. Boulevard, Gal-

veilon, Texas T7HL0, o to
mammals coensisting
liotis. (Zclophus ¢
harbor sezls fhee
tific reéscarcn o thio rei!
,of the circulation in the ¢

) The l\nphmx warates:
=1 . The auhnnls will oo LiEen. over. &
two-vear por iy %m Ny
b: and e B i.langd,
mcmbv' 3 fmu xaroh X, u\mr
nc :

20 marine
of  Cuiifornia sea
meg) andrfor
Pulingy for scien-
 adjustment
inr refiex.

Loop

oine Temuale.

alization, re-..
£eo-.

" notice in the Froeratl Resisven thie

FEDERAL KEGISIER, VOL. .38, -HO. 236—

NOT!CES

b. The: nnivrﬂq will by taken by pro-
ferninnal capturers &nd trqmporh q vig

atr-{reecht to 1the
c. he ¢ will L'L housed -n ;21—'
dividual pens. feet wide and cithi

teet with a foot~by-15 Iuct-by

six foot deep poot. Up Lo six animals

on hand uat any one time;

d. Dr. Sicne has conducted @ marmber
of studies on cardiovasgulay and corebral
pivysiolozy and mormphalouy. Other sia
members have had proctical exupericnce
in the handiing and- niaintenance of
maring MISINInAs;

¢. The current rosearch project is a
cantinua of a five-rear nrogram,
which commenced with the rccc.épt- of the
tero snimals taken to date, out of tcn
authorized, which were peemitt r'-a under
o Lester of -Excemplion granted fo alle-
viate economic hardsnip:

f. The resecarch project will attemp?
to determine (-h:n"r'cs in cerebral and
coronaty blocd flows during a dive a ad
to delineaie the mneural pathways -
volved in cardiovascular control;

«. The 20 animals requested,are sched-
uled Lo e ullilzed OVer & peiled €1 24
months.. If fewer animals are permitted,
the ienzin of time of utilization will be
proportionately shortened:

h. ‘The long ranne goal of this proised
s-an undersianding of centr al nervous
vatem conirel of heart activivies. This
understanding moy be utilized to fa-
cilitate conirol of lhears rate and cere-
Brovascular disease, -tarouzh an aitempt
to reinforce natural reflexes, rather thun
resorting to (hemotncm’)oum ('umlol

& stenmis:

i. The animals will be sacrificed to de-
seribe - the neuroanaiomy, extracyanial
and intracrantal vascular supply, inner-
vasion of the citcle of Wiilis, distribution
of isatopes within (hie heard, gross. ansi-

“omy of the brain, morphology of neuro-
muscular juriction and neural patliways
and adaptation.

Documents submitted in connzction
with these anplications. are availabie for
viewing at the rollowing locaticns:

Osfice -of the Director, National }.mrme Fish-
eries Service, Washington, D.C. 20233, tele~-
phone 202-343-45+3 (Al applis mus) N

Regional Director, hatlonal Alaring Fisheries
Service,. Northeast Rexion, Federal Bufld-

14 Efm Street, (upucnau_r, Mqﬁsztf{hu-

1501930, telephone.617-231-0610: (Appli-

tionsi No. 4, 5):

onal Director,

So..tnc". Rerlon, Duval Bmldmg.

ndy Boulevard, St. Petershurg, Flor-

_ : tolep‘xonp.ms.aos 1341 (Appli-

cutions No. 4. €)1

1enal Direator, National Mariue Isheries

HEE 14

is
&

Servlce, Southe !,»rc 0, A0 South Ferry
Street, Termiual - 1d, C.tl rorpia 80731,
cplicte 2 3~543 ’o:a {Applicatinns No. 1,

3, Gz
.Pc.'whal I)xru:mr. Nationsl Mz srlne Fi shexzi
R Al A rign, P.O. Box Jf,u
Junesnu. A v #3501 teiephone’ SUT- Szu—-
224 (Aol an oo ly;
E mnnl Lhrector, .tk'_--\.\l MNMarine Fisheries
North ke Union
Avenue Narih,

S Concurrent with the publioatic

Scere-

.

National ‘u? ritie Flszheries

19, tejephone 200 -

of tm:‘;\ z.ct. (81 US.C,

ACNDAY. DECEMEGER 10, 1973

ERTIYRA
o i“\‘ ¥

{ary of Commerce Is sending
a,n])lu,atlonx to the M avi
Cormnmis 1 and the Coinmi
tiiic Advi m‘s.

rursuant to § 2186.15 of thc
interesinod D.thit,.s may submub o
ckatnrm""ﬂ&és on these appiicatic:
Januairy 8, 1574, )

Commerts should be
tor, National Marine I
Deopartinent ofs Commerce,
D.C. 20235.

All statements and opinions corlainad
in this notice in support of these appii-
cations are those of the Applicanis ulxv‘
do not rcilect the views of g
Marine Fisherles Scrvice.

Dated: December 4, 1973

WiLLIan F. RovcCE,

Acting Dirveecio

_ National Mdarine Fisheries Seriic
[FR Doc.73-26185 Filed 12-7-73; 8145 am?
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- Office of 0if and Gas

COMMITTEE ON PETROLEUM STORAGE
CAPACITY  HNATIONAL PETROLEUM
CouiiciL

Notice of Mceeting

Pursuant to Zxecutive Order 11686,
tictice is hereby given of the following
meeting:

The Committee on Petroleum Storare
Capacity of the National Petroleum
Council will meet at 10:a.m. on Oct-
tober 13, 1973, in the National Petroleum
Council's Conference IZeom in Washing-
ton, D.C. The azenda will inciude. dis-
cussion of an outiine, the organizational
structure and a work schedule to carry
out the petroleum storage capacity study
requested by the Seeretary of the Interior
onJuiy. 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 what facilitics pernut.

Dated October 12, 1973.

J. RoY GOODEARLE,
Associate Dircctor,

[FR Doci73-22074 Flled 10-12-73:11:12 am]

DEPARTMENT OF COMMERCE

Domestic and International Business
Administration

COMPUTER PERIPHERALS, ,COMPONENTS

CONAND RELATED TEST EQUIPMENT TECH-

., /NICAL I\DVISOR_Y COMKMITTEE

Notice of Meeting

The Computer Perivherals. Compo-
nents, and Related Test Equipment
Technical Advisory Committee of the
U:S. Department of Commerce will meet
October 23, 1973, at 9:60 a.m. in Poom
6302 of .the Main Commerce Building,
14th dnd Constitution Avenue, NW.,
Washington, D.C. =

Members advise the Office of Export

-Control, Bureau of Fast-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-

petients,.and related test equipment, in-

cluding . technical ‘data related “thereto,

- and includine those whose export is sub- -
~Jeet to-muliilateral - (COCOAD

Controls,
- Agenda items are as follows: -

1. Approval.of minutes from Technlcal Ad-
“¥lsory Commititee ‘meeting of July 25,
] 1973, . T Lo )
2. Fresentation of papers or comments from .
“the public. : : L
3. Report from chairmen of subgroups and
s Bssociated discussion, - ’
. & 50 Equipinent Subgroup—I. Wiesel-
nman, ’
B Memiory. Equ
N
)~ Hardingy ) .
. ek pment Subsroeup--J. Hubbs,
4. Exdeutive sexalons . el :
< &L Report I
- “hnd a

Ipment - Suhgroup—p.

e chatrmien 6f- subgroups
iated discyssion.®

- FEDERAL

‘spection Facility,

‘ing- of tha Importers’

REGISIER, VCL, 18, 110, 199—TuEsDAY,  OCTOBER

NOTICES

(1) IO Fquipment Subgroup—1I,
- Wieselman,
(2) Momory Equipment Subgroup
—P. Hardinz,
-(3) Test Equipment Subgroup
b. Discussion on future assignments.
S. Adjournment.

Thé Computer Periplicrals, Compo-
nents and Related Test Equipinent Tech-
nical Advisory Committee was estab-

Jdished January 3, 1973, and consists of

technical experts from a representative

cross section of the industry in the

United States and oflicials representing
various agencies of the U.S. Government.

