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AR 8922

FEB | 8 1986

LynhoMed, inc,

Attention: odete M. HKomos
203 B u/ Stisat _
Melrose Park, Ililonis &01es

Feference is made Lo your abbreviated new drug application dgateg Hey Ze, 1963,
submitted pursuant to Sectien ba;(df af the taLEXél Food, Urug, sng (osmetiic

F

Act for Folic Acig Injection U3, 5 omosfml, 10 sl Yials.
J 3

Reference is also made Lo your communications dated becember 2V, 1985 and
Fetmuary 11, 1886,

Vg %MVﬂ conpletes the review of this abliraviated application amd have
5cancludad that the crug is safe ang effective for use 35 recommended in the
,SULn;ttwa labeling. Acocordingly, the application. is pxuvad‘ '

hny significant aﬁaﬂge in the eondgitions outlined in th;a abbreviatey
aprlication 1ﬁquzraa gh approved supplevental application before the change

way Lo nade, except for changes wmade im carforpeice with other “1gfzalaﬂa of
Section 314.70 of the iew Brug Hegulations,

Pdﬁu%@fﬁﬁblﬁr Teporting raguir%meﬁiﬁ for this abbreviated aspilnat;mﬁ are set
forth in 21 CFR Jia 8G antt 314.81 of the Begulations.

This %ﬁm;ni&crﬁtlaﬂ should be advised of & any charge in the marketing status of
this drug. .

For Initial Campaigns:  Ye reguest that yeu subpit, in o
advertising or plﬁﬂ@iiﬁﬂal eopy which you Inteng &u s if
advgrtgsinn OF prometional campaigns, Please submit ail x
draft or ﬂsch&up»far%, ot final meint. Submit both oo z&&
copy of the proposed ux. ﬁmal ;3 mﬁa. Jabeling to the U
Rﬁv&zz;%iﬁﬁ an¢‘u&@eiin HF bie Pl&aﬁa GO Not wee %
flaﬁ} f&; this'iﬂ_i S e

‘ Jte, any ﬁﬁﬁ?ﬂﬁﬁd

% N Y &t _aﬁ:;" LG

: BEIL Rl i\ Tes that materiale for any sul '%sgmm;

oF ﬁﬁﬁmaﬁiaﬂal aamaaigﬁ, al the time of thelr initial usey be gyh
wivision of bfﬁg ﬁﬁveztz*v-ﬁ and Lab&ilﬂ% 1FF§~gau} with 2 ¢

b ;'”{J““aﬁli),}t . : - ™

_?ﬁitiﬁiﬂg
"’*tad ﬁ@ ST

SOHISDD
HFN-83

: ; HFN~230 :
~ HFN-10 4
' o KJohnson/ dMey

-APéF;A\;’AL —Wﬁe}

fe piy sﬁnﬁfﬁwﬁﬁuz&ﬁf: 
? ﬁf*i&a of Drug Standapds
[/ ﬁtﬁr fﬁr &ﬁugs'aﬁﬁ ﬁiﬁl@§iﬁ$
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' For Parenteral Use

DESCRIPTION:
Folic Acid Injection, USP is a sterile, nonpyrogenic sojdtion of
folic acid in Water for Injection intended for, intraffiuscular,
intravenous or subcutaneous use.

Folic Acid is a complex organic comp
yeast and other substances, which may b
caily. It is a yellow or yellowish orang
powder. Itis very slightly soluble inwa

ent in liver,
red syntheti-
ess crystalline

7insoluble in alcohol,
chioroform, ether: readily dissolves in dilute solutions of alkali
hydroxides and carbonates. It is chemically designated as:
L-Glutamic acid, N-{4-{((2-amino-1-4-dihydro-4-oxo-6-pteridiny!)

- methylaminolbenzoyi}- a A h §

H

IO

g |
oo FEB BB

. Each mL contains: Folic acid 5 mg; Edetate disodium 2 mg;
Benzy! alcohol 15 mg; and Water for Injection, qg.s. Sodium
hydroxide and/or hydrochloric acid to adjust pH between
80and110.

CLINICAL PHARMACOLOGY:

In man, an exogenous source of folate is required for nucleo-
protein synthesis and maintenance of normal erythropoiesis.
Folic acid, whether given by mouth or parenterally, stimuiates
specifically the production of red blood cells, white blood
cells, and platelets in persons suffering from certain megalo-
blastic anemias. i
INDICATIONS:

Folic acid alone is effective in thé treatment of megaloblastic
anemias due to a deficiency of Folic Acid as may be seen in
tropical or nontropical sprue, in anemias of nutritional origin,

pregnancy, infancy, or childhood.

WARNINGS:

Folic acid alone is improper therapy in the treatment of perni-
cious anemia and other megaloblastic anemias where Vitamin
B,, is deficient. .

PRECAUTIONS:

Falic acid in doses above 0.1 mg daily may obscure pemnicious
anemia in that hematologic remission can occur while neuro-
jogical manifestations remain progressive.
ADVERSE REACTIONS:

Altergic sensitization has been reported following both oral
and parenteral administration of Folic Acid. :

DOSAGE AND ADMINISTRATION:

" Parenteral Administration: intramuscular, intravenous, and sub-
cutaneous routes may be used if the disease is exceptionally
severe or ggastromtestlnal absorption may be, or is known to
be, impaired.

Usual Therapeutic Dosage—In adults and children (regard-
less of age): up to 1.0 mg daily. Resistant cases may require
larger doses. . o

Maintenance Level: When clinical symptoms have subsided
and the blood picture has become normal, a maintenance level

. should be used, i.e., 0.1 mg for infants and up to 0.3 mg for
children under four years of age, 0.4 mg for adults-and children
four or more years of age, and 0.8 mg for pregnant and lactat-
ing women, per day, but never lessthan 0.1 mgper day. Patient
should be kept under close supervisionand adjustment of the
maintenance level made if relapse appears imminent.

In the presence of alcoholism, hemolytic anemia, anticon-
vulsant therapy, or chroni¢ i ion, the maintenance level
may need tobe increased. .

Parenteral drug products shiould

be inspected vi,suall-y‘fbr

particulate matter and discoloration prior to administration,
whenever solution and container:permit;, .- .- - o

2EY)

/ FOLIC acip
INJECTION, yusp ~
For Parenteray Use |
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HOW SUPPLIED:
_ Folic Acid Injection (5 mg/mL) is available as:
. ProductNo.  NDCWNo. ’ -

184-10 0469-1840-30

w SUPPLIED: L ]
ic Acid Injection (5 mg/mL)is available as:
duct No. NDCNo. . ) )

‘ 10 mL Multipie Dose, flip-top
lato 0463 8-40_30 vials packaged individually.

[ 90-86°F).
re at controlied room temperature ]5°-30°C (5
;tect from light. Retain vial in'box until contents aré used-

10 mL Multiple Dose, flip-to
vials packaged individuaﬁ;l. P

Sto;e at controlled room te

Protect from light. Retain viarfiigerature LA iy
| box unti

1z ' (F;AéjnoN; ‘ ntit contents are used.

:c\ijera?(ljSA) taw prohibits dispensing without pre_SCﬁP"'O“- ° .e Fal (USA) faw prohibits dispensing without prescription:

L lm . i

 LyphoMed, Inc. LyphioMed, Iic."

wyB i park, Il 60160 : o ‘_ MPYPSQJ_.’ark, o s o

06030501 oo i ge-a30501 . - ST

|§ued6rRevi§ed:July1985_ : or Revised: July 1965 |
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REVIEW OF PROFESSIONAL LABELING

ANDA - DRAFT

DATE OF REVIEW: 6/22/85
ANDA #: 89-202 NAME OF FIRM: LyphoMed
NAME OF DRUG: Generic: Folic Acid Injection USP

DATE OF SUBMISSION: 5/22/85

COMMENTS™ *
Cohtainer: Not Satisfactory .
' A. - Edetate disodium . . . {(rather than ~———"—""""7"_, 3{
®. fﬁQl Qﬁ%&kgg&NxQﬁV&, w& S @&&9Mh'4m) VNV “ﬂévéle“&gﬁ&séﬂQhﬁl
Insert: Not Satlsfactory Coam vsPxrxl,; S

A. DESCRIPTION: :
1. Chemist: Comment on chemical name. We generally ask
for the name noted in the USP.
2. Edetate disodium is established name.

B.  HOW SUPPLIED:
1. . « « » controlled room temperature

RECOMMENDATIONS:
1. 1Inform firm of the above comments.

2. Request that they revise labels and labeling, then prepare and submit FPL.

Kent -T. Johiison

Dup. - '
KJohnson/mk/6/24/85 . <
0234m '

cC:
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CHEMIST'S REVIEW NDA 89-202

3. NAME AND ADDRESS OF APPLICANT
LyphoMed Inc
2020 Ruby Street

Melrose Park, IL Attention: Diane M. Komos

6. NAME OF DRUG 7.  NONPROPRIETARY NAME

Folic Acid Injection None

8. SUPPLEMENT(s) PROVIDE(s) FOR:

Original
10. PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED
Hematopietic Vitamin RX
13. DOSAGE FORM(s) 14. POTENCY
Injection , 5 mg/ml
17. COMMENTS
Deficient

18. CONCLUSIONS AND RECOMMENDATIONS
Not Approved

REVIEWER: DATE COMPLETED:
Len Valenti

pii//wﬁa& /55

APPEARS THIS WAY
ON ORIGINAL



CHEMIST'S REVIEW PAGE 2 -

20.

21.

22.

23.

24,

25,

26.

27.

COMPONENTS AND COMPOSITION

6. Satisfactory
7. Does not contain ——

FACILITIES AND PERSONNEL

Facilities not described

SYNTHESIS

[C—

No referral

]étter

RAW MATERIAL CONTROLS

A. NEW DRUG SUBSTANCE: Firm to include a test for " “~—————

8e. Numbér}hg System.fékirdw materials satisfactory

B.  OTHER INGREDIENTS:
Firm to submit Certificate of Analysis for inactive ingredients.

OTHER FIRM(s)

[

MANUFACTURING AND PROCESSING

8g. Satisfactory 8J. Satisfactory

8h. Satisfactory 8K. Satisfactory but firm to submit
additional information on filling

CONTAINER

Satisfactory

PACKAGING AND LABELING

Insufficient information on packaging

APPEARS THIS WAY
ON ORIGINAL



e

CHEMIST REVIEW PAGE 3-

28.

29.

30.

31.

32.

33.

34.

LABORATORY CONTROLS (IN-PROCESS AND FINISHED DOSAGE FORM)

Satisfactory

STABILITY
Satisfactory
Request 2 years

CONTROL NUMBERS
Satisfactory

SAMPLES AND RESULTS
Samples sent to St. Louis

Serct® Chuisgo ’Qwaz., N
LABELING '

Not Satisfactory See comments K. Johnson 6-22-85

ESTABLISHMENT INSPECTION
Establishment Evaluation Requested May 29, 1985

RECALLS
N/A

APPEARS THIS way
ON ORIGINAL



CHEMIST REVIEW 89-202

NAME AND ADDRESS OF APPLICANT
LyphoMed Inc.

2020 Ruby Street

Melrose Park, I1linois

PURPOSE OF AMENDMENT
Resubmission - NDA Original amendment

PHARMACOLOGICAL CATEGORY NAME OF DRUG

Hemalopieptic Vitamin Folic Acid

DOSAGE FORMS? POTENCY

Injection 5 mg/mL 10 mL Vial

DATE OF SUBMISSION HOW DISPENSED o§

July 24, 1985 ‘ Rx

STERILIZATION SAMPLES -

Satisfactory Waiting for results from w and
Chicago

LABELING

Waiting for FPL

BIOLOGIC AVAILABILITY
" Waiver requested for in-vivo study granted August 14, 1985

ESTABLISHMENT INSPECTION
Waiting for review

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROL
Not Satisfactory - Manufacturing SOP's not given controls. Updated to
the current compendium.

PACKAGING ,
Vials - Type I Glass - ' — ————r USP tested 10 mL

- STABILITY
Procotol: Satisfactory
Exp. Date: 18 months

" REMARKS AND CONCLUSIONS
Not Approved

REVIEWER DATE
‘Ten Valent1

fo : L7/



CRERMISTTS REVISY rus o e mm e o
MREVIM'E; REW DRUG APPLICATION

89-202
OB SUPPLIMENT \
ORIGINAL
TAME AXD ADDRESS OF APFLILANT AMENTRENTEX
phoMed SUPPLEMENT
2020 Ruby Street = RESUBMISSION
Melrose Park, I1linois CORKESPONDERCE
- EEPORT
TTreTsr of AMENDMENT THER

FPL Labeling

DATE(S) OF SUBMIS

v DISPENSE
HARMACOLOGICAL CATEGORY RAME OF DRUG HOW DISPZNSED
L e | RX I XX 0TC _
hematopoietic Vitamin Folic Acid
WoSAez FUKH(S) POTENCY (1£5)

Parenteral 10 ml Vial 5 mg/ml, 10 ml Vial

RELATED IND/NDA/I

SETET ST E T aN A¥FLES
e BATLE Assigned
St. Louis - Sample - Satisfactory

Chicago - Waiting for Results

ARTY

wEe

Final Printed Carton/Container labels and insert are satisfactory. Kent Johnson 8726/85

I0L0OGIC AVAILABILIIY

The firm has met the in-vivo bioequivalence requirement.. August 14, 1985 Bioeq.

