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The enclosures smﬁze the conditions relatinmg to the approvsl of
this application.
Your application provides for distributors (names listed in a separate

enclosure), We are enclosing whth a copy of this letter to the distyi~ \\\
butor, the eea&iﬁim felatzing te the approval of this ayplication
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Records and Beporta Requireméints

Approved
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FOLIC Acip TABLETS, U,s.p,
N 1 mg.

DESCRIBTION: Each scored, yellow, compressed
tablet contains ] mg. of folic acid. Folie
acid is a yellow or yellowish orange, odorless;
crystalline powder, It ig very slightly '
soluble in water; insoluble in alcohol, -
chloroform, and ether. 71t ig readily soluble
in solutions of alkalis. Folie acid is .
stable in neutral or alkaline solution but'its
Stability détreases ag the pH 1§ feduced below

Considerable destruction of folic acid
occurs below pH 4,

ACTIONS: Folic acid is an important growth
factor for a large variety of animal, plant, *°
and microbial cells. 1ts function, in the
form of itg active metabolite,ntetréhydro-
folic acid, is to transfer one-carbon

tropical or non-tropical SPrue, in anemiag
of nutritional origin, bregnancy, infancy, or
childhood,




WARNINGS: Folic acid alone is improper therapy
in the treatment of pernicious anemia and

other megaloblastic anemias where vitamin Big
is deficient.

PRECAUTIONS: Folic acid especially in doses
above 1.0 mg. daily may obscure pernicious
anemia, in that hematologic remission may
occur while neurological manifestations re-
main progressive.

ADVERSE REACTIONS: Allergic sensitization
has been reported following both oral and
prarenteral administration of folic acid.

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

Usual therapeutic dosage: In adults: 0.25 mg.
to 1.0 mg. daily. Tn Children (regardless of
age): 0.25 to 1,0 mg. daily. Resistant cases
may require larger doses.

Maintenance dosage: When clinical symptoms
have subsided and the blqod;piéturg has become

normal, a maintenance, dose of 0.1 mg. to
0.25‘¢g. daily should be used, but never less
than 0.1 mg. per day. Patients should be.
kept under close supervision and adjustment.
of the maintenance dosé made if relapse ap-
pears. imminent. .

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

'dAﬁTIbﬁ}‘vFéderai law p;ohibits”dispensipg
without prescription.

HOW SUPPLIED: Each scored, yellow, compressed
tablet contains 1 mg. of folic acid.’

MARCH, 1972
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1000 TABLETS C.T. Yellow

FOLIC ACID

TABLETS, U.S.P.

1 mg.

CAUTION: Federal law prohibits
dispensing without preseription.

See insert for full particulars

Manufactured for

COOPER DRUG CO.
TROY, MICHIGAN 48084

aw -

uire

9

: 0.1mg. to 0.25 mg.

Therapeutic: 0.25 mg. to 1.0 mg.

Resistant cases may re
larger doses {see inser

Maintenance

Lot No.

Usual® Adult Doily Dosage--




CAUTION: Federal law prohibits dispensing
without prescription.

See insert for full particulars.
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FOLIC ACID TABLETS
u.s.P.

See insert for tuli particulars

Distributers
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FOLIC ACID TABLETS

BARRE DRUG CO

Baltimore, Md. 21215

See inser for fulf particulars
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Usual* dally dosage:
Therapeutic: 0.25 mg. to
1.0 mg. Maintenance: 0.1
mg. to 0.25 mpg,

*Resistant cases may
reduire larger doses (See

incert).

0
NDC 357-0841-10

100
NDC 357-0841-01

FOLIC Acip

TABLETS, U.S.P,

1 Milli
C_AUTION: Fedelrlagram
dxspcnsing without
See insert for fulg
Manufactureq for

UM

Pharmaceutical Corp.

Tablets

Vienna, v,, 22180
Tablets
C. T. Yellow

FOLIC ACID
TABLETS, U.S.P,

1 Milligram
CAUTION: Federal lIaw prohibits
dispensing without prescription.
See insert for full particulars.

Manufactured for

ARCUM

Pharmaceutical Corp.

Vienna, Va. 22180

C.T. Yellow

Iaw prohibits
Prescription.
Particulars,
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SPENCER

MEAD

. ‘MANUFACTURED FoOR
SPENCER-MEAD INC.
VALLEY STREAM, NEW YORK 11582
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100 TABLETS

Distributed by -~ :
ACEUTICALS, INC.

Calif: 94601

*Resistant cases m
ddses (see insert

CAUTION: Federajy

pensing without [




1000 TABLETS C.T. Yellow

FOLIC ACID

TABLETS, U.S.P.
1 mg.

CAUTION: Federal law prohibits
dispensing without prescription,
See insert for full particulars

Manufactured for

BIOLINE LABORATORIES, INC.
BROOKLYN, N.Y. 11203

y Dosage--
.25 mg. 1o 1.0 mgd |
Maintenance: 0.1 mg. to 0.25 mg,
a
re

Usual® Adult Dol
Therapeutic:
Resistant cases

xalro

larger doses (see Inser

Lot No.




CTURED FOR .

SHERRY PHARMACEUTICAL €O, INC.
BAYSHORE, L.1. N.Y. 1706
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See insert for full particulars

1000 TABLETS
: dispensing without prescription.

f CAUTION:
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100 TABLETS C.T. Yellow

FOLIC ACID

TABLETS, U.S.P.

1 mg.

CAUTION: Federal law prohibits
dispensing without prescription.

See insert for full particulars

Manufactured for

COOPER DRUG CO.
TROY, MICHIGAN 98084
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1000 TABLETS C.T. Yellow

FOLIC ACID

TABLETS, U.S.P.

1 mg.

CAUTION: Federal law prohibits
dispensing without prescription.

See insert for full particulars

Manufactured for

COOPER DRUG CO.
TROY, MICHIGAN 98084
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REVIEW OF FPL

DATE COMPLETED: 5-22-72 " ANDA/QG: 80-686
"
F.R. DATE: L-9-71
00, NAME: Richlyn Laboratories, Inc.
Castor & Kensington Aves.
Philadelphia, Pa. 1912k

NAME OF DRUG: Trade & Generic:. Folic Acid Tablets 1 mg in bottles
of 100, 1,000 and 5,000,

DATE OF SUBMISSION: 5-15-72

TYPE OF SUBMISSION: FPL (container label)
CLINICAL EVALUATION:

Review of Labeling: Container label approvable.

Insert resubmitted earlier does not llst container
quantities in How Supplied.

GONCIUSION:‘ Acceptable container lsbel,

RECOMMENDATION: Approve submission.

v% / Lf/f’w,%/‘//\
;/ John H. Ellert M.D.

\
p

[o] 4
Dup
 BD-69
John H. Eilert, M.D./kim/5-22-72

L9
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REVIEW OF ANDA

Date Completed: 10-22-71 ANDA #: 80-686
F.R. Date: L-9.71

Co. Name: Richlyn Lébs., Inc.
Philadelphia, Pa.

Name of Drug: Trade & Generic: Folic Acide Tablets, U.S.P., 1 meg.
Date of Submission: 10-7-71

Type of Submission: ANDA

1. Review of Studies: Bioavailability: Chemist to appraise conformity
to U.S.P. XVIII

Chemist to appraise manufacturing-control data.
2. Review of Labeling: Package insert:

Action: Revise, to state that exact mode of therapeutic action
has not been determined, followed by statement that the folic
acid is enzymatically reduced in the body to tetrahydrafolic
acid for activity.

Dosage and Administration: Remove heading — e
Remove en toto "l e e and sentence following.

How supplied: State strength and number of tablets
provided.

Container Label: Satisfactory

Conclusions: 1. Chemist to review.
2. Labeling requires revision.

Recommendations: 1. Chemist to review.
2, Package insert requires revision as specifigd:

above.
/f John H. Eilert, M.D.
Dup e

BD-69 ' -
BD=-100
JHEilert/va/10-28-71
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pages of trade
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REVIEW OF ANDA RESUBMISSION

DATE COMPLETED: 12-14-71 AQA#:  80-686

NAME OF DRUG: Trade: Folic acid tablets, U.S.P. §mg.

DATE OF SUBMISSION: 11-30-71 |

- TYPE OF SUBMISSION: Response to FDA 11-23-71 letter
CLINICAL EVALUATION: | |

1.
2.

(/‘
[ ;

be responsible for the gigantic cells (megaloblasts) that are

“requiring folic acid are the metabolic degradation of histidine to

F.R. STATEMENT DATE: 4-9-71

CO. NAME: Richlyn Labs., Inc. :
Philadelphia, Pa.

Generic: Folic acid tablets, U.S.P. 6 mg.

Review of Studies: Chemist to_eva]uaté.

Review of Labeling: None submitted.

“Description section will require revision. The following paragraph

would be acceptable:

Action section will require revision. The following paragraph
would be acceptable:

Folic acid is an important growth factor for a 1argeivariety of

“animal, plant, and'microbial cells.  Its function, in the form of
its active metabolite tetrahydrofolic acid; is to-transfer one-: )
- carbon molecular fragments--formyl, hydroxymethyl, methyl-- from ;

one compound to another. These fragments serve as building units

in the synthesis of certain purines, pyrimidines, and amino acids.
The methylation of deoxyuridine to thymidine is one of the more
important reactions in which folic acid participates, this being

a preliminary step in the synthesis of desoxyribonucleic acid (DNA).
Deficiency in the synthesis of DNA may interfere with mitosis and

characteristic of megaloblastic anemias. Other important reactions

glutamic acid and the conversion of serine to glycine.
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Dosage and Administration and How Supplied section to he revised as
per our letter of 11/23/71.

CONCLUSION:

1. Chemist to evaluate.

2. No insert submitted.

3. Revision stated above will be required.
RECOﬂMENDATION:

1. Chemist tb evaluate.

2. Request proposed package insert as. requested, in our letter of
]1/23/71, and as descr1bed above,

¢ John W, Eflert, M.0.

CC:

BD-69

BD-100

JHEilert/nlp 12/17/71

APPEARS THIS WAY
ON ORIGINAL -




REVTEW OF AMENDMENT
DATE COMPLETED: 1-10-T2 T

€0, NAME: Richlyn Labs., Inc.
Philadelphia, Pa.

NAME OF DRUG: Trade & Generic: Folic Acid Teblets, U.S.P. 1 mg.
DATE OF SUBMISSION: 12-28-T71

TYPE OF SUBMISSION: Amendments: Statement, credentials, labeling for
ARCUM Pharmaceutical Corp., Vienna, Va.

CLINICAL EVALUATION:
l. Review of Studies: Chemist to review.
2. Review of Labeling: (Refer to my 1l2-1L-71 Review)

CONCLUSION: L. Chemist to evaluate.
2. Labeling requires revision.

REGOMMENDATIONS: L. Chemist to review.
2. Revise labeling as recommended 12-14=T71 review.

()fod'i o N IS
“John H. Eilert, M.D. '

N

ces:
Dup
BD-§9
JHEilert/wlb/1-11-T2

APPEARS THIS WAY
ON ORIGINAL



REVIEW OF AMENDMENTS

DATE COMPLETED: 2/7/72 ANDA #: 80-686

F.R, Date: 4/9/71

Richlyn Laboratories, Inc.
Castor & Kensington Avenues
Philadelphia, Pa. 19124

NAME OF DRUG: Trade & Genmeric: Folic Acid Tablets, USP, 1 mg. in bottles of

100 andl,000.

DATES OF SUBMISSIONS: 1/3/72 (Spencer Mead) and 1/17/72 (Approved Pharmaceutical)

TYPES OF SUBMISSIONS: Distributor amendments for: Spencer Mead, Inc.
270 W. Merrick Road
Valley Stream, New York 11582

and: Approved Pharmaceutical Corporation
114-144 Gifford Street
Syracuse, New York 13201

CLINICAL EVALUATION:

1. Review of Studies: Chemist to review statements.
2, Review of Labeling:
a. Container Labels for both firms are satisfactory,
b. Package Insert: None submitted. Instructions for correction of earlier

submission were sent manufacturer under date of Jan. 31, 1972 (later date

than submhssions.)

CONCLUSIONS: 1. Chemist to review.
2. Container labels for above named distributors are satisfactory.

RECOMMENDATIONS: 1. Chemist to review.
2. Awfait response to FDA 1/31/72 instructions concerning insert.

(/;J;Z;ﬁiyx\fé?%iéh{gf;ﬁ%,Zj'
o4 -

John H. Eilert, M.D.

ce:
Dup.

BD~69
JHEilext/mc/2/7/72



REVIEW OF ANDA, AMENDMENT

DATE COMPLETED: 3-15-72 ANDA #: 80-636

e

F.R. DATE: 4-9-71

€O, NAME:; Richlyn Laboratories, Inc.
Castor & Kensington Aves.
Philadelphia, Pa, 19124

NAME OF DRUG: Trade & Generic: Folic Acid Tablets, USP 1 mg. in bottles
of 100 and 1,000,

DATE OF SEBMISSIQN: 3-2-72
TYPE OF SUBMISSION: New digtributor, Barre Drug Co., Inc., Baltimore,
Maryiand 21215 and container labels,

CLINICAL EVALUATION:
4
i. Review of Studies: Chemist to appraise, and refer to FDA letter
of 2-28-72, )

2., Review of Labeling:

Container labeling approvable except that right panel should be
corrected to read "Usual Adult Daily Dosage™ rather than "Usual
daily dosage",

Package insert not submitted.

CONCLUSION: 1. <Chemist to review. ,
2. Container labels approvable except for changes listed
above to be made at the time of the next printing.
3. Mo package insert. (The distributor has agreed in writing
to use exactly the same labeling approved for Richlyn Labs.)

