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MAR 29 |983

NDA 88-199

Unit Dose Laboratories, inc.
Attention: Michael K, Reicher
1550 Elmwood Road

Rockfard, IL 61103

Gentlemen:

Reference is made to your abbreviated new drug application dated October 29, 1982
submitted pursuant to Section 505(b) of the Federal Food, Drug, and Cosmetic Act for
Folic Acid'Tablegs, 1 mg.

'Reference is a1so‘made to our letter dated February 7, 1983 and your response dated
March 16,1983 enclosing final printed labeling. *

The application provides for you ——-

A A5, 2 R T S et Ml

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

Any significant change in the conditfons outlined in this abbreviated

new drug application, requires an approved supplemental application before
the change may be made, except for changes made in conformance with other
provisions of Section 314.8 of the new drug regulations.

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

For Initial Campaigns: We request that you submit, in duplicate, any proposed
.advertising or promotional copy which you intend to use in your immediate
~advertising or promotional campaigns. Please submit both copies together
with a copy of the propesed or final printed labeling to the Division of

- Drug Advertising and Labeling (HFN-240). :

For Subsequent Campafigns: We call your attention to regulation 21 CFR
310.300(b) (3) which requires that all material for any subsequent advertising or
promotional campaigns at the time of their inital use be submitted to our
Division of Drug Advertising and Labeling (HFN-240) with a completed form FD-2253,

A copy of Form FD-2253 1is enclosed for your convenience.




Page 2
Kta 88-199

The enclosures summarize the conditions relat to the approval of this application.

Pirecto

Division of Generic Drug|Nonographs

Office of the Associate Director for
i Drug Monographs
O0ffice of Drugs
“ National Center for Drugs & Biologics

Enclosures:
Conditions of Approval of a New Drug Application
Records & Reports Requirements
Form FD-2253

cc: CHI-DO HFN-530

HFN-313  HFN-616  HFN-5
KJohnson/JLMeyer/CMSmith
ﬁﬁsR/DinitJMeyer/MSeife

ft/cj1/3-29-83
approval

Qv b Smcet

iy

-~
LS
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Description: Folic acid, also known as Pteroylmonoglutamic acid (P.G.A), is a
yellow or yellowish-orange crystalline powder, very slightly water soluble, labile
to heat in acid media and to sunlight when in solution.

e NH2\ N N Folic Acid
, : e S
S : N\ y 7\
: ‘ NZ ™\ CH NH— —CONH—-CI:H—CH2CH2 COOH
: | OH . - COOH _
L : C‘9H19N706 N-<p —{]_T_'Z—Amino—zi _hydroxy—b—meridiny.l)—-mefhyl -
umino} benzoyl} glutamic Acid - 441.41

Actions: |n man, an exogenous source of folate is required for nucleoprotein
synthesis and the maintenance of normal erythropoiesis. Folic acid, whether given
by mouth or parenterally, stimulates specifically the production of red blood cells,
white blood cells, and platelets in persons suffering from certain megablasic
B anemias.
't \ndications: Folic acid is effective in the treatment of megaloblastic anemias due
i to a deficiency of folic acid as may be seen in tropicat or nontropical sprue, in
anemias of nutritional origin, pregnancy, infancy, or childhood.

: Warnings: Folic acid alone is improper therapy in the treatment of pernicious
i anemia and other megaloblastic anemias where vitamin Bqo is deficient.

Precautions: Folic acid especially in doses above 1.0 mg. daily may obscure per-
nicious anemia in that hematologic remission 0CCUrs while neurological
manifestations remain progressive.

This product contains FD&C Yellow No. 5 (tartrazine) which may cause allergic-

type reactions (including bronchial asthma) in certain susceptible individuals.
- Although the overall incidence of FD&C Yellow No. 5 (tartrazine) sensitivity in the

general popuiation is low, it is frequently seen in patients who also have aspirin

hypersensitivity.

Adverse Reactions: Allergic sensitization has been reported following both oral

and parenteral administration of folic acid. .

ES

Dosage and Administration:

Oral administration: Folic acid is well absorbed and may be administered orally
with satisfactory results except in severe instances of intestinal malabsorption.
Usual therapeutic dosage — In adults and children (regardless of age) up to 1.0
mg. daily. Resistant cases may require larger doses.

Maintenance level. When clinical symptoms have subsided and the blood picture
has become normal, a maintenance level should be used, i.e. 0.1 mg. for infants
: and up to 0.3 mg. for chiidren under four years of age, 0.4 mg. for adults and
i children four or more years of age, 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 appearsim-
minent.

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

How Supplied: Yellow, round, convex, scored Folic Acid 1 mg. Tablets are sup-
plied in Unit Dose packages of 100 tablets.

Preserve and dispense in well-closed containers as defined in the US r,.
Caution: Federal law prohibits dispensing without prescription. ] ff,
Manufactured by: RONDEX, INC. ' i n
Elizabeth, N.J. 07207 U.S.A. H}

Packaged by: Unit Dose Laboratories S242A
Rockford, IL61103 5 . Revised 3/83
MAR 29 1933 :

SR 4 -




NDC 51079 3
041-2 Say {rablets
[

Tablets, US P

_

Contains FD & C yellow no. 5
(larlrazine) as a color additive.
1

DOSAGE:
SEE PACKAGING INSERT.

CAUTION: FEDERAL LAW PRO-
HIBITS DISPENSING WITHOUT
PRESCRIPTION.

WARNING: Keep out of reach of
children. In case of accidenial
overdose, seek professional as-
sislance or conlact a poison con-
trol center immediately.

Manufactured by:
Rondex Laboratories

Carton Label

NDC 51079
041-20

Tablets, US P

Conlains FD & C yellow no. §
(1arlrazine) as a color addilive.
A

DOSAGE:
SEE PACKAGING INSERT.

CAUTION: FEDERAL LAW PRO-
HiBITS DISPENSING WITHOUT
PRESCRIPTION,

WARNING: Keep oul of reach of
children. in case of accidental
overdose, seek protessional as-
sistance or contact a poison con-
trol center immediately.

Manufactured by:
Rondex Laboratories

Labelingt OR' G'NAL

| Revievod by‘:%/) '

NDC 51079
041-20

3
" Folic Acid -
Tablets, US P

Contains FD & C yellow no. 5
(lartrazinej as a color additive,

DOSAGE:
SEE PACKAGING INSERT.

CAUTION: FEDERAL LAW PRO-
HIBITS DISPENSING WITHOUT
PRESCRIPTION.

WARNING: Keep out of reach of
children. In case of accidenlal
overdose. seek professional as-
sistance or conlact a poison con-
trol center immediately.

Manufactured by:
Rondex Laboratories

_hllc: ‘g(K (q CL Ra

Tablets, US P

Dispensing Without Prescription.

Packaged by:

¢

;EJLE?Q K%B_

it Dose Laboratories, Inc.
ﬁc f ,IL 61103 s-229 A
4 0//»:’[7 /|

Tablets, US P

"I CAUTION: Federal Law Prohibits

Dispensing Without Prescriplion.

)

,.El.z.—b 2

anikaag;ed byg 1983
UnitDose Laboratories. Inc.

Elizabeth, N.J. Elizabeth, N.J. Elizabeth, N.J.
[ NDC 51079 & 100 NDC 51079 Gd 100 NDC 51079 &7 100
i 041-20 225 Tablets 041-20 225 Tablets 041-20 225 Tablets

Tablets, US P

CAUTION: Federal'Law Prohibits
Dispensing Without Prescriplion,

Exp. f)
Packaged by:
Ugw Dose Laboratories. Inc. .

1} 61103 s-229°A

29 1953

e ‘?ﬁ?/ y
3,

5 /7

vol. 2.3



REVIEW OF PROFESSIONAL LABELING
ANDA - FPL
DATE OF REVIEW: 12-8-82 :
‘ NAME OF FIRM: Unit-Dose Labs
CANDA #: 88-199
NAME OF DRUG: Generic: Folic Acid Tablets
DATE OF SUBMISSION: 11-30-82
COMMENTS:
Uniﬁ—Dose - satisfactory
Carton: Not satisfactory. missing the tartaraﬁine_étatement.
(Chemist~ confirm presence of tartarazine) '
Insert - Not satisfactory

DESCRIPTION: Chemist - the structural formula and chemical
formula appear incorrect - please review.

ACTIONS: (we suggest the following): - . ' B RQ\

In man, an exogenous source of folate is required for nucleopo;
synthesis and the maintenance of normal erythropoiesis. Folic
acid, whether given by mouth or parenterally, stimulates specific
the production of red blood cells, white blood cells, and
platelets in persons suffering from certain megablastic anemias.

RECOMMENDATIONS :
1. Inform firm of the above.
2. Incorporate above'comments, revise, prepare and submit FPL.