STABLISEMENT INSPECTION
Currently under Review by the field 9/5/85

BPONINTS, COMPOSITION, MANUFACTURING, CONTROLS

Letter sent Aug. 20, 1985 listing deficiencies.

WSKAGING )

Vial T&pe 1 Glass ' - - USP tested 10 ml
- supplied by * 0o~

TABILITY

Pr°:°c.°1':Sati_sfactory - 3 month stability satisfactory

Exp. Date: 18 month )

‘

£ ARRE m . |
" BCLUSIONS: Not Approved - pending - Satisfactory EIR and GMP's

Results from Chicago, and deficiencies listed in.Aug. 20, 1985 letter.

" Leonard ValentW &é%?'% %, /P S/,

B e e L U R SRk R G

o A R A Bt R et i




CHEMIST REVIEW 89-202

NAME AND ADDRESS OF APPLICANT
LyphoMed Inc.
Melrose Park, IL

PURPOSE OF AMENDMENT/SUPPLEMENT
Resubmission

HOW DISPENSED

Rx

PHARMACOLOGICAL CATEGORY NAME OF DRUG

Vitamin Folic Acid

DOSAGE FORM POTENCY

Injection (10 mL vial) 5 mg/mL

STERILIZATION SAMPLES

Satisfactory = _
Satisfactory August 23, 1985
Product - Assign to CHI-DO August 6,
1985.

LABELING

FPL container labels carton and insert satisfactory Kent Johnson
August 26, 1985. ‘

BIOLOGIC AVAILABILTY
Waiver requested for in-vivo study granted August 14, 1985

 ESTABLISHMENT INSPECTION
Waiting for - HFN 322 Review.

COMPONENTS, COMPOSITION MANUFACTURING, CONTROLS
Not Sat1sfactory - 1nactive ingredient Not USP grade

PACKAGING
Vials Type 1 Glass .- ~ USP test

STABILITY _
Protocol: Satisfactory
Exp. Date: 18 months

REMARKS AND CONCLUSIONS
Not Approved

REVIEWER . DATE

Len ¥ 1ent1 éa/j;é%—f’




CHEMIST REVIEW 89-202

NAME AND ADDRESS OF APPLICANT
LyphoMed, Inc.
Melrose Park, Il1linois

PURPOSE OF AMENDMENT/SUPPLEMENT
Resubmission October 7, 1985

PHARMACOLOGICAL CATEGORY NAME OF DRUG
Vitamin Folic Acid
/DOSAGE FORM POTENCY

10 mL Vial Injection 5 mg/mL
SAMPLES

Bulk drug samples St. Louis - Satisfactory

~ HOW DISPENSED
Rx

'LABELING
FPL containers and insert labeling satisfactory

BIOLOGIC AVAILABILITY
In-vivo waiver granted August 14, 1985

ESTABLISHMENT INSPECTION
Approvable August 23, 1985 and October 10, 1985

COMPOSITION, MANUFACTURING, COMPONENTS, CONTROLS
A1l components, USP grade
Manufacturing and controls - Satisfactory

PACKAGING

Vials Type I Glass supplied by -

STABILITY
Protocel: Net Satisfactory firm to be performed
Exp. Date: 18 months

REMARKS AND CONCLUSIONS
Net Approved

REVIEWER DATE

s VA



CHEMIST REVIEW 89-202

NAME AND ADDRESS OF APPLICANT

LyphoMed, Inc.
Melrose Park, I11inois

PURPOSE OF AMENDMENT
To inform comments of sam

PHARMACOLOGICAL CATEGORY
Mega]ob]ab]astic Anemis

DOSAGE FORM
Injection 70 mL Vial

STERILIZATION
Satisfactory

HOW DISPENSED

Rx

LABELING

ple analysis

NAME OF DRUG
Folic Acid

POTENCY
5 mg/mL

SAMPLES
Sample Results - raw material
Satisfactory - St. Louis

Drug Product - :

firm to submit sé&ﬁ]é results.

Final Printed Labeling Satisfactory

ESTABLISHMENT INSPECTION
GMP's Approvable October

10, 1985

COMPONENTS, COMPQSITION, MANUFACTURING, CONTROLS

A11 components Tisted
Composition Satisfactory

Manufacturing described satisfactory

Master Formula - oK

Controls tested as per ySP XXI

PACKAGING

STABILITY

Protocol: Satisfactory
Exp. Date: 18 months

REMARKS AND CONCLUSIONS
Not Approved -

Wz 4zf§;;zjiifi__J

70 mL Glass Vials - = USP Tested

Firm to comment on e TeST
REVIEWER DATE

Len vValenth

| -' w28



CHEMIST REVIEW 89-202
STATEMENT DATE: December 27, 1985

NAME AND ADDRESS OF APPLICANT
LyphoMed
Melrose Park, Illionis

PURPOSE OF AMENDMENT/SUPPLEMENT _
Test results data from firm for ——— . test

PHARMACEUTICAL CATEGORY NAME OF DRUG
Hemapoetic Vitamin Folic Acid
DOSAGE FORM POTENCY
Injection 10 mL Vial 5 mg/mL

DATE OF SUBMISSION SUPPLEMENT
May 22, 1985 N/A
STERILIZATION SAMPLES
Satisfactory —_—

Satisfactory August 23, 1985
- Results satisfactory o= imm——
e AdEqUately  answered.

LABELING .
Final printed labeling Satisfactory and printed Insert labeling - Satisfactory
Kent Johnson August 26, 1985.

BIOLOGIC AVILABILITY
In-vivo waiver granted August 14, 1985

ESTABLISHMENT INSPECTION: Granted August 14, 1985

ESTABLISHMENT INSPECTION
Approved October 10, 1985 T. Bozzo HFN-322

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS
All components listed as USP grade

Master Formula - OK ‘

Composition - All Satisfactory

Control Test - Satisfactory

PACKAGING o
10 mL Vials Type I glass supplied by ~— _ _ - USP tested
STABILITY : .

Protocol: Satisfactory 3 month accelerated stability satisfactory

Exp. Date: 18 month expiration date

REMARKS AND CONCLUSIONS
Approve Firms results for .

test satisfactory

REVIEWER - DATE

.“EEH_—TEEZE : ﬁ%ﬁ%é%
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EREEXXX GAMPLE ANALYSIS REPDORT xxxxxxw
LDIVISION OF DRUG ANALYEIS
GENTER FOR DRUGS AND BIOLOGIES
FapDh AND DRUG ADHINISTRATION
SAINT LOUIS, HISS50URI

e e e e e e e e s E T L T e e —— S I . — —— 1 W] L4 WL U Sl ke ey e [T R S Y — L LS e e M o fam e yy A PR T

LABDRATORY CONCLUSIONS WMol m:m ar SUPERVIGHR S IMITIALS
DISTRILT CONELUSIONS MAS CMROERMN.
STUDY# 052 ANDA DRULS . SAHPLES 8y-202-000
FRODUCT: FOLIC ACI 160.00 ¥ ACTIVE DRUE SUBSTANCE

HANUFACTURER : LYPHOM HELRUS I BATCHE AMAZISD
ANQEYZED FOR: FOLIL ACID (A REEEIVED 7-11-8%5

HETRUD OF ANALYEIS:
1. QUALITATIVE:

2. DISIRTLLRG&TION: NA :
3. GUANTITATIVE: USP XXI PGA4Y METHOD CODE: 3Ia
*IKITS: USSP XXI
STRENGTH; S— aF nEELéREn ANDUNT
EATCK REBULTS ‘ NGO, L0
AVEZ DUT HIGBH R.5.D.%
—— 1| KERXM
TR
SURS ~—m % OF LABEL DECLARATION —-~
1 —

ANALYST: SB7 FL:3 mﬁss F. ALLE:RE}‘MJ—L v
REPORTING DATE: ¢~ 2395

T T T T T T T T e D R i e T A s L RS e s o T L R S b L e e e i

GPERATION: 41  HOME DIST: HrS: L HETHOD: CHEM
TOTAL REPORTED EXAMINATIONS... &..... PAL 560086
EXAPIRATION DATE: ... 0 s e s as :

HATIONAL DRUC CODE: — DRUE REGTISTRATION NUMBER: —
patE. .8-23-85 ralc. cHECK...... qﬂw PQGE‘I.GF,{‘{.‘PABES
COMPUTERIZED WORKSHEET USED FOR DATA PREGEMTATION

. M%} "L . =

APPEARS THIS WAY
ON ORIGINAL
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Folic Acid Injection, USP LyphoiMed, Inc.

5 mg/ml - 10 ml vial Melrose Park, Ill.
ANDA #89-202 Submi ss ion Date:
Reviewer: Beatrice Chen May 22, 1985

Wang #5670e

REVIEW OF A REQUEST FOR A WAIVER OF AN
IN-VIVO BIOEQUIVALENCE STUDY

Objective:

The firm is requesting a waiver of bioeguivalence testing for Folic Acid
Injection, USP under CFR 320.22 (b)(1)(i)(ii) which requires that the product
pe (i) a solution intended solely for intravenous administration, and (ii) it
contains an active drug ingredient in the same solvent and concentratibpn as an
intravenous solution of an approved agplication.

Background:

1. The injection product is intended for intramuscular, intravenous or
subcutaneous use. The regulation on such parenteral drug product should
be according to CFR 320.22 (c¢)(2) that both active and inactive
ingredients be identical to an approved drug product - FOLVITER.

2. The full caposition of the injection product and FOLVITER is as follows:

Folic Acid Injection, USP FULVITER
per ml of solution ' © (LyphoMed) (Lederle)
Folic Acid, USP 5.0 mg : 5 mg
Disodium EDTA Reagent Grade 2.0 mnyg , 0 0.2% (2 ny)
Benzyl Alcchol, NF 15.0 mg : 1.5% (15 mg)
Water for Injection, USP g.s. tolm d.s. to 100%
Sodium Hydroxide, NF (—— to adjust pH 8.0 - 11.0 8.7 - 9.3

Hydrochloric Acid, NF (~— to adjust pH

Comment:

1. All camponents are identical except the pH range of the dmg being 8.0 to
11.0 which is wider than that (pH 8.7 to 9.3) of the approved drug
FALVITER, :

APPEARS THIS WAY
ON ORIGINAL



Recanmendation:

The Division of Biocequivalence agrees that the information submitted by
LyphoMed, Inc. demonstrates that Folic Acid Injection, USP, 5 mg/ml falls
under 21 CFR Section 320.22 (c)(2) of Bicegquivalence Regulations. The

Divis ion of Biocequivalence recommends that the waiver of an in-vivo
bioequivalence be granted for folic acid injection, 5 mg/ml (10 ml vial).

From the bicequivalence point of view, the firm has met the in-viwvo
bioeqguivalence requirement and the test injectable formulation is deemed to be
bicequivalent to Folvite, 5 mg/ml (10 ml) manufactured by Lederle Laborator ies.

{ eallnin ég//lﬂtu
Beatrice Chen, Ph.D.
Division of Bicequivalence
Review Branch 1

RD INITIALED CISE ﬁ? i
FT INITIALED CISE ( 2 . ﬂ'g

BChen/cc/7-11-85 Mang # 5670e

cc: ANDA # 89-202 origimal, HEN-230, HEN-200 (Hare),
HEN-223 (Shah - 2), HFN-252 (Ise, BChen), Drug File

PPEARS THIS WAY
ON ORIGINAL



CENTER FOR DRUG
EVALUATION AND
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APPLICATION NUMBER:

89-202
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DOCUMENTS



hOA HuuMBER g9.202

HOTICE OF APPROYAL

NEW DRUG APPLICATION OR SUPPLEMENT OATE APPROVAL LETTER 1S3U€D

_FEB |8 1986

Y0: FROM: .

) B u of Dru
Percse Relatioas Staff (1IF1-40) Xy Bures «

!___J' Buresu of Veterinary Madicine

v ATTENTION ,
Forward original of this form for publicatioa caly after approval letter has been [a3ued and the date of

approval has been entered above.