RECOMMENDATIONS: Defer review completion, awatting insert, manufacturing
information requested and EIR. '

o N
PPN il S o P RN
R SN L ga i F S

, ~John H. Eilert, M,D,
ce: ' -
Bup
BD~-69
JHEilert/wlb/3-21-72




REVIEW OF RESUBMISSION-~"

S

DATE COMPIETED: h-lh-72
F.R. DATE: k4-9-71
CO, NAME: Richlyn Ieboratories, Inc.
Castor & Kensington Aves.,
Philadelphia, Pa. 19124
NAME OF DRUG: Trade:
& Polic Acid Tablets U.S.P. 1 mg.
Generic:
DATE OF SUBMEISSION: 3~23-72
TYPE OF SUBMISSION: Partial response to 1-31-72 and 2-28-72 communications
CLINICAL EVALUATION:
1. Review of Studies: None submitted with this communication

2. Review of Labeling:

1. Container label not submitted. Requires revision as recommended
in 3-31-72 letter.

2. Package insert: How Supplied section does not list quantities proposed
nor type of container.

CONCLUSION: Partial response to 1-31-72 and £-28-72 letters.
FDA 3-~31=-72 letter had not been received.

RECOMMENDATION: Await complete response to recommendations.

//; 1 e
et Pl S0
' /. Jom H, Eilert, M.D,
cC? ' {
Dup oo
BD=69

JEEilert/rt/b-17-72 :
R/D init. by MClark -~



REVIEW OF RESUBMISSION

DATE COMPLETED: 4~25+72 ¢/~ ANDA #: 80-686
F.R. DATE: 4-9-71
CO. NAME: Richlyn Laboratories, Inc.
Castor & Kensington Aves.

Philadelphia, Pa. 19124

NAME OF DRUG: Trade & Generic: Folic Acid Tablets, USP 1 mg.
bottles of 100 and 1,000.

DATES OF SUBMISSIONS: 4-10-72 and 4-14-72
TYPE OF SUBMISSION: Labeling and distributor statements
CLINICAL EVALUATION:
1., Review of Studies} Chemist to review
2. Review of Labeling:
4-10-72 Gontainer labeling being corrected: draft is satisfactory.
4-14-72 1. Chemist to review Arcum statements.

Insert and container label approvable.

CONCLUSION: . Chemist to review.
. Arcum labeling approvable.

Richlyn container labeling undergoing revision.

W N =

RECOMMENDATION: 1. Await EIR.
2. Approve labeling for Arcum.

e T E Lon TR D

John H. Eilert, M,D.

cec:

Dup

- BD-69 ‘
JHEilétt /wlb/4~27 =72
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REVIEW OF AMENDMENTS
o v
DATE COMPLETED: 6-7-T2 ANDA # 8o>686

"“\.._______

F.R. DATE: b4-9-T1

CO. NAME: Richlyn Laboratories, Inc.
Castor & Kensington Aves,
Philadelphia, Pa. 1912k

NAME OF DRUG: Trade & Generic: Folic Acid Tablet 1 mg in bottles of
100 and 1,000 tablets.

DATES OF SUBMISSION: 5-25-72 & 5-26~T2
TYPE OF SUBMISSION: New distributors' container labeling.
CLINICAL EVALUATION:

Review of Labéking: Package insert lacks quantity distribution in
*How Supplied® section.
Container labels for 100 and 1,000 tablets bottles for Unlted Pharmaceuticals,
Inc,
Oakland, Calif. 9L601
are suitable.
Container labels for Bioline Laboratories, Inc.
Brooklyn, N.Y, 11203
are for 1,000 tablet econtainer only.

CONCLUSION: Acceptable container labeling.

RECOMMENDATIONS: Approve submissions.
Await corrected insert.

St Mot D,
¢ John B Filert, M.D.

{

ce:

Dup

BD-69 !

John Hs Eilert, M.D. /klm/6-9-72



REVIEW OF AMENDMENT

. e ey,

DATE COMPLETED: 6-16-72 ("~ A #: 80,686
' F.R. DATE: U4-9-T1
CO. NAME: Richlyn Laboratories, Inc.

Castor & Kensifgdton Aves.

Philadelphia, PA 1912k
NAME OF DRUG: Trade & Generic: Folic Acid 1 mg. in bottles of 100 tablets.
DATE OF SUBMISSION: 5-25-72
TYPE OF SUBMISSION: Additional distributor, Spencer-Mead Inc.

Valley Streem, N.Y. 11582
container label.

CLINICAL EVALUATION:

Review of Labeling: Container label conforms to those already accepted.
CONCLUSION: Approvddag container label.

RECOMMENDATIONS: 1. Chemist to review status.
2. Approve container label.

ohn H, Eilert, M.D,

ces
Dup
 BD~-69
John H. Eilert, M,D./kim/6-19-72

el



REVIEW OF AMENDMENT

DATE COMPLETED: 9-6-T2

CO., NAME: Richlyn Laberatories, Inc.
Castor & Kensington Aves.
Philadelphia, Pa. 19124
NAME OF DRUG: Trade & Ceneric: Folic Acid Tablets, U.S5.P. 1 ng.

DATE OF SUBMISSION: 8-7~72

X

TYPE OF SUBMISSION: Container label for Spencer~Mead, Inc.
Valley Stream, New York 11562
1,000 tablets
CLINICAL EVALUATION:

Reviev of Labeling: Approvable.

CONCIUSION: 1. Approvable container label.

2. No response to reguested inspection.

RECOMMENDATTIONS: Approve submission.

/ John H. Eilert, M.D.
[

ces
Dup
BD-69
John H. Eflert, M.D./kim/9-12-72



REVIEW OF AMENgEﬁ&N;g,

DATE COMPLETED: 12-5-72 " ANDA #: 80-686

F.R. DATE: 4=9-T1
CO. NAME: Richlyn Laboratories, Inc.
Castor & Kensington Aves.
Philadelphia, Pa. 1912k
NAME OF DRUG: Trade & Generic: Folic Acid Tablets U.S.P. 1 mg.
BATES OF SUBMISSION: 951h-72, 11-10-72
TYPE OF SUBMISSION: Distributor data, labeling.
CLINICAL EVALUATION:

Review of Studies: TFor chemist evaluation.

Review of Labeling:

Tmmediate container: 9-1b.72: Cooper Drug Co., 1233 Combermere, Troy,
Michigan L80BkL
100 and 1,000 tablet containers. Zip # on label
1s 98084, on letter is L808hL.
11~10-72: Sherry Pharmaceutical Co., Ine. 1550 Fifth
Avenue, Bayshore, N,Y., 11706. 100 and 1,000
tablet containers.

Package insert: To use approvable insert.

CONCLUSION: 1. Requires chemist survey.
2. Cooper label contains California zip number.

RECOMMENDATION: 1. Review by chemist. :
2, Reject Cooper label, request correction.

(Jon H, Eilert, M.D..
cece
Dup '
"BD-69

John H. Filert, M.D./kim/12-5-72



REVIEW PF AMENDMENTS

: T R RGN,
DATE COMPLETED: 1-10-73 ANDA #: B80-686

F.R. DATE: 4=0-T1

CO. NAME: : Richlyn Leboratories, Inc.
Castor & Kensington Aves.
Philadelphia, Pa. 19124

NAME OF DRUG: Trade & Generic: Folic Acid Tablets U.S5.P. 1 mg.

DATES OF SUBMISSION: 12-7-72 12-8-T72

TYPE OF SUBMISSION: Distributor notifications.

CLINICAL EVALUATION:

Review of Labeling:

Dec. 7, 1972: Rugby Laboratories, Inc. 420 Doughty Boulevard, Inwood,

L.I., N.Y. 11696, 1,000 tablets., Approvable.

Dec. 8, 1972: Cooper Drug Co., Troy, Mich. 48084, 100 tablets and
1,000 tablets. Approvable.

CONCLUSION: 1. Acceptable container labeling.
2. No commitment from Cooper Drug Co.

RECOMMENDATIONS: 1. Approve labeling.
2. Request required 1nformat10n in re Cooper Drug Co.

- - | Motee e ST iU D
- B6bn H. Eilert, M.D.

ce:

Dup

BD-69

John H. Eilert, M.D./kim/1-11-73
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REVIEW OF - AMENDMENT

ANDA #:  80-686
4-9-71

DATE COMPLETED: 6-27-73
. F.R. DATE:
CO. NAME: Richlyn Laboratories, Inc
Castor & Kemsingten Aves
~ Philadelphia, PA 19124

APPROVAL DATE: None

Folic Acid Tablets, USP 1 mg. in bottles of 1,000

NAME OF DRE6:

DATE OF SUBMISSION: 5-21-73
TYBE OF SUBMISSION: New diSttibutoé and labeling
22180

CLINICAL EVALUATION:
1. Review of Studies: Cﬁemist’£o ;evieW
2. Review of Labeling: ARCUM Pharmaceutical Corp., Vienna, VA

approvable,
CONCLUSION: Approvable distributor label.
‘Approve container label.

RECOMMENDATIONS :
VLTl T
Eilert, M.D.. '
cc.
Dyp R
BD-69 » .
JHEilert/wL5{6—27—73l



CHEMIST'S REVIEW FOR ' Federal Register - | NDA Number
St ABBREVIATED NEW DRUG APPLICATION ‘Statement Date o

OR SUPPLEMENT , - April 9, 1971 _ 80-686 .
Name #nd Address of . Appllcant (City and State)

i)‘: Richlyn Laboratories = - -} Original 10-7=71.

\1 - ) - - -0
-Phila., Pa.ll912h o 1-17-72; 3_2\22 o
- L=1L- 72 g_lg-%é’ =
Name of Drug : Nonproprietary Name X 50572 :

Ty Folic Acid ' ‘ v : ‘ 7 - 5-26=72; 8-7-72 :
: . _ : : 9-14=72; 11-10-72
' ; 12-7-72; 12-3-72
. Other 5-21973

Purpose of Supplement

‘;' | - _r o - , Date(s) of Submission(sz

f; 5 Pharmacoldgical»Category .‘How Diépensed
~ vitamin _ '
S r, B o.T.c Ej ) —
E Dosage Form(s) Potency (ies) 28-7§E
‘ o Related IND/NDA/MF
tablet : 1l mg

Satisfactory Labeling -

" = Date Due
: E Satisfactory Components, Comp031t10n, Manufacturing and Controls
Fd YEQ : Date Due ' :
- Satisfactory - Biologic Availability
. Date Due deferred
' ‘::] Is data on current '
formulation? _ YES_E:) NO !:1
; Satisfactory Probably or Possibly Effective Indications (if in labeling)
] " Date data Due : .
: o
é; - Establishment Inspection | ' - Recalls
! - |
= Is relabeling of drug:in- commerc1al channels required? -~ YES {3 No (%
T If so, what’ 1evel7 = _ N
Remarks - =, ' '
.
- o
—_— ST - APPEARS THIS WAY
; - Y ~ ON ORIGINAL
Conclusions - . . - . - .
approve for applicant and distributors:
: . Approved Pharmaceutical Corp; Barre Drug Co., Inc; Arcum Pharmaceuticals, Ince;
I - . Spencer-Mead, Inc. ; Cooper Drug Co.,  Sherry Pharmaceutical Co., InCe; -
. j Bioline Iaboratories, Ince.; Rugby Laboratories and United Pharmaceutical Inc,_ k
! Lo Gt



s » - - : . te's

8 “
g . ) ' :
:5 . CIEMUET'S REVIZY FOR : Federal Register oRIGIaAL [ )

ABSRLYLATED NiA! DRUG” ATPLICATION " Statement Date :
H 02 SURPLLMLET . ‘ - o anmr.zz«h:‘r}____J
4 humJ_L Address of 4pplicant (ClLy & State) S kD4 Lumubr
: - - : ) - 80-972

: .'7_;‘“ Dome laboratories =~ .. . - . . e :
A West Haven, cP 96516 .. - IR = . |Svpplerment Date and PRt B
! » _- 4 - B Vs - . . o . . ) .‘ -
'J Kame of Dru" _ I | Nonpxoprictcry Kame fmenduent Date(s)

———

o vitamin'a ;

I 1’ur};ose of Supplenment . - - S ' WW Report

e . .. ) AF FNuwmber
.1 Pha macolo"luul Category ' - How Dispensed o . 1-105

:% o ‘ . :1_‘__ R _ " 1 Relatea IND/HD&/HF(S) %
TR vitamin L ui":_ Rxllgil_ ,O.T.C;.l l _ . 43

3,Dosagc Form(s) , i | - Potecncy (ies) R -

- - ¢ . . - . -

; Satisfactory Labeling : -
l. , , Date Duc firm to submit container labels with report per medlcal
: officer's review

Components, Composition. Manviacturing and Controls

Iii::] k Date pue . :

77}
3
~
et
'b"
badaY
£y .
o]
rt
(@]
A
<

1Sat- . fLactory | Biclogic Availebilivy

| Date Due APPEARS THIS WAY

Is cata on current

formuloticea? vVES IJ mo L} .~ ONORIGINAL

Satisfactory PrOJanly»or Possibly Lifective Indications -
(if in labeling)

: o
.[:::] T Date Dzta Duc

v LsLublxsa ment lnspection . ; Recalls

;;If relabcanL of dyug in co: waercial channels required? YES | ‘2 - No. . ¥
g so, what level: v . N

'ﬁkemark

AR

in thé.futube firm to submit both container labels and package insert.