Kent T..(Johnson

cC:
dup
KTd/c1/12-9-82
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CHEMIST'S REVIEW FOR Statement Date: NDA #

ABBREVIATED NEW DRUG APPLICATION 88-199
OR SUPPLEMENT ' ,
NAME AND ADDRESS OF APPLICANT: N ORIGINAL
Unit Dose Laboratories (Repackager) éﬂggEgﬁNT
Rockford, IL 61103 PESUBM152¥ON
, [ od
PURPOSE OF AMENDMENT/SUPPLEMENT Rgﬁgg$P°NDENCE
OTHER
IDATE(s) of SUBMISSION(s)
PHARMACOLOGICAL CATEGORY NAME OF DRUG April 6, 1982
RANERERR KRN KX HOW DISPENSED
Folic Acid
vitamin RX_XXX 0TC .
Unit dose tablet 1.0 mg
STERILIZATION SAMPLES -
[ABELING -,

Unsatisfactory...to be revised....K. Johnson

BIOLOGIC AVAILABILITY ] }
N.A. applicant is repackager, manufacturer is Rondex Labs

ESTABLISHMENT INSPECTION

Applicant, manufacturer and testing labs...not on alert list

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS
controls are unsatisfactory

....5ee letter

PACKAGING
IN Unit dose pacakges of 100, desrition requested

STABILITY:
Protocol: Rgk submitted

Exp. Date: Rekysubmitted, requested jg months '

REMARKS & CONCLUSION: | apeling to be revised, FPL requested

application #% approvable, see letter
CMSmith

&W\‘\/ Sl 7% ~ ¢



S g 0 L e : . -: LA ’ . . . R -
AT PRIV NI S YOS AN Al LJ_" s gt e U R R " _
TP L SO AP S JORURERIPUACTIT DR S v ihisalednara b e PRIPT IRGIY ..A.r.l:.':-'..u')ub.l.i'—"_d..'.l‘au."...ao-“.u".u..‘- et o AV
¢ . .
CHEM.5T'S REVILW , 1. ORGANIZATION 2. NDA NUMBLR
8% x 10 - -
(11 nocossary, continue ary liem an b % 05 Perer 'HFN-530 : 88-199
. s, NAMEC AND ADDRESS OF APPLICANT (Cliy and State) e 4. AF NUMBER
: (uf Unit Dose Laboratories, Inc (Repackager) e T et
Rockford, IL 61103 - -
. NUMBER(S] DATE(S)
6. NAME OF DRUG 7. NONPROPRIETARY NAME

1 Folic Acid

8. SUPPLEMENTI(S} PROVIDES FOR:

9. AMENDMENTS AND OTHER
(Reposts, etcd DATES

REVIEWED

[Jves [ w~o

o 10. PHARMACOLOGICAL CATEGORY 11, HOW DISPENSED 2. RELATED IND/NDA/DMF(S)
Vitami : .
{tamin D mx 3 ovc
- 13. DOSAGE FORM (S} 14.POTENCY (fos) I o
-. . . USSR s e
) _ tablet . 1 mg )
'5. CHEMICAL NAME AND STRUCTURE : 16. RECORDS AND REPORTS
- ' CURRENT
; Clves  [Owe

-t 17. COMMENTS

rof
apan

S  APPEARS THIS WAY
R ‘ “ON ORIGINAL

18. CONCLUSIONS AND RECOMMENDATIONS

applicant meets requirements as repackager

NAME . L. slcuA'lum;

C M Sm‘ith . N DAH; COMPLETED °*
DISTRIBUTION ) omiGINAL JACKET [1 AEVIEWECR T L) D|V|SION T 7
e meeem s aea Vv NC HSED MNY lL SUPPLY IS l’.XHAUSTLD. . 1

( : 19. . .- ' REVIEWCR




Enter ovalu-uon or comments for each ifem. If necesasry, continue on g x 10v5** faper-
Key continustion to item by number, Enter **NC’’ Il no change or **NA’* {f not app ic

CHEMIST'S REVIEW, Page 2

able.

NDA NUMBER

88-199

20,

COMPONENTS AND COMPOSITION (6, 7)

See NDA ‘ - *

21,

FACILITIES AND PERSONNEL (5a,b)

satisfactbny

fZ.

SYNTHESIS (&c)

Sae HDA oo

23,

RAW MATERIAL CONTROLS (gd,e)
a, NEW DRUG SUBSTANCE

b. OTHER INGREDIENTS

satisfactory, see DA ~— "

P

24,

OTHER FIRM(s) (8f)

R g6 el

- - -
PR PP ERNE T

- v ~

RECALLS

25, MANUFACTURING AND PROCESSING (84.h.j. k)
satisfactory — — <1¢a;22;ll;a c>€;a4444/ ‘7&4&%@7 ‘24524;4;<~
WM
26, CONTAINER (81) ﬂ
Blister film foil packages
27, PACKAGING AND LABELING (§/,m)
| satisfactory ,
28, LABORATORY CONTROLS (In-Process and Finished Dosage Form) (gn)
NA
29, STABILITY (8p)
accelerated data submitted
18 months expiration dating
30, CONTROL NUMBERS (8¢)
allowed for
‘ 31, SAMPLES AND RESULTS (9) ‘
"‘9_‘L'°‘T,'°"f‘lA - ) 7 b, MARKET PACKAGE
J32. LABELING (0) - - '
» - satisfactory per K Johnson
:35. ESTABLISHMENT INSPECTION »
| applicnnt and testing labs in compliance, nat on alert list
34, V

FORM FDH 2244 (2/15)



CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

38-199

ADMINISTRATIVE
DOCUMENTS



HOTICE OF APPROVAL
NEY DRUG APPLICATION OR SUPPLEMENT

NOA
Bexsag 88-199

OATE APPROVAL LETTER I1SSLED

10: FROM:

Press Relatioas Staff (11F140)

MAR 291983
: @Dure.u of Druge

[ lBurelu of '-'ctef'uury Med:icine

_ ATTENTION

approval has been entered above. '

Forward original of this form for publication only after approval’ lener has been luued and the date o!

YPE OF APPLICATION

COomaivaLnoa [

WPPLLMENTY m(A.entVIA?tD

o

SUPPLEMENT

CATEGORY

YO NDA ORIGINAL MOA TO ANCA ﬁ_'ﬁg_‘:“‘ D'vty:,.,..,.
YRASE KKR€ (or ocier deeidneted name) AND ESTASLlSnEO on NONPROPRIETARY NAME (i any) OF DRYG, )
Fo11c Acid
PYYYi 3 FORM . MOW DISPENSED
: Tablet Tyt

Oz Dovc

ACTIVE INGREDIENTI(S! (ae declared o (adel,
deoclared on label.)

Folic Acid, 1 mg.

AP

0% ORIGINAL

stary namers) ard tncluds anast(s), i1 aount e

PEARS THIS WAY

NAME OF APPLICANT (Inchate City and Scate)

Unit Dose Laboratories, Inc

(Repackager)
Rockford, IL 61103 '

PRINCIPAL INDICATION OoR PNARIACOLOGICAL CATEGORY
Vitamin

COMPLETE FOR YETERINARY ONLY

ANIMAL SPECIES FOR WHICH APPROVED

COMPLETE POR SUPPLEMENT ONMLY

CHANGE APPROVED TO PROVIDE FOR

FOtM PREPARLD BY

N AME

C M-Smith

oaTE

'ORI APPROVED BY

mAME

d L Meyer

Davy

"Foaﬂ O 1642 (2/79)

FREVIOUS EOITION MAY 8L USKD UNTIL SUPPLY 13 CXMAUSTLD,



j[;/}'jf: DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
]

my{ ) j _ Food end Drug Administration
’ Rockviiia MD 20857

ATE: 12-2-82
0: Division of Drug Manufacturing (HFD-320)

RCM: Division of Generic Drug Monographs HFD- 530

Requester's Name: David Rosen Phone: %443-4040

UBJECT: GMP EVALUATION-REQ_UEST

A)NDA and Supplement Number: 88-199

mug TRADE NAME: Folic Acid

irug NON-PROPRIETARY NAME:

RODUCT CODE: Qa1 (description of dosage form, e.g., compressed tablet, liquid, etc.)

80 DAY DATE: 071783 DRUG CLASSIFICATION:

. Unit
PPLICANT'S NAME: nit Dose Labs

DDRESS: 1550 Elmwood Rd., Rockford, I1l 61103

ACILITIES TO BE EVALUATED: (Name, Address, and Responsibility)

L. Applicant- unit dose repackager using

APPEARS THIS WAY :
ok 9R|G|NA| : : :

FOR HFD-320 USE ONLY /

—_——

C ”?N: DATE: CS0:

c: HFD- (Original returned to NDE Div.)

ADDITTONAL CCHMENTS CONCERNIRG THIS REQUEST SIIGAUJLD BE DESCRIBED ON AN ATTACHED SIEET /




_\ed. Oclober 7. 1980

‘ Bureau of Foods. ™
'ﬁ’n_nu:, 0-32290.Filed m-as-ux 845 ami]
SBRLING COOE: uto-u;-l

Dzreclor. ‘Burequ of Fo
IR Doc. 80-32289 Pilod 10-16-80: 845 am] -
BILLING CODE 4110-03-M

qaoouet No. sor-oaaﬂ o

: £astman Chemicals Division, Eastman
- Kodak Co., F‘ Hng of Food Addltive :
Petition

;'_;%Msucv. F ood and Drug Adxmmstratlon
c‘ﬂon: Notzce. : :

DMMARY: FEastman Chemicals Division,

roposing that the food additive -

:a-cyclohexane dimethanol to 89-66 "

aind 1-34, respectively, in the: xmxture
sed as a reactant with dimethyl

4erephthalate in the production of

4arephthalate copolymer mtended for
:Food-contact use.

"_‘ FOR FURTHER INFORMATION com'Acr'
%2ir'D..Anand, Bureau of Foods [HFF-

.834); Pood and Drug Administration, 200
~fSt, SW., "lashmcton. DC 20204 20.,— .

4725680 -

" SUPPLEMENTARY INFORMATION: Under i
#he Federal Food, Drug, and Cosmetic
Act {secs. 201(s), 408, 72 Stat. 1784-1768 . -

~as amended {21 U.S.C. 321(s), 348)) -
“qotice is-given that a petition (FAP -:
“40B3523) has been filed by Eastman -
* Lhemicals Division, Eastman Kodak Co.,
*Kingsport, TN 37682, proposing that -
~§177.1316 Ethylene—1,4-cyclohexylene
- fimetkylene terephthalate copo]ymer :
{21 CFR 177.1315} be amended to -
“proaden the mole percentages of .
“gthylene glycol and 1 4-cyclohexane :
“gimethanol to 99-66 and 1-34, -
- respectively, in the mixture used asa.

. the production of ethylene-1,4- -
eyclohexylene dimethylene -
‘terephthalate copolymer mlended for

. fvod-contact use,

FDA has carefully considered the :
potential environmental effects of this
action and has concluded that the action

»ill not have a significant impact on-the

human environment and that an-
-environmental impac! stutement is not -

- required. The agency's finding of no
significant impact and the evidence
supporting the document may be seen in
the office of the Hearing Clerk (HFA-
307" Food and Drug Administration, Rm,
4~ 3600 Fishers Lane, Rockville, MD
20857, between 9 a.m. and 4 p.m.,, =~
Alonday through Friday. .