YPE QF APPLICATION. : CATECORY
WeeLOHMENT AGOALCVIATKO D IUPRLOUENT
C]°'“c"“L"°‘ O vo woa - OfmciNAL NOA Yo anCa L_JKUMAN Mleevemina
T YRASE KXME (or odier deeignated name) ANO CSTABL(SHED OR MONPROPRIETARY KAWM 7)OF DRUG,
Folic Acid Injection v _,%% %gr
31“2”-' ‘
OOSACE FORM " | SPENSED
. Injection 10 mL Vial ﬁ%ﬁ }@h ‘é
nx C] orc

ACTIVE INGREDIENTI(S) (we do<lafo-d ay fadel. Llet by eatablished or nanpropristary namefe) and tnclude anona((e), Il amount Ja
doclared on lebel.) =

Folic Acid USP 5 mg/mL

APPEARS THIS WAY
ON ORIGINAL

MAME OF APPLICANT (Inchate City and Scate)

LyphoMed, Inc.
2020 Ruby Street
. Melrose Park, {llionis

§ PRINCIPAL IMDICATION OR PHARMACOLOGICAL CATEGORY . .

‘Hematopoietic Vitamin

COMPLETE FOR YETERINKARY ONLY

faniMaL sPECIES FOR WHICH APPROVED ' : .

COMPLETE FOR SUPPLEMENT OMLY

JCHANGE APPAGVED .TO PROVIDE FOR

| . L. Valenti -

FOtM PR PARSID BY . - .
’ ] oare : .. o

FORM APPROVED AY

cavq

J. Meyer

- PORM FO 1642 (2/7%) ' , PREVIOUS €OITION MAY 8€ USED UNTIL BUFPLY 13 EXHAUSTEO,
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*levera
ol Memorandum
TO :Manufacturing Review Branch (HFN-322) DATE: 5/29/85
Division of Drug Quality Compliance
FROM  :Division of" Generic Drugs
Requester's Name Diane F. Walker PHONE: 443-4080

SUBJECT: ESTABLISHMENT EVALUATION REQUEST

NDA, ANDA, AND SUPPLEMENT NUMBER:  89-202

DRUG TRADE MARK (if any)

DRUG NONPROPRIETARY NAME: Folic Acid Injection USP, 5 mq/ml, 10 ml Vial

DOSAGE FORM AND STRENGTH(S): SVP
DRUG CLASSIFICATION: ' PROFILE CLASS CODE:
. (Priority) A or B 1C Other :
ol
’g APPLICANT'S NAME: ___ TyphoMed, Inc
a ADDRESS: 2020 Ruby St., Melrose Park, III
A FACILITIES TO BE EVALUATED: (Name, Full Address, DMF# (if any), and Responsibllity)
—
@ v 1. applicant - mfr finished dosage form, dmf  .emmwe
1 ‘ ' '
g :”_r 2. Se— g oo i v
b L anid 3 i ] .
0 —

Comments: ( ) See Attached. , S
' ( ) Actual ‘on-site in»spection,raquested.t .

Reason:

il!i*!i!!I*l!*lil*i!**!i!l!*li!!*li!*!l!!!!lll!!*l**i!l*!!lililil!i
FOR HFN-322 USE ONLY' ' ' : ‘

Request Rec'd: . - Inspection: Requésted£1.; g
' (if applicable)

Firm(s) are in Compliance With GMPs.— /gppﬁou CJ , [\ e
Basis for Decision: \[ ]) R
Reviewing CSO: ﬁz §/23/ Zé Concur-r'ance. Il /W-'Y-,«
ce: HFN-_ ?/?7 10~p0- 8'5 ’
. HRN- .

HFN-322

" _FORM FDA 3274 (1/83)
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Memorandum
Date . August 6, 1985

From Scientific Coordinator
Drugs, Devices and Radiological Health Branch (HFC-142)

Subject Method Validation Assignment - 89-202 Folic Acid
: FIRM: Lyphomed, Chicago, Illinois

To Len Valenti (HFN-233)

ANDA 89-202 has been assigned to the Chicago District laboratory
' (HFR-SIGO) for validation. Please instruct the firm to send the
samples, methods, and standards necessary for the analyses to the

laboratory as soon as possible.

Thank you for your cooperation.

Salvatore J. Pine11§ )

¢c: Joe Brucciani (HFR-5160)
Jack Meyer (HFN—233)V/’

APPEARS THIS WAY
ON ORIGINAL



DATE:
.Y TO
ATTNOF:

SUBJECT:

TO:

UNITED STATES GOVERNMENT
memorandum

Chemist, CHI-DO Laboratory Facility, HFR-5160

Telephone Conversations Re: ANDA's 89-202 and 88-939

Sal Pinella, Scientific Coordinator, DFS, HFC-142 :
THRU: M. Catherine L. Chung, Supervisory Chemist, HFR?SI60‘Z%C:ZC:/

November 27, 1985

'The status of LyphoMed ANDA 89-202, Folic Acid Injection; and specifications

and test. procedures to be used in validating LyphoMed ANDA 88-939, Leucovorin'
Calcium for Injection were discussed in a telephone conversation between John
Marchin, Chemist, CHI-DO and Salvatore Pinella, Scientific Coordinator, DFS on
11/14/85. ' '

The status of ANDA 89-202, Folic Acid Injection was reported to be complete as
— 1/13/85. 1t was noted in the conversation that the product failed the
———___test specification. The applicability of thig test to the product
was discussed and is further detailed in the memo and comments which will
accompany the submission of the validation study. Also noted in the
conversation was the lack of commercially labeled products for testing (copy
of label submitted). Also discussed were changes in specifications and test
methods between those submitted by the NDE Chemist and those submitted by the
manufacturer with the samples. In particular, the omission of the
test specification from the manufacturers submission and no analytical data
submitted to indicate that the test was performed by the manufacturer on this
lot of product. I was instructed that Mr. Leonard Valenti, NDE Chemist would
contact me for further discussion of the validation results.

In discussing the tests for ANDA 88-939, Leucovorin Calcium for Injection, it
was again foted that the products supplied were not commercially labeled (copy
submitted); and the assay procedure sent with the assignment from the NDE
Chemist was in this case significantly different from that sent by the
manufacturer (LyphoMed) with the sample. Both are HPLC procedures; however,
the . e . St

are different. The

e 3o different. Also discussed was the requested performance of
the test for particulate matter in - : The method is not
specified but is assumed to be USP XXI, p. 1257. This test requires
instrumentation and presumably.expertise which is not available in our
laboratory. Additionally, this test and specification is not included in the
procedure sent by the manufacturer with the sample. The test and
specification for clarity and completeness of solution is also omitted in the
submission by the manufacturer. The requested test for the i

e ‘} .

 OPTIONAL FORM NO. 10
(REV, 1-80) . . . '
. GSA FPMR (41 CFR) 1014158
' 9010-114 .. ' e e

# G0 1 1991 0




assay. for the<Leucovorin Calcium Injection was also discussed. TheBee b’
determination is based on'a —eeees ugsing an e e e
s e T The procedure is written as instructions for~ Ehe
use - of thia particular piece of equipment. We do not have this plece of
equipmenc or any similar piece of equipment and therefore cannot perform the
requested test. Tests, and procednres written for a particular plece of
equipment are ‘not ‘suitable for regulatory use.

As requestgd I ‘am sending copies ‘of the procedures sent by the NDE Chemist
with. Form FD 2871(a) for ANDA 88-939; and also a copy of the letter and
Exhibits A and B which were sent with the sample by LyphoMed. I am omitting
Exhibits C and D. :

As instructed no work will begin on ANDA 88-939 until problems have been
cprrected and we ‘are™ notified. LA

When work,begins pleaee note that the

_-“.gvv“ B b PRI
t Lo SR T adn l"f"s‘*‘ Chals ,r‘\‘i**‘ ke Y

On 11/15/85 Mr. Leonard Valenti; NDE Chemist for ANDA 89-25%ﬁﬁFo?P jgid&”ﬁ
fhjectiofi called as ‘was’ anticipated. Topics regarding the validation were

discussed. No additional work was requested. The validation study with
comments will be submitted as soon as possible.

cuetne sublect drug

' , o Y T e . i
“ prteis e . t‘weikg, nlncge
’_}: ‘-' ’ J
-
.
' : ‘ - 4
;n YaW o aas s s idame gy prodlams, or 'fi‘ the | rnquasted o
R R ) B Gt Arieves i YT TS "« . : L |
I3 catecapeel heodet, please advise e, ﬁas?&tnre Pfﬁellai’

Sircerely yours, b
’ O l : I
AT n
APPEARS THlS WAY .»-.Av','ﬁ ’._Inm_:‘ ,,a - v\/ Jz“: f ‘H Py ("Zm',; s
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Date . December 12, 1985

Memorandum

From Scientific Coordinator
Drugs, Devices and Radiological Health Branch (HFC-142)

Subject Methods Validation Report: ANDA 89-202 - Folic Acid Injection
FIRM: LyphoMed, Melrose Park, Illinois 60160

To Jack Meyer
Supervisory Chemist
Division of Generic Drug Monographs
ANDA Review Branch I (HFN-233)

Through: W. Michael Rogers

Director
Drugs, Devices and Radiological Health Branch (HFC—l42ﬁNEBtA

The Chicago District laboratory has completed their USP XXI testing
of the subject drug product and find the analytical results meet
with the USP XXI specifications.

In addition, CHI-DO validated the firm's benzyl alcohol procedure
and a — .. test. The benzyl alcohol procedure is suitable for
requlatory purposes as modified by CHI-DO laboratory and the results
generated for ~—— . failed to meet. the specified limits set
forth in the ANDA.

All pertinent information regarding analytical testing and the
laboratory's observations/ comments can be found in the attached

report.

If you have any questions or need any clarification on some tests,
please let me know.

Salvatore J.VPinella
Attachment
cc: Joseph Brucciani (HFR-5160)

Marvin Seife, M.D. (HFN-230)
Len Valenti- (HFN-233)
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Dated: October 7, 1880.
Sa A Miller,
Director. Bureau of Foods.
{¥R Duc. 80-32200 Filed 10-16-00x 8:45 am]
SILLNG CODE 4110-03-8

{Docket No. S0F-0401)

Eastman Chemicals Division, Eastman
Kodak Co.; Flling of Food Additive
Petition -

AGENCY: Food amT Drug Administration.
AcTion: Notice. :

suMMARY: Eastman Chemicals Division.
Eastman Kodak Co. has filed a petition
proposing that the food additive
regulations be amended to broaden the
mole percentages of ethylene glycol and
1.4-cyclohexane dimethanol to 99-68
and 1-34, respectively, in the mixture
used as a reactant with dimethyl
terephthalate in the production of
ethylene-1,4-cyclohexylene dimethylene
terephthalate copolymer intended for
food-contz:ct use.

FOR PURTHER INFORMATION CONTACT:
¥ir D. Anand, Bureau of Foods (HFF-
834), Pood and Drug Administration, 200
T St., SW., Washington, DC 20204, 202~
£72-5690.

SUPPLEMENTARY INFORMATION: Under
the Federal Food, Drug, and Cosmetic
“Act (secs. 201(s)}, 409, 72 Stat. 1784-1788
as amended {21 U.S.C. 321(s), 348))
notice is given that a petition (FAP
©R3523) has been filed by Eastman
Chemicals Division, Eastman Kodak Co..
Kingsport, TN 37662, proposing that

$ 177.1315 Ethylene—1,4-cyclohexylene
dimethylene terephthalate copolymer
{21 CFR 177.1315) be amended to
broaden the mole percentages of
ethylene glycol and 1.4-cyclohexane

. dimethanol to 99-66 and 1-34,
‘respectively, in the mixture used as a
seactant with dimethyl terephthalate in
the production of ethylene-1.4-
cyclohexylene dimethylene

. serephthalate copolymer intended for
food-contact use.

FDA has carefully considered the
potential environmental effects of this
ection and has concluded that the action
svill not have a significant impact on the
buman environment and that an
environmental impact statement is not
pequired. The agency's finding of no
significant impact and the evidence
supporting the document may be scen in
the office of the Hearing Clerk (HFA-
& “ood and Drug Administration, Rm.

#-.._.-5800 Fishers Lane, Rockville, MD
‘20857, between 0 a.m. and 4 p.m,,
Monday through Friday.

‘Duted: October 7, 1060.
Sanfoed A. Miller,
Director, Bureau of Foods.
{FR Do 80-32200 Filod 10-16-00; 8:45 rm]
SILLNG CODE $110-03-M

Dated: October 8, 1980.
Gerald B. Guest,
Acting Director, Bureau of Veterinary
Medicine.
{FR Doc 60-32118 Filed 10-16-80x 8:45 am]
BILLING CODE 4110-03-0

" Farmiand industries, inc; Co-op Chick

Fortifier; Withdrawal of Approval of
NADA

acency: Food and Drug Administration.
ACTION: Notice.