“Ponclusions

ack majarski
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CHEMIRG'S REVIEW FOR = “Pederal Ropigter. CRIGLEAL
hivisarnD VEDLRUS ADPLICATION _Stgtement Date — ’
feled Leal es atmls v g - . . 'y - T'_“(F“ i
T on shrpnunnnT - - 4971 . SUPPI :
T T e O 33 ~: S et . . i 1A Lunber , :
b & ndc:zc ot applicent (City & b-vaLc) ) oo R | - :
e e c - ) . 80-686_. z
. . . nlcnlyn L,aoorator:es, Ine.- ~ . Supx lement Date and G
- : R P}llladEIPh,la' Pennsvlvanla 19124 . : R
- rendeat Date{s, —k
2 of oo Hompioprictary heme | smendment Datels, f
U "t Folik Acid ) ctLo . 5
‘.. - -« - - : . " .. : R o . - . . . ‘ ‘ . N ;
. - : jrher Date(s). '
po.,c of Suppluemeat - T - | ther D (s)
o - e I oo . o - k AF Luabex . .
COTY - How Dispensed : 9879k
]Ln']COlO"lCa-l. Categony x(,\ sp } S— I
o < PO - oL | Relaved LRDAIWDA/LE(S)
- R ‘ y"[ 0.T.C. | l ' - ‘
~ R * el tamin T . _ : 5
s }_‘o““(s) - : . I‘Ot'qnc')' ﬁics) . R
|-~ i tabl,et - : l.b ™E - :' - ° : R
risic LLO“_‘,’ Laveling , . o .. .
! J ’ . Date Lue To be revised(JHEilert) T . , i
;!:i.:;f.:.cco::y (.;Ox pon nts-,‘ Composition. Handiacturing.and: Controls - .
" ate Pues - - g ' .
S | l- Date 1 see beloy -
'. v ; - LY h by ~ [ y . ' ) " EE u :
nlis §€CL01) Biciroglc Availobiisuy - APPEARS-THIS WAY-
3 Date bue ] - e ~ ON ORIGIN  WAY "
e 1s Gata on current . _ ,{__,_1 ST : AL
*‘l for 1laticon? vES i) :'_Q____.: - : .
atisfactory . ProbrbLy ‘¢ I'ocs )_U" ‘ective lndications
o L © (AL in labeling) : - ) . |
l i . Date bhzta Puc . -
I ~“ : - —~ ~ - el ls - ] H
isteblishment lnspectica o , ‘“_C,‘_“;__“‘_ . ‘
. TU¥satisfactory:-TWX £/2771 : . T
L - : - . L . CLEe 7 ‘ : o ‘ i .o i o - ”-T .
1 et rod? yves [ Ne IS ,
1f yelabeling of arug in comRe rcial channels Lc.qu'ng,dp YES [ ¥ t , ‘.(
3.f g0, vhat level: - : ’ . -
Remarks’ U P . T o
v . . Request: 1. Revised labeling,. as per ILO.'s r'e.po‘r_:t . H
' : * 2. Clarificstion of procedures on h
. ’ . i
3 N - e aks for c*arlflcatLon ‘ o
: . 3. Satisfactory inspection” oo
- ' - - . ' , s ‘;‘
. .
Cop Trmions : - R -i
. i : rev ‘.«z'/f ) o ?
. oo (/tmﬁé—- /[/”/7/ .
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Pharaacological Categzory . How Dispoensed
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EAF Number 28 724

Bosage Yorm(s)
tablet

Poteney (des)

1.0 mg .
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H

(1f in labeling)

Sntﬁsfactory Labcling ) )
(1 Date Duo Conta1ners(for 2 new distributors)=satisfactory -
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a. Each. :label, or other labehng, should be clearly
identified to show its position oo, of the manner in which
it accompanies, the market package.

b. 1f the drug is to be offered over the counter, labeling

on or within the retail package should include adequate’

directions for use by the layman under all the conditions
for which the drug is intended for lay use or is to be
prescribed, recommended, or suggested in any labeling or
advertising sponsored by or on behalf of the applicant
and directed to the layman. 1f the drug is intended or
offered for uses under the professional snper'v‘ision of a
practitioner licensed by law to administer it, the applica-
tion should also contain.labeling that includes adequate

information . for all fuch uses, including all the purposes

for which the over-the-counter drug is to be advertised to,
or tépresented for use by, physicians.

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

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

e. Typewritten or “other draft labeling copy may be.sub-
mitted for preliminary consideration of an application. An

application will not ordinarily be approved prior to the :

submission ‘of the final printed label and labeling of the
drug.

f- No applrcauou may be approved if the labeling is

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

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

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

7. A full statement of the composition of the drug.
The statement shall set forth the name and amount of
each ingredient, whether active or net, ¢ontained in a
stated quantity of the drug in the form in which it ls to be
distributed (for example, amount per tablet or per mil-
liliter) and a batch formula representative of that to be
employed for the manufacture of the finished dosage form.
All components should be included in the batch formula
regardless of whether they appear in the finished product.
Any calculated excess of an ingredient over the label
declaration should be designated as such- and' ‘percent’
excess shown. Reasonable vatiations may be specified.

8. A full description of the mcthods used in, and the
facilities and controls used {or, the manufacture, process=-
ing, and packing of the drug. Included in this description
should be full information with respect to any nsw-drug
substance and to the new-drug dosage form, as follows,
in sufficient detail to permit evaluation of the adequacy
of the described -methods of manufacture, processing, and
packing and the described facilities and controls to
detérmine and preserve the identity, strength quallty,
and purity .of the drug:

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

b. A description of the qualifications, including educa-

tional background and experience, of the technical and
professional personnel who are responsible for assuring

that the drug has the safety, identity, strength, quality,

_and purity it purports or is represented to possess, and a

statement of their responslbnlrues.
¢. The methods used in the synthesis, extraction,
isolation, or purification of any new-drug substance. When

.the specifications and controls applied to such substance

are inadequate in themselves to determine its identity,
strength, quality, and purity, the methods should be
described in sufficient detail, including quantities used,
times, temperatutes, 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 specrfxed

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.

[ U the applicant does not himself perform all the
manufacturing, processing, packaging, labeling, and con-

trol operations for any new-drug substance or the new-drug -

dosage form, his statement ideatifying each person who

will petform any part of such operations and designating -

the part; and a signed statement from each such person
fully describing, directly or by teference, the methods,

facilities, and controls in his part of the operation.

g- Method of preparation of the master formula records

- and individual batch records and manner in whrch these

records are used.

bh. The instructions used in the manufacturing, process-
ing, packaging, and labeling of each dosage form of the
new drug, including any special precautions observed in
the operations.

‘. Adequate information with respect to the character-
istics of and the test methods employed for the container,
closure, or othet component parts of the drug package to
assuce their suitability for the intended use.

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

k. Whether or not the total weight or volume of each
batch is determined at any stage of the manufacturing
process subsequent to making up a batch according to the
formula card and, if so, at what stage and by whom it is

- done.

!, Precautions to chack the actual package yield pro-
duced from a batch of the drug with the theoretical yield.

. This should include a description of the accounting for
such items as discards, breakage, etc., and the criteria -

used in accepting or rejecting batches of drugs ia the
event of an unexplained discrepancy.
" m. Precautions to assure that each lot of the drug is

packaged with the proper label and ‘labeling, including

provisions for labeling storage and inventory control.

JRPSE——



n. The analytical controls used during the various
stages of the manufacturing, processing, packaging, and
labeling of e drug, including a detailed description of
the collection of samples and the analytical procedures to
which they are subjected. The analytical procedures
““ould be capable of determining the active components

thin a rcasonable degree of accuracy and of assuring

"the identity of such components. If the article is one that

is represented to be- sterile; the same. information-with.
regard to the manufacturing, processing, packagirg, and
the collection of samples of the drug should be given for
sterility controls. Include the standards used for ac-
ceptance of each lot of the finished drug. .

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

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

g. Additional procedures employed which are designed
©0 prevent contamination and otherwise assure proper
" sntrol of the product.

«An application may be refused uanless 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, strength, quality, and purity in con-

formity with good manufacturing practice and identifies

each establishment, showing the location of the plant
conducting these operations.)

9. Samples of the drug and articles used as compo-
nents, as follows: a. The following samples shall be sub-
mitted with the application or as soon thereafter as they
become available.
identical,

separately packaged subdivisions, each con-

taining at least three times the amount required to per-

form the laboratory test procedures described in the ap-
plication to determine compliance with its control speci-
fications for identity and assays:

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

in the clinical investigations and a representative -sample -
or samples of each new-drug substance, as defined in

§130.1(g), from the batch(es) employed in the production
of such dosage form(s).

ii. A representative sample or samples of finished

market packages of each dosage form of the drug prepared

for initial marketing and, if any such sample is not from a .

commercial-scale production batch, such a sample from a
represeatative commercial-scale production batch; and a
representative sample or samples of each new=drug sub-

stance as defined in §130.1(g), from the batch(es) em-,

'oycd in the production of such desage form(s).

i, A sample or samples of any reference standard and -
blank used in the procedures desctibed ia the application

for assaying each new-drug substance and other assayed

Each sample shall consist .of four .

components of the finished drug: Provided, however, That
samples of reference standards recognized in the official
U.S. Pharmacopcia or The National Formulary need not
be submitted unless requested.

b; Additional samples shall be submmed on request.

c¢. Each of the samples submitted shall be appropri-
ately packaged and labeled to preserve its characteristics,
to identify the material and the quantity in each sub-

~division-of the sample, and to identify each subdivision

with the name of the applicant and the new-drug applica-
tion to which it relates.

d. There shall be included a full list of the samples
submitted pursuant to Item 9a; a statement of the addi-
tional samples that will be submitted as soon as avail-.
able; and, with respect to each sample submitted, full
information with respect to its identity, the origin of any

new-drug substance contained therein’ (including in the

case of new-drug substances, a statement whether it was
produced or a laboratory, pilot-plant, or full-production
scale) and detailed results of all laboratory tests made to
determine the identity, strength, quality, and :purity of
the batch represented by the sample, including assays.

“Include for any reference standard a complete description

of its preparation and the results of all laboratory tests
on it. If the test methods used differed from those de-
scribed in ‘the application, full details of the methods
employed in obtaining the reported results shall be sub-
mitted.

e.. The requirements of Item 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 Medicine and identified on the outside of the
shipping carton with the name of the applicant and the
name of the drug as shown on the application.

10. Full reports of preclinical investigations that have
been made to show whether or not the drug is safe for use
and effective in use. a. An application may be refused
upless it contains full reports of adequate preclinical
tests by all methods reasonably applicable to a determina-
tion of the safety and effectiveness of the drug under the
conditions of use suggested in the proposed labeling.

b. Detailed reports of the preclinical investigations,

‘including all studies made on laboratory animals, the
"methods used, and the results obtained, should be clearly

set forth. . Such information should include identification
of the person who conducted each investigation, a state-
ment. of where the investigations were. conducted, and
where .the underlying data are available for inspection.

“The animal studies may not be considered adequate unless

they give proper attention to the conditions of use recom-
mended in the proposed labeling for the drug such as, for
example, whether the drug is for short- or long-term ad-
ministration or whether it is to be used in infants, chil-
dren, pregnant women, or women of child-bearing potential.

c. Detailed reports of any pertinent microbiological

‘and in vitro studies.

d.. Summarize and provide a list of literature refer-
ences (if -available) to all other preclinical informatioa

‘known to the applicant, whether published or unpublished,

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

~ Y. List of investigators. a. A complete list of all

" investigators supplied with the drug including the name

and post office address of each.investigator and, following
each name, the volume and page references to the in-
vestigator’s report(s) in this application and in any docu-
ments incorporated by refesence, or the explanation of the
omission of any reports.

b, The unexplained omission of any l'epotts of m-_

'vesnganqns made with the new drug by the applicant, or



submitted to him by an investigator, or the unexplained
omission of any pertinent reports of investigations or

clinical experience received or otherwise obtained by the ~

applicant from published literature or other sources,

whether or not it would bias an evaluation of the safety ~
of the drug or its effectiveness in use, may constitute -

grounds for the refusal or withdrawal of the approval of
an application. :

12. Full reports of clinical investigations that have
been made to show whether or not the drug is safe for use
and effective in use.

methods reasonably applicable to show whether or not the

drug is safe and effective for use as suggested in the

labeling.

b. Aa application may be refused unless it includes ‘

substantial evidence consisting of adequate and well-
controlled investigations, including clinical investiga-
tions, by experts qualified by scientific training and ex-
perience to evaluate the effectiveness of the drug in-

volved, on the basis of which it could fairly and respoa- -

sibly be concluded by such experts that the drug will have
the effect it purports or is tepresented to have under the
conditions of use prescribed, recommended, or suggested
in the proposed labeling.

c. Reports of all clinical tests sponsored by the ap-
plicant or reccived or otherwise obtained by the applicant
should be attached.
quate 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 clinical observations
and laboratory examinations made, full information con-
cerning any other treatment given previously or comcur-
rently, and a full statement of adverse effects and useful
tesults observed, together with an opinion as to whether
such effects or results are attributable to the drug under
investigation and a statement of where the underlying
data are available for inspection. Ordinarily, the reports
of clinical studies will not be regarded as adequate

unless they include reports from more than one inde-

pendent, competent investigator who maintains adequate
case histories of an adequate number of subjects, de-
signed to record observations and permit evaluation of
any and all discetnible effects attributable to the drug in
each individual treated and comparable records on any
individuals employed as coatrols. An application for a
combination drug may be refused unless there is sub-
stantial evideace that each ingredient designated as
active makes a contribution to the total effect claimed
for the drug combination. Except when the disease for
which the drug is being tested occurs with such infre-

a. An application may be refused
unless it contains full reports of adequate tests by all’

These reports should include ade-

quency in the United States as to ‘make testing im-
practi¢al, some of the investigations should be performed
by competent investigators within the United States.

d.. Actach as a separate section & completed Form
ED-1639, Drug Experience Report (obtainable, with in-
structions, on request from the Food and Drug Administra-
tion, Department of Health, Education, and Welfare, Wash-
ington, D.C. 20204), for each adverse expetience or, if
feasible, for each subject or patient experiencing one or
mote adverse effects, described in Item 12c, whether or
not full information is available.
be prepared by the applicant if the adverse experience
was not reported in such form by the investigator. The
Drug Experience Report should be cross-referenced to
any narrative description included in Item 12c.

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

/. If the drug is a combination of previously investi-
gated or marketed drugs, an adequate summary of pre-
existing information from preclinical and clinical investi-
gation and experience with its components, including all
reports received or otherwise obtained by the applicant
suggesting side effects, contraindications, and ineffec-
tiveness in use of such components. Such summary should
include an adequate bibliography of publications about
the components and may incorporate by reference informa-
tion concerning such components previously submitted
by the applicant to the Food and Drug Administragion.

g. The complete composition and/or method of manu-

Form FD-1639 should -

facture of the new drug used in each submitted report of

investigation should be shown to the extent mecessary to
establish its identity, strength, quality, and purity if it
differs from the description in Item 6, 7, or 8 of the ap-
plication. :

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

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

Richlyn Laboratories, Inc.

e -

(Responsible official or agent)

Vice President
(Indicate authority)

(Warning: A willfully false statement is a criminal offense. U.S.C. Title 18, sec. 1001.)