" The industry members are appointed by

the Assistant Secrstary 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
2 limited - number of scats—approx-
imately 25-—will be availabie to the pub-
lic for these agenda items. To the extent
time permits, members of the public may
present oral statements to the commitiee,
Interested persons are nlse Invited to Als

written staiements with the conunitice,

With respect to agenda item (4),
“Executive session,” the Assistant Secre-

tary of Commerce for Acinir stration, on

August 13, 1973, determined: pursuant to-a copolymer,

section 10(d) of Pub. L., 02-463, that this
agenda item shouwld be exempt from the
provision of Sections 10 (a) (1) and (%)
(3), relating to open meetings and public
participation therein, because the meet-
ing will be coneernad with matters listed -
in (3. US.C. 552(b) {1)).
- Farther information may be ‘obtained
from Rauer-H. AMeyer, Director, Office of
Exporé Controi, Room 1886C, U.B. De-
partment of- Commerce,  Washington,
D.C. 20230 (A/C 202-987-4293),
Minutes of those portions of the meet-
ing which are onen to the public will be
available 30 days from the date of the -
meeting upon written request addressed
101 Central Reference and Records In-
U.S. Department of .
Commerce, Washington, D.C. 20230,

- Dated October 11, 1973.

: STEVEN Lazarvs,
Deputy Assistant Secretary for
-East-West Trade, U.S.” pe. -
- partinent of Commerce, :

[FR Doc.73-22052 Filed 10-15-73;8:45 am]

Office of the Secretary

~- IMPORTERS' TEXTILE ADVISORY
. COMMITTEE

Notice of Change of Date of Public Meeting
o S L#QcIaRER 15, 1993,
"On October "I1] 1973, there was puh-
lished in the Froerat PucrsTer (33
2380814 notice announc r thut a-meet-
Textile  Advisory"
Committee would be heid on October 18,
1973, at-2:00 puan., Room 43802, Dopart-

mend -of Commerce, 1 id Constitu-
tien  Avesue NwW., igton, DC.L -
20230, The purpesd -of ice 1y {o.-

advise thut the date of thag meetingr has

- beenchunged to Ociober 19, 1973, "*he -

’

SN -

time and location of the meeting remain -
the same, . : :
. SeTH M. BODNER,

Chairman, Committece for the
Implementation of Textile.
—=Agkcments, and Deputy As-
sistant Secretary for Re-
sourccs and Trade Assistance.

[FR Doc.73—2219:3‘1~"ued 10-15-73;10:45 amj

DEPARTMENT OF HEALTH, -
' EDUCATION, AND WELFARE
Food and Drug Administréiion o
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 US.C 348
() (5))), notice is given that a petifion
(FAP 7J2178) has been filed by BASE
Wyandotte Corp., 1699. Biddis Aveniye,
Wryandotte, Mich, 48152, proposing that

§ 121.1235 Copolymer condensates .of
ethulone oxide ¢xd - N2 o1

CFR 121.1235) be amended to provide for
the safe use of a-hydro—cmega»—m'dro:—:y;
boly (oxyethylene) /poly (oxypropylenal
(51-37 moles) /poly(oxvethylens) “block -
having an average mclecuiar -
weight of 14,000 and a eloud peing above
106° C. in 1 percent aqueous soi on, as
a dough conditioner in yeasi-leavered
bakery producie. .
Dated October 3, 1973.

VircIL O, Wobrcxs,
Director, Burecu v Foods,
{FR Doc.73-21924 Filed 10-15-73;8:45 am] -

[DESI 5297]

FOLIC ACID PREPARATIONS, ORAL-AND
PAREMTERAL FOR THERAPEUTIC USE
Brugs for Human Use; Druz Efficacy Study

Implementation; Amendment =~
Correction ‘ _
In FR Doc. 72-15599° appeatring on
bage 20759 in the issue of Thuys: iy, Ad-
gust 2, 1973, in the last paragraph of tie
scction -headed “Dosage and Adminisa
tration”, the word ‘9
(be inserted in the first line betw

cen-the

=" words “alcoholism” and “hemoixvtic”,. " -

DEPARTMENT OF HOUSING AND
URBAN DEVELGPMENT ~
Office of Interstate Land Safes Registration’
[Docket No. N-~73-196] = - :
ALBERMARLE - SHORES
COrder of Suspension .
In the matter of Albermarle Shores,
Administrative Proceedings Division File |
No. Z-215. ' : T
Notice is hereby given that: On June .
.21, 1873, the Department of Mousii oand: -
Urban Davelopment, Olfice of int tate
L.-'a.ud_ Sales Registration, published in-
tud Fioraar Recistzr a Nolice.of Pros

ceedings and Opportunity for Hearing,

16, 1973 = -

Ne YL B tae T

regnancy’ shofiid.
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SEPARTMENT OF HEALTH, EDUCA-

TICH, AND WILFARE

Foed and Druy Administration
{DIRL £837T)

FOLIC ACID PREPARATIONS, ORAL AND
PriCNTERAL FOR THERAPEUTIC UsE

Druzs for Human Use; Druz Efficacy Study
tmpiementation,; Amendment

Frazran Reaistee of April 9.
€313). the Commissioner
Druns publizhed conclu-
~ ihe eifoctliveness of folic
utic use pursuant to re-
National Acad-
Research

L1003 €OCT
'*c.d for therns
paris received from th
ey ol Sciences-National
Courncil.

I+ was concluded that there Is no
ce that dazes of folic acid greater
c¢aily have greater eilic2cy

. o{ 1 x“"., :md that the

ve 0 25 mg. to 1 0 ma. (nu:..
enance uo:u snouxd or
Tne notice

o also qt\tnd in arcord with

enin eTezt (21 CFTY 3.42),

ations ﬂ.mv more
itlic acid per e unit
ricied 10 pu,cx tion dis-

nd 1t a gielary suppiemeny
9.1 mz. could bs. pre=cr£‘oed
1izanance level of 0.1 m3. per

vmnxxs:xoxler of Food zmd
".':‘ed orders Tevis '1‘.~:
for special dieta
o 2 standard of
apolements and an
an r‘u.."* tiwe
as they appiy
ect of tnc\g. orcers
ovnt of folic acid
a foed or uscd
le'nem. abov the level
‘ed. Tne maximum daily
d

for infants, 0.3 ms.
uua of anz, 0.4 mu
and c..x‘urea 4 or more yeoars

f\— ~deeto o

37 adulss
of
lictating women.

Pencun~t review of the status of folic
acid by the OTC vitamintmineral drug
panel p‘.'“‘u.l.x: to procedures established
iz¢ Food and Drug Admin-
continue on an interirm
0is polcy of regarding any
"'1.n" folic act d in ex-

“! C"'d“,'.

e to amend certain parts of
I not Le fur folic acid

E'nn }ond an l Dru
.‘.1.““: r.l (rc'mrt

Adminis‘. ation
of the Naticnal
\.lt‘oml Ruzearch
Study -Group, as
or .available evidence, and
4. that folic ‘ucid adininistered
or parenterally:
LI efecuve for the treatment of
waadablastic anemias of tropical and

15

WACY
vl
Conicit
Srally

~infants.

. or i2) solt

now permitied for-

and 038 ms. for pregnani or .

> e -Commissioner finds it
ties of

.of the dot
- To‘n i o

NOTICES
nontropical  sprue. numlm') W origin,
prernancy. infancy, and itchood

wence

2, Lacks subsztantial ev of efiec-
tivenes3 in “macrocviic ancniing asso-
ciated with peilarra and sinnlar defi-
cicney states” and such vanue, unspecific
coNiitions as "m. acvtie anemis of mas-
troins: 4 “menzioblagnl
ane wer thnfl rnicious anemial”’

Tae Food and Drug Admanistration
alsa concludes that there is no evidence
that ¢a-¢s of foiic '1(11 creater than 1
me. d¢ have greate cacy than do
those of 1 mg, The ...mtc- wance level
of {olic acid pern mtud in feood and
dietnary supplements 15 up to 0.1 mz. for
0.3 m=. for children under feur .
vears of ase, 0.4 mg. for acduits and chil-
dren four or more years of aze, and 0.8
mg. for preonant or lactating women.
The usual therapeutic dose. oral or par-
enteral, is up to 1.0 my. Gaily.