" SUMMARY: The'agency 'viri‘thdrawé
Eastman Kodak Co. bas filed a petition |

wegulations be'amended to broaden the
gnole percentages of ethylene glycol and

thylene-1,4-cyclohexylene dunethyléne
.| EFFECTIVE mms. Octpber 27,1980 _
" FOR FURTHER INFORMATION CONTACT: T
~ - Vitolis E. Vengris, Bureau of Veterinary .
. Medicine (HFV-214), Food and Drug

‘Rockvxlle, MD 20857, 301-443-3183.

* 'SUPPLEMENTARY INFORMATION: - " "
Farmland Industries, Inc.; P.O.. Box- 7305,
" Rockville, MD 20857.
"NADA 44-364 which provided for use of

'  Co-op Chick Fortifier (0.50 percent
~amprolinm) premix in‘making finished
’ poultry feeds. The feeds are indicated as
_aids in prevention-of coccidiosis in -

“broiler chickens, turkeys, and laying .
" hens or for development of active -~~~
immunity to coccidiosis in replacement '

s Dated: Oéibbél:' 8, 1980, .
-Gerald B. Guest.
-Acting Dlrector. Bureau of Vet'erinu{y
‘Medicine."

N BILLING CODE 4110-03—"

IFR Dot. BO-—SZHB Flh‘?d 10—10—8& 3145 aml

| AGENCY' Food and Drug Adnumstrahon
'ACTION: Notice. S

approval of a new animal drug- .

.. application (NADA) providing' for use of
' Co-op Chick Fortifier {amprolium)-’

--premix. | Fxmshed feeds. containing the
- premix are fed to poultry as an aid in
- prevention of coccidiosis or for

-~ development-of immunity to: coccxdxosxs
" The sponsor; Farmland Industries, Inc., : - ©
" DATE: Supplements to approved NDA' »
-and ANDA's dueon or before December,
. 16,1980. . : S
.- ADDHRESS: Commumcahons in response
. to this notice should be identified with_ -
: the reference number DESI 5897, .-~
~directed to the attention-of the * -

requested the withdrawal of. approval

- Administration, 5600 Fishers Lane,

Kansas City, MO 84118,is the sponsor of

chickens under conditions of slight

approval of the NADA becuuse the

Therefore, under the Federd rood.

- Drug, and Cosmetic Act [sec. 512{e). 82

1at. 345-347 (21 U.S.C. 360b{e]}}), under
authority delegated to the Commissioner
of Food and Drugs {21 CFR 5.1) and
redelegated to the Bureau of Veterinary
Medicine {21 CFR 5.84), and in
accordance with § 514.115 Withdrawal.
of approval of appllcauu 15 {21 CFR
514.115), notice is given that approval of
NADA 44-384 and all supglements for .
Farm!and Industries, Inc., Co-op Chick
Fortifier is hereby withdrawn, effective
October 27, 1960.

* Farmiand Industries, Inc;; Co-op Chick o> 0" Dosket Ko wmm
- Fortifier; Wnthdrawal of Approval cf
, NADA L,

.. ageNcy: Food and Drug Admimslratxon
"« AcTION: Notice. 7+ S

- 'sussmARY: This notice amends T W
- previous Federal Register notice for folic

statement to,be included in the labelmg
“for these drugs. The' ‘agency believes the
revised labeling more accurately states -

“the level at which folic acid may

- addressed top the Food and Drug -

: " {identify with NDA number): Division of
“..(HFD-=130), Rm. 14B-03, Bureau of Drugs.-
- or supplements thereto (identify as.suck):

- .Division ol Generic Drug Monographs [rﬂ-’D— '
-530), Bureau of Drugs.

" David T. Read, Bureau of Drugs (HFD—

" 32), Food and Drug Administration, 5600

» - .. Fishers Lane, Rockv *lle MD 20857, 301~

" product is no longer bemg mzmufuctured
or marketed.

- Folic Acid Preparations. Oral and P
“~-“parenteral tor Therapeutic Use;’ Drugs .

for Human Use; Drug EHficacy. Study ~
Implementation' Amendment

acid by revising the Precautions’

obscure pernicious anemia.:

appropriate office named below, énd

Administration, 5600 Fishers Lane. L

Supp]emems to full pew drug Epphcahom EE

Metubolism and Endocrine Drug Products --

Original abbreviated new drug applxcatioi-s

Requests for opinion of lbe app!zcab;hty or

.- ‘this notice to a specific product: Divisionof ... -
. g . ¥ o
_'exposure to coccldiosis. The application - Drug Labehng Con phunce (}L D—'no) Bureuu‘ S
. was originally approved November 10, . °

. :1970. By letter of April 22,1980, the

reactant ' with dimethyl terephthalate in ~ sponsor requested withdrawal of

of Drugs.
FOR FURTHER INFORMATION COHTACT'

413-3650.

SUPPLEMENTARY INFORMATION: A notice
published ic the Federal Register of
April 9, 1671 (36 FR 6843), announced
the conditions under which the FDA
would approve new drug applications
for fulic acid preparations. The labeling
conditions included the following
pPeLdutxon .

Folic acid especially in d()st-a abaove 1.0
mp daily may obscure perniciovs anemia, in
that hemutolugic remission may vecur while
neurological menifestations remain
progressive.

This same precaution was required in
en amendment published August 2, 1973
{38 FR 28750).



~““affected by this notice should be

. Approval ot RADA . . . .- =

Based on available data and "%
formation the Director of the Bureau of
_ ags finds that the precautions sectio
of the labeling conditions for folic acid
preparations should be amended. While .
‘obscuration of pernicious anemia does .

. not ocur at levels of 0.1'mg for folate per it
" - day, hemotologic remissionsin . .

* _ pernicious anemia have been reported -
. at Jevels as low as 0.25 mg of folate per =
.. day. The precautions section of the i

. labeling conditions for folic. acid
“-preparations is amended to read as ‘.
follows: - .o S

.~ Folic'acid in doses sbove 0.1mg daily may
" obscure pernicious anemia in that :

©  hematologic remission can occur while S
" newrological manifestations remain " -

- progressive. ;. ' ol fak e T
""" Bupplements to approved NDA's or
_ ANDA's providing for appropriate
“revision of the labeling of drug products

" submitted on or before December 18,
“1980. The revised labeling may be put
“" - imto use before FDA approves the ;
supplemental NDA or ANDA, but it
shall be put into use no later than .7
Februury 17, 1981. I

_This notice is issued under the Fed..étal‘

Dated: October 8, 1980, . &
* J. Richard Crout, L
Director, Bureau of Drugs. - =~
[FR Doc. 80-32293 Filed 10-16-50: &:45 aw]'

" BILLING CODE 4110-03-M

- antimony). The NADA was originally
“approved January 23, 1850. In their letter
“of April 29, 1980, the firm requested that:"

- Withdrawal of approval of applications i
“ {21 CFR 514.115}, notice is given that

" § 520.120 (Anthelin tablets is being
“revoked. -, R
... Dated: October 8, 1980.
’  Gerald B. Guest, - - il
’ ..*Acting Director, Bureau of Veterinary
- - Food, Drug, and Cosmetic Act (secs. 502, O S
"’ 505, 52 Stat. 1050~1053, as amended {21 -
“11.8.C. 352, 355)), and under the authority

. [FR Doc. 80-32177 hhd’ao-im'é;s. e} o
“ BILLING CODE 4110-03-M - 05 7
_delegated to the Director of the Bureau = . S
. of Drugs (21 CFR 5.82).. ~ Come

_“[Docket No. 80F-0359] -~

approval of the NADA be withdrawn -
beeause the product is nb longer being
manufactured or marketed. S

- Therefore, under the Federal Food, ..
" Drug, and Cosmetic Act {sec.512(e), 82"
7" Grat, 345-347 (21 U.S.C. 380b(e))} and - 7
“: under authority delegated to the: - S

Commissioner of Food and Drugs (21 - :

_ CFR 5.1) and redelegated to the Bureau E
-, --of Veterinary Medicine (21:CFR 5.84},

and in accordance with § 514.115

NADA 7-228 and all supplements fo
anthelin tablets is hereby withdrawn, :

this issue of the Federal Register, . -

Medicine. -

* " Mitsul Petrochemical Industries, Ltd;
. - Filing of Foed Additive Petition .- -
- agENcY: Food and Drug Administration.

ACTION; Notice. - :

. Jensen-Salsbery Laboratories;
" Anthelin Tablets; Withdrawal of . .

*. aGENCY: Food and Drug dministration. -

. "ACTION: Notice. -~ -

. proposing that the food additive
* _ regulations be amended to provide for .

- gsuMMARY: The Food and Drug .
. Administration (FDA) withdraws
_ approval of a new animal drug

application (NADA) providing for use of
anthelin teblets as an anthelmintic in
dogs. The sponsar, Jensen-Salsbery
Laboratories, requested withdrawal of
approval. -

eFFECTIVE DATE: October 27, 1980.

FOR FURTHER INFORMATION CONTACT:
Leonard D. Krinsky, Bureau of .
Veterinary Medicine (HFV-216}, Food
and Drug Administration, 5600 Fishers
Lane, Rockvilte, MD 20857, 301-443-
4093.

SUPPLEMENTARY INFORMATION: Jensen-
Salsbery Laboratories. Division of
Burroughs-Wellcome Co., Kansas City,
MO 84108, is sponsor of NADA-7-228

L
~
h
\

SUMMARY: Mitsui Petrochemical - -
Industries, Lid., has filed a petition .

an increase in the weight-percent of -

(HFF-334), Food and Drug - -
Administration, 200 C 8t. SW.,
Washington, DC 20204, 202-472-5690.
SUPPLEMENTARY INFORMATION: Under
the Federal Food, Drug, and Cosmetic " .
Act (secs. 201(s), 409, 72 Stal. 1784-1768
as amended {21 U.S.C. 321(s}, 348]).
notice is given that a petition (FAP No.

0B3521) has been filed by Mitsui

Petrochemical Industries, Ltd,, cfo
Keller and Heckman, 1150 17th St. NW.,~
Washington, DC 20038, proposing that

§ 177.1520 Olefin polymers (21 CFR
177.1520) be amended o provide for an
increase in the weight-percent units
derived from 4-methylpentene-1in.