NOTE: This application must be signed by the applicant or by an authorized attorney, agent, or official. If the applicant 7
or such authorized representative does not reside or have a place of business within the United States, the applitzafion must
also furnish the name and post office address of and.must be countersigned by an authorized attorney, ageat, or official tesid-

ing or maintaining a place of business within the United States. N
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‘Group,

rDs:.dr 5897 Docket No. FDC-D—265 NDA
5-897, ete.}

FOLIC ACID PREPARATIONS ORAL

Aw) PARENTERAL FOR THERA-

- 7 RUTIC USE

Dfugs for Human Use; Drug Efficacy
Study Implementation

The Food and Drug Administration
has evaluated reports received from the
National Academy of Sciences-National
Research Council, Drug Efficacy Study
.on the followmg folic ac1d
preparations:

1. a." Folvite Ehxn‘ 5 mg. folie acid

‘per 5 ce.;

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

‘¢c. Folvite Parenteral Solution; sodium
folate equivalent to 15 mg. folic acid
per cc.; marketed by Lederle Labora-
tories, Pearl River, New. York 10965
(NDA5-897).

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

‘3. Folic Acid Injection; 15 me. folic
acid, as the sodium salt, per cc.;" mar-
keted by S. F. Durst and Co., Inc., 5317
North"  Third. Street, Philadélphia,
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
istributing Co.

. Arican Pharmaceutical Co.

American Drug Products.

American Quinine Co.

Approved Pharmaceutical Corp

Arcum Pharmaceutical Oorp LT

Associated Labs., Inc.’ .

Barre Drug Co., Inc The.

Barry-Martin Pharmaceuticals, Inc.

Bell Pharmacal Co.

Garroll Chemical Co., The.

Columbiz Medical Co

Consolidated Midland Corp CMC Research
Division.

- ’

'Gcrvrt Pharmaceuticals
Daniels, Robert and Co., Ine.
DuMont Pharmacal Co.

Evron Pharmaceutical Co., Inc.
Faraday Laboratories, Inc.

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

‘Halsey. Drug Co;, Inc. o

Harvey Labs., Inc

Jaii Labs. -

Kirkman Labs., Inc. -

Lannett Co., Inc. ) o .
Lit Drug Co. I
Lustgarten Laboratories, Inc. 1. "

‘Mifflin, McCambridge Co., Inc, ' T

Penhurst Pharmaical Co.

. Pharmex, Inc.

Pﬁeston Franklin Pharma.cal Co.

Richlyn Labs.

Robinson Laboratory, Inc. -
Spencer-Mead, Inc. o ~

Stanlabs, Inc. .

Supreme Pharmacéutical Co., Inc. i

. Thompson, Wm. T., Co.

‘Fowne, Paulson and .Co., Inc.
Vitamin Research Corp.

‘Vita-Fore Products Co.

-FEDERAL REGISTER,

EUR

NOTICES

West- Ward Inc. :
Williams Chemical Co. .
Winsale Drug Co. v

The drugs-are regarded as new drugs

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

The Food and Drug Administration is
prepared to approve hew-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- effective for the treat-
ment of megaleblastic. anemias. of
tropical and nontropical sprue, nutri-
tional origin, pregnancy, infancy, and
childhood.

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

‘"The Food and Drug Administration
also concludes that there is no evidence
that doses of folic acid greater than 1
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 thie mainte-
nance dose should ordinarily be 0.1 to
0.25-mg.. daily.- Administration of higher

. doses greatly increases the possibility of

masking vitamin B-12 deficiencies and
the insidious development of or precipi-
tation. of neurological manifestations

" and/or lesions. :

Preparations supplying no more than
0.1 mg. folic acid daily continue to be
regarded as dietary supplements (21
CFR 3.42) and may be prescribed when
a maintenance dose of 0.1 mg. a day is
indicated.

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

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

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 addi-
tional information, " applicable to the
drug, may be proposed under other
appropriate paragraph headings and
should follow the 1nf01mat10n set forth
below.)
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FoLic Acip,
DESCRIPTION ..
( To be supplied by the manufacturer. This

is to be corifined to an appropriate descrip- . ‘

tion of the physical and chemical properties
of the drug, and the formulation.) :

ACTIONS

(To be supplled by the manufacturer. This
is to be confined to an appropriate statement
of the demonstrated pharmacologic/physio-
logic actions of the active ingredients of the
‘drug in humans. When the mode of action

"has not been determmed this should be
clearly indicated.) .

.INDI_CA'rIoNs

- 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 childhcod.

WARNINGS

" Folic acid alone is improper therapy in the
itreatment of- pernicious anemia and other
megaloblastic ariemias where vitamin By, is
deﬁcrent

pm:c,m'rrons

Folic acid especxa.lly in doses above 1.0 mg.
daily may obscure pernicious anemia, in that

hematologic. remission.may. eccur:- while neu- ..

rological mamfestatlons remain progressive.
ADVERSE REACTIONS
Allergic sensitization - has been. reported

following both- oral and: parenteral adminis-

tration of folic acid.
DOSAGE AND ADMINISTRATION

Oral administ_ration:vFolic acid is well ‘ab- -

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

Parenial administration: Intramuscular,

intravenous, 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 therapeutzc dosage: In adults: 025
mg. to 1.0 mg. daily. In Childrén. (regardless
of age) : 0.257t0.1.0 mg. daily. Resistant cases
may require larger doses..

Maintenance dosage: When clinical symp-
toms have subsided and. the blood picture
has bécome ‘normal; a maintenance dose of
0.1 mg. to 0.25 mg. daily should be used, but

never less than 0.1 mg. per day. Patients- o
should be kept under close supervision and -

adjustment of the maintenarnce- dose made
1f relapse appears imminent. ’

- In the preserice of alcoholism, pregna.ncy.
hemolytic anemia, anticonvulsant. therapy,

or chronic infection, the malntenance dose ) )

should be at least doubled

D. Prevzously approved applzcatzons
1. Each holder of a “déemed approved”
new-drug application (i.e., an apphcatlon
which became €éffective on- the basis .of
safety prior to October 10, 1962) for such

“drug is requested to seek approval. of the

claims of effectiveness and bring the ap--

plication into conformance by submlttmg, s

supplements containing:

~a: Revised labeling as needed to con-
form to the labeling conditions described
herein . for-the drug, and complete cur-
rent contamer labelmg, unless recently
submitted.

b. Updating mformatxon as needed-to -

provide for an oral dosage form contain-

- ing no less than QPS' mg. and no more
than 1.0 mg; folic acid per tablet or a

0:13
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parzpseral ~dosage form contalmng an
amount appropriate for administration
as described herein, and to make-the-ap-
plication current in regard to items 6
‘components) 7 (composition), and 8
"o ads, facilities, and controls) of the
. jug applicationi form FD-356H to
the extent described for abbreviated new-
drug applications, § 130.4(f), published
in the FEDERAL REGISTER April 24, 1970
(35 F.R. 6574). (One supplement may
contain all the information described in
this paragraph.)

2.-Such supplements should be sub-
mitted within the following time periods
after the date of publication of this no-
tice in the FEDERAL REGISTER: '

a. 60 days for revised labeling; or, for
those products which must be reformu-~

lated, 180 days for revised labeling fully -

in accord with this announcement, pro-
vided claims for which substantial evi-
dence of efféectiveness is lacking are
deleted within 60 days. The: supplements
should be submitted under the provisions
of §130.9 (&) 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
. until the supplemental applications sub-
miitted in accord with the preceding sub-
paragraphs 1 and 2 are acted upon,
provided that the labeling of the prepa-
ration Shlpped within the jurisdiction of
the Act is in accord with the labeling
conditions described in this announce-
.ment wthin the time periods described
in subparagraph 2a.

E. New applications. 1. Any person who

distribittes or intends to distribute such -

¢ ‘which is intended for the conditions
oi _.de for which it has been shown to

be effective, as described under-Al-above,--

should submit an abbreviated new-drug
application meeting the conditions spec-
ified in §.130.4(f) €1) and (2), published
in the EpEraL REGISTER April 24, 1970

(35 F.R. 6574) . Such applications should -

- include proposed labeling which is in
accord with the lahbeling 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:

2. Within 60 days from the date of
publication of this announcement in the

FEDERAL ‘REGISTER, the labeling of such’
' - prepar ation.shibped mthm,j;he jurisdic-
*tion ‘of -the- Act is in ‘acecord with the-

labeling conditions descéribed herein, ex-
. cept that if the preparation must be re-

" formulated, 180 days will be allowed for

. the. dosage recommendatloqs to bd in
" accord with this announcement. "

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

. The - applicant submits within a
reafsona,bl,e time- additional  information
that may be required for the approval of
the application: as. specified in a written

" coinmunication from the Food and Drug

- Administration.

NOTICES

d. The application has not been ruled
incomplete or unapprovable.

F. Opportunity for a hearing. 1. The
Commissioner of Food and Drugs pro-
poses to issue an order under section
505(e) of the Federal Food, Drug, and

Cosmetic Act withdrawing approval of

all new-drug applications and all amend-
ments and supplements thereto provid-
ing for the indications for which sub-
stantial evidence of effectiveness is lack-
ing as described in paragraph A2 of this
announcement. An order withdrawing
approval of the applications will not is-
sue if. such applications are supple-
mented, in accord with this notice, to
delete such indications.. Promulgation of
the proposed order would cause any such
drug for human use offered for the in-
dications for which substantial evidence
of effectiveness is lacking, to be a new
drug Tor which an approved new-drug
application is not in effect. Any such
drug tlien. on: the.market would: be: sub-.
ject to regulatory proceedings.

2. In accordance with the provisions

of section 505 of the Act (21 U.S.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 opporfunity for a hearing

to show why such indications should not
be deleted from labeling. A request for a
hearing must be filed within 30 days after
the date of publication of this notice in
the FepErAL REGISTER. A request for a
hearing may not rest upon mere allega-
tions or denials, but must set forth spe-
cific facts showinhg that a genuine and
substantial issue of fact requires a hear-
ing, together with a well-organized and

‘full-factual analysis of the clinical and
other -investigational data. the objector .

is prepared to prove in a hearing. Any
data submitted in response to this notice
must be previously unsubmitted and in-
clude data from adequate and well-

"controlled clinical investigations (iden-

tified for ready review) as described in
§ 130.12(a) (5) . of the regulations pub-
lished in the FEpERAL REGISTER of May 8,
1970 (35 F.R. 7250) . Carefully conducted

and documented clinical studies obtained _

under uncontrolled or partially controlled
situations are not acceptable as a sole
basis for approval of claims of effective-
ness, but such studies may be considered
on their merits for corroborative support
of efficacy and evidence of safety. If a
hearing is requested and Jusmﬁed 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 drug.
1. If the article is labeled or advertised
for use in any condition other than those

_provided for in this anncuncement, it

may- be regarded as an unapproved new
drug subject to regulatory. proceedings
until such recomended use is approved
in a new-drug application, or is other-
wise in accord with this announcement.

2. If the article is-proposed for market-

. ing in another form or for use other than

/
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the use provided for in this announce-

ment, appropriate additional information ~
‘as described in § 130.4 or § 130.9 of the

regulations (21 CFR 130.4, 130.9) may be
required, including results of animal and
clinical tests intended to show whether
the drug is safe and effective.
Representatives of the Administration
are willing to meet with any interested
person who desires to have a conference
concerning proposed c¢hanges. in the
labeling set forth herein. Requests for

such meetings should be made to the Of- -
fice of Scientific Evaluation at.the ad- .
-dress given below, within 30 days after

the publication of this notice in the FED-
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 approprl-
ate office named below.-

Communications forwarded in re-
sponse to thisiannouneement should:he
identified with the reference number
DESI 5897, directed to the attention of

the following appropriate office, and ad-

dressed (unless .otherwise specified). to
the Food and Drug Administration, 5600
Fishers Lane, Rockville, Maryland 20852:

Supplements (identify with NDA number):

Office of Scientific Evaluation (BD-100), .

Bureau of Drugs.

Original abbreviated new- drug a.pphcatlons
(identify as such)
Implementation Project Office (BD-5), Bu-
reau of Drugs.

Request for Hearing (identify with Docket
number) : Hearing Clerk, Office of Gen-
eral Counsel (GC-1), Room 6-62, Parklawn.

All other communications regarding this an-

nouncement: Drug Efficacy Study Imple- .

mentation Project Office (BD-5), Bureau-of
Drugs.

Requests for NAS-NRC report: Press Rela-
tions Office (CE-200), 200 C Street SW
\Washington, D.C. 20204.

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

Dated: March 19, 1971

San D. PivE,
Associate Commissioner.
. for Compliance.

[FR Doc.71-4952 Filed 4—3—71;8:46 aih] :

[DEST. 104231

LEVALLORPHAN TARTRATE
-INJECTION

Drugs for Humcm Use; Drug: EFﬁccuy s

_Sfudy Implementation
The Food and Drug Administration

has evaluated a report received from the-.
National Academy of Sciences-National -

Research Council, Drug Efficacy ‘Study
Group, on the following drug for mtra-
venous use:

Lorfan . Injection, contammg leval-
lorphan tartrate; Roche Laboratories,
Division. of Hoffman-LaRoche, Inc., 340 .
ngsland Street, Nutley, New Jezbey
07110 (NDA 10-423).