Dxc::r supplement preparations are
avail e without 2 prescription (21 CFR¥
121, 1131» Levels hLisher titan dietary
supplement aniounis are available only-
with a prescription. :

Parenteral drug products and those
oral dosaze form products which by rea-
son of containi ninT in excess of 0.8 mc.
per doznte unit or. ver recoramended
! e or because of a recommeT
cded usze are iimiied to pr tion dis-

—
1
1

pensing. are rexarded as new drugg. (21
U.S.C. 321ip) ). Tha Food and Drug Ad-

ministrotion is prenared to
breviated new-drug
abbreviated supplemen

ab-
and
13 previously

aprrove
applications
iis

poroved applcations providing  for
t. ~se ariicles under the co 1d tions dn-

scribed nerein.
A. Form of drug. Folic acid prepara-
tions are in (1Y tablet form suitable for
ral adminisiration knl con ‘no
more than 1.0 my. iciic acid per tablet
ion form suitabie )r paren-
stration in ihe dos TEC-

teral adm

ommendsd in the lapeiing gt .aﬂlm
below. )
B.. Labeling conditisns. 1. The lahel

bears the sfatement “Czution: Federal
law pro: ua..s dwxnsmg ‘\.mouc pre-
scripiinn.”

2..The druz.is hoe'ed to comply with
all requremenis of the Act.and reguia-

tions promwlzate 4 thereunder, and whose

parts of 1ts Iabeling indicated below are
substantially .as follows:. (Optionul ad-
ditional informaiion appiicable to .the
drug, may be propased under other ap-

propriate  paragrapi wadinags -and
shouid foilow - the information-set. forth
-below.)
’ Fotic -Acio
DESCRIPTION-

weturer. This
ate descrin.
the puyswcai.and ¢ wal proper-
the druy, and the formualition.)

(To be st mr‘.{ez‘ by the nnu.x’.

tinn of

ACTIONS

(’I‘o be suppiied by the manufacturer: This
is to be cordined €0 an appronriate slatemnens
snnsented- - phanmacoloric, phys-
s of lise active incredicats of

the dris 1n humans, When the nrude of action
nas not Hecn -delefmined,” this shoald- be
cleaciy wdicated.) -~

IVD'CATXUNS

Follr' acld is effective {n the lrmtxmnt of
meynioblastic ancming due to n'dc'lcluucy of

- Cosmietic “Act

§ T

follic ncid as may be scen in tropieal er
nontropical sprue, ta anemias of nuiritional
orizin, pregnuncy, infancy, or childhocd.

WARNINGS

Folic acld nkme ts impraper therapy in the

treatmehb (O perniclous anemia and oiher
meentoblastit s anemias where vitamin By
15 Guiicicnt. A
BRECAUTIONS
Follc acid espactally in doses above 1.0 m3.
da:ly may ohscure p narntcious anen i
hematologic remx\wxou occur  wiilie-.necu-

rological m.lm;cmauons remain progressive.
Am’mss "REACTIONS

Allergic sensitization "has teen ‘reported
foliowing both oral and parenzeral adn..n-
{stration of folic acid. '

DOSAGE AND ADMINISTRATION

_Oral edministration. Folic acid I3 well
absorbed and may be adminisiered oruh.-
with sitizfactory rosuits except i
stances of intestiual malabsor

Porenteral administraifon. 1
intravenous, and subcutaneny
be used if the discase 15 exce;
or if gastrointesiinal ebsorptisn may b::
is known to be, impadrad.

Usual therapeutic ddsage;ln-c44
children (regardless of cge) - up to
datly. Resistant cases may - reguire
dosoas.

Maintcnance lTevel. When ci!:‘l-
hLave subsided and tie blocd p
come nLormal, 8 mainienancs leo
wsed, Le, 0.1 mg. for infantsand Gp ot
for children under four years o
for adults and children four or
of age, and 0.8 my. for pregnent o

ng wome:n, per daf, bug nes

al,

r.g. per day. Paients should e
close supervision and adju

matntenance ievel made if
imminent.

In the presence of a’co‘w. v
nyvuisant therady,

the mmaintenance level may nied

or ohro

m.gcuow
1o bo Incraised.

:ub nit :.u'),) cmcma D.-
to provide for revised 1abe
with that given in parazraph B.

Any identical, related. or &
ret, not the sublect-ol an
plication. is covered by tire new dr
plications reviewed and is sub,
notice. S¢e 21 CFR, 13049 (3
October 31, (1972, ARy {:'
wishies to determine whethier o’
product is covered by.this nct
write to lh«. Icod nd Dr u* A

anc; tLD-— 291, .m-JO E‘lsxxcrs L IR
ville, MD 20832, a

P T

This notice is 1\~ued X)UL\’J“)- to T

visions of the Iederal Food, D
tsovs. 3025 £U3.

1030-53, as amended; 21 U.SC
and the Admunstiative Proe
U.S.C: 334 aund under autl:
ecated to the Comumissioner af oo
‘Druus «21-CFR 2.1'_’0),., ) :

“Duted; July 26, 197

L.
A, \I SL 1-~rn“
Commu ,,oug'r of Pead
O, S171 Ay B R TR

(FR ch.73~.15_699 r'lteq 8-1-73;8:45 aml
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FOLIC ACID PRIPARATIONS, ORAL

- AHD O PARENTERAL FOR TH...sA-

cUTIC USE

“vivas for Human Use; Drug Emcacy

Study implemcentation
The Food and Druc Administraiion
has evaluated reperts reerivaed {rom tiic
Naticaal Acadenv of Sciences-National
Reccarch Council, Drus Ellicacy Study

Group, -onr tiwe foliowing {olic acid
preparations:

1. a. Polvite Elixir; 5 mg. folio acld
por 5 occe:

b. Folvite Tabiels: 5 myr. and 20 mg.
foiie acid per tabicr; and

¢. Folvite Parenreral Solution; sodium
folate ecquivalent to 15 me. folic acid
ner ce.: morvketed by Lederle Labora-
Pearl Itiver. New York 10863
(NDA 5-397).

2. Folic Acid Tablets; 5 . per tablet:
mzrxeted by Eit Lilly and Co.. Box 618,
apelis, Indiana 46206 nDA

3. I"ohc Acid Imcctlon 15 mg. folic
acid, as the sodivm salt, per ce.; n
keied by S. F. Du and Co.. Inc., 3317
Nortih  Third Sirvect, - Phil adchmm
Pennsylvania 19130 «(NDA 6-338).

In addition to tize above products, folic-
Qcid preparations for therapeutic usc
are marketed by ofhwer firms. A pariial
list of other supnliers of folic acid pren:
fations h'nne(' to prescrintion dis
iny, as indicated in readily -avziiable
J'c[c-rc-ncc sources, is as foliows:

*\ Pharmaceutical Co., Divislon of Bergher
- wributing Co.
- 1 Pharmaceutical Co.
‘i Doy Products.
.M“"‘.U‘.m Quinince Co.
Appreved Paarmaceutical Ccrp
Arcim Pharmaceutical Cor p.
Azsceiated Labs., Inc.
Barre Drug Co., Inc., The.
'*rl.tn Ph'lrm.lccutlc'zls Inc.

' Bell Pharmacal Co. -
Carmrall Ciiomieal Co., The.
Cgl.

ia Mediral Co.

idnted AMidland Corp., CMC Research
iton,

Corvit Pharmaceuticals.,

Daniels, Robert and Coa,, Inc.
Dullon: harmacal Co.

Evion Pharmaceutical Co., Inc.
day Laboratories, Ine.