~

ethylene[&methylgentene—l copolymers

jrtfx'i's';acti()n' is being reviewed. If the..
-agency finds that an environmental
‘impact statement is not required an

" . Dated: October 7,1880. ¢ -
‘Sanford A. Miller, -

intended for food-contact applications.. "
“The potential environmental impact.of.

this petition results in a regulation, the",-f-"_".f

-~ notice of availability of the agency's -
" finding of no significant impact and the - -
. evidence supporting that document will

be published with the regulation in the
Federal Register.in accordance with 21
CFR 25.40{c) (proposed Decen_xbe: 11,0

197%; 44 FR 71742). - .~

Director, Bureau of Foods. " -

 Food Additive Petition .. ..
_ AGENCY: Food and Drug Administration. S
‘Acmow:Notice. ~ o

Radiation Technology, Inc; Fling of -

. susMARY: Radiation Technology, Inc.,

has filed a petition proposing that the
food additive regulations be amendedio. *

-provide for the safe use of a-sourceof
- gamma radiation to reduce or control .
--microbial contamination in spices, - -

- natural flavorings, and dehydrated
.. vegetable seasonings.” . © .-."

'FOR FURTHER INFORMATION CONTACT: ..~~~

George H. Pauli, Bureau of Foods (HFF- .

" 834}, Food and Drug Administration, 200 -~ - %
C St. SW., Washington, DC.20204, 202~ =

. '472-5890. T

. SUPPLEMENTARY INFORMATION; Under

the Federal Food, Drug, and Cosmetic

. Act (secs. 201(s}, 409, 72 Stat. 1754-1788-
.- as amended (21 U.S.C. 321(s), 348)), .

notice is given that a petition (FAP

. units derived from 4-methylpentene-1in OM3516} has been filed by Radiation
- ethylene/4-methylpentene-1 copolymers
" intended for food-contact applications. .-
" FOR FURTHER INFORMATION CONTACT: -~
‘Neal D. Singletary, Bureau of Foods

Technology, Inc., Lake Denmark Road,
Roékaway, NJ 07866, proposing that Fart
179—Irradiation in the Production, "
Processing and Handling of Food (21
CFR Part 179) be amended to provide for
the safe use of a Coball 60 or Cesium
137 source cf gamma radiation to reduce
or control microbial contamination in
spices, natural flavorings, and
debydrated vegetable seasonings by

. irradiating those foods at doses up to 1

megarad. This petition is being
evaluated. '

The agency has considered the
potential environmental effects of this
action and has concluded that the action
will not have a significent impact on the
bueman environment and an
environmental impact statement is not
required. the agency’s findings of no
significant impact and the evidenoe'.




[DEBI 5897; Docket No. FDC-D-265; NDA
5897, etc.]
FOLIC ACID PREPARATIONS, ORAL
AND PARENTERAL FOR THERA-
PEUTIC USE

Drugs for Human Use; Drug Efficacy
Study Implementation

The Food and Drug Administration
has evaluated reports received from the
National Academy of Sciences-Nationat
Research Council, Drug Efficacy Study
Group, on the following folic acid
preparations:

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

" per 5 cc.:

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

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

2. Folic Acid Tablets; 5 mg. per tablet;
marketed by El 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, Philadelphia,
Pennsylvania 19120 (NDA 6-338) .

In addition to the above products, folic

.acid preparations for therapeutic use

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

ABA Pharmaceutical Co., Division of Bergher
Distributing Co.

Anferican Pharmaceutical Co.

American Drug Products.

American Quinine Co.

Approved Pharmaceutical Corp.

Arcum Pharmaceutical Corp.

Associated Labs., Inc.

Barre Drug Co., Inc., The. .

Barry-Martin Pharmaceuticals, Inc,

Bell Pharmaca) Co.

Oarroll Chemical Co., The. ,

Columbia Medical Co.

Consolidated Midland Corp., CMC Research
Division,

Oorvit Pharmaceuticals.

Daniels, Robert and Co., Inc.

DuMont Pharmacal Co.

. Evron Pharmaceutical Co., Inc.

Faraday Laboratories, Inc.

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

Harvey Labs., Inc.

Jan Labs. :

Kirkman Labs., Inc¢.

Lannett Co., Inc.

Lit Drug Co.

Lustgarten Laboratortes, Inc.
Miffitn, McCambridge Oo., Inc.
Penhurst Pharmacal Co, -
Pharmex, Inc.

Preston Pranklin Pharmacsl Oo.
Richlyn Labs.

Robinsom Laboratory, Inc,
Spencer-Mead, Inc.

Btanlabs, Inc.

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

Willilams Chemical Co.
Winsale Drug Co.

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

The Foodrand 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 announcement,

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

. that:

1. Folic acid is effeclive for the treat-
ment - of megaloblastic anemias of
_tropical and nontropical -Sprue, nutri-
tional origin, bregnancy, infancy, and
childhood.

2. There is a lack of substantial evi-
dence that folic acid is effective for ihe
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
meg. daily have greater efficacy than do
those of 1 mg. Further, the usual thera-
peutic dose, oral or parenteral, should be
0.25 mg. to 1.0 mg. daily, and the mainte-
nance dose should ordinarily be 0.1 to
0.25 mg. daily. Administration of higher
doses greatly increases the possibility of
masking vitamin B-12 deficiencies and
the insidious development of or precipi-
tation of neurological manifestalions
and/or lesions.

Preparations supplying no more than

-0.1 mg. folic acid daily continue to be

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

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

C. Labeling conditions. 1. The label
bears the statement “CAUTION: Fed-
eral law prohibits dispensing without
prescription.”
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2! The drug is labele! to comply with
all requirements of the Act and regula-
tions promulgated thereunder, and those
parts of jts labeling indicated below are
substantially as follows: (Optional addi-
tlonal information, applicable to the
drug, may be proposed under other
appropriate paragraph headings and
should follow the information set forth
below.) )

PoLic Acwo

DESCRIPTION

(To be supplied by the manufacturer. This
i8 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 confined to an appropriate statement
of the demonstrated pharmacologic/phys:o-
logic actions of the active ingredients of the
drug in humans. When the mode of action
has not been determined, this should be
clearly indicated.)

INDICATIONS

Folic acid is effective In the treatment of
megaloblastic anemias due to a deficiency of
folic acid as may be seen in tropical or non-
tropical sprue, in anemias of nutritional

‘origin, pregnancy, infancy, or childhood.

WARNINGS

Polic acid alone 1s tmproper therapy in the
treatment of pernicious anemia and other
megaloblastic anemias where vitamin B, 15
deficient.

PRECAUTIONS

Folic acid especially in doses above 1.0 mg.
daily may obscure perniclous anemia, in that

" hematologic remission may occur while neu-

rological manifestations remain progressive.
ADVERSE REACTIONS

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

DOSAGE AND ADMINISTRATION
Oral administration: Folic acid is well ab-

" sorbed and may be administered orally with

satisfactory results except In severe instances
of intestinal malabsorption.

Parental administration. Intramuscular,
fntravenous, and subcutaneous routes may
be used if the disease is exceptionally severe,
or if gastrointestinal absorption may be, or
is known to be, impaired.

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

Maintenance dosage: When clinleal symp-

-toms have subsided and the blood picture

has become normal, a meintenance 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
adjustment of the malntenance dose made
if relapse appears imminent. . )

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

D. Previously approved applications,
1. Each holder of a “deemed approved”
new-drug application (i.e, an application
which became effective on the basis of
safety prior to October 10, 1962) for such

. drug is requested to seek approval of the

‘claims of effectiveness and bring the ap-

blication into conformance by submitting
supplements containing:

&. Revised labeling as needed to con-
form to the labeling conditions described
herein for the drug. and complete cur-

rent container labeling, unless recently

submitted.

b. Updating information as needed to
provide for an oral dosage form contain-
ing no less than 01.5 mg. and no more

than 1.0 mg. folic acid per tablet or &-

parenteral dosage form containing an
amount appropriate for administration
as described herein, and to make the ap-
Plication current in regard to items [
(components), 7 (composition), and 8
(methods, facilities, and controls) of the
new-drug application form FD-35GH to
the extent described for abbreviated new-
drug sapplications, § 130.4(1), published
in the Feperar REGISTER April 24, 1970
(35 FR. 6574). (One supplement may
contain all the {nformation described in
this paragraph.) D

2. Buch suppleinents should be sub-
mitted within the {'cwing time periods
after the date of publication of this no-
tice in the FEDERAL R&GISTER:

&. 80 days for revised Mbeling: or, for
those products which must be reformu-
lated, 180 days for revised labeling fully
in actord with this announcement, pro-
vided claims for which substantial evi-
dence of effectiveness is lacking are
deleted within 60 days. The supplements
should be submitted under the provisions
of §130.8 (d) and (e) of the new-drug
regulations (21 CFR 130.9) which permit

certain changes to be put into effect at.

the earliest possible time.

b. 180 days for updating information.

3. Marketing of the drug may continue
untll the supplementsl gpplications sub-
maitted in accord with the preceding sub-
paragraphs 1 and 2 are acted upon,
provided that the labeling of the prepa-
ration shipped within the jurisdiction of
the Act is in accord with the labeling
conditions deseribed in this announce-
ment wthin the time perlods described
in subparagraph 2a.

E. New applications. 1. Any person who

distributes or intends to distribute sueh
drug which 1s intended for the conditions
of use for which it has been shown to
be effective, as described under Al above,
should submit a. -drug

lication meeting the conditions spec-
ifled in § 130 4( (1) and (2), published
in the Froerar Recister April 24, 1970
(35 P.R. 6574) . Such appHcations should
include proposed labeling which is in
accord with the labeling conditions de-
scribed herein.

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

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

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

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

e ORI NINR e L s B
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4. The application has not been ruled
incomplete or unapprovabje. .