Drug Efficacy. Study~

s

AR




CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

80-686

CORRESPONDENCE



ABBREVIATED
RIGHLYN ‘ + NEW DRUG APPLICATI®N s mosnr

LABORATORIES PHARMACEUTICALS - ANTIBIOTICS GENERICS

INC ‘ CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 3-2220

0CT 71971 -_%’O’CF’YQ

Drug Efficacy Study Implementation
Project Office -- BD-5

Bureau of Drugs

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Gentlemen:

Enclosed in triplicate is an Original Abbreviated New Drug
Application re:

Folic Acid Tablets, U.S.P. - 1 mg. - C.T. Yellow.
Labeling is in accord with 36 F.,R. 6843 (DESI 5897), April 9, 1971.
Your cooperation is appreciated.
Sincerely,
RICH ORATORIES, INC,

v =

E. W. Rebollo
Vice-President

EWR/1s
Encl.

MEMBER

PHILADELPHIA DRUG EXCHANGE . DRUG, CHEMICAL & ALLIED TRADES . DRUG & ALLIED- PRODUCTS GUILD
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KA 80-686

AF 286724

Richlyn Lsborateries, Inc.
Attentien: Mr. E. W. Rebolle
Gastor and Kensington Avenues
Philadelphis, Penmsylvania 19124

Gentlemen:
We acknowledge the receipt of your sbbreviated new drug application

! submitted pursuant to Section 505(b) of the Federsl Food, Drug, and
' Cosmetic Act for the following: .

NAME of DROG: Follc Acid Tablets, 1 mg.
DATE of APPLICATION: October 7, 1971

DATE of RECEIPT: October 13, 1971

i,
|
[
|
i
i

We will correspond withoyou further after we have had the opportunity
1 to review the application.

b " Please identify any communications concerning this application with
!: the MDA number shown sbove.

Sincerely yours,

Paul &. Bryan, M.D.

Birector

Prug Efficacy Study Implementation
‘ - Project Office

<4 , Bureau of Drugs

ce:
PHI-DO

Dup
BD-69
. BD-300
: BD-67
g BD-22
i JiMeyer/wlb/10-15-71 .
Ack.

e 2 e
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AF 28-724 NOV 23 39311

Richlyn Laboratories, Inc,
Attention: Mr, E, W, Rebolle
Castor and Rensington Avenues
Philadelphia, Penmnsylvania 19124

Gent lemen:

Reference is made to your abbreviated new drug application dated
October 7, 1971, submitted pursuant to Section 505(b} of the Federal
Food, Drug, and Cosmetic Act for Folic Acid Tablets, 1.0 mg.

We have completed the review of this abbreviated new drug application
and have the following comments regarding the proposed package insert:

1. In the DESCRIFTION section, add an appropriate descriprion
of the chysical and chemical preperties of the drug.

2. Revise the ACTTIONS section to state that the exact wode
of therapeutic action has not been determined. Follow this
by a statement that the folic acid is enzymatically reduced
in the body to tetrahydrafolic acid for aetivity.

3. 1In the DDSASE and ATMINISTRATION section, remove the
heading, ' —— v 444 the entire section
devoted tgo ! -

4. In the HOW SUPPLIFD section, state the strength and
number of tablets per container size.

Other information required by section 130.4(f) of the regulations:

A clarification of the anmalytical procedures used to asture
that the components and the final dosage form will camply
with the specifications and tests described in an official
compendiem (naming the compendium), if such article is
recognized therein, or, if not listed or if the article
differs frem the compendium drug, that the specificatiens
and tests applied to the drug and its components are ade-
quate to assure their identity, strength, quality and purity,
since it is noted that:

APPEARS THis w
A
ON ORIGINa,
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1. The generic neme is not given for the component, v

2. The procedures for the e . are
nat liated.

3. The procedures for ..—— are not listed.

4, The identification test for - - 18 included in the

- menograph,

Before we can take fingl action, it will be neceasary for you to have
a satisfactory inspection of your manufacturing methods, facilities
and contrels to assure the strength, idestity, purity, and quality

of the drug, '

A copy of this letter has been sent to our Philedelphia Pistrict Office.
We suggest you contact them and arvange for an inspection,

Plegse let ue have your response promptly.

Sircerely yours,

(A e e, o

Paul A, Bryan, M.D.

Birector

Prug Efficacy Study Implementation

Project Office

Bureau of Drugs
cc:
PHI-DO
Dup
BD-67
BD-69
BD-22
BD-100 \
.y BD-242 {f\:\MQQ,W'q\\\’\ 1\
_MJ'HEilert/JIMeyer/GMii'l‘ar 11-11-71
/';f"‘ Final typed/rt 11/15/71

. » Rev w/f /6—'&,\/% or \\\QQ[‘)l
Gy Coanesl] D@, U1)33[ 2/



Cable Address “RICHLYN"

PHARMACEUTICALS ANTIBIOTICS GENERICS

RICHLYN ‘
~ LABORATORIES
INC.

CASTOR & KENSINGTON AVENUES .+  PHILADELPHIA, PENNSYLVANIA 19124  « 215 CU 3-2220
November 30, 1971

RESUBISSION
NDA ORrig AMENDMENT

Drug Efficacy Study Implementation
Project Office -~ BD-5

Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Ref.: Folic Acid Tablets, U,S.P. - 1 mg.
C.T. Yellow
ANDA #80-686
Additional Information Requested.

Gentlemen:
Herewith in triplicate is our response to your 11/23/71 letter.

Package Insert.

1. DESCRIPTION. We attempted to provide "appropriate" description by
limiting same to physical description of the finished dosage unit--the

only characteristic normally accessible to evaluation by the prescribing
physician or the dispensing pharmacist (the originally intended readers
of such inserts).

2., ACTIONS. Present phrasing appears more appropriate since we don't
know the exact mode of action for the prophylactic or therapeutic activity.
Your proposed reference to Tetrahydrofolic acid (THFA) is duly noted. We
don't grasp the clinical significance of this biochemical fragment out of
‘the full 6-page context afforded it in Goodman and G11man but we will in-
clude it if you insist.

3. DOSAGE AND ADMINISTRATION. The full wording (including the "Parenteral
Administration" section) set forth in 36F.R.6843 (4/9/71) was employed in
the belief that it provides a useful, possibly vital, clinical reminder to
the physician. We included this information for his benefit, not ours (we
do not market a parenteral form).

4. HOW SUPPLIED. Tt is our style to state the dosage unit strength under
"DESCRIPTION"., It is also generally desirable for us to avoid insert-
statement of container contents since, in generic manufacturing, such pack-
aging varies widely and unpredictably. Package content is always covered
by package label.

MEMBER

PHILADELPHIA DRUG EXCHANGE . DRUG. CHEMICAL & ALLIED TRADES . DRUG & ALLIED PRODUCTS GUILD )



RICHIJYN - | ‘ Cabte Address "RICHLYN"
LABORATORIES PHARMACEUTICALS  ANTIBIOTICS GENERICS

ING | CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 9-2220

Folic Acid Tablets, U.5.P.-1 mg.

C.T. Yellow

ANDA #80-686

Additional Information Requested cont'd.
11/30/71 '
Page 2

Test.
1. <« " is a proprietary specialty (no established common or usual
name) supplied and represented to us by ~—- , . . -

As stated in our 10/7/71 submission, our acceptance specifications, as
described, conform with those of said supplier (in the absence of compendial
or official reference).

2, r=—— Specifications and references are enclosed.

3. =" GSpecifications and references are enclosed.

4, - Identification for we—————-s included because the .

) specifications for " Tl

A e TR

o e 1 A e St = g e A T b ST R g T e g

B

We acknowledge your comments regarding inspectional status. We await your
response re aforementioned labeling observations before proceeding to any

revision.
Sincerely,
RICHLYN LABQ RIES, INC,
E. W. Rebollo
Vice Preside
EWR/1s
Encl.

MEMBER

PHILADELPHIA DRUG EXCHANGE . DRUG. CHEMICAL & ALLIED TRADES - DRUG & ALLIFD PRODIICTS GHIN



N RICHLYN \ -
v' ‘ ]1 ABOR ATOR[ES PHARMACEUTICALS ANTIBIOTICS GENERICS

INC ‘ CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 3-2220

December 28, 1971

MDA ORIG AMENDMENT

Drug Efficacy Study Implementation

Project Office -- BD-5

Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

) Ref.: Folic Acid Tablets, U.S.P.
1 mg., C.T. Yellow
Original ANDA #80-686
Supplemental Application
Additional Packer(Repackaging) & Distributo

Gentlemen:

The attached triplicate submission provides supplement per 21CFR§130 9
(@) (&) (v)--
Designated Repackager and Distributor:
Arcum Pharmaceutical Corp.
P.0. Box 38
Vienna, Virginia 22180

Applicant's Statement : | [ previously X1 herewithﬁéﬁﬂmitted
Applicant's Credentials: K::l previously | X herewith submitted
Applicant's Labeling® : [ | previously | X | herewith submitted

*(4 copies, each of 3 sets; total: 12)
Sincerely,
RICHLYN LABORATORIES, INC,
<><DP Cecechinc

L. P. Cecchini,
Director, Quali

' - as, f\b@?dy\\
.ébsuranee /)0 .
> -ﬂ@‘c

LPC/1s
Att.

MEMBER

PHILADELPHIA DRUG EXCHANGE . DRUG, CHEMICAL & ALLIED TRADES . DRUG & ALLIED PRODUCTS GUILD



- LABORATORIES

S

M Cable Address “RICHLYN"

RICHLYN "

PHARMACEUTICALS ANTIBIOTICS GENERICS

INC l CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 9-2220

January 3, 1972

NDA ORIG AMENDMENT

s,

Drug Efficacy Study Implementation
Project Office -- BD-5

Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Ref.: Folic Acid Tablets, U.S.P.
1 mg., C.T, Yellow
Original ANDA #80-686
Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFRE130.9

(a)(6) --

(i) Designated Distributor: Spencer Mead, Inc.
270 W. Merrick Road
Valley Stream, New York 11582

“(ii) Applicant will conform.
(iii) Distributor's Statement: [ Jpreviously submitted
Xherewith submitted
(iv) Labeling (4 copies, each of 3 sets; total: 12) herewith submitted.
Sincerely,
RICHLYN LABORATORIES, INC,-

L. P. Cecchini, Ph.D
Director, Quality Assurance

LPC/ 1s :
Att. (3 sets of 1000; 3 sets of 100 - Spencer Mead Inc.)

MEMBER

PHILADELPHIA DRUG EXCHANGE . DRUG, CHEMICAL & ALLIED TRADES . DRUG & ALLIED PRODUCTS GUILD



| RICHLYN \ : ' | ’ Cable Address "u-ncmm"
 LABORATORIES
- INC ‘ CASTOR & KENSINGTON AVENUES -  PHILADELPHIA, PENNSYLVANIA 19124

January 17, 1972

| . NDA ORIG AMENDMENT

PHARMACEUTICALS ANTIBIOTICS GENERICS

. 215 CU 9-2220

Drug Efficacy Study Implementation
Project Office -- BD-5

Bureau of Drugs

Food & Drug Administration
5600 Fishers Lane

Rockville, Maryland 20852

Ref.: ‘Folic Acid Tablets, U.S.P.
1 mg., C.T, Yellow
Original ANDA #80-686

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFR§130.9
(a)(6) -- ' '

(i) Designated Dis;ributor: Approved Pharmaceuticéi Cbrporation

114-144 Gifford Street i
Syracuse, New York 13201

“(ii) Applicant will conform.
(iii) Distributor's Statement: [Jpreviously submitted
' kK Therewith submitted

(iv) Labeling (4 copies, each of 3 sets; total: 12) herewith submitted.
Sincerely,

RICHLYN LABORATORIES, #

Y

LPC/ 1s

Att. (3 sets of 100)

(3 sets of 1000)

MEMBER

PHILADELPHIA DRUG EXCHANGE . DRUG, CHEMICAL & ALLIED TRADES DRUG & ALLIED PRODUCTS GUILD
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S PHARMACEUTICALS ANTIBIOTICS GENERICS
T, 2 s

CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 9-2220

January 18, 1972

NDA ORIG AMENDMENL

~Drug Efficacy Study Implementation
Project Office -- BD-5

Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Ref.: Folic Acid Tablets, U.S.P.
1 mg., C.T. Yellow
Original ANDA #80-686
Supplemental Application

Gentlemen:

The enclosed triplicate submission provides supplement per
21CFR8130.9 (a) (&) (iii).

Subject: Revision in manufacturing and control procedures--

Manufacturing:
--Alternate Master Formula Sheet (specimen attached).

Sincerely,

RICHLYN TORIES, INC.
py 2y

E. W. Rebollo
Vice President

EWR/1s
Encl.

MEMBER

PHILADELPHIA DRUG EXCHANGE . DRUG. CHEMICAL & ALLIED TRADES . DRUG & ALLIED PRODUCTS GUILD



KDA B0-686

AF 28-724

Richlyn Laboratories,. Inc.
Attention: Mr. E. W. Rebolle
Castor and Kensington Avenues
Philadelphia, Peansylvania 19124

Gentlemen: : o

Reference 1s made to your abbreviated new drug application submitted
pursuant to Section 505(b) of the Federal Food, Drug, and Cosmetic
Act for Folic Acid Tablets, 1.0 mg.

Reference is also made te your cammunfcatieas dated November 30, 1971,
and December 28, 1971, amending the application.

Your application, as amended, provides for you to market the drug under
your own label. It also provides for you to label the drug with a label
showing the repackager and distributor to be:

Arcum Pharmaceutical Corporation
Vienna, Virginia 22180

We have completed the review of this abbreviated new drug application
and have the following comments ragardiﬁg the praposeé package fnsert:

1. Replace the BESCRI?TIGE section with the fb!!ewing statement:

Folic acid is yellow or yellowish orange, odorless, crystelline
powder. It is very slightly soluble in water; insoluble in.
alcohol, chloreform, and sether. It is readily soluble in selutions
of alkaiis. Falic acid is stable in neutral or alkiline solution but
its stability decreases as the pH 1s reduced below 6. Considerable
destruction of folic acid eccurs below phH 4.

2, Revise the ACTIQES saction. The follewing 9aragfaph.ﬁaﬂ1d be
acceptable.