Gold Leaf Pharmacal Co., Inc.
Gotham Fharmacewrtical Co., Inc.
ey Drug Co.; Inc. ”
Harvey Labks, Inc.

’J:'.n Lats.

man L:ms.. Inc, ‘
. Inc, -

1
. ,\ru‘n 1. aboratories, Inc. !
AMidlin, Mec “anibridge Co, Inc., *
Penhbur

Pharoe X, I'u,

,ou an d (,o . Inc,

Ntantin Réescurch Corp,

jrq [ure Products Co

FEOERAL Rr.CISYER VOL 36, NO. 69——F..:DAY A. .‘IL'9,

§21 US.C

“folic-acid p»
suitable for parenicral administration in -

. guidelines

- bears

3t Poarmacal Co. T C

rMOHLLY

Went\Ward, Ine. X

Willtan Chemnical Co.

Wiansale Diuy Co.

¢ are regarded as new drugs
321Lp)) . Supplemental new-
drur applications are required to revise
thie labeline in and to update previously
approved anplications providing for such
druas. A new-drug appleation is re-

e dru

quired from any person marketing suchi'
“druss witiiout

approval.

The Yood and Drueg Administration is
prepared to approve new-drug applica-
tions and sunpplements to previously ap-

- proved new-drue appiications under con-

ditions describied in this announcement.

A. Efiectivencss  classificalion. The
Food and Iur Administration has con-
sidered tiie Academy reports, as.well as
other available evidence, and concludes
that: ) .

1. Folic acid is eifective for the treat-
ment  of  menalebhlastic ancemias ™ of
tropical and nontropical sprue. nuiri-
tional crizin, pregnancy, iufaney, and
childhood.

. There is a lack of substantial evi-
dence that folic acid is effective for the
following labeled indications: “macro-
cytic ancmias associated with pollagrs
and similar deficiency states” awd such
vague, unspeeiiic conditions as “maero~
cytic anemia of gastrointésiinal origin™
and “megalovlastic anemias other than
pernicious anemia.”

The Food and Drug Administrafidn
also concludes that tiiere is Ro evidence
that doses of folic acid greater {han 1
g, daily Liove greater efficacy than do
those of 1 mz. Further, the usual thera-

peatic doze, oral or parenteral, should be

0.25 mg. to 1.0 mg, ciauv. and the mainte-
naunce dose should ordinarily be 0.1 to
0.25 mg. daily. Administration of higher
doses greatly increases the possibility of
masking vitarin B-12 geficicucies and
the insicicus development of or precivi-
tation- of necurclogieal mamfe.stat;ons

* and/or lesions.

Preparations supplying no morve than
0.1 mg. folic acid duaily continue to be
regarded as dictary sunpiements (21

CFR 3.42) and may be prescribsd when .

a mamtenance dose of 0.1 m'f. a day is
mdxcatcd

" B._Forin of druq. T011c acid prepara-

tions are 1.1 (1) tablet form suitabie for

oral administration and contain ro less

and no rork than 1.0. mg;
ablet or (2) solution fomn

than 0.15 mz

the dosa ucommsnded in the i g

C. Labeting conditions. 1, The: iabel
the  statemoent” “Cavtron: Fed-
eral law prohibits dispensing \(uhout
preﬁcnptxon -

* 2..The drug is' lubeled to conplv with
a!l requrcm‘-n 5 -of the Act and rezula-
tions promulzated the reunder, ard those
paris of s Iabeline indieat d beiow are

substantially ollows: (Optin. : acidi-
tional informaiion. applicabie to the
drug, may be pmz.}osc-d under other
appropriate paranrapn  hea waings  and

should follow the mfozm'mon att Io't,h
betow.)

<L P R

. ‘ . D w
3 .

- adjustment of the maittenance dose ny-

1971

Foric Acip

DESCRITTION ..

(To be supplied by the manufacturer.
is to be contined to an apprepriate desc
tion of the physical and chemical p
of tihe drug, and the formulation.)

ACTIONS

{To be supplied by the manufacturer
is to be egunined to an appropriate st
of-TiFE ddfRonstrated pharmacelogic, phs
logic actions of the active ingredients of (he
in humans. When the mode of acrion
not beenn degcrmmed this should be

has
clearly indicafed.)

INDICATIONS

Folic acid is effective in the treatment of
megaloblastic anemias.due to a desiciency of
folic acid as may be seen in tropical o
no)'cﬂ sprue, in ancmias of nugr nal
1, pregnancy, infancy, or chl‘ahcod

WARNINGS

Folic acid alone is impreoper therapy in the
treatment of pernicious anemia and o:ier
megaloblasric anemias where vitamin By, is

deficient.
PRECAUTIONS
3

Folic acid especially. in doses above 1.0 me
daily may obscure pernicious znemia, in. t?
hematologic remission may -oceur whi
rolagical manifestations remain preg

ADVERSE REACTIONS

Aliergic sensitization has been rzporied
[ollowm" both oraj and parenteral acminis-
tration of folic acid: :

DOSAGE AND ADMINISTRATION

Oral edministration: Folic acid {5 well ai
sorbed and may be adminisierad orv ally v
satisfactory results except in <cx ere instane
of intestinal malabsorp

Perentel. administret -Intramuscuiar,
intravenous, -and uu‘n:u...ﬁ.ncol’s rouies nuoy
e used-if the disease is ex cptionaliy Te,
or L0 gasiroiutestifal a2os TpLicn .n:o.y ba, or

Kuown to-be, imip

Usua[ therapeutic dosager
mz. to 1.0 mg. daily
of age}y:0.25 to 1.9 mg. da
may require larger doses.

TIamtcnmlcc dosager When clinieal
toms have subsided and the hlcod p
hus hecome normal, &' maintenance 2
0.1 mg. to 0.25 mg. daily showld be us o,
never less than 0.1 mu, por day. Par
znould- be kept under clase supervision a

& FJ'

In adulis: 0.2
rexn (reJ-.wd.
. Resistant ¢

if relapse appears imminens, .

In the prezence of alcobolizm. nragu
hemeiyiic -anemia, anticonvulsant thera
or _ehronic infectien, the ma'nter\ancn
should.be at least doubled.

D. Previously’ a;)provf'd 'a-p-p’z'cnt"o*zs
1. Bach holdaer of a “deemed ved”
new-drug application (i.e, an .Lp))..ga[ o
which, became citeetive on-the bas! :
satety prior to October 10, 1582) for
druz is requested to zeek approval .
claims of effectiveness and bring i
plication inte conformauice by subnii T
supplements containing: o

a. Revised labeling uas needed to ¢ :
form to the labelitig conditions deseribied N
herein for the drus, and comnlmﬂ Crur-
rent conlainer jabe! mE,. unless ‘recenily
submitted. . ' e

b Updating informaticn as needed to
provide for an oral desare form contain-
ing no less than 815 1wr and no
tlmu 10 mg folic ‘La}ﬂ per tablet or o




|

jrrmeee form contad
aennate for ad
Looren, atind to-n:
pleation curpentmin recard to e
cononenter, 7 compoxitione,
Tods, fac A :u‘d counu 1) 0f

PO

and
L 8.

fiosextent oo 1
cruc opphicntlions, 5 1304 ﬂ, 1t
i the Feirran Resisier Apr b
35 LR 1y, (One suppic

contan il the information des
tius pavaarapho

2. Sucih supplenients shoula
mitted witiun e follonins tiave pe
after the date of pubiication o tast
tice inthe Frieral IKEGISTER?

a. 60 ¢axs for revised i
those prodtcis which
1ated, 159 d I
in ¢ no.d
vided ¢l
dence ol
deleted within o dovs,
shiou'd be sutmitted under the pr

of §130.9 (b ond (e of the ™
rezulations (21 CFRR 130.9) wini
certain changss o be :,AL into \...nu, B c
the carlicst o b'c Ln

b. 130 davs

3.
until the sun ,)}.‘u.cnml ;'u. 5 il
mitted in accord with ﬂl(. mcc& Aing suo-
paracraphs L oand 2 oar wech,
provided tnnat the l'\bcln‘" of the vy
ration shipned within the juriz=a
tne Art isun aceord with e

cx.bcd in tlus

ot [‘l's <

.LLU\CX

arng
aos o

'-,m.ph ‘23..
ciians. 1. Any pPomion wiid

“be eAL&.l" e, 05 des crmcd u: 1(1!2
should subrait an abhravinied

application me n‘:m" e eondnions 8t
ficd In § ioo4t (D and (), pudll
in the Froreal REGISTER -Aprl‘; 2-}
(35 F.R. ). & i
Include propascd l“bcll'w wiicll s
accord with the labeling conditions we-
scribed herein.