SUMMARY: The agency withdraws
approval of a new animal drug

" application (NADA) providing for use of

Co-op Chick Fortifier (amprolium)
premix. Finished feeds containing the
premix are fed to poultry as an aid in
prevention of coccidiosis or for
development of immunity to coccidiosis.
The sponsor, Farmland Industries, Inc.,
requested the withdrawal of approval.

EFFECTIVE DATE: October 27, 1980.

FOR FURTHER INFORMATION CONTACT:
Vitolis E. Vengris, Bureau of Veterinary
Medicine (HFV-214), Food and Drug
Administration, 5600 Fishers Lane,
Rockville, MD 20857, 301-443-3183.

SUPPLEMENTARY INFORMATION:
Farmland Industries, Inc., P.O. Box 7305,
Kansas City, MO 64116, is the sponsor of
NADA 44-364 which provided for use of
Co-~op Chick Fortifier {0.50 percent
amprolium) premix in making finished
poultry feeds. The feeds are indicated as
aids in prevention of coccidiosis in
broiler chickens, turkeys, and laying
hens or for development of active
immunity to coccidiosis in replacement
chickens under conditions of slight
exposure to coccldiosis. The application
was originally approved November 10,

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

sponsor requested withdrawal of
approval of the NADA becuuse the
product is no longer being manufactured
or marketed.

Therefore, under the Federal Food,
Drug, and Cosmetic Act (sec. 512{e), 82
Stat. 345-347 (21 U.S.C. 3oub(e))). under
authority delegated to the Commissioner
of Food and Drugs (21 CFR 5.1) and

redelegated to the Bureau of Veterinary

Medicine (21 CFR 5.84), and in
sccordance with § 514.115 Withdrawal.
of approval of applications (21 CFR
514.115). notice is given that epproval of
NADA 44-364 and all supplements for
Farmland Industries, Inc.. Co-op Chick

Fortifier is bereby withdruwn, effective
October 27, 1880. »

{DES! 5897; Docket No. 80N-0379])

Folic Acid Preparations, Oral and
Parenteral for Therapeutic Use; Drugs
for Human Use; Drug Efficacy Study
implementation; Amendment

agency: Food and Drug Administration.
acTion: Notice. -

SUMMARY: This notice amends a
previous Federal Register notice for folic'
acid by revising the Precautions )
statcment to be included in the labeling
for these drugs. The agency believes the
revised labeling more accurately states
the level at which folic acid may
obscure pernicious anemia.

OATE: Supplements to approved NDA's
and ANDA's due on or before December
16, 1980,

ADpRESS: Communications in response
to this notice should be identified with
the reference number DESI 5697,
directed to the attention of the
appropriate office named below, and
addressed top the Food and Drug
Administration, 5600 Fishers Lane,
Rockvitle, MD 20857.

Supplements to full new drug applications
(identify with NDA number): Division of
Metubolism and Endocrine Drug Products
(HFD-130}, Rm. 14B-03, Burexu of Drugs.

Original abbreviated new drug applications
or supplements thereto {identify as suck):
Division of Generic Drug Monographs (HFD-
530). Bureau of Drugs.

Requests for opinion of the applicability of
this notice to a specific product: Division ol
Drug Labeling Compliznce (HFD-310). Buresu .
of Drugs. ‘ ' '

. FOR FURTHER INFORMATION CONTACT:
David T. Read, Bureau of Drugs (HFD-
32), Food and Drug Administration, 5600
Fishers Lane, Rockville, MD 20857, 301~
443-3650.

SUPPLEMENTARY INFORMATION: A notice
published in the Federal Register of

~ April 8, 1871 (36 FR 6843}, announced
‘the conditions under which the FDA
would approve new drug applications
for folic acid preparations. The labeling
conditions included the following
precaution: ‘

Folic acid especially in doses abaove 1.0-
mg daily may obscure pernicious anemis, in
that hematologic remission may octur while
neurolog_ica! manifestations remain
progressive.

This same precaution was required in
an amendment published August 2, 1973
(38 FR 20750). )
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Based on available data and
> information the Director of the Burean of
+“" Drugs finds that the precautions section

" of the labeling conditions for folic acld
preperations should be amended. While
obscuration of pernicious anemia does

not ocur at levels of 0.1 mg for folate per -

day, hemotologic remissions in
pernicious anemia have been reported

at levels as low as 0.25 mg of folate per
© day. The precautions section of the

Jabeling conditions for folic acid
preparations is amended toread as .
follows: :

Polic acid in doses above 0.1 mg daily may
obscure pernicious anemia in thal
hematologic remission can occur while
neurological manifestations remain
progressive. .

Supplements to approved NDA's or
ANDA's providing for appropriate
revision of the labeling of drug products
affected by this notice should be

“submitted on or before December 16,
1980. The revised labeling may be put
into use before FDA approves the

supplemental NDA or ANDA, but it

- shall be put into use no later than
February 17, 1881. )

“This notice is issued under the Federal
Food, Drug, and Cosmetic Act {secs. 502,
505, 52 Stat. 1050-1053, as amended {21
U.S.C. 352, 355)), and under the authority
delegated to the Director of the Bure
of Drugs (21 CFR 5.82). :

Dated: October 8, 1880,

1. Richard Crout,

Director, Bureav of Drugs.

{FR Doc_ 80-32283 Pilad 10-16-80; 8:45 am]

‘BRLING CODE 4110-03-M

which provides for use of anthelin
tablets as & taeniafuge {anthelmintic} in
dogs. Each tablet contains 47 milligrams
of anthelin (equivalent to 12.7 mg of
antimony). The NADA was originally
approved January 23, 1850. In their letter
of April 29, 1980, the firm requested that
approval of the NADA be withdrawn
because the product is no longer being
manufactured or marketed.

Therefore, under the Federal Food,
Drug, and Cosmetic Act (sec. 512(e). 82
Stat. 345-347 {21 U.S.C. 380b(e))) and -

- under authority delegated to the

Commissioner of Food and Drugs (21
CFR 5.1) and redelegated to the Bureau
of Veterinary Medicine (21 CFR 5.84),
and in accordance with § 514.115
Withdrawal of approval of applications
{21 CFR 514.115), notice is given that
NADA 7-226 and all supplements for
anthelin tablets is hereby withdrawn,
effective October 27, 1980.

In a document published elsewhere in
this issue of the Federal Register,
§ 520.120 {Anthelin tabléts is being
revoked.

Dated: October 8, 1960.
Gersld B. Guest,
Acting Director, Bureau of Vetarinary -
Medicine.
{FR Doc. 80-32117 Filed 10-16-80: &6 sm)
SILLING CODE 4110-83-4

[Docket N_o. 80F-0359]
Mitsul Peirochemical Industries, Ltd.;
Filing of Food Additive Petition

Agency: Food and Drug Administration.
ACTION: Notice.

Jensen-Salsbery Laboratoriss;
Anthetin Tablets; Withdrawat of
Approval of NADA

" AGENCY: Food and Drug Administration. -
AcTion: Notice. o

. suMMARY: The Food and Drug
Administration (FDA) withdraws
- approval of a new animal drug .
application (NADA) providing for use of
" anthelin tablets as an anthelmintic in
"dogs. The sponsar, Jensen-Salsbery
_L:gontoﬁen. requested withdrawal of
‘spproval. ‘
. EFFECTIVE DATE: October 27, 19680.
' FOR FURTHER INFORMATION CONTACT
. Leonard D. Krinsky, Bureau of '
Veterinary Medicine (HFV-216), Food
.and Drug Administration, 8600 Fishers
" Lane, Rockville, MD 20857, 301-443-
SUPPLEMENTARY INFORMATION: [ensen-
. Salsbery Laboratories, Division of
* - Burroughs-Wesllcome Co., Kaasas City,
-MO 84108, is sponsor of NADA 7-228

SUMMARY: Mitsui Petrochemical
Industries, Ltd., has filed a petition
proposing that the food additive

‘regulations be amended to provide for

an increase in the weight-percent of
units derived from 4-methylpentene-1 in
ethylene/4-methylpentene-1 copolymers
intended for food-contact applications.
FOR FURTHER INFORMATION CONTACT:
Neal D. Singletary, Bureau of Foods
(HFF-334), Food and Drug
Administration, 200 C St. SW.,

‘Washington, DC 20204, 202-472-5680.

SUPPLEMENTARY INFORMATION: Under
the Federal Food, Drug, and Cosmetic

- Act {secs. 201(s), 408; 72 Stat. 1784-1788

as amended (21 U.S.C. 321(s}, 348}).
notice is given that a petition (FAP No.
0B3521) bas been filed by Mitsui
Petrochemical Industries, Ltd., cfo
Keller and Heckman, 1150 17th St. NW.,
Washington, DC 20036, proposing that
§ 177.1820 Olefin polymers (21 CFR
177.1520) be amended to provide for an
fncrease in the weight-percent units

~ -derived from 4-methylpentene-1in

ethylene/4-methylpentene-1 copelymers
intended for food-contact applications.
The potential environmental impact of
this action is being reviewed. If the
agency finds that an environmental
impact statement is not required and
this petition results in a regulation, the
notice of availability of the agency's
finding of no significant impact and the
evidence supporting that document will
be published with the regulation in the
Federal Register in accordance with 21
CFR 25.40(c) (proposed December 11,
1979; 44 FR 71742).
Dated: October 7, 1980.
Sanford A. Millor,
Director, Bureau of Foods.

{FR Doc. 80-32292 Filed 10-18-8% 8:45 sm]
BILLING COOE 4110-03-M

[Docket No. B0F-0388)

Radiation Technology, inc.; Filing of
Food Additive Petition

AGENCY: Food and Drug Administration.
ACTION: Notice.

suMMARY: Radiation Technology, Inc.,
has filed a petition proposing that the
food additive regulations be amended to

provide for the safe use of a source of

gamma radiation to reduce or control
microbial contamination in spices,
natural flavorings, and dehydrated
vegetable seasonings.

FOR FURTHER INFORMATION CONTACT. |
George H. Pauli, Bureau of Foods (HFF-
834), Food and Drug Administration, 200
C St. SW., Washington, DC 20204, 202-
472-5690. :

SUPPLEMENTARY INFORMATION: Under
the Federal Food, Drug, and Cosmetic
Act (secs. 201(s}, 409, 72 Stat. 1784-1788
as amended {21 U.S.C. 321(s}, 348)), .
notice is given that a petition (FAP
OM3516) has been filed by Radiation

‘Technology. Inc., Lake Denmark Road,

Rockaway, N] 07886. proposing that Fart
178—Irradiation in the Production,
Processing and Handling of Food {21,
CFR Part{ 178} be amended to provide for
the safe use of u Cobalt 60 or Cesium
137 source of gamma radiation to reduce
or control microbial centamination in
spices, natural flavorings, and
debydrated vegetable seasonings by
irradiating those foods at doses up to 1
megarad. This petition is being
evaluated. - :

. The agency has considered the

potential environmental effects of this
action and has concluded that the action
will not have a significant impact on the
human environment and an
envifonmensal impact statement isnot . .

‘required. the agency’s findings of no
-gignificant impact and the evidenoe

-
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m:u;M.w . . _'ﬁf%‘;ommm% ~ EDUCATION, AND WELFARE
. . BOM winn, ww uled utilised over & w 3
B yhand. Kingsion, Rhode Iiand menths. If fewer animals are permitied '“"“‘m‘"“‘“‘:;'_,"“""“"
03851, to take one male and ope female the length of time of utilization will be { )
muedpup(ﬂdlcmm) for WMM; FOUCACIDPREPARM’!ONS.ORALAND
acientific rescarch 0n the Yookl bebarier I T tanding goul o this project  PARSNTED TC0 TH R B
' an ocentral nervous H
The states ystem oontral of heart activities. This WW

Novs Bootis, Csnads, cilitate control of heart rate and oere- PR Doc. 73-15699 appearing on page

Basque
; _ m&omﬂ:ehmeot'l‘hm!dlY.sz.
between January p,mm-mu. Wﬁa&wm 1978, 15 correct as published. In the .

kwmﬁxﬁdﬁd&w“ Documenumbmmedmeonnecﬁ:

deep. , arrange- with theee applications are avallable for  chronic main

Bents for maintaining the scals have viewing at the following looations: __ mn”’:’:tm&‘:md_ tenance Jevel
W‘M‘?‘m‘w”‘ Offics of the Director, National Martne Plah- . W, i

1 o.'mmvm : _ oris Sarvice, Waabington. D.O_ 30288, tele- Dated: December &, 1073. . "o

during the first three years of life to wll m“ "--."l"m' Ln.m'l ”““""I;‘ﬁ_ mmnm
m m W T~ tng, 14 Fm Btreet, Giouoester, Massschu- 3 for Compliance.
| dialectics, echalocation, aetivity S 100 o 617.881-0840 (Appli-  [FR Doc.T3-36210 Piled 12-7-73;8:45 em]
patterns, suditory discrimination, and 8 _Regional Dire ' Mational Marine Pishertes o '

‘curve. This project is a eontin-  Service, sont.h-ut.ucm Duval Bullding, - [DESI 9083; Dockat No. ¥DC-D-568; NDA
uation of the project which commenoced wmm.; vy (.nor- 9-835) :
*53_-‘_ n_’ T’m mw mno.c.c)'; o ; ", MALLINCKRODT PHARMACEUTICALS

.. Dr » , nod Begional Director, National Marins Fiaheries ‘Combinstion Drug Con-

. nstitute, Universtty of Texas Modical  gervice, Southwest Region, 500 South Ferry "m""""' O e Tannates and Re-

~ ‘Branch, 200 University Boulevard, Gal- Strest, Terminal Ifand, Californis 90781,  gerpine; of Approval of New

. weston, Texas 77850, t&m 20 marine Mu?pmlmms (Appiications o. 1, N phcation .