P. Opportunity for @ hearing. 1. The

oher of Food and Drugs pro-

Poses 10 issue an order under section

505(e) of the Federa! Food, Drug, and

etic’ Act withdrawing approval of

all new-drug applications and al) amend-

ments and supplements thereto provid-

ing for the indications for which sub-

- stantial evidence of effectiveness is Jack-

ing as described in paragraph A2 of this
announcement. An -order withdrawing
approval of the applications will not is-
sue if such applications are supple-
mented, in accord with this notice, to
delets such indications, Promulgation of
the proposed order would cause any such
drug for human use offered for the in-
dications for which substantial evidence

- of effectiveness s lacking, to be & new

drug for which an approved new-drug
application {s 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 505 of the Act (21 US.C. 355)
and the regulations promulgated there-
under (21 CFR Part 130), the Commis-
sioner will give the holders of any such
applications, and any interested person
who would be adversely affected by such
an order, an ‘opportunity for a hearing
to show why such indications should not
be deleted from labeling. A request for a
hearing must be fileq within 30 days after
the date of publication of this notice in
the Frperal REGISTER. A request for a
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 g well-organized and
full-factual analysis of the clinjcal and
other investigntional data the objector
is prepared to prove in a hearing, Any
date submitted in response to this notice
must be previously unsubmitted and in-
clude data from adequate and well-
controlled eclinical investigations (iden-
tified for ready review) as described in
§130.12(a) (5) of the regulations pub-
lished in the Feprnrar RrGISTER Of May 8,
1870 (35 F.R. 7250). Carefully conducted
and documented clinica] studies obtained
under uncontrolled or partially controlled

on their merits for corroborative support
of efficacy and evidence of safety. If a
hearing is requested and justified by the
response to this notice, the issues will be
defined, a hearing examiner will be
named, and he shall issue a written no-
tice of the time and place at which the
hearing will commence,

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

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

the use provided for in this announce.
ment, appropriate additional Information
88 described in § 1304 or §1309 of the
regulations (21 "CFR 130.4, 130.9) may be
required, including results of animal zang
clinical tests intended to show whether
the drug is safe and. effective,
Representatives of the Administration
are willing to meet with any ifiterested
person who desires to have a conference
concerning proposed changes in the
1abeling set forth herein. Requests for
such meetings should be made to the Of-
fice of Scientific Evaluation at the ad-

- dress given below, within 30 days after

the publication of this notice it the Fep-
ERAL REGISTER.

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

Communications forwarded in re-
sponse to this announcement should be

Supplements (ldentify with NDA number) :
Office of Eclentifie Evaluation (BD-100),
Bureau of Drugs,

Original abbreviated new-drug applications
{identity as such): Drug Efficacy Sud -
Implementation Project Office (BD-5), Bu-
reau of .

Request for Hearing (identify with Docke:
number) : Heartng Clerk. Office of Cen-

gs.

Requests for NAS-NRC report: Presa Rela-

tions Office (CE-200), 200 C Street Sw¢,
Washington, D.C. 20204.

This notice s {ssued pursuant to pro-
visions of the Federal! Food, Drug. and
Cosmetic Act (secs. 502, 505. 52 Stat
1050-53, as amended; 21 US.C. 252, 335)
and under authority delegated to the
Commissioner of Food and Drugs (21
CFR 2.120), .

Dated: March 19, 1971,

8am D. Fing,
Associate Commissioner
Jor Compliance.

[FR Doc.71-4952 Flled ¢-8-71;8:46 amj}
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DEPARTMENT OF HEALTH, EDUCA-
TION, AND WELFARE

Food and Drug Administration
|DESI 5897)

FOLIC ACID PREPARATIONS, ORAL AND
PARENTERAL FOR THERAPEUTIC USE

Drugs for Human Use; Drug Efficacy Study
implementation; Amendment

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

It was concluded that there is no
evidence that doses of folic acid greater
than 1 mg. dally have greater efficacy
than do those of 1 mg., and that the
usual therapeutic dose, oral or paren-
teral, should be 0.25 mg. to 1.0 mg. daily,

and the maintenance dose should ordi-

narily be 0.1 to 0.25 mg. daily. The notice
allowed 180 days for manufacturers and
distributors to reformulate products of
higher strength than 1.0 mg.

That notice also stated, in accord with
regulations then in effect (21 CFR $.42),
that oral preparations supplying more
than 0.1 mg. folic acid per dosage unit
would be restricted to prescription dis-
pensing and that a dietary supplement
furnishing 0.1 mg. could be prescribed
when a maintenance level of 0.1 mg. per
day was indicated.

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

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

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

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

basis its previous policy of regarding any.

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

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

The Food and Drug Administration
has evaluated reports of the National
Academy of Sciences-National Research
Council, Drug Efficacy Study Group, as
well as other available evidence, and
concludes that folic acid administered
orally or parenterally:

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

NOTICES

nontropical sprue, nutritional origin,
pregnancy, Infancy, and childhood.

2. Lacks substantial evidence of effec-
tiveness in “macrocytic anemias .asso-
ciated with pellagra and similer defi-
clency states” and such vague, unspecific
conditions as “macrocytic anemisa of gas-
trointestinal origin™ and “megaloblastic
anemias other than pernicious anemia.”

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

The usual therapeutic dose, oral or par- .
-enteral, is up to 1.0 mg. daily.

Dietary supplement preparations are

- avallable without a prescription (21 CFR

121.1134). Levels higher than dietary
suppiement amounts are avallable only
with a prescription.

Parenteral drug products and those
oral dosage form products which by rea-
son of containing in excess of 0.8 me.
per dosage unit or per recommended
daily dosage or because of a recommen-
ded use are limited to prescription dis-
pensing, are regarded as new drugs (21
U.8.C. 321(p)). The Food and Drug Ad-
ministration is prepared to approve ab-
breviated new-drug applications and
abbreviated supplements to previously
approved applications providing for
these articles under the conditions de-
scribed herein.

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

ommended in the labeling guidelines

below.

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

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

FoLIC ACID

DESCRIFTION

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

ACTIONS

(To be supplied by the manufacturer. This
s to be confined to an appropriate statement
of the demonstrated pharmacologic/phys-
jologic actions of the active ingredients of
the drug in humans. When the mode of action

‘has not been determined, this should be

clearly indicated.)
INDICATIONS

Folic acid 1s effective in the treatment of
megaloblastic anemias due to a deficiency of

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

WARNINGS

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

PRECATUTIONS

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

ADVERSE REACTIONS

Allergic sensitization has been reported
following both oral and parenteral admin-
istration of folic acid.

DOBAGE AND ADMINISTRATION

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

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

Usual therapeutic dosage—In adults and
children (regardless of age) up to 1.0 mg.
daily. Resistant cases may reguire larger
doses.

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

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

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

Any identical, related, or similar prod-
uct, not the subject of & new drug ap-
plication, is covered by the new drug ap-
plications reviewed and is subject to this
notice. See 21 CFR 130.40.(37 FR 23185,
October 31, 1972). Any person who
wishes to determine whether a specific
product is covered by this notice should
write to the Food and Drug Administra-
tion, Bureau of Drugs, Office of Compli-
ance (BD-300), 5600 Fishers Lane, Rock-
ville, MD 20852. ’

This notice is issued pursuant to pro-
visions of the Federal Food, Drug, and
Cosmetic Act (secs. 502, 505, 52 Stat.
1050-53, as amended; 21 U.S.C. 352, 355)
and the Administrative Procedure Act (5
U.8.C. 554) and under authority dele-
gated to the Commissioner of Food and
Drugs (21 CFR 2.120).

Dated: July 26, 1973.

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

[PR Doc.73-16899 Filed 8-1-73;8:45 am]
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COMMITTEE ON PETROLEUM STORAGE
CAPACITY NATIONAL - PETROLEUM
COUNCIL
' Notice of Meeting
Pursuant to Executive Order 11686,

notice is hereby given of the following

meeting:
The Committee on Petroleum Btorage

Capacity of the National Petroleum

Council will meet at 10:a.m. on Oct-

tober 18, 1873, in the National Petroleum
Council’s Conference Room in Washing-
ton, D.C. The agenda will include.dis-
cussion of an outline, the organizational
structure and a work schedule to carry
out the petroleum storage capacity study
requested by the Secretary of the Interior
on July 12, 1873,

The purpose of the National Petroleum
Council is solely to advise, inform and
make recommendations to the Secretary
of the Interior on any matter relating to
petroleum or the petroleum industry. The
meeting is open to the public to the ex-
tent that facilities permit.

Dated October 12, 1873.

J. RoY GOODEARLE,
Associate Director.

{FR Doc.78-22074 Flled 10-13-73;11:13 am]

DEPARTMENT OF COMMERCE

Domestic and Intemnational Business
Administration

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

Notice of Meeting

The Computer Peripherals, Compo-
nents, and Related Test Equipment
Technical Advisory Committee of the
U.8. Department of Commerce will meet
October 23, 1873, at 9:00 am. in Room
6802 of the Main Commerce Bullding,
14th and Constitution Avenue, NW.,
Washington, D.C.

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

Agends items are as follows:

1. Approval of minutes from Technical Ad-
visory Committee meseting of July 25,
1978.

2. Presentation of papers or commsnts from

- the public.
3. Report from chairmen of subgroups and
associated discussion.
s. 1/0 Equipment Subgroup—I1. Wiesel-

man,
b. Memory Equipment Bubgroup—P.

Harding.
c. Test Bquipment Subgroup—J. Hubbs.
4. Executive seasion:
a. Report from chatrmoen of subgroups
and associated discussion.
. /

NOTICES

(l) I/O nqulpment Subgroup—L
(2) uomnry Equipment Subgroup
—P. Harding.

(8) Test Equipment Subgroup
b. Discussion on futire assignments.
= 5. Adjournment.

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

The public will be permitted to attend
the discussion of agenda items 1-3, and
a8 limited number of seats—approx-
imately 25—will be available to the pub-
lic for these agenda items. To the extent
time permits, members of the public may
present oral statements to the committee.
Interested persons are also invited to file
written statements with the committee.

With respect to agends item (4),
“Executive session,” the Assistant Secre-
tary of Commerce for Administration, on
August 13, 1973, determined, pursuant to
section 10(d) of Pub. L. 92463, that this
agenda item should be exempt from the
provision of Bections 10 (a) (1) and (a)
(3), relating to open meetings and public
p&rtlclpatlon therein, because the meet-
ing will be concerned with matters listed
in (5 U.8.C. 552(b) (1)).

Purther information may be obtained
from Rauer H. Meyer, Director, Office of
Export Control, Room 1886C, U.S. De-
pariment of Commerce, W
D.C. 20230 (A/C 202—987-4293)

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

Dated October 11, 1873.