2. Disiribution of any such 1

ion currently on the market v
approved neow-drug applicatic:
continucd vrovidcd tnat:

a. Within 69 days from the -dale .of
publication of this announcernant in:
FEpERAL R:cIsTer, the labelin
preparation shinped within
tion -of th2 Act is in accord w
lahelinz conuitions described hereir,:
cept that if the preparation must oe
formulated. 129 davs will be allowed
the dosa-<e reconimiendations to g
accord witn this announcement, -

b, The marulacturer, packer, or
tritutor of suchh drug submits, wilain
150cdays from the dale of (his piunicia-
tion. 2 new-drus application-to lm i-zod
and Drug Adininistration.

¢. The applicant submits withae a
rezsonable time additional inlormiczion
lh'\t may be rejuired for the anaravat of
s application as specified in o wruden
stamunication {rom the r'ood and - dwvug
inistration..

poara-
h '“xh HK

)

In&y

EEETARN

FEDERAL REGISTER, VOL. 136, NO, 6T_FRIDAY;

N LS

. The ap; ﬂlf'n..nn has not been. ruled
inromplete or uaspnrovable.

I ()ppf)::'w"v iar a lwar..'xg 1. The
Comun:ssioner of Feod and Drugs pro-
poses 0 issue an oraer under saction
50a¢ey. of the Feoderal Food, Drug. and
Cormetic Act W irawing approval of
all new-=druz ans vipns and all amend-
ments and s.z,\.» thiereto provid-
inT for tie ingicazions for which sub-
stantial evidence of ¢citeciiveness is lack-
inT as described :n parazraph A2 of this
announcemeni. An oréer withdrad ing
approval of the apniications will not is-
sue if stch applications are suvyple-
mented, in accord with this notice, to
delete such indications. Promulgaiion of

hie proposed ordzr would causeany su ch
drue for hnunran

dications for w 1 substantial evidonee
of eifectiveness is lacking, to be a new
drur for which an anp rona new-darws

application is not in eifect. Any suciy
druz then on thie murxet would ke sud-
ject to regulatory procesdings. -

2. In 'lccorc*“ce ywith the provisions
of section 505 of tha Act (21 U.S.C. 355
and the rezulations promulrated there

unc‘cr (21 CFRR Part 130), the Coxn'n"s-

sioner will give the roiders of any such-

anptications, a“c'."w' interested person
who would be
an crder, an opportunity for a heaving

to show why suchx ndicaticns should net |

A 1eqve'=u for a
0 days afvar

be deleted from labeling,
hearing must be d-within 3
the date of pubiita
the Fenzran R:c

heaving may not rest uvon mere alléga-
tions or denials, vut must seb forth spe-
citic facts showin<~ that a genuine and

ing; tozether with a well-orpanized and
full-factual anairsis of the clinical and
other investiga

onal data the objector
is prepared to:

‘¢ in a hearing. Any
data submitted in 1

¢

must be previou rmitted and in-
cluda. data. frem  adequate and weil-

conirolled clinical investigations (iden-

tified for rea
-‘ 120.12(a) (3 of

the regulations pub-

hshcd inn'the Foorzan REGIZTER of Mayv' 3,

1970 135 P.R. 7259 . Carciully conduetad

and documentad ciluical studies ebtained .
Uy controlled’

under.uncontrolled or pattia
--situations -are nct acceptable as:a
- basis for approval of
ness. bt stch studies may be considered
o their merits for corrchorative sunport

sole

“of efficacy and:evidence of s fe_tj.'If a

hearing is requesiedand justified by the
response to this no '
“defitned, a hearing . oxaininer. will” be
nanmcd, and he shallizsuc a written no-
_tice of the time and
’ hcmm:; will comnieice,

G. Unopprored use ‘or: form of drug.
1.-1f the article is izheled or advort
-for use in zny condition ether thian fhose
provide d” for in ‘this
may bo rezarded. 85 an UNAPDIOVEG NCW
drusr subiecy 1o recuiatory. progcedings
until such. recom
in a new-druy a;
wise inactord with th

. Xithe articie is
m" m 'mothnx fo"m o

tiott, or-is otnor-
o nno mr‘P 1

[ 2
N .

> gifered for the in- -

adversely aliceted by such'’

tion of t.l'.u... notice ia
sTER. A request for o . -

substantial issue of fact requires a heav-

ronse to this notice

iy review) . o5 cdescribed in -

claims of effectives -

tice, the issues will be . °
piace at which tl'e :

d ‘has evaluated a report rectt

announcement, it

ended qee i§ approved
lerphan | t"

APRIL 9,.1971

the use provided for in this m wnunce-
ment, approvriate additional iiu ‘orrianion
a5 deseril»ed in § 1304 or §130.9 ¢f the
reculations (21 CFPR 130.4, izom may boe
required, including results of animaland™
clinical tests intended to siow \\het-my
the dimz is safe and eflective. :

Representatives of the Adaministration
are willinz to meet with any intevested
person who desires to have o cenlerence
CONCEFHHL) r:!ep"opooed changes: in  the
labeling set forth hercin. Redquests for
such meeiincs should be macde to the Of-
fice of Scientific Evaluation at the ad-
dress given below, within 30 days after
the publication of this notice in the Fep-
ERAL REGISTER.

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

Commuzications forwarded in re-
sponse to this announcement should be
jdentified witih the reference numboer
DEST 5597, directed to the aitention of
the fcllowina appropriate ciice, and ad-
dressed otherwise specified) to
the Food and Drug Administration, 5600
Fishers Lane, Rockville, Maryland 20832

-Supplements (identify with XD A number):
Pr

© Office of Scientific’ Evaluation (“D 1¢30),
Burcaw of Drugs. .

Orizinal abbreviated new- drag ations
(identify &s .such): Drug Iufics tudy
Iuw‘plu‘.. on PrOJQCtO Hes (ED—S) Eu-.

au of I

ithh Docked
> -6f Cen-

Parkiawn.

Reque~f Tor “corm" (1de:1t1f\- %
number): Hearlng Cler
erzl Counsel (GC-1), Room 50
All other comnmunications regye this an-
nouncement: Drug Eiteacy Study Imple-
meniation Project Olice (B BD- 5) Bureau of

Drugs. }
Requests for NAS-NRC repors: Press Rela-
tions OIwce (CE-200),

200 C Sureet S,
\Wasmnatoa D.C. 2020% -

This notice is issued pursusunt to nro-
visions of the Federzl e Drug, and
Cosmetic Act (secs. 502, 5035, :2 Stat.
105033, as amended; 21 L S.C. 333, 355)
and undar authority deierated fo the
Commissmncr of Food and Dm'rs (21
CI'R. 2.12
Dated: I\Iarch 19, 1971,

Saxr'D. FINg,
1¢soczate Comiin ss’uner
. Jor Compiiance,

[I’R Doc.ll 4932 Filed 4—3 71:8:46 am]
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DEPARTMENT OF HEALTH, EDUCATION AND WELFARE
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION

5600 FISHERS LANE

ROCKVILLE, MARYLAND 20852

Form Approved
v ~ OMB No. 57-R0003

- NEW DRUG APPLICATION (DRUGS FOR HUMAN USE)

(Title 21, Code of Federal Regulations, § 314.1) e\
Name of applicant Chelsea Laboratorles, Incr~ - -\
Address | 428 Doughty Blvd., Inwood, N.Y. 11696 '
Date ___ April 30, 1976

Folic Acid‘USP. Tablets,

1 mg.