Folic acid is an impartant growth factor for a ¥arge variety of
_animal, plant, and micrebial cells. Its function, in the form of

its active metabolite tetrahydrofolic acid, is to transfer one-

carbon molecular fragments such as formyl, hydroxymethyl or methyl

from one compound -to another, These fragments serve as building units



Page 2 ~ NDA 30-686

in the synthesis of certain purines, pyrimidines, and amino acids.
The methylation of deoxyuridine to thymidine 1s one of the more
important reactions in which folic acid participates, this being

a preliminary step in the synthesis of desoxyribonucleic acid (DNA).
peficiency in the synthesis of DHA may interfere with mitosis and
be responsible for the gigantic cells (megaloblasts) that are
characteristic of megaloblastic anemias. Other important reactions
requiring folic acid are the metabolic degradation of histidine to
glutamic acid and the converstion of serine to glycine.

3. In the DOSAGE and ADMINISTRATION section, remave the heading,
e — " and the entire section devoted to " ———
_— —. ' 8% was requested in our letter of November 23, 1971,

4, 1In the HOW SUPPLIED section, state the strength of your dosage form,
as was also requested on November 23, 1971,

Other information required by section 130.4(f) of the regulations:

1. Certification frem Arcum Pharmaceutical Corporation that the methods
used 1n, and the facilities and controls used for, the packing and
helding of the drug are in conformity with current good manufacturing

~ practice in accord with Part 133 (21 CFR) of the regulations.

2. A satfsfactory inspection report, as was alsc requested on Hovember
23, 1971.

Please let us have your response promptly.

ingerely yaut‘
| ot Y

HMarvin Seif&, K.D.

Director .
cc: Division of Actions Implementation
PHI-DO Drug Efficacy Study Implementation
BD-69 ' Bureau of Drugs

BD-67

'BD-22 NJBLN/
. BD-242 ' \ ‘
MM 8= c \ v
l%" JHEiTert/JLMeyer/GMi m.r 1 /]A}@ !
V" Init. by MAC]ark/JLMeygr 1/14/72
sam/1/28/72 fgu/tmle/ {{;15//79»

rev w/f
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AF 28-724

Riehlyn Laboratories, Ine, FEB 2819 7;
Attention: Hr. E. W, Rebollo '
Castor and Kensington Avenues

Philadelphia, Pennsylvania 19124

Referance is made to your sbbréviated new drug application submitted
pursuant to Seetion 505(b) of the Federal Food, Drug, and Cosmetie
Act for Folic Acid Tablets, 1.0 mg.

We also acknowledge receipt of your cormunications dated Jenuary 3,
1972, January 17, 1972 and January 18, 1972, smending the application.

Reference is 'alsc made to ear letter of January 31, 1972, reviewing
your application,

Your application, as amended, provides for you to market the drug
under your own label. It also provides for you to label the drug
with labels showing the distributers to be:

Spencer-lead Imc.
Valley Stream, New York 11582

- Approved Pharmaceutical Corporaticn
fyracuse, New York 13201

Before we can complete the review of this abbreviated new drug
application, however, it will be necessary for you::to revise the
labeling; to submit the manufacturing informatiom; and to provide
for the satiasfactory inspection requested on January 31, 1972,

Pleasa.letrus have your response promptly.

R e T R TN RPN

Birector
Divigion of Actlions Implementatign
Drug Efficacy Study Implementation
CC: Project Offiece

PHI-DO Burean of Eruge

- Du . SR
BDP69 BD-67 /,g/i/l Q(Q/ ‘2"3/ 22
,§ BD-242  BD-22 Q;RQ %SYTV e .
VN&“W'JHEllert/JLMeyer/GMi ar: 2/15/72
] R/D init. MAClark, JLMeyer 2/17/72

Final typing bhy 2/23/72 Rev. W/F
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Cable Address "RICHLYN"

, ' : : NDAOR; !“",v,‘i MHMPNT ;

o

RICHLYN
LABORA'I‘()R[ES l

PHARMACEUTICALS ANTIBI_OTICS GENERICS FPL

PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 3-2220

Mareh 2, 1972 | p? |6/

CASTOR & KENSINGTON AVENUES  »

ING.

Drug Efficacy Study Implementation
Project Office -- BD-5 '
Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Ref.: Folic Acid Tablets, U,S.P.
1 mg., C.T- Yellow
ANDA #80-686
Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFR8130.9
(a)(6) -- - ,

(1) Designated Distributor:’ Barre Drug Co., Imc. .
| Baltimore, Maryland 21215

- (11) Applicant _wili conform,
(111) Distributor's Statement: "Elpreviously submitted ' o
' Klherewith submitted

(iv) Labeling 4 c0pies, each .of 3 sets; total: 12) herewith submit:ted

1

Sincerely,

RICHLYN LABORATORIES, JAf('

LPC/1s _ _
Att. (3 sets of 100's) s (3 sets of 1000's)

MEMBER

PHILADELPHIA DRUG EXCHANGE . : DRUG, CHEMICAL & ALLIED TRADES . 'DRUG & ALLIED PRODUCTS GUILD" .
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Cable Address “RICHLYN"

RICHLYN -
IJABORATORIES ! PHARMACEUTICALS ANTIBIOTICS GENERICS |2

ING CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 9-2220

1 RESUBMISSION
MAR 23 1372 |
DA ORIG AMENDMENT

Drug Efficacy Study Implementation
Project Office ~- BD-5

Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Ref.: Folic Acid Tablets, U,S.P.
1 mg., C.T. Yellow
ANDA #80-686
Additional Information Requested

Gentlemen:

This triplicate submission is in response to your 1/31/72 and 2/28/72
requests for additional information.

Enclosed are specimens of package insert revised per your 1/31/72 guide-
lines.

Arcum Pharmaceutical Corporation's CGMP statement and insert revision
have been requested and will be submitted as soon as available.

We acknowledge your request for a satisfactory inspection report. We
anticipate the latter in the very near future.

Sincerely,

RE//LYN LABORAT?EjES INC.

! -

¢
5 R
-8 é‘,: A \ - ol 6//

E. W. Rebollo
Vice Presidents €

EWR/1s -
Encl.

MEMBER

PHILADELPHIA DRUG EXCHANGE ° DRUG, CHEMICAL & ALLIED TRADES . DRUG & ALLIED PRODUCTS GUILD
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Theodore E. Byers
. Director, Office of Compliance BD-300

BD-105

=

ANDAs (GMP Certification Violations)

1.

March 28, 1972

As you are aware the DESI Project Office withholds approval

of ANDAs because district inspections have shown that the firms
are not in compliance with GMP as they hqye certified in each

application.

2.

DESI has had a tremendous amount of voluntary correction with

some violative firms by denying approval of AlDAs because of
eritiecal or significant GHMP violations.

3.

However there are several firms which have not corrected

violative conditions and continue to manufacture ANDA products
Since these ANDAs :are not:approvable because

without approval.
of significant ¢

CpP problems, it would appear that we ‘should

consider taking legal action to have each ANDA product withdrawn

from the market

4, -
There are others.
I.
AlDAs -
II'

A¥NDAs ~ 7

80-710
80-711
80-712
80-718
en-741%
BO-742
80743
&0~758
50-759

80-7560

Bel-Mar Labs, Inwood, New York

I am listing three examples of firms and products below.

Lidocaine ECL Inj.~
Procaine HCL Inj. 1%
Thianine HCL Inj. 200mg
Thiamine HECL Inj. 100mg
Tnatostarone Propilenntae
Tastosterona Propionate
Testosterone Propionate
Procaine (L
Procaine #CL
Lidocaine IiCL Inj. 2%

1% uiEﬁinephr ne
2% w/tpinephrine

25mg
5%me
R Een

1G0mg
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Page Two - ANDAs (GMP Certification Violations)

80~761 Pyridoxine KCL Inj. 100mg
80-756 Procaine HCL Inj. 2%

80-757 Lidocaine HCL Inj w/Epinephrine
80-820 Lidocaine HCL 1% w/Ep#nephrine
80-821 Chlorpheniramine }Maleate Inj.
80~-822 Diphenhydramine HCL Inj.

¥ ITI Richlyn Laboratories Inc., Philadelphia, Penna,

80-079 Triple Sulfas Tabs
80-081 Sulfadiazine Tabs

-

- 80-109 Sulfisoxazole Tabg

o8 80-151 Thyroglobulin Tabs

o " 80-153 Isoniazid Tabs

g ' : Lﬁg;ﬁﬂﬁ_Folic Acid Tabs

g 80-785 Triplennamine HCL Tabs

i 80-767 Mithyltestosterone Tabs

. 80-780 Prednisolone Tabs S5mg orange
80-781 Hydrocortisone Tabs 20mg

- 80~782 Prednisone Tabs 5mg white

! 80-807 Diphenhydramine CL Taba
80~808 Pyrilamine Maleate Tabs
80-809 Chlorpheniramine Maleate Tabs
80-874 Pygerazine Citrate Tabs
80-880 Chloroquire Phos. Tabs
80-8381 Dimenhydrinate Tabs

Bruce E. Byer - BD-105 .
. QOffice of Scientific Evaluation
cC:
gl BD-100
Ho BD-=105
BD-310 ' S e Lo - -

;?I . BD-69 c/o Jack Meyer. R , . ,
“% - . BD-310 c/o Ted Byers i T

BD-105 c/o BEByer/mw/4/4/72

AR TGRSR S 4 A 20 2 K2 AV S e e T st Wans e L s S AR e G Edy R T S e e T
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Richlyn Laberatories, Inec.
Attention: Mr. E. W. Rebollo
Castor and Keusimgton Avenues
Philadelphia, Pennsylvania 19124

ey
B D
/
b}

sy
Ix\v-

Centlemen:

Raference iz made to yeur abbteviated new drug application suybmitted
pursuant to Section 505(b) of the Federal Food, Drug, and Cosmetic
Act for ¥Folie Acid Tabiets 1.0 mg.

¥e also acknowledge receipt of yeuf cammuaicatien dated March 2,
1972, amending the appiieaﬁion.

Refereace is also made to our letter of Janmary 31 1972 reviewing
your applicatiom. . .

Your a@plieatien, as amended, also provides fer you to label the drug
with the lsbel showing the distributer to be:

\\\\ - Barre Drug Company, Inc.
Baltimore, Mazylané 21215

We have reviewed this abbreviated new drug application and have the
following comments regarding the proposed container label:

The “Usual Eaily Dose” statement should be revised as follows:
“Usual Adult ﬁaily Dosage.” 4

This revision, hewaver, may be made at the time ef the next printing.

Before we can eerplete the review of this application, however, it
will be neeessary for you: to revise the labeling; to subunit the

APPEARS THIS WAY
ON ORIGINAL



-2 -

manufacturing information; and to provide for the satisfactory
inspection reaquested on Jamwary 31, 1972,

Please let us have your respeonse promptly.

< sgﬂeerely yours,

\ )7/ ﬁé&» /D

K 16 < Qvéb: :
Marvia sEife, M,D. | ”5/3&/72_,
Pirector :

Divigion of Actions Impléementation

Drug Efficacy Study Implementation
Project Office

Bureau of Drugs

cc:
PHI-DO

Dup
BD-69
BD-67
BD-22
[ BD-242 313~
'# JHEllert/JLMeyer/GMl : 3/21/72
%%P R/D init. MAClark, JLMeyer 3/24/72

ing bhy 3/30/72
fo

Final-—-typd
/R/ - W/E F o= o D 24

PEARS THIS WAY
Ap oN ORIGINAL




Foe o RESUBMISSION. . /=
KDA ORIG AMEND%%NIL E

RIGHLYN
'LABORATORIES

IN(} : CASTOR & KENSINGTON AVENUES PHILADELPHIA, PENNSYLVANIA 19124 215 CU 9-2220

Coble Address "RICHLYN"

PHARMAGEUTICALS ANTIBIOTICS GENERICS (ﬁ L
) G
o

| April 10, 1972

Drug Efficacy Study Implementation

Project Office -- BD-5

Bureau of Drugs

Food & Drug Administration :
5600 Fishers Lane

Rockville, Maryland 20852

Ref.: TFolic Acid Tabletg U.S.P.
1 mg., C.T. Yellow
ANDA #80-686
Additional Information Requested

Gentlemen:

This triplicate submission is in response to your 3/31/72 request
for additional information.

In response to your 1/31/72 and 2/28/72 communications, please
see our 3/23/72 submission covering package insert revision and
manufacturing information (Arcum Pharmaceutical Corporation's
CCMP statement and insert revision; our anticipation of satis-
factory inspection report in the near future).

Regarding your 3/31/72 comments on container label, enclosed is
our printing revision order this date. Resultant label specimens
will be submitted upon our receipt of same.

Sinéerely,

RICHLYN LAB@R?TORIES,INC.

i a

T. W. Rebollo

Vice President wy%%%

L3

1%

EWR/1s
Encl.: Printing Revision Order: 100s,1000s,50

95;;~

7

f
>




'NDA ORIG AMENDMENT E
RI CHIJYN _ a _-- fable Addreu. "RlCAHI.Y:l-" .
. LABORATOR[ES ‘ PHARMACEUTICALS ANTIBIOTICS GENERICS Oﬂ/ 6’ ‘{EEL"

PR ING CASTOR & KENSINGTON AVENUES PHILADELPHIA, PENNSYLVANIA 19124 215 CU 9-2220
i 1 . .
LR |

April 16, 1972

Prug Bfficacy Study :@mmm
Prejoct OFfice »+ BDe§

Bureau of Drugs

Food & Drug Administration
5600 Fishers Lane
Rockville, Maryland 20852

Reference: Polic Acid Tablets, U.8.F,
i mug 1 bﬁt !’l’éiw
| ANDA 80608 -

Supplemental Appllcatlon
Additional Packer (Repackaging)
& Distributor

Gentlemen:

. The attached triplicate submission providés sﬁppiement’per 21CFR8130.9
3 T (a)(4) (v)-- ' .
e Designated Repackager and Distributor: Apcum Phgrisicentical “COEp «
- Viempa, Va. 22180

Applicant's Statement  : [CZ_} previously [_X ] herewith submitted
Applicant's Credentials : [__] previously (X __] herewith submitted
Applicant's Labeling® ¢ {___] original T ¥ | revised

*(4 copies, each of 3 sets; total: 12) o

DOSE STRENGTH

PACKAGING UNIT

1 =g,
3@@$;
Sincefely,
RICHLYN LABORATORI.
PN _ . » L. P. Cecchini? Ph.D. o
RN - Director, Quality Asggrance_»
LPC/1s

Att.