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

{PR Doc.73-23052 Plied 10-15-78;8:45 am])

Office of the Secretary
- IMPORTERS’ TEXTILE ADVISORY
- COMMITTEE

Notice of Change of Date of Public Meeting
Ocroper 15, 1973.

On October 11, 1973, there was pub-
lished in the Frprrar RxcisTER (38 FR
28091) a notice announcing that a meet-
ing of the Importers’ Textile Advisory
Committee would be held on October 18,
1878, at 2:00 p.m., Room 6802, Depart-
ment of Commerce, 14th and Constitu-
tion Avenue NW. Washington, D.C.
20230. The purpose of this notice is to
advise that the date of that meeting has
been changed to October 19, 1973. The

. ’

3

time and location of the meeting rema.in

t.he same. - .
Sxm M. BODNER,

Chairman, Commitiee for the

Implementation of Textile

Agreements, and Deputy As-

sistant Secretary for Re-

_sources and Trade Assistance.

[FR Doc.73—22193 Flled 10-15-73;10:46 am]

DEPARTMENT OF HEALTH,
EDUCATION, AND WELFARE

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

‘Pursuant {o the provisions of the Fed-
eral Food, Drug, and Cosmetic Act (sec.
409(b) (5), 72 Stat. 1786; (21 U.S.C. 348
(b)(5))), notice is given that a petition
(FAP 7J2178) has been filed by BASF

'Wyandotte Corp., 1609 Biddle Avenue,

Wyandotte, Mich, 48192, proposing that
§ 121.1235 Copolymer condensates - of
ethylene oxide and propylene oxide (21
CFR 121.1235) be amended to provide for
the safe use of a-hydro-omepa-hydroxy-
poly (oxyethylene) /poly (oxypropylene)
(51-57 moles) /poly(oxyethylene) block
copolymer, having an average molecular
welght of 14,000 and a cloud point above
100° C. in 1 percent aqueous solution, as
a dough conditioner in yeast-leavened
bakery products.

Dated October 3, 1973,

Ve O. WoODICEA,
Director, Bureay of Foods.

[FR Doc.73-21024 Piled 10-16-73;8:45 am]

[DESI 5807}

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

In FR Doc. 73-15699 appearing on
page 20750 in the issue of Thursday, Au--
gust 2, 1973, in the last paragraph of the
section headed ‘“Dosage and Adminis-
tration”, the word “pregnancy” should
be inserted in the first line between the
words “alcoholism” and “hemolytic”.

DEPARTMENT OF HOUSING AND
URBAN DEVELOPMENT

Office of Interstate Land Sales Registration
[Docket No. N-73-186}
ALBERMARLE SHORES
Order of Suspension

‘In the matter of Albermarle 8hores,
Administrative Proceedings Division File
No. Z-215.

Notice 18 hereby given that: On June
21, 1978, the Department of Housing and
Urban Development, Office of Interstate
Land Bales Registration, published in
the Froxaar Rxomster & Notice of Pro-’
ceedings and Opportunity for Hearing,
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ber; .

d. Removal of such a tissue sample will
not cause serious or permanent injury to
the whale involved;

e. The skin samples will be subjected
to cytological analysis, which will permit,
upon examination of stained chromatin
material, efficient identification of the
pex of each whale;

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

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

5. Dr. Howard E. Winn, University of
‘Rhode Island, Kingston, Rhode Island
02881, to take one male and one female
grey seal pup (Halichoerus grifpus) for
scientific research on the vocal behavior
of grey seals. .

The Applicant states:

a. The seal pupe will be taken from the
Basque Islands, Nova BScotis, Canads,
between January 15, and February 15,

b. The seals will be captured using &
fish net of heavy cord and transported by
truck to the Applicant’s facility;

5

skeleton or dead
onated to the Smith-
sonian Imstitution;

d. The animais will be maintained in
a wooden. tank, 20 feet in diameter and

been reviewed and found adequate by &
lcensed veterinarian; -

¢. The seals will undergo experiments

determine ontogeny of vocalization, re-
sponse to playback vocallzations, geo-
graphic dialectics, echolocation, activity
patterns, auditory discrimination, and a
hearing curve. This project is a contin-
nation of the project which commenced
in January 1873.

6. Dr. H. L. Stone, Marine Biomedical
Institute, University of Texas Medical
Branch, 200 University Boulevard, Gal-
veston, Texas 77550, to take 20 marine
mammals consisting of California sea
YNons (Zalophus californignus) and/or
haibor seals (Phoca vitulina) for sclen-
tific research on the reflex adjustment
of the circulation in the diving reflex.

The Applicant states:

a. The animals will be taken, over &
two-year period, from either Ban Miguel
Island or Banta Cruz Island, between
No;emberlﬁndunchl.ﬁnzhoop
nets; '

NOTICES

b. The animals will be taken by pro-
fessional capturers and transported vis
air-freight to the Appleant’s facllity:

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

4 Dr. Stone has conducted a number
of studies an’ cardiovascular and cerebral
physiology and morphology. Other staft
members have had practical experience
in the handling and maintenance of
marine mammals;

e. The current research project 18 &
comtinuation of & five-year program,
which commenced with the receipt of the
two animals taken to date, out of ten
authorized, which were permitted under

& Letter of Exemption granted to alle-

viate economic hardship;

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

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

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

1. The animals will be sacrificed to de-

-acribe the neuroanatomy, extracranial

and mtracranial vascular supply, inner-
vation of the circle of Willis, distribution

- of $sotopes within the heart, gross anat-

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

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

Office of the Director, National Marine Pish-

eries Service, Waahington, D.C. 20235, tele- .

phone 202-343-4543 (All applications) ;

Regional Director, National Marine Pisheries
Bervice, Northeast Region, Federal Bulld-
ing, 14 Elm Btreet, Gloucester, Massacbu-
setts 01630, telephone 617-381-0640 (Appli-
cations No. 4, 8);

Regional Director, National Marine Plsheries
Bervice, Boutheast Region, Duval Building,
$450 Gandy Boulevard, S8t. Petersburg, Plor-
ida 38702, telephone 813-898-1341 (Appli-
ocations No_4, 8);

Regional Director, National Marine Fisheries
Bervice, Bouthwest Region, 300 Bouth PFerry
Street, Terminal Island, California 90781,
telsphone 213-548-2575 (Applications No.1,
3,06):

Regional Director, National Marine Fisheries
Bervice, Alaska Region, P.O. Box 1688,
Juneau, Alaska $9801, telephone $07-886-
7221 (Application No.1);

Regional Director, National Marine Pisheries
Bervice, Northwest Region, Lake Union
Building, 1700 Westlake Avenue North,
Beattle, W 98109, telophone 206-
$42-7875 (Applications Ro. 1, 3).

Concurrent with the publication of this
notice in the Pxoxrar RecisTer the Secre-

E 34005
tary of Commerce is sending copies of the
applications to the Marine Mammal
Commission and the Committee of Scien-
tific Advisors.

Pursuant to § 216.15 of the regulations.
interested parties may submit written
data or views on these applications on
January 9, 1874. - o

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

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

Dated: December 4, 1873.

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

[FR Doc.73-26135 Filed 12-7-73;8:45 am)

DEPARTMENT OF HEALTH,
EDUCATION, AND WELFARE

Food and Drug Administration
[DESI 5897}

FOLIC ACID PREPARATIONS, ORAL AND
PARENTERAL FOR THERAPEUTIC USE

Drugs for Human Use; Drug Efficacy Study
implementation; Amendment; Cosrection
PR Doc. 73-15689 appearing on page
20750 in the issue of Thursday, August 2,
1973, is correct as published. In the
FrpERAL RacisTEr of October 16, 1973 (38
FR 28710) this document was inadvert-
ently miscorrected by inserting the word
“p: » im the first line between the
words “alcoholism” and “hemaolytie” in
the last parsgraph of the section headed
“Dosage and Administration.”
The paragraph, esrrect as first pub-
lished, reads as foBows:
In the presence of alcoholism, hemo-
lytic anemia, anticonvulsant therapy, or
chronic infection, the maintenance level

. may need to be increased.

Dated: December 4, 1873.

WLiam F. RANDOLPH,
Acting Associate Commissioner
for Compliance.

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

{DESI 9023; Docket No. FDC-D-568; NDA
9-536]

MALLINCKRODT PHARMACEUTICALS

Antihypertensive Combination Drug Con-
taining mine Tannates and Re-
serpine; \Tithdrawal of Approval of New
Drug Application
On January 30, 1973, there was pub-

lished in the Prpxrai REecisTER (38 FR

2776) a notice of opportunity for hear-

ing (DESI 9$023) in which the Commis-

sioner of ¥ood and Drugs proposed to
issue an order under section 505 (e} of
the Pederal Pood, Drug, and Cosmetic

Act (21 UB.C. 355(¢)) withdrawing ap-

proval of the new drug applications for
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UNIT
DOSE

(LABORATORIES)
March 16, 1983 wggﬁg

Dr. Marvin Seife NDA OR]G AMENDMEM

Bureau of Drugs
Food and Drug Administration

ke 530 | / EPL

Room 16-17 /

7 t
5600 Fishers Lane / C 1‘\ WNWJ
f
Rockville, Maryland 20852 AQe. st 2“

 ad

Ee\é@’“?

15
Unit Dose Laboratories, Inc..requests that our Abbrev1ated New Drég 5
Application, No. NDA 88-199, for Folic Acid Tablets, 1 mg., be re- 3

opened. , b *‘\\\\\\\E:T j{s

w{&

Dear Mr. Seife: K\ QW&F“

Reference is made to a letter from Marvin Seife, M.D. dated February 7, B ~—
1983, which requested changes in the container label and packaging T~
insert.

These changes have been made, and twelve (12) samples of each of the
changes are enclosed.

Please re-evaluate our submission of Abbreviated New Drug Application
No. NDA 88-199.