_ Nons (Zalophus odlifornianus) “'/: Segional Director, National Marine Plaberies On January. 30, 1973, there was pub-

- harbor scals (Phoca vitulina) for selen- m“_‘:mw Jished tn the FrozmaL Reamster (38 FR

L %‘m on &?ﬁu sdjustment g3 ( m’::mi); : ‘ 2776) a motice of mw bhear-

" ‘The Applicant states: o , Worthwest Leks Union ..,,w, of MM)-;'nnm‘ proposed to

4. The animals will be taken, over & Puliding, 100 Westiake Avenus North, ' ) of
two-year period, from efther San Miguel Ssattle, Washington 56100, $ionhons $06- mmmmwmmw {
‘taland or Banta Crus lsand, between 443-7575 (Applications Ko. 1, 3). the Poderal Pood, Drug, and Cosmetic:.. .

Movember 1 4pd March 1, wsing hoop Concurrent with the publication of this Asct (31 UB.C. 355(e)) witharawing 8p-

mﬂdthenewdrusppncsﬁmfor

nets; * .potice tn the Frosear Recisyen the Secre-
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- [IR Doc.78-3207¢ Flled 10-19-73;11:18 am]

DEPARTMENT OF COMMERCE
Domestic and International Business
) Administration
COMPUTER PERIPHERALS, COMPONENTS
AND RELATED TEST EQUIPMENT TECH-
NICAL COMMITTEE
Notice of Meeting

The Computer Peripherals, Compo-
nents, and Related Test t
Advisory Committee of the

U 8. Department of Commerce will meet
October 23, 1973, at §:00 am. in Room
Main Building,

6802 of the Commerce ,
gt.h and e Avenue, NW,,
Members the OmMce of Export

sect to multilateral (COCOM) Controls.
_Agends items are as follows: :
of minutes from Technical Ad-

1.-Approval
" visory Committes mesting of July 35,

: _,j.vmntncndmormhm

&

the public.
&wmwumm :

. sssociated discussion.
& 1/0 Bquipment Subgroup—L. Wisssl-

5 __
. Memory . Equipment Subdgrowp—PF.
¢. Test Bquipment Subgroup—J. Kubbs.
Esecutive ssesion:
a. Report fiom chatrmen of subgroups
and sssociated discussion.

NOTICES ~
(1) /0 Equipment Subgroup—IL
Wissslman.
(3) Memory Bquipmesnt Bubgroup
P, Harding.

{(8) Test Equipmsnt Subgroup
Discussion od future assignments.

The Computer Peripherals, Compo-
nents and Related Test Equipment Tech-
nical Committee was estab-

United States and officlals represen!
warious agencies of the U.8. Government.
The indust’y members are appointed by
the Assistant Secretary for Domestic
and International Business to -serve a
two-year term.

The public will be permitted to attend
the discussion of agends items 1-3, and

imately

Mc for these agenda items. To the extent
time permits, members of the public may
present oral statements to the commitiee.
Interested persons are also invited to file
written statements with the committee.
ftem (&),

agends, item should be exempt
of Bections 10 (a) (1) and (s)

ing which are open to the public will be
avallable 30 days from the date of the

[PR Doc.73-33063 Piled 10-15-73;8:45 am]
Offics of the Secretary
- PMPORTERS' TEXTILE ADVISORY
‘ a COMMITYEE
Notice of Change of Date of Public Mesting
Ocroszx 15, 1973.

-3

October 19, 1973. The

time and location of the meeting remain
the same.
Szra M. BooNzg,
Chairman, Committee jor the
Implementation of Teztile
Agreements, and Deputy As-
sistant Secretary Jjor Re-
sources and Trade Assistance.

{PR Doc.T8-22163 Filed 10~-15-78;10:45 am]

DEPARTMENT OF HEALTH,
EDUCATION, AND WELFARE.

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

Pursuant to the provisions of the Fed-
eral Food, Drug, and Cosmetic Act (sec.
409(b) (5), 72 Stat. 1786; (21 US.C. 348
) (5))), notice is given that 8 petition
(AP 7J2178) has been filed by BASF
Wyandotte Corp., 1609 Biddle Avenue,
Wyandotte, Mich. 48192, proposing that
§121.1235 Copolymer condensaies of
ethylene oxide and propylene ozxide (21
CFR 121.1235) be amended to provide for
the safe wee of «-hydro-omega-hydroxy-
poly (oxyethylene) /poly (oxypropylens)
(61-57 moles) /poly (oxyethylene) block
copolymer, having an average molecular
weight of 14,000 and & cloud point above
100° C. in 1 percent agqueous solution, as
a dough conditioner in yeast-leavenod
bakery products.

" Dated October 3, 1078.

Yomen O, Wobicka,
Director, Bureay of Foods.

(PR Doc.78-21024 Filed 10-15-73;8:45 am]

[DET 5807)
_ FOUIC ACID PREPARATIONS, ORAL AND
PARENTERAL FOR THERAPEUTIC USE
Drugs for Humen Use; Drug Efficacy Study
implementation; Amendment
Correction

e inserted
words “alooholism” and ‘hemolytic”.

'DEPARTMENT OF HOUSING AND
URBAN DEVELOPMENT

" Office of Interstate Land Sales Registration

{Docket No, N-78-106]
ALBERMARLE SHORES
Order of Suspension
-In the matter of Albermarle Shores,
Administrative Proceedings Division File
No. Z-218.
Notice is
31, 1973, the Department of
Urban Development, Office

hereby given that: On June
Housing and
of Interstate
published in-
the FProxaar Reomrma & Notice of Pro--

_oceedings and Opportunity for Hearing,

m ERGISTER, VOL. 38, NO. 199—TURSDAY, OCTOMR 14, 1973
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{DESI 5807)
FOUIC ACID PREPARATIONS, ORAL AND
PARENTERAL FOR TH USE

In the Raoeres of April 8,
1971 (38 PR 6843), the

of Food.and -

theeﬂecﬁvmeuof!olﬁc

ekl
EE' %
s
B t

;

£
:
g§
38

g

R
g
E
5 :
:
&

higher
t amounts are available only

2. The drug is

toncu:idumybcnenmhopieuor
nontropical spruse, in anemias of nutritional
origin, pregnancy, infancy, ot .

WARNINGS

Polic acld alone is improper therapy in the
treatment of pernicious apemia and other
megaloblastic anemiss where vitamin Bi
ts deficient.

PRECAUTIONS

Polic acid especially in doses above 1.0 mg.
dally may obscure pernicious anemis in that
bhematologic remission occur while neu-
rological manifestations remain progressive.

ADVERSE REACTIONS

Allergic sensitisation has been rsported
following both oral and parenteral admin-
tstration of folic acid.

DOSAGE AND ADMINISTRATION

Usual therapeutic dosage—In adults end
children (regardiess of age) up to 1.0 mg.
dally. Resistant oadés sy larger

have subsidsd and the biood picture has be-
©ome pormal, & maintenance level should be
used, L.e., 0.1 mg. for mtanuonduptoﬁ.:mg

04 mg

b
fe:

of age, and 0.8 mg. for pregnant and lactat-

-
_E
3
§
g
:
i
E

M for In the pmenee of alcoholism, hemolytic
DO gpnemis, anticonvulsant therapy, or chronic
per tablet jnfection, the maintenance level may need

to be .
Holders of new-drug applications and

Iabeling elines ghbrevisted new-drug applications ap-

labeled to comply With  Any identical, related, or similar prod-
of the Act and - ' |
and those wuuon.uocveredbythenewdruzw-

as follows: (Optional ad- mnotice. Bee 21 CFR 130.40:(37 FR 23185,
ahle to the October 31, 1972). Any person  who
othﬂ'::a- wishes to determine whether & specifi

C
—mthwvendwmlsnoueeshbuld :

propriste  paragraph headings
nhou_ldtonowthe,momsﬁonlet forth write to the Food and Drug Administra-

tion, Bureau of Drugs, Office of Compli-
~Ance (BD-!DO).SOOOmhersnne.Rock-
‘ville, MD 20852, :

'the manufacturer. This _‘rhknoﬁeeuhniedpmumt'topto-
an appropriate descrip- ﬂdmolthomerdrood,muz.md
: proper- Cosmetic Act (secs. 502, 505, 52 ‘Stat.

. ‘and the Administrative Proced C
, the manufacturer. This UBS.C. §5¢) and under authority dele-
appropriate statemsnt gated t& the Commissioner of Food and

ogic/phys- Drugs (21 CFR 2.120).
tngredients of :
. When the mode of action Duted: July 26, 1973.
be A. M. ScHMIDT,
Commissioner o/ Food
o and Drugs.
offective in the treatment of :

due to a eficlency of {PR Doc.73-15809 Piled 8-1-73;8:45 am]
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{DESI 5867; Dockst No. PDC-D-365; WDA
5807, etc.]

FOLIC ACID PREPARATIONS, ORAL
AND PARENTERAL FOR THERA-
PEUTIC USE

Drugs for Humon Use; Drug Efficocy
Study Implementation

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

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

per § cc.;
. d. Folvite Tablets; 5 mg. and 20 mg.
folic acid per tablet; and

¢. Folvite Parenteral Solution; sodium
folate equivalent to 15 mg. folic acid
per -cc.; marketed by Lederle Labora-
tories, Pearl River, New York 10865
(NDA 5-897). .

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

8. Folic Acid Injection: 15 mg. folic
acid, as the sodium salt, per cc.; mar-
keted by S. F. Durst and Co., Inc., §317
North Third BStreet, Philadelphia,
Pennsylvania 19120 (NDA 6-338). .

In sddition to the above products, folic

_acid preparations for therapeutic use
are marketed by other firms. A partial
1ist 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 Oo., Division of Bergher
Distributing Co.

Arxgferican Pharmaceutical Oo.

American Drug Products.

American Quinine Co.

Approved Pharmaceutical Corp.

-Arcum Pharmaceutical Oorp.

Associated Labs., Inc.

Barre Drug Oo., Inc., The.

Barry-Martin Pharmaceuticals, Inc.

Co.

Oarroll. Chemical Co., The.
Oolumbia Medical Co.
Oonsolidated Midiand Corp.. CMC Research
Division. o
Corvit Pharmsceuticals.
Daniels, Robert and Co,, Inc.
PuMont Pharmacal Oo.
- Pvron Pharmaceutical Oo,, Inc.
" yaraday Laboratories, Inc.
Gold Lea! Pharmacal Oo., Inc. )
QGotham Pharmaceutical Oo., Inc..
Hsley Drug Co., Inc.
Harvey Labs., Inc.
Janlabs. = -
Kirkman Labs., Inc.
Lannett Co.. Inc.
“ 'Lt Drug Oo. )
Lustgarten Laboratories, Inc.
Miffiin, McCambridge Oo., Inc.
Penhurst Pharmacal Co, -
- Pharmex, Inc. - .
Preston Pranklin Pharmecal Co.
‘Richlyn Labs. :
‘Robinson Laboratory, Inc.
‘Spencer-Mead, Inc. -
Stanilabs, Inc. N
Suprems Pharmacsutical Oo., Ino. :

s

Thompson. Wm. T., Co.
Towne, Paulson and Oo_, Inc.
Vitamin Research Oorp.
Vits-Fore Products Co.
West-Ward, Inc.

Williams Chemical Co.
Winsale Drug Co.

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

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

A. Efectiveness classification. The
¥ood and Drug Administration has con-
sidered the Academy reports, as well as
other aveilable evidence, and concludes

that:
1. Folic acid is effective for the treat-
ment of megaloblastic anemias of

_tropical and nontropical -sprue, nutri-

tional origin, pregnancy, infancy, and
childhood.