NDA ORIG AMENDMENT 5

RICHLYN \ ’ : | e
:T“\“-‘ L ABOR ATORIES PHARMAGEUTICALS ANTIBIOTICS GENERICS FPL

ING l CASTOR & KENSINGTON- AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 3-2220
o

MAY 15 1972 | @Klél”

Drug Efficacy Study Implementation
Project Office ~-- BD-5

Bureau of Drugs

. Food & Drug Administration -

' 5600 Fishers Lane

Rockville, Maryland 20852

Ref.: Folic Acid Tablets, U.S.P.
‘ 1 mg., C.T. Yellow

ANDA #80-686

Supplement

Gentlemen:

The enclosed triplicate submission provides supplement per 21CFR8130.9

= (a)(4):

-~ (i): Revision in labeling.

(] -- (ii): Addition of claim.

'[:]-4(iii): Revision in manufacturing or control procedures.
[] -~ (iv): Change in manufacturing facilities. ' '

Apbropriate exhibits are attached.¥*

Sincerely,
. : RICHLYN RATORIES, INC.
76>
, -
o E. W. Rebollo
Vice Presideit
EWR/1s
Encl.

MEMBER

PHILADELPHIA DRUG EXCHANGE . DRUG, CHEMICAL & ALLIED TRADES - DRUG & ALLIED PRODUCTS GUILD’



- NDA ORIG AMENDMENT; é:

RICHLYN
~ LABORATORIES
- INC.

. ‘ ' v Cable Address “RICHLYN"

"PHARMACEUTICALS ANTIBIOTICS GENERICS OK '/ 6 A EPL

CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 215 CU 9-2220

May 25, 1972.

Drug Efficacy Study Implementation
Project Office -- BD-5

Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Ref.:Folic Acid Tablets, U,S.P.
1 mg., C.T, Yellow
ANDA #80-686
Supplemental Application
. Additional Distributor

'i) Gentlemen: -

The attached trlpllcate submlsslon prov1des supplement per 21CFR8130 9
(a)(6) --

(1) DeSighated Distfibutorb United Pharmaceuticais,sinc.
- ‘ Oakland, California 94601

(11) Applicant w111 conform _ »
(111) Dlstrlbutor s Statement° Clpreviously submitted
herewith submitted
(iv) Labeling (4 copies, each of 3 sets “total: 12) herewith
submitted. : ; e :
Labeling submlss1on-is X original ©  revised

o

DOSAGE. STRENGTH

rrrrrr

Sincerely,

RICHLYN LA$ORATO‘
THASD 5

L. P. Cecchini, Ph.D.
Director, Quality Assurance

LPC/ 1s

-



NDA ORIG AMENDMENT; ~

RIGH]- YN + Cable Address "RICHLYN"
v

L AB OR ATOR[ES PHARMACEUTICALS ANTIBIOTICS GENERICS’ EE I.1
] INC CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19134 . 215 CU 92220

May 26, 1972

oRIC

Drug Efficacy Study Implementation
Project Office -- BD-5

Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Ref.: Folic Acid Tablets, U.S.P.
1 mg., C.T. Yellow
ANDA #80<686
Supplemental Application
Additional Distributor

Gent lemen:

_ The attached triplicate submission provides supplement per 21CFR8130.9
o (a)(e) --

(i) Designated Distributor: Bioline Laboratories, Inc.
Brooklyn, New York 11203

(ii) Applicant will conform.
: (iii) Distributor's Statement: [previously submitted
.Eﬂherewith submitted
(iv) Labeling (4 copies, each of 3 sets; total: 12) herewith
. submitted.
Labeling submission is X original - revised

Lo g

DOSAGE STRENGTH

1 mg.

Sincerely,

RICHLYN LABORATORIE}

’ L. P. Cecchini, Ph.D.
Director, Quality Assurance

LPC/1s
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AF 28-724

‘Richlyn laboratories, Iac.

Attention: Mr. E. W. Bebelle JUL 05 1972
Castor and Kensington Avenues _
Philadelphia, Pennsylvania 19124

Gentlemen:

Zeference is made to your sbbreviated new drug spplication submitted
perausnt to Section 505(b) of the Federal Food, Drug, amd Cosmetic
Act for Folic Acid Tablets, 1.0 mg.

We also acknowledge receipt of your communicatlons dated March 23,
1972, April 10, 1972, April 14, 1972, May 15, 1972, May 25, 1972
{two) sud May 26, 1972, smending the spplication,

Beference 15 also made to our letter of January 31, 1972 and Haxch 31,
1972, reviewing your applicatien.

Your applicetiocn, as amended, alse provides for yeu te label the drag
with the label showing the distributers to bed

Rioline Laboratories
Brookliyn, New York 11203

United Pharmaceuticals, Inc.
gaklend, California 94601

Before we can complete the review of this application, bowever, it
will be necessary for you to provide for & satisfactory inspeection,
as previously requested.

Plesge let us have your response regerding the above request promptly,

2

Division of Actions Implemgutation
Prug Effficacy Study Implementation
Project Gifice

5%&@'5%47« 7/5 /7 __ Buresu of Drugs

Dup

(- BD-69 BD-67 ED-242 BD-106 L]%\’ﬂ/

R/D init, by MClark/JMeyer6-28-72
! JHEIlerg;,/_JIMeyer/@‘lillar 6-27-72
Final typing/wlb/6-30-72

“Rev w/f



RESUBMISSIO =
%‘//’NDA ORIG AME{\IFD T

Rl GI’”JY N i Cable Address “RICHLYN"
\\ LABORATOR[ES I PHARMAC‘EUTICALS ANTIBIOTICS GENERICS

ING CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 8-2220
A * i
I

JUL 18 1972

Drug Efficacy Study Implementation
Project Office -- BD-5 ‘
Bureau of Drugs ' “7@-
Food & Drug Administration
5600 Fishers Lane
Rockville, Maryland 20852

Ref.: Folic Acid Tablets, U,S.P,
1 mg., C.T. Yellow
ANDA #80-686
Additional Information Requested

Gentlemen:

This triplicate submission is in response to your 7/5/72 re-
quest for additional information.

Regarding your request for a satisfactory establishment inspection
report, please be advised that we have requested said inspection
by Philadelphia District Office and that we anticipate appropriate
resolution of this matter.

Sincerely,
RICHLYN ORATORIES, INC.

;8o U

E. W. Rebollo
' : Vice President

EWr/1s




\DA ORIG AMENDMENG <

\ . Cable Address “RICHLYN"

RICHLYN - FpL
LABORAr[‘ORIES E PHARMACEUTICALS ANTIBIOTICS GENERICS ]

ING CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 215 CU 9-2220

pRI*®

August 7, 1972

Drug Efficacy Study Implementation
Project Office -- BD-5

Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Reference: TFolic Acid Tablets, U.S.P.
1 mg., C.T, Yellow
ANDA #80-686

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFRE130.9

(a)(6) --

(i) Designated Distributor: Spencer-Mead Inc.
Valley Stream, New York 11582
(ii) Applicant will conform. .
(iii) Distributor's Statement: Previously submitted.

~[::]herewith submitted.
(iv) Labeling (12 copies) herewith submitted thus:

X _{Label(s) only -- approved neutral (Richlyn) insert will be used.
Label(s) & insert.

Labeling submission is [:]original revised.

DOSE STRENGTH PACKAGING UNIT
1 mg. . 1000
- «a
Sincerely,
RICHLYN LABOR
L. P. Cecchini, EbWwb. -

: Director, Quality Assurance RSN
LPC/ 1s LT o
Encl. ~
AL-FO1

6-72



(A 80-686
AF 28-727

SEP 2 g 1972
'vgichlyn Labaratories
‘Attention: Mr. T Po ﬁeeeh;ni

Castor & Kensingte Av&n&es
Eﬁiladelghia, Pennsyji_'h“-

 6ent1aneas

, Raﬁerenee is maée te yau:;ab%tevi&agg ﬁew étug applieatioa &b

Spenee:éﬁkad, Ine.
Valley Stream, Rew Tork 13582

‘Pledss let us have your respouse regarding eheakwereqwst proms

Siaeetely'yaars,

L Dup.
‘f-fBD—66
"”.313—106 ‘BD-242 YMQ u/“
Y JHEllert/JLMeyer/MAJa Skl'
T R/D ‘init. MAClark JLMeyer -
»TFlnal typing bhy 9/27/72
“Rev. W/F
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AR
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RICHLYN '

PHARMACEUTICALS

~  RESUBMISSION
/7///”///74 NDA ORIG AMENDMENIé

Cable Address “RICHLYN"

ANTIBIOTICS GENERICS

CASTOR & KENSINGTON AVENUES

ING. [

Drug Efficacy Study Implementation
Project Office -- BD-5

Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Ref.:

Gentlemen:

215 CU 9-2220

Lo

PHILADELPHIA, PENNSYLVANIA 19124 .

October 5, 1972

No

WﬂyQWA; y3 o

Folic Acid Tablets, U,S.P,

1 mg., C.T. Yellow '

ANDA #80-686

Additional Information Requested

This triplicate submission is in response to your 9/28/72 re-
quest for additional information.

Regarding your request for a satisfactory establishment in-
spection report, please be advised that we have requested said
inspection by Philadelphia District Office and that we antici-
pate appropriate resolution of this matter.

Sincerely,

RICHLYN TORIES, INC.
Lg > %‘

E. W. Rebollo
Vice President

- EWR£1s

$$C Vé\a

- 00T111%

%




,(—_%LABORATORIES

]

NDA ome AMENDMEN@ é

-

Cable Address ” RICHLYN

RICHLYN

PHARMACEUT_ICALS- ANTIB!OTICS ) GENERICS

|
INC ! CASTOR & KENSINGTON AVENUES . _ PHILADELPHIA, PENNSYLVANIA 19124 . . 215 CU 9-2220
I

e prie

Drug Efficacy Study Implementation
Project Office -- BD-5 :
Bureau of Drugs

Food & Drug Administration -

5600 Fishers Lane

Rockville, Maryland 20852

Ref.: Folic Acid Tablets, U.S.P.
1 mg., C.T. Yellow
ANDA #80-686 - -

Gentlemen:

The enclosed triplicate submission provides supplement per 21CFR§130.9
(a)(4): E

(J-- (i): Revision in labeling.
-- (ii): Addition of claim.
-~(iii): Revision in manufacturing or control procedures.

Change in manufacturing facilities.
~= (¥v): Provision for participation by outside firm.n'
Appropriate exhibits are attached.x - '

Sincerely, .

i T uT Rebolls
o Lo C .. - . Vice President

EWR/1s

Encl,

*Alternate Formulatlon : o
(essentlally,lncreased batch size)."




RICHLYN |
LABORATORIES -
- ' ING | CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 9.2220

November 10, 1972

PHARMACEUTICALS ANTIBIOTICS GENERICS

Drug Efficacy Study Implementation
Project Office -- BD-5

Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Reference: Folic Acid Tablets, U,S.P,
1 mg., C.T, Yellow
ANDA #80-686

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFR§130.9
(a)(6) --

(1) Designated Distributor: Sherry Pharmaceutical Co., Inc.
Bayshore, L.I,, New York 11706
(ii) Applicant will conform. .
(iii) Distributor's Statement: [::]previously submitted.

herewith submitted.
(iv) Labeling (12 copies) herewith submitted thus:
X _|Label(s) only -- approved neutral (Richlyn) insert will be used.
Label(s) & insert.

Labeling submission is Original Drevised.

DOSE STRENGTH PACKAGING UNIT

1 mg!

- el

Sincerely,

RICHLYN LABORATO‘R% INC.

—~Ef @Lu%\@

L. P. Cecchini, Ph.D.
Director, Quality Assurance
LPC/1s
Encl.
AL-F0O1
6-72



LABORATORIES

| |  NDA ORIG AMENDMENG /=

Cable Address "RICHLYN”

FPy

. 215 CU 8-2220

orx/G.

RICHLYN \ | "

PHARMACEUTICALS ANTIBIOTICS GENERICS

INC . CASTOR & KENSINGTON AVENUES .

December 7, 1972

PHILADELPHIA, PENNSYLVANIA 19124

Drug Efficacy Study Implementation
Project Office -- BD-5

Bureau of Drugs

Food & Drug Administration
5600 Fishers Lane

Rockville, Maryland 20852

Reference: Folic Acid Tablets

1 mg., C.T, Yellow
ANDA #80-686

» U.S.P,

Supplemental Application
Additional Distributor
Gentlemen:

The attached triplicate submission provides supplement per 21CcFRE8130.9
(a)(6) -- :

(i) Designated Distributor: Rugby Laboratories, Inc.

v Inwood, L.I., N.,Y, 11696
(ii) Applicant will conform.

(iii) Distributor's Statement: [::]previously submitted.

-herewith submitted.
(1v) Labeling (12 copies) herewith submitted thus:

LX _JLabel(s) only -- approved neutral (Richlyn) insert will be used.
‘ lLabel(s) & insert.

Labeling submission is [g:]original' [::3revised
’gg, DOSE STRENGTH

PACKAGING UNIT

1 mg.
- s Y
i
Sincerely, %
RICHLYN LABORATORIEY, INC, ¢ Qcfoci
W 2. ¥ 'T}KE&J. /.
L. P. Cecchini, Ph . D s
, Director, Quality Assurance
LPC/ 15 -
Encl.
AL-F01

6-72



)

RN

LABORATORIES

NDA ORIG AMENDMENT ¢
RICHLYN \ ' _ i _ Cable Address “RICHLYN"

PHARMACEUTICALS ANTIBIOTICS GENERICS . EEE

ING 1 CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 215 CU 92220 ~°

December 8, 1972

Drug Efficacy Study Implementation
Project Office -- BD-5

Bureau of Drugs

Food & Drug Admlnlstratlon

5600 Fishers Lane

Rockville, Maryland 20852

Reference: Folic Acid Tablets, U.S.P.
1 mg., C.T., Yellow
ANDA #80-686

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFR8130.9
(a)(6) -- :

(i) Designated Distributor: Cooper Drug Co:

- Troy, Michigan 48084
(ii) Applicant will conform.