Sincerely, //ZJ/N\\‘\~‘—-~‘~

MICHAEIL K. REICHER
President

MKR:sm

Enclosures

" 1550 ELMWOOD ROAD * ROCKFORD, ILLINOIS 61103 * 815 282-1201



NDA 83-199 ‘ FEB 7 1983

Unit Dose Laboratories, Inc.
Attantion: Michael K. Reicher
1550 Blawood Road

Bockford, IL 61183

Gentlenen:

Raferance is made to your abbreviated new drug application dated October 29,4
1982, submitted purszuant %o Section 505(b) of the Federal Pood, Drug and
Cosmetic Act for Folic Acid Tablets, 1 mqg.

wWe have completed the review of this abbreviated new drag application.
However, hefore we can make a final decisien, it will be necessary for vou to

-sumit. f,’mal printed labeling incorporating the following revisions:

1. Container label:

Print the cautjon statement regarding the use of FD&C Yellow #5.
2. Pagkage Inseri:

Correct the stractural and chemical formula in the deseription
section.

Replace the “Astions" section with the following:

In man, an exogencus source of folate iz reguired for auveieoprotein
synthesis and the maintenance of normal grythropeiesis. Folie acid,
whether given by mouth or pareaterally, stimulates specifically the
production of red blood cells, white bloed cells, and platelets in
persons suffering from certain megablagic anemias,

Please submit 12 copies of the final revised labeling as soon as poessible,

‘Wirvin saife,MiD.
Birector

cc: CHI-DO - Bivision of Generic Drud HMonographs
HFN-530 B Office of the Assoclate bireator
"HFN-616 _ for Drug Monograghs '
KJohnson/JLMeyer /CMSmith:1-27-83 @ffice of Drugs

MSeife/djws:2-2-83 Hational Center for Drugs and Biologics
approvable

Mn 7? j/%
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UNIT
DOSE

(LABORATORIES )

",

§ ABEROVATED
%EW DRUG APPLICATION

56199

November 30, 1982

Dr. Marvin Seife
'~ Bureau of Drugs
Food and Drug Administration
HFD 530 )
Room 16-=17
‘ 5600 Fishers Lane
. Rockville, Maryland 20852

Dear Mr. Seife,

Attached is our submission of an ANDA request for Unit Dose
Laboratories to be approved as a repackager for @ — e
Folic Acid tablets, = ™—————me .

We comply with all of the current regulations as outlined

in The Code of Federal Regulations for the repackaging of
drugs. '

Sincerely, ;,

Michael XK. Reicher, .
President

MKR:cw

cec: file

1550 ELMWOOD ROAD '.ROCKFORD, ILLINOIS 61103 * 815 282-1201



Form Approved; OMB No 0910-0001,

DEPARTMENT OF HEALTH AND HUMAN SERVICES Use of this form is prohibited after 5/31/82.

PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION
5600 FISHERS LANE

ROCKVILLE, MARYLAND 20852

NEW DRUG APPLICATION (DRUGS FOR HUMAN USE)

{Title 21, Code of Federal Regulations, § 314.1)

NOTE: No person shall introduce or deliver for introduction into interstate commerce any new drug unless approval of an
application filed pursuant to Section 505 of the Federal Food, Drug and Cosmetlc Act has been approved with re-
spect to such dmg.

UNIT DOSE TLABORATORIES, INC.

Name of applicant

1550 ELMWOOD ROAD

Address

Date ‘ OCTOBER 29, 1982

FOLIC ACID 1 mg., ORAL

Name of new. drug

D Amendment to abbrewated unapproved application
{regulation § 314.6). '

D Supplement to an approved applrcatlon (regulation § 314.8).

[] Original appllcation (regulation § 314.1).
|:| Amendment to original, unapproved appllcatlon

{regulation § 314.6) _

|3] Abbreviated application (regulation § 314.1(f)). |:| Amendment to, supplement to an approvedzap_plication.

, 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 appllcatlon and if the
article is a prescrlptlon drug, it is understood that any labeling which furn ishes or purports to furnish information for use or
which prescribes, recommends, or suggests a dosage for use of the drug will_ contain the same mformatlon for its use,
including indications, effects, dosages, routes, methods, and frequency and duration of administration, any relevant warnings,
hazards; contraindications, side effects,and _precautions, as that contained in-the labeling which is part of this.application in
accord with §201.100 (21 CFR 201.100). it is understood that all representations in this application apply: to the drug
produced until an approved supplement to the application provrdes for a change or the change is made in conformance W|th
other provisions of §314.8 of the new-drug regulations.

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

this application are the following:

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 that item is tocatéd (if any).

2. Summary A summary demonstrating that the application is.
well»orgamzed adequately-tabulated, statlstlcally analyzed: (where
appropriate), and’ coherent ‘and’ that it presents a sound basis for
the approval requested. The summary should include the following
mformatron {In lieu of the. outline described below and the
evaluatiori * desciibed in Item 3, and expanded. summary and
evaluation " as ‘outlined in’ §3141(d) of the new-drug regulations
may:be submitted to facrlrtate the review of this appllcatlon )

a. Chemistry..-

i Chemrcal structural- formula or descrlptron for any new—drug
substance

Relatlonshlp to  other chemlcally or, pharmacologlcally
related drugs.

iii, Descnptlon of:dosage form and quantltatlve composmon

“b. Sclentlflc rationale and purpose the drug is to serve.

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

.. d. Preclinical studies. (Present all findings including all- adverse-
experiences . which may be interpreted as incidental or..not-

drug-related. Refer to date and page number of the investigational
drug ‘notice(s) or the volume and page number of this applrcatron
where complete data and reports appear.)
Pharmacology {pharmacody namics; endocrinology,

metabolrsm etc.). - o

ii; -Toxicology and pathology: Acute toxicity studies; subacute
and chronic toxicity studies; reproductlon and teratology studies;
miscellaneous studles

FORM FDA 356H (8/80) PREVIOUS EDlTlON MAY BE USED UNTIL SUPPLY IS EXHAUSTEBY )

e Chmcal studles (All matenal should refer specrflcally to
each clinical mvestlgator and to the volume and page number in
the application .and any documents |ncorporated by reference
where the complete data and reports may be found.)

i. ‘Special studies not descnbed elsewhere

-‘Dose-range stadies.

iii. Coritrolled clinical studies. -

iv." Other clinical studies- (for example, uncontrolled or -
incompletely contrplled studies). . :

v. . Clinical Iaboratory studies. related to effectrveness

vi. Clinical laboratory studies related to safety

vii, Summary of llterature and unpublrshed reports available to
the'applicant. =~ =~ -~ =7 .

3. Evaluatlon “of safety and effectlyeness. " Summarize
separately the favorable and unfavorable evidence’ for each claim
in the packagé labeling. include ‘references ‘to the volume and. page

- : number in’ the application and in-any: dccuments incorporated by -
" reference: where the:complete data and- ‘reports may-be found.

-b. Include- tabulation. of all side éffects or adverse experience,
by age, sex, and:dosage formulatlon -whether or not considered to
be significant, showing whether admrnlstratron ‘of the drug. was
stopped and showung the mvestlgator s name with a reference to
the wolume and page number in the appllmtron ‘and’ any
documents mcorporated by .reference where ‘the complete data
and: reports may:be found.:Indicate those side effects or adverse
experiences oon5|dered to be drug-related. . : -

4. Copies of the label and. ‘all othe¥ Iabeling‘to be used for the
drug. (a total of 12 coples |f in. final’ prlnted form, 4 copies: |f in
draft form): .

a. Each label “or- other labeling,’ should be clearly identified to

~ show its. position- on, or the-manner in which it accompanies, the
market package. - )




b. If the drug is to be offered over the counter, labeling on or
within the retail package should include adequate directions for
use by the 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. !f the drug is
intended or offered for uses under the professional supervision of

practltloner licensed by law to administer it, the application
should also contain. labeling that includes adequate information
for alt such uses, including all the purposes for which the
over-the-counter drug is to be advertised to, or represented for use
by, physicians. :

¢ If the drug is limited in its labeling to use under the
professional supervision of a practitioner Ilcensed 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 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 substance, the
application shall propose a nonproprletary name for use as the
estabiished name for the substance.

e. Typewritten or other draft labeling copy may be submitted
for preliminary conS|derat|on of an application. An application
will not ordinarily be approved prior to the submnssnon of the final
printed label and labeling of the drug.

f: No- application-may be approved if the labelmg is false or

misleading.in any particular.
When mailing pieces, any- other Iabelmg, or advertlsmg copy are
devnsed for promotuon of the new drug, samples shall be submntted
at the time of initial dlssemlnatlon of such labeling and at the time
of initial placement of nay:such advertlsmg 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-
promotronal claims not covered by the approved. appllcatron |

5. A statement as to whether the drug is (or is not) hmlted in
its tabeling 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.
Thus list should include all substances used in the synthes:s,
extraction, or other method of preparation of any new—drug'
substance, and in the preparatuon of the finished dosage form,‘
regardless of whether they undergo chemlcal change or’ are
removed in the process. Each substance should be identified by lts
established name, if any, or complete’ chemical.-name,’ usung'
structural formulas when necessary- for - specific. identification.-1f
any proprretary preparation is' used .as a -component, the

proprietary name should be followed:by a complete quantitative

statement of compos:tlon Reasonable alternatlves for any Ilsted
substance may be specnfred‘ )

7. A full smtement of the composltlon of the drug The
statement shall set forth. the.name and amount of each mgredrent
whether active or, not, contamed in.a stated quantuty 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 representatlve .of
that to be employed for: the manufacture of the finished” dosage
form. All- components should be -included in the bateh formula
regardiess of- whether they appear -in’ the finished’product. Any
rzlculated excess ‘of an mg'edlent over the label declaratlon should
be desngnated as’. suc and percent excess shown"
varlatlons may. be specif |ed .

8. A full description of the methods used in;
and controls used for, the manufacture, processing; and packing:of
drug. lncluded in_ this description should be full lnformatlon with
respect. to any new-drug substance and to. the new-drug dosage,
form, as follows, in sufficient. detail to permlt evaluation.of the
adequacy - of ‘the. described .methods. of manufacture, procéssing,

and" packmg and the described facilities:and controls to determine -

and preserve the identity, strength, quality, and purity” of” the
drug:

Reasonable )

and the facilities

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

b. A description of the qualifications, including educational
background and experience, of the technica! 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 possess, and a statement of 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 inadequate in themselves
to determine its identity, strength, quality, and ‘purity, the
methods shouid be described in sufficient detail, including
quantities used, times, temperatures, pH, solvents, etc., to
determine these characteristics. Alternative methods or variations
in methods within reasonable limits that do not affect such
characteristics of the substance may be specified.

d. Precautions to assure proper, identity, strength, quality, and
purity of the 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 alt  the
manufacturing, processing, packaging, fabeling, 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 operatnons and designating. the part; and a signed
statement from each such person fully descnbmg, directly or by
reference, - the methods facilities, and controls in his part of the
operation.

g. Nethod 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 manufacturlng, processing,
packaging, “and Iabelmg of each dosage form ‘of the new drug,
including any speCIal precautlons observed in the operations.