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

The Food and Drug Administration
also concludes that there is no evidence
that doses of folic acid greater than 1
mg. daily have greater efficacy than do
those of 1 mg. Further, the usual thera-
peutic dose, oral or parenteral, should be
0.25 mg. to 1.0 mg. daily, and the mainte-
nance dose should ordinarily be 0.1 to

" 0.25 mg. daily. Administration of higher

doses greatly increases the possibility of

masking vitamin B-12 deficiencies and

the insidious development of or precipi-
tation of neurological manifestations
and/or lesions.

- Preparations supplying no more than

.90.1 mg. folic acid daily continue to be

regarded. as dietary supplements (21
CFR 3.42) and may be prescribed when -

- . majntenance dose of 0.1 mg. & day is

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 “Cavrion: Fed-
. eral law prohibits dispensing without

FEDERAL REGISTER, VOL 36, NO. 69—FEIDAY, APRR 9,197V
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2. The drug ts labeled to comply with
all requirements of the Act and regula-
tions promulgated thereunder, and those
paris 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 information set forth
. below.)
Fouic Aco
DESCRIFTION

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

ACTIONS

(To be supplied by the manufacturer. This
13 10 be confined to an appropriate statement
of the demonstrated pharmacologic/phys;o-
Jogic actions of the active ingredicnts of the
drug in humans. When the mode of action
has not been determined, this should be
clearly indicated.)

INDICATIONS

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

“origin, pregnancy, infancy, or childhood.

WARNTNGS .

- Polic acid alone is improper therapy in the
treatment of pernicious anemia and other
megaloblastic anemias where vitamin By, i1s
deficient. :
. PFRECAUTIONS

Folic acid especially In doses above 1.0 mg.
dally may obscure perniclious anemis, in that

* hematologic remission may occur while neu-

rological manifestations remain progressive.

ADVEREE REACTIONS

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

DOSAGE AND ADMINISTRATION

. Oral administration: Polic acid is well ab-
sorbed and may be administered orally with
satisfactory results except in severe instances
of intestina] malabsorption.

Parental edministration: 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, impajred. o

Usual therapeutic dosage: In adults: 0.35
mg. to 1.0-mg. dally. In Children (regardless
©f age) : 0.25 to 1.0 mg. daily. Resistant cases
-E3ay require larger di . - : :

Matntenance dosage: When elinleal symp-

toms have subsided and the blood picture .

has become normal, s maintenance dose of
0.1 mg. to 025 mg. daily should be used, but
bever lJess than 0.1 mg. per day. Patlients
should be kept under close supervision and
adjustment of the maintenance dose made
if relapse appears imminent. ot

In the presence of aleoholism, pfqnmcy. '.

bemolytic anemis, anticonvulsant therapy, -
or chronic fnfection, the maintensnoe dose
should be at least doubled. :

" D. Previously aepproved applications.

1. Each holder of a “deemed approved” .

mew-drug application (i.e., an application
which effective on the basis of
safety prior to October 10, 1962) for such
drug is requested to seek approval of the
‘claims of effectiveness and bring the ap-
plication into conformance by submitting
-supplements containing: ) R

!cnn t0 the labeling conditions described

::ln for the dmg.“undu:lomplm qu;

AR i & SR I e s e RN

b. Updating information as nceded to
provide for an oral dosage form contain-
ing no less than 01.5 mg. and no more
than 1.0 mg. folic acid per tablet or a

perenteral dosage form containing an

amount appropriate for administration

a8 described herein, and to make the ap-
plication current in regard to items 6
(components), T (composition), and 8
(methods, facilities, and controls) of the
new-drug application form FD-356H to
the extent described for abbreviated new-
drug applications, § 130.4(f), published
in the Frormar Recustes April 24, 1970
(35 PR. 6574). (One supplement may
ocontain all the {nformation described in
this paragraph.) ‘

2. Buch suppfernests should be sub-
mitted within the {.owing time periods
after the date of publication of this no-
tice in the FeoraaL RecisTer:

&. 60 days for revised Wbeling: or, for
those products which must be reformu-
lated, 180 days for revised labeling fully
in actord with this announcement, pro-
vided claims for which substantial evi-
dence of effectiveness is lacking are
deleted within 60 days. The supplements
should be submitted under the provisions
of §1309 (d) and (e) of the new-drug
regulations (21 CFR 130.9) which permit

certain changes to be put into effect at.

the earliest possible time.
b. 180 days for updating information.
3. Marketing of the drug may continue
untll the supplemental gpplications sub-
aitted in accord with the preceding sub-
paragraphs 1 and 2 are acted upon,
provided that the labeling of the prepa-
ration shipped within the furisdiction of
the Act 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
distributes or intends to distribute such
drug which s intended for the conditions
of use for which it has been shown to
-be effective, as described under Al sbove,
should submit =
-ﬁ“%’ﬁ‘-‘ﬁ‘”m the conditions spec-
' 4(f) (1) and (2), published
in the Fxvraar Recisten April 24, 1970
435 P.R. 6574). Such applications should
- include proposed labeling which is in
‘accord with the labelirig conditions de-
2. Distribution of any such prepara-
tion currently on the market without an
approved new-drug application may be
" eontinued provided that: o
. Within 60 days from the date of
pudlication of this announcement in the

. Feomxar Rzcmraa, the Isbeling of such
. ‘preparation shipped within the jurisdic-

tion of the Act is in sccord with the

_Jabeling eonditions described herein, ex-

“cept that if the preparation must be re-
formulated. 180 days will be allowed for
. the dosage recommendations to be in

-~ b. The manufscturer, packer, or dis-

tributor of such drug submits, within
‘180 days from the date of this publica-
-tion, & new-drug application to the P
and Drug Administration. :

“ ¢, ‘The applicant submits within a

v - -yepsonable time additional imformation’
- ‘that may be required for the approval of
-~ the application as specified tn a written
communication from the Food and Drug

‘Administration.

csid
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d..'nxenppnclﬁonhunotbeenmled
incomplete or unapprovable, .

P. Opportunity for g hearing. 1. The

oner of Food and Drugs pro-

to issue an order under section

poses
B05(0) of the Federal Food, Drug, and

3 , 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-
b:ndescﬂbedinmmph&o‘tms
Snnouncement. An order withdrawing
approval of the applications will not is-
sue {f such applications are supple-
mented, 1n accord with this notice, to
@elets such indications. Promulgation of
the proposed order would cause any such
drug for human use offered for the in-
dications for which substantial evidence
oleﬂecﬂvenessuhckmz.tobesm
drug for which an approved new-drug
application s not in effect. Any such
mmenunthemuketwuldbemb-
Ject to regulatory proceedings.

3. In accordance with the provisions

of section 505 of the Act (21 UB.C. 355) .

controlled clintcal investigations (iden-
tified for ready review) as described in

© §130.12(a)(5) of the regulations pub- -
- Hshed in the FeperaL Recisten of May 8,
- 1970 (35 F.R..7250). Carefully conducted
‘and documented clinical studies obtained

under uncontrolled or partially controlled

on their merits for corroborative support
of efMescy and evidence of safety. If a
hearing is requested and justified by the

-response o this notice, the fssues will be

& “hearing examiner will - be
and he shall fssue & written no-
of the time and place at which the
‘hearing will commence;

-

J O

WG S IR A .

-

'obutn.oopybyrequesttoﬂ:enpmwﬂ-f
ow,

Q. Unapproved use or form o/ druy.
1. If the article is labeled or advertised
for use in any condition other than those
provided for in this announcement, it
may be regcarded as an unapproved new
darug subject to regulatory proceedingss
until such recomended nsec is approved
in a new-drug application, or is other-
wise in accord with this ennouncement,

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

the use provided for in this announce-
ment, sppropriate additional information
8 described in § 1304 or §130.9 of the
regulations (2§ CFR 130.4, 130.9) may be
required, fncluding results of animal and
clinical tests intended to show whether
the drug is safe and effective.
Representatives of tie Administration
are willing to meet with any ifiterested
person who desires to have a conference
eoncerning proposed changes in the
labeling set forth herein. Requests for
such meetings should be made to the Of-
fice of Scientifie Evaluation at the ad-
dress given below, within 30 days afier
the publication of this holice in the Fep-
KRAL REGISTER.
A copy of the NAB-NRC report has
.been furnished to each firm referred to
. Any other interested person may

‘ate office named be)

Communications ﬁ;rwnrded in re-

‘sponse to this announcement should be

identified with the reference number
DESI 5897, directed to the attention of

“the following appropriate office, and ad-

-Bupplements (identity with NDA number) :

Office of Eclentifie Evaluation (BD-100),
. Bureau of
Original abbreviated new-drug applications
{identify as such): .Drug Efficacy Stud:
Implementation Project Ofiice (BD-5), Bu-
reau of Drugs.

Request for Hearing (1dentify with Docke:
aumber) : H Clerk. Office of Cen-
eral Counsel (GC-1), Room 6-62. Parklaws:.

All other commimnications regarding this arn-

“houncement: Drug Efficacy Studv lmapic-
mentation Project Office (BD- 5), Bureau of

g5, .
‘Requests for NAS-NRC report:. Press Rels-
- Hons OMoe (CE-200). 200 C Strect 8w,

Washington, D.C. 20204.
_ This notice 15 issued pursuant to pro-

vislons of the Pederal Food, Drug. and

Cosmetic Act (secs. 502, 505, 82 Stat.
1050-53, as amended; 21 US.C. 352, 355)
and under authority delegated to the
Commissioner of Food and Drugs (21
CFR 2.120).

Dated: March 19, 1971,
- -8am D, FInE,
Associate Com missioner
. . o for Compliance.
{FR Doc. 714052 Plled ¢-8-71:8:46 am)
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APPLICATION NUMBER:

89-202

CORRESPONDENCE



[ypilaMed ' -

December 27, 1985

Marvin Seife, M.D., Director

Division of Generic Drugs SO BEIETS
(HFN-230) Room 16-70 DA ORIG Aics ‘Dw’t‘m
Office of Drug Standards

Food and Drug Administration

Center for Drugs and Biologics

5600 Fishers Lane

Rockville, MD 20857

Re: NDA 89-202
Folic Acid Injection, USP
5 mg/mL - 10 mL vials
Amendment

Dear Dr. Seife:

"Reference is made to your Tetter dated December 19, 1985 for the
drug indicated above.

With this amendment, we are providing the test results data for
the test on Lot #RD4-218A (EXHIBIT A).

We request that all information in this file be treated as
confidential, within the meaning of Regulation 314.11, and that
no information from the file be submitted to an applicant without
our written consent to an authorized member of your department.

Should you require any additional information, please call the
undersigned at (312) 450-7587.

'Sincere1y, .
Ot N A

Diane M. Komos

Director, Regulatory Affa1rs e
DMK/s2 | | HECE%VED
encl. | DEC 30 1985

GENERIC DRUGS

LyphoMed, Inc.
2020 Ruby Street ® Melrose Park, lilinois 60160

(312) 345-6170 » Telex 206268



ANDA  8Y-202

Lyphoded, Inc. HEG
Attention: Diane M. Komos

2020 Ruby Street

Helrose Park, Illionis 60160

Please refer to your abbreviated new drug appliication submitted pursuant to
Section 505 of the Federal Food, Drug, and Cosmetic Act for Folic Acid
Ipjection, 5 mg/ml, 10 mL Vials. '

Reference is also made to your communication dated December 6, 1985,

The application 1s'def1cient'and therefore not approvable under Section 50% of
the Act for the following reasons:

The Chicago District laboratory has completed their USP XXI testing of the
subject drug product and find the analytical results meet with the USP AXI
specifications.

~ In adaition, CHI-DO validated the firm's benzyl alcohol procedure and a
T test. The benzyl alcohel procedure is suitable for regulatory

*ﬁuréas6$ as modified by CHI-DO iaboratory and the results generated for
free amine failed to meet the specified Timits set forth in the AKDA.

Please comment an .- test. Submit test results data on
Lot #RD-4-218A and any other available lots im dupiicate.

The file is now closed. You are required to take one of the actions described
at 21 CFR 314.120 which will either amend or withdraw the applicationm, or if

- you have substantial disagreement with eur reasons for not approving this
application, you may request an opportunity for a hearing.

Sincerely yours,

Barvin Seife, M.0.
Director

Division of Generic Drugs
Office of Drug Standards

: %M 574’/ /}’ ((%6/ Center for Drugs and Biologics
cHI-DOY -
HFN-230 '

dospn s 12 NS
| B

Vy
o

JMeyer/LVgkenti,” 050 it 7 éyﬁf///
TR DAY e



ﬂm[bed OM\

December 6, 1985

Marvin Seife, M.D., Director
- Division of Generic Drugs
(HFN-230) Room 16-70
Office of Drug Standards
Food and Drug Administration
Center for Drugs and Biologics

5600 Fishers Lane NDA ORIG AMENDMENT

Rockville, MD 20857

Re: NDA 89-202
Folic Acid Injection, USP
5mg/mL - 10 mL vials
Amendment

Dear Dr. Seife:

Reference is made to your letter dated November 25, 1985 for the drug
indicated above.