Name of new drug

-

[] Original application (regulation § 314.1).

[] Amendment to onglnal unapproved application
{regulation § 314.6

[il Abbreviated appllcatlon (regulation § 314.1 ).

[] Amendment to abbreviated, unapproved appllcatlon

{regulation §'314.86).

[:] Supplement to an approved application (regulatlon § 314.8).

3 Amendment to’ supplement to.an approved appllcatlon

The undersrgned submits this appllcatlon for a new drug pursuant to section 505(b) of the Federal Food Drug, and
Cosmetlc 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 mdlcatlons effects, dosages, routes methods and frequency ‘arid duratlon of admlmstratlon any relevant warnings,
" hazards, contramdlcatlons side effects, and precautlons as that contained in the |abel|ng whlch is part of this appllcatlon in
- accord with §201.100 (21 CFR 201.100). It is understood that all representatlons in this appllcatlon 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 §314 8 of the new—drug regulatrons

Attached hereto, submltted in the form described in §314 1{e) of the new-drug regulatlons and constltutlng a part of

thls applrcatlon are the following:

1. Table of contents. The table of contents should speclfy the
volume number and the page number in whlch ‘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 thie application is
well-organized, adequately tabulated, statistically analyzed {where
appropriate}, and coherent and that it presents a sound basis. for
the approvatl requested. The summary should include the following
information: {in lieu of the outline described .below and the
evaluatlon described in_ ltem 3, and expanded. summary and

“evaluation as outlined in §3141(d) of the new-drug regulations’

" may be submitted to faculltate the review of this appllmtlon )

a Chemistry.

‘Chemical structural formula or descnptuon for any new-drug
substance

if. Relationship to other chemlcally or pharmaoologlcally
related drugs.

ifi. - Description of dosage form and quantitative oomposrtron.

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

c. Reference number. of the investigational drug notice(s)
under which this drug was mvestlgated and of any notice,
new-drug application, or master file of which. any contents are
being incorporated by réference to support this application.

" d. Preclinical studies. (Present all findings including all adverse
experiences  which rmay be interpreted “as ',iinciden’tal ‘or not
drug-related. Refer to date and page number of thie investigational
drug notice(s) or: the volume and page number of this application

: } where complete data and reports appear.)

W/

i.  Pharmacology (pharmacodvnamlcs, endocrinology,
metabolism, etc.).

ii. Toxicology and pathology Acute toxrcuty studles, subacute
and chronic toxicity studies; reproductlon and teratology studles,

miscellaneous studies.

FD FORM 356H (12/75)

e. Clinical “studies. (All material should refer specifically to
each’ clinical investigator -and to the volume and page number in

- the application. and: any documents incorporated by reference

where the complete data. and reports may be found.)

i. Special studies not described elsewhere.

ii. Dose-range studies,

ifi. Controlled clinical studies.

iv. Other .clinical studies {for example, unoontrolled or
incompletely controlled studies). :

v. Clinical laboratory studies related to effectiveness.

vi. Clinical laboratory‘studies related to safety.

vii, Summary of literature and unpublished reports avaulable to
the appllwnt . L

3. Evaluatuon of .safety and effectiveness.. ' - Summarize

- 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 complete data and reports may be found.

b. Include tabulation of all side effects or adverse exper:ence,
by age, sex, and dosage formulatlon whether or not corisidered to
be significant, showing whether administration” of the drug was

" stoppedand showing ‘the investigator’s name with a reference to

the wlume and page number in the application and any
documents. incorporated. by, reference where the complete data
and reports may be: found. indicate those side effects or adverse

" experiences consldered tobe drug -related.

-4, _Copies of the tabel and all other labelmg to be used for-the
drug {a. total of 12.copies if in final printed form, 4 copies if in
draft form):

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

" market ‘package.

PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHUASTED. -




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 fayman 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 application
should also contain labeling that includesbadequate‘ 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 Iabelmg 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
it is to be advertised or represented, in accord with §201 100
(21 CFR 201.100). The apphcailon shoutd include any labeling
for the drug intended to be made available to the layman.

d. If no established name exists for a new-drug substance, the
application shall propose a nonproprietarv name for use as the
established name for the substance.

e. Typewritten or other draft labeling copy may be submitted
for prellmlnary consuderatlon of an application. An application
will not ordmanly be approved prior to the submission of the final
printed tabel and labeling of the drug.

£ No application may be approved if the labeling is false or
misleading in any pamcular
When mailing pieces, any other Iabelmg, vor advertlsmg 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 nay such advertising for a. prescription drug
{see - §310.300 -of the new-drug regulations). Approval of a
supplemental new-drug application is required prior to use of any
promotional claims not covered by the approved application.)

5. A statemient as to whether the drug is (or is not) limited in
its labeling and by this application to use under the professional
suparvision 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 sibstance should be identified by its
established name, if any, or compiete chiemical name, using
structural formulas when necessary for ‘specific identification. 1f
any proprietary preparation is used as a component, the
proprietary name should be followed by a complete guantitative
statement of composntlon. 'Reasonable alternatives. for any. hsted
substance may be specmed

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 riot, 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 milliliter) and a batch formula. representative of
that to be employed for the manufacture of the finished dosage

rm. All components should be included in the batch formula
regardless of whether they appear in the finished product. Any
-lculated excess of an ingredient aver 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, processing, and packing of
drug. Included in this description should be full information with
respect 10 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 mcludmg building and

. equnpcnent used in manufacturing, processing, packaglng, labeling,

storage, and controf operations.
b. A description of the qualifications, including educatuona|

background and experience, of the technical and professlon““%

personnel who are responsible for assuring that the drug has th
safety, identity, strength, quality, and purity it purports or is
represented to possess, and a statemeng gs their responsibilities.

¢. The methods used in the synthesis, extraction, isolation, or
purification of any new-drug substance. When the specifications
and control applied to such substance are inadéquate 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, quallty, and
purity of the raw materials, whether active or not, including the
specuflcatlons for acceptance and methods of testing for each lot
of raw material.

e. Whether or not each lot of raw matenals 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 control
operations for any new-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 sugh person fully describing, directly or by .
reference, the methods, facilities, and controls in his part of the
operation.

g Method of preparatlon of the master formula records and
individual batch records and manner in which these records are
used. ' f

h. The instructions used in the manufacturing, processin
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 characteristics of '
and the test methods employed for the container, closure, or dther
component parts of the drug package to assure their suitability for
the intended use.

j. Number of individuals checkmg weight or volume of each
individual |ngreduent entering into each batch of the drug.

k. Whether or not the total welght 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.

1. Precautions to check the actual package yield produced

‘from -3 batch of the drug with the theoretical yield. This should

include a description_qf the accounting for such items ‘as discards,
breakage, etc., and the criteria used in accepting or re;ectmg
batches of drugs in the event of an unexplained dascrepancy

m. Precautions to assure that each lot of the drug is packaged
with the proper label and labeling, including 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 descriptionv of the collection of samples and
the analytical procedures to which they are subjected. The
analytical procedures should be capable of determi,ning the active
components within 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, packaging, and -the collection of

samples of the drug should be given for sterility- controls. Include .--

the standards used for acceptance of each lot of ‘the finished drug’

0. An -explanation of the exact significance of the batch

control numbers used in the manufacturing, processing, packagmg,

and labeling of the drug, including the control numbers that

appear on the label of the finished article. State whether these

numbers enable determination of the complete manufacturing
L J




history of the product. Describe any methods used to permit
determination of the distribution of any batcis if its recall is
required.

> p. A complete description of, and data derived from, studies
of the stability of the drug, including information showing the
sutitability of the anaiyticai method 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,
including 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 is used. {If no expiration date is proposed, the
applicant must justify its absence.)

g. Additional procedures employed which are designed to

prevent contamination and otherwise assure proper control 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 conformity with good
manufacturing practice and identifies each establishment, showing
the location of the piant conducting these operations.)