/ Adequate information with respect to the characterlstlcs of
and the test methods employed for the container, closure, or other
component parts of the drug package to assure their suitability for
the mtended use.

i Number of mdwuduals checkmg 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:
determuned at’ any stage ‘of the manufacturlng process subsequent
to makmg up a batch accordmg to the formula card ‘and, if so, at
what stage and by whom’ |t is done. .

1. Precautlons to check the actual package yield produced
from a batch of the drug with the theoretlcal yield. This. should
include. a-description. of . the accounting for such items as dnscards,
breakage, etc.,_and the criteria used. in accepting or rejecting
batches of drugs in the event of an unexplained discrepancy.

 m. .Precautions to assure that each lot of the drug is packaged
with the proper labe! and labeling, mcludmg prows:ons for labeling
storage and inventory control.

n. The analytical controls used during the various stages of the
manufacturing, procesmg, ackaglng, and labellng of the drug,
including a detailed descnptuon of . the collectlon of. samples and
the analytical procedures to .which  they .are sub;ected The
analytical procedures should be capable of determining:the active
components within @' reasonable degree of -accuracy:-and of
assuring the identity of such components. If- the article is'one that
is represented to be sterile, the'sarme information with regard to the
manufacturlng, processmg, packaglng, ) and the collectlon of
samples ‘of the drug should be glven for sterility controls Include
the standards used for acceptance of each lot of the finished drug

o. An explanatlon of the exact significance .of the batch
control -numbers used in the manufacturing, processing; packaging,
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




- strength,

hlstory of the product. Describe any methods used to permlt
determination of the distribution of any batch if its recall is
required.

p. A complete description of, and data derived from, studies
of the stability of the drug, inciuding information ‘showing the
sutitability .of the analytical method used. Describe arly additional
stablhty studies underway or contemplated. Stablllty data should
be submltted 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 multtple-dose container, and if it is to be
put into solutron at the time of dlspensmg, ‘for the solution
prepared as dlrected State the expiration datels) that will be used
on the label to preserve the |dent|ty, strength, qualrty, and purity

. of the drug untnl it is used. (if no explratuon date is proposed the

apphcant must 1ust|fy its absence.)

q. Additional procedures employed which are designed to

prevent contamination and otherwise assure proper control of the
product.
(An application may be refused uniess it mcludes 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,
quality, and purity in conformity with good
manufacturlng practice and identifies each establlshment showing
the location of the plant conducting these operatlons )

9. Samples of the drug and articles used as components, as
follows: a. The following samples shall be subimitted with the
appllcatlon or as soon thereafter as they become avallable. Each
sample shall consist of four ldentucal separately packaged
subdivisions, “each .containing at feast -ttiree times the -amount
required to perform the laboratory test procedures described in
the’ appllcatlon to determine complrance with |ts control
specifications for |dent|ty and assays: '

L A representatlve sarnple or samples of the finished ‘dosage
form{(s) proposed-in the- appllcat_lon and employed ‘in the ‘clinical
investigations and a representative’ sample or ‘samples ‘of ‘each

new-drug substance, ‘as defiried‘in §310.3(g), froin the batches(es) -

employed in the production of such dosage formls).”

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’ fnot from a commercial- scale
production batch, such a sample from -3 : representatlve
commercial-scale production batch; and a representatave sample or
samples of each new-drug substance as defined in §310.3(g) of the
new-drug regulations, from the batch(es} employed in the
production of such dosage forml(s). . - ‘

iif. 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
Natno_nal Forrnulary need not be submitted unless requested.

b. Add'itional samplés shall be submitted on request.

¢. Each of the samples submitted shall be approprlately

packaged and. fabeled to preserve its characternstlcs to |dent|fy ’

the material and the quantity in each subdivision of the sample,
and: to: |dent|fy eachi ‘subdivision with name of thé. applicant and
the new-drug application te:which it relates

.d.. There shall be iincluded a full Ilst of the samples submltted_

pursuant to Item 9a; a statement of the additional samples ‘that
wilt. ‘be submitted ‘as soon as available; and, with respect to each
sample submltted fult information with respect to its identity, the
origin. of any new—drug substance contained thereln (inciuding 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, stren‘g_th, quality, and-purity of the batch represented by
the sample, including assays. Inciude for any reference standard a
complete descript'ion of its preparation and the results of all
laboratory tesis an it. If the test methods used differed from those
descrlbed in the appllcatlon full details of the methods employed

in obtaining the reported results shall be submitted.

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

. 1f 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 the drug as shown on the
application. :

10. Full reports of preclinical investigations that have been
made to show whether or not the drug is safe foruse and effective
use. a. An application ‘may be refused uniess it contains full
reports of - adequate preclinical tests by ail rhethods 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 preclinicatl investigations, inciuding
all studies made on laboratory animals; the methods used, and the
results obtained, should be clearly set forth. Such information
should inciude 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
uniess they give proper attention to the conditions of use
recommiended in the proposed labeling for ‘the drug such as, for
example, whether -the drug is for short-or long-term administration
or whether itis to be used in infants, children, pregnant women,
or women of child-bearing potential.

¢. Detailed - reports of any pertinent mlcroblologlcal 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 Tist of all investigators
supplied with the drug inciuding 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 chmcal 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 effectlve for use as
suggested in the tabeling.

b. An application may be refused unless it includes substantial
evidence consisting of adequateand well-controlled investigations,
mcludmg clinical unvestlgatlons by experts qualrﬁed by. scnentlflc
training and experience 1o evaluate the effectlveness of the drug

" invoived, on the basis of which it could falrly and responsibly 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 labeling. '

¢. Reports of all 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



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 investigétion and-a statement of
where the underlying data are available for inspection. Ordinarily,
the reports. of clinical studies will not be regarded as adequate
unless they include reports from more..than one independent,
competent investigator who maintains adequate: case historiés of
an adequate number of subjects, designed to record observations
and permit evaluation' of any and - all discernible effects

attributable to the drug in each individual treated and comparable.

records on any individuals employed as controls: An application
for a.combination’drug may-be refused unless there is 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
impractical, some of the investigations should be performed by
competent .investigators within the United States:

d. Attach as a.separate section a completed Form FD-1639,
Drug Experience Report (obtainable, with instructions, on request
from the Food and Drug Administration, Department of HEW.
5600 Fishers:Lane, Rockville, Maryland 20852), for each adverse

experience or, if- feasible, for each subject or patient experiencing-

one- or more adverse:effects, described in ltemn 12¢, whether or not
full information is available” Form FD-1639 should be prepared by
the applicant if the adverse experience was not reported in such
form by the investigator. The Drug Experience Report should be
cross-referenced to any narrative-description included.in ltem 12c.
In lieu of a FD Form 1639, a computer-generated report may be
submitted if -equivalent in all elements. of information with the
identical enumerated sequence .of events -and . methods of
completion; alfl formats proposed for such use will require initial
review and approval by the Food-and Drug Administration.

& . 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 commercial 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 adeguate summary may be acceptable in lieu of a
reprint of a published report which only supports other data
submitted. Reprints are not required of reports in designated
journals, listed in §310.9 of the new-drug regulations, about
related drugs; a bibliography 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.

f. If the drug is a combination of previously investigated or
marketed drugs, an ad‘equate‘su_mmary of preexisting information
from preclinical and clinical investigation and experience with its
components, ink:luding 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.

g. The complete composition and/or method of manufacture
of the new drug used in. each submitted report of mvectlgatlon
should be shown to the extent necessary to establish its identity,

‘strength, quality, and purlty if it differs from the description in

ftem 6, 7, or 8 of the applucat:on

A. In vivo bicavailability data or |nformat|on to permit waiver
of .this requirement in accordance with Subpart B of Part 320 (21
CFR Part 320, Subpart B),

13. if this is a supplemental application, fufl information on
each proposed 'change concerning any statement made in the
approved application. )

Observe the provisions of §3148 of the new—drug regulations
concerning supplemental applications.

14. [Reserved] ) i

15.. The applicant is required to submit an environmental
impact analysis report analyzing. the environmental impact of the
manufactunng process and.the ultimate.use or consumptlon of the
drug pursuant to §6.1 of this chapter

( d‘ /DQSQ_ Lﬁbm@’*mslﬁ&

{Applicant)

(Respons:b/e off/c:/al or.agent)

?«a s chordh

(lndlcate authonty)

(Warnihg_: A willfolly"félse statement is a criminal offense‘. U.S.C. Tittle 18, sec. 10(_)_1.)

- Note: This application must be-signed by the applicant or by an authorized attorney, agent, or official. If the applicant or
such authorlzed representatlve does not reside or have aplace of business within the United States, the appllcatlon must also
furnlsh the name and post offlce address of and must be countersigned by an authorized attorney, agent, or 0ff|c|al residing

or mamtamlng a place of busmess wnthm the United States.




NDA 88~199 | - I

Unit Dose Laboratories, Inc.

Attention: Michpel K. Reicher

1550 Elmwood Road

RockBord, IL 61103

Gentlenens

We acknowledge the receipt of your abbreviated new drug application
submitted pursuant to Section 505(b) of the Federal Food, Drug, and
Cosmetic Act for the following:

HAME OF DRUG: Folic Acid Tsblets, 1 mg.

DATE OF APPLICATION: Octeober 29, 1982

DATE OF COVER LETTER: November 30, 1982 "

DATE OF RECEIPT: December 1, 1982

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

CHI-DO HFN-530
JLMeyer/cjl/12-2-82
ack

Director
/ bivision of Generic Prug MHonographs
= - : Office of the Apsociate Director for
_ : Office of Drugs ..o =
Rational Center :