Reference is also made to the telephone conversation between Mr. Valenti
and Mr. Deepak Naik on December 6, 1985 regarding the deficiency letter.

With this amendment we are responding to the comments you have made in your
correspondence. For ease of review, our answers are assembled as Items 1
and 2.

We request that all information in this file be treated as confidential,
within the meaning of Regulation 314.11, and that no information from the
file be submitted to an applicant without our written consent to an
author1zed member of your department.

Should you require any additional information concerning this submission,
please contact the undersigned at (312) 450-7587.

Sincerely,

Wione fy pmaas

Diane M. Komos
Director, Regulatory Affairs

DMK/sz

encl.

RECEIVED
iy DEC 10 1985
LyphoMed, Inc. : GENER’C DRUGS

2020 Ruby Street ® Melrose Park, lllinois 60160
(312) 345-6170 o Telex 206268 ™ =\ 3™ % «m ., -



su: blane B. Komos
{ Euu{, Strest
Petrose Park, [titneis S0160

Dogy #3, Konos:

Flesse rafer o your see drug eppiication dated thy 27, 1965, submitted
parsuant to Sectien BBU{b) of tre Feders) Foed, Urug, and Cosmetic Act o
- FoMe Acid injection, § ag/el, 10 wl Vials,

Refergnce s alse made to your communicaticn dated Octoper 7, 1585,

ine application {5 deficiest and therefore pot approvable ander Section H05()
of the Aot Tor the Tollowlng reasons:

b, The samples spbmit{ed are currently usder poview ny our ighoragtories

Z.  Be-supmit stabiliity prov saz% Tisting tests tmat will be perforsed on
e drag produect.

Tne file is now ciosed. You are required to take an actiom descrined ender £
CFR 314,130 wnien wild either amend or withdraw the appilcaties, er if yag
save senslantial disagreemest with our conclusiens for mot appreviag this
eppiication, wou Bay requsst as spportuaity for a nearing.

Simcerely sours,

- g@ﬁ?&? @ﬁ*—ﬁﬂaas &ﬁ§f§5ﬁ¥ﬁ§iai

CHI~BO
HFH-83
HFY-730

JHeyer/LValent a
R/D INITIALED. B = e4¢é%34é5”

b Utz: 11F°‘—85.(0018R5 fg/
HOT APPROVABLE 3\ v&gyw&




LmilnaMed

October 7, 1985

RESUBMISSIOH
Marvin Seifé, M.D., Director

Division of Generic Drugs WA ARIC AVAEND ?ﬂ
(HFN-230) Room 1670 mDAOR‘GAME’NDME '
Office of Drug Standards
Center for Drugs and Biologics
Food and Drug Administration
5600 Fishers Lane

Rockvillie, MD 20857

Re: NDA 89-202 _
Folic Acid Injection, USP
5 mg/mL - 10 mL vial
Amendment

Dear Dr. Seife:

Reference is made to your letter dated September 26, 1985 for the
drug indicated above.

With this amendment we are responding to the comments you have
made in your correspondence.

We request that all information in this file be treated as
confidential, within the meaning of Regulation 314.11, and that
no information from the file be submitted to an applicant without
our written consent to an authorized member of your department.

Should you require any additional infermation concerning this
submission, p]ease contact the undersigned at (312) 450-7587.

Sincerely,
Diane M. Komos _
Associate Director, Regulatory Affairs

DMK/mae

Encl.

RECEIVED

0CT 9 1985

GENERIC DRUGS
LyphoMedlnc

2020 Ruby Street » Melrose Park, HHlinois 60160 "=
(312) 345-6170 o Telex 206268



LppniaMed

October 1, 1985

(RIG NEW CORRES

Marvin Seife, M.D., Director
Division of Generic Drugs
(HFN-230) Room 1670

Office of Drug Standards

Center for Drugs and Biologics

Food and Drug Administration /4/2¢
5600 Fishers Lane

Rockville, MD 20857 A?éf?fx//

Re: ANDA 89-202
Folic Acid Injection, USP
5 mg/mL, 10 mL Vial
Dear Dr. Seife:

Reference is made to your not approvable letter dated
September 26, 1985, for the drug indicated above.

As described under 21 CFR 314.120(a), we wish to notify the
Division of our intent to file an amendment in the near future,
answering the deficiencies cited in the application.

Should you have any questions regarding this matter, please
contact the undersigned at (312) 450-7587.

Sincerely,

Cotharins) ol i /ﬁu

- Diane M. Komos
Associate Director, Regulatory Affairs

PMK/sz

RECEIVeEL
00T 81585
GENERIC DRUGS

LyphoMed, Inc.
2020 Ruby Street ® Melrose Park, Illinois 60160
{312} 345-6170 » Telex 206268



HDR  B9-202

Lyphoted Inc. ' ‘ 5EF 26 1985
Atteantion: Olame ¥, Komus \

2020 Ruby Street

#elrose Park, itlimeis &O0T6D

Dear Hs. Kowmos:

Piease refer to your abbreviated new drug applicatien dated May 22, 1285,
sabmitted pursuaat to Section B0L{]) of the Federal Fued, Urug, and .
Cosmetic Act for Folic Acid Imjection, HSP, & mg/mi, 18 wlh Vial.

Reference is alsc made o your fetter dat&é sﬁgtemh&r 16, 1985 and gur
lettar dated August 20, 1985,

- Tne applteation is é@f?aiaﬁ% and therefore not égpravﬁﬁie uader Section
505{31(3) of tas Act for the follewing reasons:

It fails to comtain compendial grade %ﬁactfw@ materials, clarify,

Please sebmit Certificate of Mnalysis {rem your supp!iers c&vti{yiﬁg
that materials are USP/EF grade.

e file i3 now closed. You arg required te take an eati@a deseribed
under Section 314.120 which will either amend or withdraw the
applicetion, or if you Bave substantial disagrecment with eur conclasions
for set approviag this apg*iﬁaﬁié_;*gag may request an eggartaﬁity for &

hsariag.
;:i~}$fvis€aa af’éaﬁsrie.arﬁ%g
T Offien of Drdg Standardy ’
, .i.caatgr for E?Eg& and Sie'agias
CHI-BO | D _
HFN-83 . o - S
" HF§-230. , T -
'aﬂeyer/LValgnt1 “7‘££7 ,ayi;ﬂvvlgfvée;?é%*’/f/
R/D IRITL ééy Heyer/ﬁ3e1fe
D Utz: 9-2548 (0880R)
HOT APPR@;BBLE '
o o _ 2752%45
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Bypha (i

;
Y

September 24, 1985

Joseph Brucciani

Food and Drug Administration
3441 South Federal Street
Chicago, IL 60616

Re: NDA 89-202
Folic Acid Injection, USP
(5 mg/mL, 10 mL Vial)

*
Ay

Dear Mr. Brucciani:

Reference is made to the telephone conversation between Mr. Roy
Brosdal and Mr. Deepak Naik on September 24, 1985 regarding the
additional finished product samples for the above mentioned drug.

As requested we are submitting the following information and the
necessary samples to your attention.

1. Ten finished product vials of Folic Acid Injection, USP
Lot #RD4-218A.

2. Procedure for the determintion of ‘;;—‘““_“‘“~1EXHIBIT - A).
Please contact the undersigned at (312) 450-7587 if you require

any additional information.

Sincerely,

Gine W -tornna

Diane M. Komos
Associate Director, Regulatory Affa1rs

DMK/1m

Encl.

LyphoMed, Inc.
2020 Ruby Street ® Melrose Park, Hlinois 60160

{312) 345-6170 » Telex 206268
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Bypha) (-]

September 10, 1985

Marvin Seife, M.D., Director _ _
Division of Generic Drugs ] .
(H¥N-230) Room 1670 49 NDA OR'G AMENDMM

Office of Drug Standards
Center for Drugs and Biologics
Food and Drug Administration
5600 Fishers Lane

Rockville, MD 20857

RE: NDA 89-202
Folic Acid Injection, ‘USP
5 mg/mL - 10 mL
Amendment

Dear Dr. Seife:

Reference is made to your 1etter dated August 20, 1985 for the
drug 1nd1cated above.

Hith this amendment, we are. responding to the deficiencies you
have indicated in your letter. For ease of review, our response
is organ1zed in sequential number1ng ‘as appeared on the
reviewer's comments. :

We request that all information in this file be treated as
confidential, within.the meaning of Regulation 314,11, and that
no information from the file be submitted to an applicant without
our written consent to an authorized member of your department.

Should you requ1re any additional information concerning this
submission, please contact the undersigned at (312) 450- 7587

“S1ncere1y,

Wetine M- Forise

Diane M.vKomos

Associate Director, Regulatory Affairs | RECE;VED

DMK/mae SEP 17 1685

GENERIC DRUGS

Encl.

LyphoMed, Inc.
2020 Ruby Street » Melrose Park, lilinois 60160
(312) 345-6170 » Telex 206268



ANDA 89-202

" LyphoMed, Inc. | o -
Attention: DBlane M. Komos ' SEP T E WSS
2020 Ruby Street
Helreae Park,_lllinais 60169

Bear Madams

Pl&ése fgfer to your abbreviated new drug application dated Hay 22, 19485, v
aubmitted. pursuant to Section 505()) of the Federal Food, Drug, and Cosmetic
Act for Folie Acid Injection USP, 5 mg/ml, 10 mg/ml Vial.

Reference is also made to yaux*lahﬁeza ésted sugust 5, 1985 and August 14,
1985, We also reference our lettar dated August 20, 1985.

The application is deficient and therefore pot apﬁravable under Section
505(1)(3) of the Aet for the following reasonsi :

1. The £inal printed container/carton labels and insert labeling ave
amﬂ?tﬂm&- v

2. Reapond to our letter referenced above.

The £i1e e now closed. You are requived to toke en action deseribed under

Seation 314.120 of the Regulations wi ch will either amend or withdraw the
application, ot 1f you bave sabstantial dissgresment with ou conelugions for

not approving ﬁhis'aﬁﬁlieeﬁiqg,jyaa“aay/gsqéésﬁ*5; opportunity for a hearing.




T Ciis My
HDA  Uu-207

" Lyphoted, Inc. AlG o0 B85
Attention: Diane 1. Eowmos

2020 Ruby Sireet

Belrose Park, 1ilinaie 0160

[tar Ks, Komos:

Please refer o Four abbreviated new érag-appi%qgtiaﬁ dated May 22,”%9§é;
sibmitted purspant to Section £86(3) of the Federal Feod, frug, and
Cosmetic Act for Felic Acid Injection, & ma/mi, 10 nl vials,

He also sé&ﬁﬂ#]&ég&‘ﬁne'rEEQipt of geﬁr‘caﬁaﬂﬁicétﬁﬁﬁ dated July 24, 1985,

ihe app?f&at?@n is deficient apd therefore not approvable under Section

506(3)(3) of the Act for the follewing reasons:

t. The samples submitted to our St. Lowis aad Caicage District
‘Laboratories ave currently under review, ue will contact you
when resulis hecome available,

2. It fails to include a description of the physical facil{ties
‘ including building ang equipment used in mnufaciuring, .
proceising, packaging, 1abeling, storage and cantrol opevaticas,

J. It fails te describe tie sducational requiremenis and experience
requirements of persommel to assure the identity, streagth,
quality and pority of the drug, . :

4. It fails % include the aﬁéﬁer of fndividuals thecking weights
or velumes of each iedividual ingredient entering each baten of

the dray,

&, i%&f&f3§>ﬁﬁ include whether or net the total welight or volume of
. each batch 13 determined.at any stage.of the manafacturing

- 5. I fafls to ’Eﬁziﬁéa pf’ﬁ@&&tt‘ieﬂs % check the actual package
yield produced from a bateh of the drug with the theoretical
yield, . SR ‘ A

7. Eﬁnfafis te fnclude pfga&g%i@as'ﬁa assure {hat eech lot of the

&f&gjfg’g%g&agﬁé;ﬁigﬁ»tae:gwﬁgérataaaisagé”iaﬁeiiﬁg,s$§¢#ﬁ&$ﬁg
-F?e?fsisﬁﬁ’?ﬁr-?&ﬁ&?fﬁ%*ﬁﬁé storage and iﬂﬁﬁﬁtﬂﬁy sontral,




Siivs M0y
gl Y2l

L fails o iactude additienal sr@u%au“av %Gyit“ﬁw wiich are .
gesigned te provent ifﬁfﬁ sigation dnd otherwise assers proper
trol the groduct.

to include Certificates of Analysis ang proprietary

4. It faits
spacitfication ¥or imactive imgredients.
Thevfiiﬁ'f aaa closed. You are reanired to take za action described
under 21 CFR J14.120 which 111 eitier amend or withdrew the applicatien,

or if va& av@ substantial disagreesent witn our cenclusions for ael s
aaﬁﬁawiﬁg tirls application, you may reguest an ﬁpper?uﬁitv for a hearing.