9. Samples of the drug and articles used as components, as
follows: a. The following samples shall be submitted with the
application or as soon thereafter as they become available. Each
sample shall consist of four identical, separately packaged
subdivisions, -each containing at least three times the amount
required to perform the laboratory test procedures described in
the application to determine compliance with its control
specifications for identity and assays: :

i 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 §310.3(g), from the batches(es)
employed in the production of such dosage form (s).

i, A representative sample or samples of finished market
packages of each dosage form of the drug prepared for inital
marketing and, if any such sample is not froma commercial-scale
production batch, such a sample from a
commercial-scale production batch; and a representative sample or
samples of each new-drug substance as defined in §310.3(g) of the
new-drug regulations, from the batchles) employed in the
production of such dosage form(s).

jii. A sample or samples of any reference standard and. blank
used in the procedures described in- the application for assaying
each new-drug substance and other assayed 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. Additiona! samples shall be submitted on request.

¢. Each of the samples submitted shall be appropriately
packaged and fabeled to preserve its characteristics, to identify
the material and the quantity in each subdivision of the sample,
.and to identify each subdivision with name of the applicant and
the new-drug application to which it relates.

d. There shall be included a full list of the samples submitted
pursuant to ltem 9a; a statement of the additional ‘samples that
will be submitted as soon as available; and, with respect to each
sample submitted, full information with respect to its identity, 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, quahty, 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
described in the application, full details of the methods employed

representative |

in obtaining the reported results shall be submitted.

e. The requirements of {tem 9a may be waived inwholeorin
part on request 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 Drugs and
identified on the .outside of the shipping carton with the name of
the applicant and the name of theedru\ga, as shown on the
application.

10. Full repons of preclmlml investigations that have been
made to show whether or not the drug is safe for ise and effective
use. a. An application may be refused unless' it contains full
reports of adequate preclinical tests by all methods reasonably
applicable to a determination 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 animais, the methods used, and the
results obtained; should be clearly set forth. Such information

- should include identification of the person who conducted each

investigation, a statement of where the investigations were
conducted, and where the underlying data are available for )
inspection. The animal studies may not be considered adequate
unless they give proper attention to the conditions of use
recommended in the proposed labeling for the drug such as, for
example, whether the drug is for short-or long-term admlmstratuon
or whether it is to be used in infants, children, pregnant women,
or women of child-bearing potential.

¢. Detailed reports of any pertment mlcrobnologlml and in
vitro studies. =

d. Summarize ‘and provide a list of literature references (if
available) to all other- preclinical information known to  the
applicant, whether published or unpublished,' that is pertinent to
an evaluation of the safety or effectiveness of the drug.

11. List of investigators. a. A complete list of all mvestlgators
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 investigator's report(s) in this application
and in any documents incorporated by reference, or the
explanation of the omission of any reports.

b. The unexplained omission of any reports of investigations
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 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 investigations, by experts qualified by scientific
training. and experience to evaluate the effectiveness of the drug
involved, on the basis of which it could fairly and responsxbly 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, recommended, or suggested in the
proposed Iabelmg

¢. Reports of ali clinical tests sponsored by the applicant or
received or. other wise obtained by the applicant should be
attached. These reports should include adequate information '
concerning 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 clincial
observations and laboratory examinations made, full information

L J




concerning.any other treatment given previously or concurrently,
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 . studles will not be regarded as adequate
unless they include reports from more than one independent,
competent investigator who maintains adequate case histories of
an -adequate number of subjects, designed to record observatrons
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 substantial

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 infrequency in the United States as to make testing

|mpract|cal some of the investigations should be performed by
‘competent investigators within the United States.

o d Attach as a separate section a. completed Form FD-1639,
"Drug Experlence Report (obtainable, with instructions, on request
;from the Food and Drug Admlnistration, Department of HEW,
.5600 Fishers Lane Flockvrlle, Maryland 20852), for each adverse
: expenence or, if feasible, for each subject or patient experiencing
“one or more adverse effects, descrlbed in I1tem 12¢, whether or not
_full |nformation 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 Experlence Report should be
. cross-referenced to any narrative descrlption included in {tem 12c.

in lieu of a FD Form 1639, a computer-generated report may be
submitted if equivalent in all elements of information with the
' |dentical enumerated sequence of events and methods of
oompletlon, all formats proposed for such use will require initial
" “review and approval by the Food and Drug Administration.

e. All information pertlnent to an evaluatlon of the safety and
'eﬂ'ectiveness of the drug recewed or otherwise obtained by the

'

Chelsea Laboratories,

applicant from any source, including information derived from
other investigations or. commercial marketing (for ‘example,
outside the United States), or reports in the scientific literature,
mvolvmg the drug that is the subject of the applicatron and related
drugs. An adequate summary may be acceptable in lieu of ¢

reprint of a published report which. only supports other data -

submitted. Reprints_are .not required. of reports in designated
journals, listed in. §3109 of tll 3new-drug regulations, about

- related drugs; a bibhogaphy will suffice. Include the evaluation of

the safety .or effectiveness of the drug that has been made by the
applicant s medical department, expert committee; or consultants.

t T the drug is a combination of previously mvestigated or
marketed drugs, an adequate summary of preexisting |nformatlon
from, preclinical and clinical investigation and experience with its
components, including all reports received or otherwise obtained

by the applicant suggesting side .effects, contraindications, and
. ineffectiveness in use of such components. Such summary should

include an adequate bibliography of publications about the
components.- and. may:. incorporate by reference information
concerning: such .components previously - submitted . by the
applicant to the Food and: Drug Administration.- o .

g. The complete composition and/or method of manufacture
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 descriptlon in
item 6, 7, or 8 of the application.’

13. If this is a supplemental appliwtlon, full information on
each proposed change concerning any statement made in the

- approved application.

Observe . the provigjpns of §314.8 of the new-drug regulatlons
concerning supplemental applications.

14. [Reserved] .

15. The applimnt is required to submlt an envrronmental
impact analysis report analyzing- the environmental impact of the
manufacturing _process and the ultimate use or consumption-of th
drug pursuant to §86.1 of this chapter ‘

Inc.

 (Applicant)

O

Masood Hasan
er

{Responsible dfficial or agent)

Plant Manager

(indicate authority)

'(Warn‘ing':' A WillfUIly false statement is a criminal offense. U.S.C. l’ittle 18, sec._ 1001.)

'No_te‘: This application must be signed by the applicant or by an authorized attorney, agent; or official: If the applicant or
such authorized representative does not reside or have a place of business within the United States, the application must also
furnish .the name and post office address of and must be countersrgned by an authorlzed attorney, agent, or OffICIal resrdlng

or malntammg a place of busmess W|th|n the Umted States

S
i
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NOTICE OF APPROVAL

NEW DRUG APPLICATION OR SUPPLEMENT

DATE APP oy

RUG 2

LETTER ISSUED

TO:

FROM:

%] :Bureau of Drugs

lz’ress- Relations Staff (HFI-40)

[ ] Bureau of Veterinary Medicine

ATTENTION

Forward orignmﬁiﬂﬁom{{EVIﬁT r approval letter has been issued and the date of
approval has be

~TYPE OF APPLICATION
v T
‘ |:] ORIGINAL NDA SUPPLEMEN

I_——I TO NDA

E ORIGINAL NDA ~

CATEGORY

IjHUMAN

ABBREVIATED DSUPPLEMENT‘

_TO ANDA

Folic Acid

TRADE NAME (or other desxgnated name) AND ESTABLISHED OR NONPROPRIETARY NAME (if any) OF DRUG.

[ ] VETERINARY

DOSAGE FORM

Tablet

HOW DISPENSED

[ rx {Jovc

ACTIVE INGREDIENT(S) (as declared on label.
declared on label.)

List by established or nonproprietary name(s) and include amount(s), if amount -is

= me Acid’ l ﬂ.