(iii) Distributor's Statement: [EZ]previously‘submitted.

[::]herew1th submitted.
(iv) Labe11ng (12 coples) herewith submitted thus:

Label(s) only -~ approved neutral (Richlyn) insert will be used:
Label(s) & insert.

Labeling submission is I:loriginal revised\.

DOSE STRENGTH PACKAGING UNIT
¥ mg. 100's & 1000's
- ey . ’ : . )

Sincerely,

RICHLYN LABORY

LPC/1s

Encl.

AL-FO1-
6-72



AF 28-27
DEC 1 2.19?2

Bichiyn Leboratories
Attentions My, E. ¥, Rebolle.
cg&m & Eensington Avepues
iisdeiphia, Permsylvenie 19%eh

mmtt& Ssction 5&5@} of %&m Peden
ket for Folte Acld Teblets, 1.0 mgs

Reference is made o m awie&ﬁms deted mptw ik, 1972,
Qetobar l&, 1972, and Hovember 10y 1972, wending the spplication.

The application as smended provides for the followings

wg in 3.6& and 1000 teble
Sditiona’ éisﬁribum 6 bes

with

APPEARS THIS WAY
ON ORIGINAL



A,”,

covir - BD=BG
-BD~-66

AY

?\G{W v JHEilert/JIMeyer/MAJarski / 7//? -
)

* 2w

2. A ﬁaﬂﬁm:{m a.f m use af “sternste femiaﬁim
i . el i&wﬁhez; it 45 recomn .
sppliie mms‘ﬁiﬁg m‘ﬁa

Please let ue have your regponse proamptly. sam%m'%miea
@&ame&mmiabﬁ' _

eel
PHI~BO
Dup

BD-106
BD-242

. C’ﬁaﬁv

R/D init. by JMeyer/12-6-72
Final typing/kim/12-7-72

Bev W/f > ’Vtg@ xlahv




U

RICHLYN \

PHARMACEUTICALS

NDA ORIG AMENDMENT

“ANTIBIOTICS

fee . WS~
RESUBMISSION

le Address “RICH? |

GENERICS

LABORATORIES
| INC.

\ CASTOR & KENSINGTON AVENUES .

Drug Efficacy Study Implementation
Project Office -- BD-5

Bureau of Drugs

Food & Drug Administratién

5600 Fighers Lane

Rockville, Maryland 20852

Ref.:

Gentlemen:

This triplécate submission is in respons
quest for additional informatiom.

A = -
PHILADELPHIA, PENNSYLVANIA i9124 . 215 CU‘éZZU V

JAN 16 1973

Folic Acid Tablets, U.S.P.
1 mg., C.T. Yellow

ANDA #80-686

Additional Information Requested

e to your 12/12/72 re-.

1. Revised container label specimens (12 cdpies) for Cooper Drug
Co. (correct ZIP €ode) were submitted to you.on 12/8/72 (certified

mail recéipt returned to us on 12/18/72)
2. M"Altermate formulation''-~-denotes var

jation from prior submission

considéred sufficient to warrant separate mnotatiom, but gnsufficient

to war?ant categorization as a separate
Examplés: change in batch size, or -

pharmaceutic formulation.

In this case, the basi® variation was an increase in batch size.

A second variation was a

e RIS
———— o o A
i s r g e ionr s .

In response to your request for use of one mensural system in form~
ulation statements, please be advised that, re Folic Acid component,

- -&g0 mg?=0,0154 gr.(grains).

Thus the latter equivalent gay be sub-

stitutied in either formulation statement, yielding a’COﬁ@igtent.

(apotﬁécary) mensural system usage.

3. Regarding your request for a satisfactory establishment inspection

report, please be adviggd that we have requested said inspecﬁignwa
Philadelphia District Office and that we anticipate appropLid

tion of this matter.

Sincerely;

E.

Vice President

mwm /s .

W. Rebollo

.

53



P

NDA 80-686

AF 28-724

 Richlyn Laboratories, Ine.

Attention: Mr. E. W. Rebollo :
Cagtor and Kemsington Avenues .
Philadelphia, Penmsylvania 19124 . MAR 291973

Gentlemen?

Reference is made to your abbreviated new drug application submitted
pursuant to Section 505(b) ef the Federal Food, Drug, and Cosmetic Act
for Folic Acid Tablets, 1.0 ng.

Reference is §139.maée to veur cammgnieatieas dated December 7, 1972,
December 8, 1972 and Januaty 16, 1973, enclosing distributor labeling
and manafacturing,infarmatiﬁa‘

The application provides for you to label the drug with labels showing
your distributers to bes

Rngby-Labera:aties, Inc.
Tawood, New York 11696

Cooper Drug Co.
Troy, Michigan 48084

He have completed our review of thisgabbraviateé aew drug application.
However, before we are able te reach a final conclusion, the fellowing
additional informatien is necessary:

1. A qﬁaﬁtitative statement of_eampasitian of the preprigéaty
items used inm your formilation or autherization to refer to
& Drug Master File in conngetiﬁﬁ with this apgiicatian.

2. The additional iﬁfetwa&iﬁn.feqnested in our letter of December
1992. o - : .

Also, it ie suggested that if you elect to provide for "Alternate

Formulations” rather than manufacturing yrevisions pertaining to

APPEARS THIS WAY
ON ORIGINAL

12,



-2~

bateh size, these should be appropriately filed as separate abbre-

viated new drug spplicatioms.
's/of/@

: s Thplementation
ﬂrug Efficacy sguéy Implementation
Project Office
Bureau of Drugs

Please let us have your rescpomss promptly.

cCc:

PHIL-DO
Dup
BD-69
BD-66 _
BD-106 _ o) )
- f BD-242 ma ¢ 5/>¥”73

S&ﬁuﬁ fﬂHEllert/JLMeyer/MAJarskl
/) 5W "R/D init. JLMeyer, MSeife 3/26/73

Final typing bhy 3/27/73
Rev. w/f

ﬁM =g 3}?/7}




1 S | ./~  RESUBMISSION
o A 7 NDA ORIG AMENDMENT

/ ) l]E{]:(,‘:I'ILY.N' ' ’ | : | " . Cable Address “RICHLYN”
[\3 L ABORATORIES PHARMACEUTICALS ANTIBIOTICS GENERICS ‘

ING ‘ CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 9-2220

ax,;

ARR 11 1973

Drug Efficacy Study Implemantation

Project Office -- BD-5

Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane ,

Rockville, Maryland 20852 T

Ref.: Folic Acid Tablets, U,S.P.
1 mg., C.T. Yellow
ANDA #80-686
Additional Information Requested

_ Gentlemen:

This triplicate submission is in response to your 3/29/73 request for
: addltlonal 1nformat10n

Enclosed is a copy of manufacturer- suppller 's authorization to refer to
their Drug Master File covering Sterotex in connection with this- ‘appli-
cation. :

Regarding your request for a satisfactory establlshment 1nspect10n report
please be advised that we have requested said inspection by. Philadelphia

- District Office and that we anticipate appropriate: resolutlon of thlS
matter. :

We respectfully submit that the 10/16/72 "Alternate Formulation" sub-
mission involved (per iso-date cover letter and 1/16/73 clarlflcatlon)
no more than an. 1ncreased batch size and a - e

--hardly a basis' for a separate ANDA

- -3

Slncerely,

©) ' EWR/1s
g " Encl.




Y RIGHLYN
- LABORATORIES
INC.

Drug Efflcacy Study Implementatlon ‘ EEJ)[E May-zﬁ;,lgzgp
'PrOJect Office -- BD-5 C
' Bureau of Drugs —

“Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

| NDA ORIG AMENDMENT

PHARMACE.UTIC_A-LS ANTIBIOTICS GENERICS |

CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 o5 ‘U o200

Referenéet Folic Ac1d Tablets, U.S.P.

1 Mg., C.T.. ¥ellow
- ANDA - #80—.686

Supplemenﬁai Application
Additional Distributor.

-Gentlemén:

" The attached triplicate subm13310n provides supplement per 21CFR§130 9
(a)(6) --

(i) Designated Distributor: Aréuﬁ’Pharmaceutical Corp.
' Vienna, VA 22180

. (ii) Applicant will conform.
(iii) Digtributor’s Statement: [3{]prev1ously submltted

[::]herew1th submltted
(1V) Labellng (12 copies) herewith submittéd thus:

Label(s) only -- approved neutral (Richlyn) insert w111 be used.
|Label(s) & insert.

Labeling submission is [3;:]origina1 [:::]revised.
DOSE STRENGTH . PACKAGING UNIT

Mg, 1000's

Sincerely,

~ RICHLYN LABORATORIES, INC. %

LPC/ mes
Encl.

AL-F01
6-72



. Eaﬁma s &
- pertaining to 3

A

AF 28~724

Rieh}.yu Laboratories, Inc. JUN 5 19
;Attention: Mz, E. W. Rebollo /3
Caster & Eensington Avenues

£ Philaﬂel?hia, Pennsylvania 19124

Befemae is made to your abbreviated new drug application submitted
. /pursuant to Section 505(b) of the Federal Yoaod, Drug, and Cosmetic
Aet for E‘alie ; id Tablets, 1.0 mg.

‘made te your comminication dated &pzi}. 1, 19?3,
y fncreased batch size.

| We have reviewed this sbbreviated new drug appliestion and have the
- following comme

pnts Y

The Burean of Drugs; Office of Cenplimce, has evaluated your estab~
lichment iaspection report(s) and remarks as folzgszs;

We have evaluated the operations of the above refevenced firm
in so far as they apply te mnfem'ay with Current Geod Eam-n
facturing Practice Regulations (21 CFR, Part 133). On the basi
of this evaluvation, we can net approve aay ¥pA's or ANPATs as tha
firm iz not ageratiag in conformity with Part 133 to assute that
prmet:s naet the quxismmza of the Fa&a ff S ?aaé, ', CUg, ami

APPEARS THis wp
ON ORIGINA.



Richlyn Laboratories, Inec,
HDA 80-686 e

-

!

L

Such informatien indicates that there iz a disagreement bamw setual
CGMP and the commitment in your applicatich. Therefore, before we can
take further action on this abbreviated mew drug application, we Gh@ﬂld
-have a sa%isfaeﬁexy inspection vepert. :

The mazerial sa&mitted is being retained as part of your application for
this article.

Biug Effieae# study Imglemgntatien
Projeet Office
Bureay of Drugs

ces
PHI=-DO
Dup

BD—69
s sl S
e wofwk 3

JLMeyer/MAJarski

R/D init. MSeife/JMeyer/5-18-73
Final typing/rt/5-30-73

Ack,

APPEARS THIS WAY
ON ORIGINAL



o DRIG NEW CTORRES
I RIGHLYN Cable::ddress ”RICF:LlN"
‘ Co ) JJABORATORIES ' PHARMACEUTICALS ‘ ANTIBIOTICS GENERICSW

4

INC I CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 9-2220

\

| JUN 7 1973 %9;%
Drug Efficacy Study Implementation §§§6 \(\:7

Project Qffice -- BD=5
Bureau of Drugs v (\ \\
Food & Drug Administration
5600 Fishers Lane
Rockville, Maryland 20852 ' Ref.:Folic Acid Tablets, U,S.P,
i 1 mg., C.T. Yellow
ANDA #80-686
Additional Information Requested

Gentlemen:

This triplicate submission is in response to your 6/5/73 request for
additional information,

Re our CGMP status, please see our 5/23/73 letter to Commissioner

Fine.
Sincerely,
RICHLYN LABORAT INC.
)z
E. W. Rebollo
Vice President
EWR:tp !

- “=3




. ' ' TN T T . EDUCATION, AND WELFARE.
s £ DEPARTMENT OF HEALTH, EDUC , 3
EI\ILO}KAI\IDUI\“‘ g » PUBLIC HEALTH SERVICE _ :
| ‘ " FOOD AND DRUG ADMINISTRATION : '

+  BD-105 : : DATE: June 27, 1973

ATIN: Stanley Stringer -

M :  BD-340

ﬁﬂyECT: Applicant; Richlvp lLaboratories, Phila., Pa.

RE: Approval of pending NDAs & ANDAs:

9-627 . e 80686 Jurshks 80-767 Jarski
14-322 80-874 Wetlers 80-780 uurski  80-151 Jarsk
N  80-782 Jargks 80-808 Jarsk:
80-153 Millar  80-881 Jurski §3-1.5 darski
80-159 Jarsks . - §3-347T lckiala
— = 80-08L Millar 8E3-¢27 M,T//a;”]
83-317 J, sk, E3-C81 Wo tfrrs
80-109 Juarsd: 80~952 Jarsk §3-220 Jarsks
- 80-951  Jarsk, 80-782 J. sk/
ey 80-079 Jmrghs  80-781 Jursbi
Re~evaluation

We have prev1ously dlsapproved this applicant as not conforminz to CGP
Regulations. We have re-evaluated the firm's operations based on a
later iaspection conducted 5/8 — 18/73. ©Cn the basis of this evaluation
we would nave no objection to your approving the above referenced NDAs/
-ANDAs insofar as they relate to. compliance with Cuxrent Good Manufactur—
ing Practice Regulatioms,.

~

ﬁ’o-/ﬁ Mz Millar  §0-7¢7 o, b

S e LT | Cll;ford G. Broker
RSL:jmv ’

Bo-o8) s M, //a,- | s'o—zs'q Jarrki  20-1€2 Juppks

go 07‘1 Mr.JurA: -Mw go-78/ Ju;k’k

—.

’:s'o ‘0 " Afs, err/o raéz,’éc Jarshs
BO-t51 ps.decrks  gom 388 Jushs

R s Y RO SR athrs b S A by