APPEARS THIS WAY
ON ORIGINAL

NAM_E OF APPLICANT (Include City and State)

Chelsea Laboratories, Inc.
Invood, BY 11696

PRINCIPAL INDICATION OR PHARMACOLOGICAL CATEGORY

oo % hemeatopoietic

COMPLETE FOR VETERINARY ONLY

ANIMAL SPECIES FOR WHICH APPROVED

e
COMPLETE FOR SUPPLEMENT ONLY
CHANGE APPROI\/E:\D TO PROVIDE FOR
FORM PREPARED BY
NAM ] DATE
J. Taylor -
R FORM APPROVED BY
.NAM%- L m \DATE '
L 3 L ] o [

FORM FD 1642 (2/75)

]l

bl

m

vious

EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED.




CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

85-141

CORRESPONDENCE



CHELSEA LABORATORIES, INC.

428 DOUGHTY BLVD. - INWOOD, N. Y. 11696 - (516) 239-3200

April 30, 1976

Marvin Seife, M. D., Director
Division of Generic Drug Monographs
Office of Drug Monographs

Bureau of Drugs (HFD 530-Rm. 16-72-
Food and Drug Administration-

5600 Fishers Lane

Rockville, Maryland 20852

Pear Dr. Seife:

--

Re: Abbreviated New Drug Application
Product: Folic Acid U.S.P. Tablets 1 Mg.

Pursuant to Section 505 (b) of the Federal Food, Drug and
Cosmetic Actwe are-submitting herewith an abbreviated
new-drug application for the- drug referred supra.

Included in this submission are:

1. Form 356H

2. Volume No. 1 - Copy No. 1 (Blue folder)
3. Volume No. 1 - Copy No. -2 (Red folder)

4. Volume No. 1 - Copy No. 3 (Yellow folder)

Respectfully yours,

CHELSEA LABORATORIES, INC.

L o e

Sheldon O. Davis,
President
SOD/ms
Enclosures




HDA 85~-141

ey

Chelsea Laboratories, Inc.
Attention: Mr. Sheldon 0. Davis
428 Doughty Blvd.
Inwood, HY 11636
 @Gentlemen:
We acknowledge the raceipt of your abbreviated new drug application
submitted pursuant to Section 506(b) eof the Federal Food, Prug, and
Cosmetic Act for the following:
NAME OF DRUG: Folic Acid Tablets, 1 mg.
DATE OF APPLICATION: April 30, 1974
DATE OF RECEIPT: May 15, 1976

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

Please identify any cammunicatiens concerning this application with
the MDA number shown above.

' ':]:L(:D f’i’“cff?Ty yours, (f”}. | 7
e Wt e ST
| Qo P

HFD-614 ,HFD-616
JLMeyer/cjb/5-18-76

éiractor k
ack

Division of Generic Drbg
gffice of Drug Horographs
Bureauy of Drugs

Monographs

$W4c«1er571 ¥




DA 85-141 BN

MAY 28 1976

Chelsea Laboratories, Inc.
Attention: Hr. Sheldon §. Davis
423 Doughty Blvd.

Inwoad, HY 11846

Gentlemen:

Reference is made to your abbreviated new drug application dated
April 30, 1976 submitted pursuant to Section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Folic Acid Tablets, 1 mg.

He have éompleted the review of this abbreviated new drug application
and request the following additional information:

i. Twelve copies of the final printed package insert identical in
content to the drafts. -

2. Assurance that the drug dosage form and compoments will comply
with the specifications and tests described in an efficial come
pendium if such article is recognized therein, or, if not Tisted
or if the article differs from the compendium drug, that the
specifications and tests applied to the drug and its components
are adequate to assure their identity. strength, quality, and
purity. In this regard:

a).

—

b). It is noted that ident:tication tests are not performed
on — Clarify.

¢)) It is recommended that full momograph identification testing
be performed on = ——— :

3. Submit container and closure specifications.

4. Submit the currently availabel stability data with;@gfh@égTogy.

Please let us have your response prampw7y. Vi { //
/
4 S_;'U{Z/% S 3 ¥

NYC-D . ,
S o517t

Dup {

HFD-614,HFD-616 > r AW\

JRCarr/JLMeyer/JdTay lot | Director

R/D init. IMeyer/MSeife 5-27-76 Division of Generic Brug Monographs
ft/cjb/5-27-76 Office of Drug Monographs

rev w/f Bureau of Drugs

“’5W’l/zu%'szr 5/7) ’7/7 & .




'CHELSEA LABORATORIES, |

4

428 DOUGHTY BLVD. - INWOOD, N. Y. 11696 - (516) 239-3200

Marvin Seife, M. D., Director
Division of Generec Drug Monographs
Office of Drug Monographs

Bureau of Drugs (HFD 530 - Rm. 16-72)
Food and Drug Admlnlstratlon

5600 Fishers Lane

Rockville, Maryland 20852

Dear Dr. Seife:

Re: Abbreviated New .Drug..Application-

—Tuiy 19, 1976

RESUBMISSION
NDA ORIG AMENDMENT
FPL

Product: TFolic Acid Tablets, 1 mg. - NDA 85 141

Chelsea Laboratories is.submlttlng the inforhation requested in
your letter of May 28, 1976, in order to reach a decision -concerning
final approval of the New Drug Appllcatlon submitted for Folic Acid

Tablets 1 mg. USP. NDA 85-141.

1. We are herewith submitting a total of twelve copies
of our final printed package inserts.

—




EY

» 2 - Food éhd_Drug Administration - 7/19/76

-, \\_vf?‘ﬂ

- - -

b. We are enclosing an update on the tests and
specifications for

c. We are not using _._ _for this
product. . -

3. We are herewith.submitting corrtainer and closure
specifications. '

4. A stability study is being performed on the initial
batch. As data becomes available it will be sumitted.

If .a deterioration in stability occurs, the batches
marketed to that date will be recalled. - L.

This newly submitted information should facilitate the review of
our application. :

Thank you for your prompt -attention to these corrections.
Cordially yours,

CHELSEA LABORATORIES, INC.

//¢ﬁZZé;éi G, (Fer—

SOD/ms Sheldon O. Davis,
Enclosures President



HDA 35*141 :

Ckalsea Iabomt:apies’ IM‘
428 mﬁ’kﬁy Blvd,

Refsreme s mde to | your abbmviateé new drug applmﬁtm mgbﬂtﬁed
pureuant to Seetion 505(!9] of the Fedemz Food, Bmg and Efo ia Aot

fer Fazie Aeid a’abz,%s, 1 mg’

NYC-DO
DUp ' L
~ HFD- 614 HFD—6‘16’ v

. R/D lnlt JMeyeja?i. gLok
.ft/cgb/g 6 76
. ‘a rev. w/f (72

AUG1O 19_7“;6._; o




CHELSEA LABORATORIES, INC.

428 DOUGHTY BLVD. - INWOOD, N. Y. 11696 - (516) 239-3200

el

August 12, 1976

% : q.:
Marvin Seife, M. D., Director | RESUB;gﬂggiﬂN
Division of Generic Drug Monographs | NDA OR}G AMENDMENT

Office of Drug Monographs

Bureau of Drugs (HFD 530 - Rm. 16-72)

Food and Drug Administration

5600 Fishers Lane R
Rockville, Maryland 20852 N

Dear Dr. Seife:

Re: Abbreviated New Drug Application -
Product: Folic Acid Tablets, 1 mg. - NDA 85-141

Chelsea Laboratories, Inc. is submitting the information
requested in your letter of August 10, 1976, in order to
reach a decision concerning final approval of the New Drug
Application submitted for Folic Acid Tablets 1 mg. USP.,
NDA 85-141.

1. We hereby revise the Master Formula and
Composition Statement, copy of each enclosed.

2. The first three production lots of the
revised formulation (see Item #1 above) ‘
will be sampled for stability tests. :

. This newly submitted information should facilitate the

review of our application. .

——

Thank you for your prompt attention to these corrections.
Cordiaily yours,

CHELSEA LABORATORIES, INC.

M@-

Sheldon 0. Davis,
President

SOD/ms '

Enclosure