Xao/zs

Q%reczer

Bivision of Generic brugs
Office of brug Standards
Center for Drugs and Bioloyics

CHI-DO
HFN-83
HFN-230
Jieyer/LVale
R/D IHITIALE ' ‘

D Utz: 8-19-85 (0729R)
NOT APPROVED




HDA 89-202

Lyphotled, Inc. AG 141935
Attention: Diane M., Homos

26520 Buby Street

Helrose Park, 1. 50160

Gentlamen: ’

Refarence is made to your request for waiver of in-vivo bicavailability
requirements you submitied on May 22, 1985 for FoVic Acid Injection USP,
5 mg/ml, 10 m1 ¥als.

You raqaest'has been rveviewed by our Bivision ﬁiaeq«ivélenee-aad thay have the
followlng comments:

"The division of Bioequivalence agrees that the information submitted by
Lyphotled, Inc. demonstrates that Folic Acid Injection, USP, 5 mg/ml falls
under 21 CFR Section 320,22 (c)}(2) of the Siosgquivalence Regulations. The
Diviston of Bioequivalente recommends that the waiver of in-vive
bloequivalence requirements be granted for fFolic Acid Injecticn, 5 mg/ml
(10 mt vial). From the bicequivalance point of view, the firm has met the
in-vivo bioequivalence requirement and the test injectable formulation is
daemed to be bioequivalent to Folvite, & mg/ml (10 o) manufactured hy
tederle Laboratories.”

gs
' Gffice of Drug Standards
~Center for Drugs and Biologics
cc ‘
BOS-DO '
HFN-230 : o
HFN-250 ) _ o ‘
Valenti L% :
MSeife/Js /TR/8-13-85 T

BiO'Letter

2
%




'.'-_\V,,.v."

Bypha(:l]

August 14, 1985

Mr. Joseph Brucciani ‘-ﬁg‘%‘g@ g\é;g,"g @W\ém ,
Food and Drug Administration ;
3441 South Federal Street

Chicago, IL 60616 _ ﬁg

-

Re: NDA 89-202
Folic Acid Injection, USP 4&$
5 mg/mL - 10 mbL vial

kol *

Dear M. Brucciani:

Reference is made to the telephone conversation between Dr.
Lauren Gilbert and Miss. Cathy Norvilitis on August 8, 1985
regarding the analysis of the finished product samples for the
above mentioned drug.

As requested we are submitting the following information and the
necessary samples.

1. Two finished product vials of Folic Acid Injection, USP
Lot #RD4-218A.

2. A vial containing 250 mg of Folic Acid, USP reference
standard (Lot #J). -

3. A vial containing 500 mg of Leucovorin Calcium reference
standard for the system suitability test (Lot #G).

4, Compos1t1on of Folic Acid In3ect1on, USP (EXHIBIT - A).

5. Finished Product Specifications for Follc Acid In3ect1on, USP
(EXHIBIT - B).

6. Actual Data for Folic Acid Injection, USP Lot #RD4-218A
(EXHIBIT - C). ’

Please contact the unders1gned at (312) 450 7587 if you requ1re
any add1t10na1 information.

:Sincerely, | -‘ | : ' B ,‘ _ ' »

e I, bosa, : | RECEVED
- Diane.M. Komos - | o AUG 22 }935
'GENERlC DRUGS

Associate D1rector, Regu]atory Affa1rs

DMK/mae

encl.

LyphoMed Inc
2020 Ruby Street @ Melrose Park, Illinois 60160’

(312) 345-6170 e Telex 206268



ypho) (i

July 24, 1985

Marvin Seife, M.D., Director KESE&MISStON

Division of Generic Drugs
(HFN-230) Room 1670

Office of Drug Standards
Center for Drugs and Biologics
Food and Drug Administration
5600 Fishers Lane

Rockville, MD 20857

}

DA ORIG AMENDMER |

Re: NDA 89-202
Folic Acid Injection, USP
5 mg/ml - 10 ml
Amendment

Dear Dr. Seife:

Reference is made to your letter dated July 10, 1985 for the drug
indicated above.

With this amendment, we are responding to the deficiencies you
have indicated in your letter. For ease of review, our response
is organized in sequential numbering as appeared on the
reviewer's comments.

We request that all information in this file be treated as
confidential, within the meaning of Regulation 314.11, and that
no information from the file be submitted to an applicant without
our written consent to an authorized member of your department.

Should you require any additional information concerning this’
submission, please contact the undersigned at (312) 450-7587.

Sipncerely,
Lo b

Diane M. Komos :
Associate Director, Regulatory Affairs

s GENERIC DRUGS

encl.

LyphoMed, Inc. '
2020 Ruby Street ® Melrose Park, Illinois 60160
(312) 345-6170 » Telex 206268



NDA  83-202

Lypholiad,

inc.
Attentica: Didas #H. Komos

2620 Ruby Street

felrose Bark, 1L 60164

Dear irs, Komosi

Please refer to your abbreviated new drug application dated Hay 22,
subnitiad purs ﬁaat to Sectisa 505(j) of the Federsl Fegd, Drug, ans
Cosmetic ACL fﬁr the praparation Folie Acid Injection tSP 5 mg/ml,

Fia?i

L )

JUL 10 985

1885,

19 ml

The a %?é «zéar is é@fici%ﬁt and t&&?@fﬁ?& ﬂﬁt apg%avab?s grder S@ct1sa

bﬁﬁi;)ﬁéi of the Act as ?ai?@ws¢

1. It fails two 3&5?&6@ Gh fﬂﬂﬁ labeling 1ﬁfcraagaaa.

ragard:
Lontainer:  Het
: N
K,
Insevri; He

e request that

5 % revige 3&9&35 aﬁ& %ah

In this

Satisfactory

Edeta t& é:san?&% « s .
5ﬁ3§§ﬁeﬁﬂ‘
vial in carton gﬁf1s conwents

{rather than — =
Protect frem Light, add, Retain
are used (seso

svisfac ‘ewy
bBescription
1. L-Glutemic acid, H-Lé-Li{Z-aming-1,
&wﬁ*ﬁyéra*%-eﬂa«aogtar?éiav“}
methyl jamino benzoyl I~ 15 the chemical mame
raeggnazeﬁ in the UBP.

2, Edetate éisﬁéi&% is éﬁe establ {shed name.

.Jﬁ% SJFPLEEE

’i,ffgb, A Fﬁﬁﬁ?ﬂi ad rae% tawg&&atare.

then gr@§§?§ aaé

submit fiaai pr rinted 135@?%&@.



HDA B9-202

% - - : “Ze

Z. It fails teo contain compendial grade Edetale disedium in the

compasition of the drug,

3. 1t fafis %nﬁ%ﬁéé & Brug Haster File referral from

e e e RS sy e 2 g e

i

é;‘"'It'fai1s ﬁ& contain & test for © ~ - - for the active
ingredient &aé sﬁabi%ity prqtscﬂi; ihe-meﬁhﬁd is found in the

- fatis teo ée§eriﬁe the “acz??ties &a@é in. zhe ﬁﬁﬂﬁf%mﬁﬁ??ﬂg of

“j;tbe yraéugﬁ.

"é;rf?Iz fails to iﬂﬁ!ﬂé@ Eﬁéﬁﬁéﬁﬂ 1nferm&tiaﬁ o fiiling a?@aeﬁafes.
" Please note the revision. “chzﬁzﬁ from tigat“ ia tne second

supplement USP XXI,

The file is now clesed, If you wish to recpen 1%, the submission sheuld

be in the form of an amendment to this application, adeguately

organized,

which represents the information mecessary to romove all deficienciss we

have outlined.

If you do moi agree with our conclusions, yeu may make a wriften request

to file the application over protest, as authorized by 21 CFR

N4, 10{¢). If you do se, the application shall be re-evaluated and
within 90 days of the date of receipt of such request {or additional
period as we may agree wponl, the application sihall be approved or you
shall be given a written notice of uppertunity for & nearing on %ﬁe

question of whether tﬁa application is appr@vaﬁ?e.

Sﬁnuévaiy yours,

- Bire§tar""
Bivision of Generic. ﬁrﬁgs
¢ Office of Drug Standards

Canter fer ﬁvags and Biaigﬁzns

CHE-DO'

HFN-83 L
HF R~ 230%’“
Kdohnson: Heyer/LVa1e» f

R/D INITIALED BX: JF~ 2

D Utz: 7-8-85 (me) e
- NOT APPROVABLE- -‘Swmig( I ’7(5’(




[LmnoaMed

July 5, 1985

Mr. Donald Page

Food and Drug Administration
Division of Drug Analysis
Room #10002

1114 Market Street

St. Louis, MO 63101

Re: NDA 89-202
Folic Acid Injection, USP
5 mg/ml - 10 ml vial

Dear Mr. PBage:

Reference is made to the telephone conversation between Mr. Wayne
Vallenti and the undersigned on July 2, 1985 regarding the
evaluation of the Folic Acid raw material for the drug indicated
above.

As requested, we are submitting the following information and the
necessary samples to your attention.

1. Folic Acid raw material sample - -—="=—"(RLM #42359)

2. A vial containing 500 mg of Folic Acid USP reference
standard (Lot #J)

3. A Certificate of Analysis from the manufacturer, along
with the actual data on raw material analysis
(Exhibit A)

Should you require any additional information, please call the
undersigned at (312) 450-7587. .

Diane M. Komos
Associate Director, Regulatory Affairs

DMK/sz D “W!sﬂ i
encl. Bm@ | n

T L1188
GENERIC DRUGS

cc: Dr. Marvin Seife

LyphoMed, Inc.
2020 Ruby Street ® Melrose Park, tllinois 60160
{312) 345-6170 « Telex 206268



HDA 82.202

LyphoMed, Irc. SN T o8
Attention: Disne B, Homos

202 Ruby Street

Melrose Park, I 4Dlsn

Hadam:
o ' _ 1) h

¥e acknowledge the receipt of your athreviated nev diug applicatisn submitted
pursuant to Sectisn 505(]) of the Federal Fend, Urug, and Cosretic Act for the
following: '

HAME OF DRID:  Folic Acid Injection USP, 3 mo/ml, 10 nl Vial
DATE OF APPLICATION: May 22, 19285
DATE OF RECEIPT: May 23, 1985

He will correspond with you further after we have had the opnortunity to
revisw the apnlication.

However, in the interim, plesse submit three additional ceples of the
analytical methods and descriptive information needed to perform the tests an
the samples (both the bulk active ingredient(s) and finished dosage form) ang
valigate the amalytical methods. Please do not serel samples unlass _
specifically requested to do so. If samples are tequired for validation we
will inform vou where to serwd them in a separate communicat ion.

If the above methodology is not submitted, the review of the application will
e delaved. .

Please ldentify any communications concerning this application with the MDA
ber shown above, ‘ ' :

Sincerely yours,

Marvin Seife, H.D,
Directer ,
Pviginn of Generic Drugs
Gffice nf Drug-Starciesds

=‘ srter for Drugs and.Biologics
cc:  CHI-DO tenter for Dougs and.Biologics

HFN-230

MEYER

MSEIFE /DROSEN/ jt /6-6-85
ACK O48TA";



- lymhaved | &
. May 22, 1985 @ﬁ 5915\

et Setfe, w0 Orector ABBREVATED N &) §
(HFN-230) Room 1670 - NEW DRUG APPLICATION \>> @ & X
Offi fD Standard /

e ate i Q9A0d Kl o bb
Food and Drug Administration £§;<§U qS)

5600 Fishers Lane
Rockville, MD 20857

Re: Folic Acid Injection, USP
5 mg/ml - 10 ml vial

Dear Dr. S&ife:

The following information is being submitted on behalf of LyphoMed, Inc.,
pursuant to Section 505(b) of the Food, Drug, and Cosmetic Act.

The information pertains to Folic Acid Injection, USP and this submittal
along with Form 356H constitute a New Drug Application (regulation #314.1)
of the new drug regulations.

We are proposing to market the above referenced product in 5 mg/ml - 10 ml
vial.

Our product contains the same active ingredient, strength, indications and
routes of administration as the approved marketed product (FOLVITE®)
manufactured by Lederle Laboratories, Inc.

Also, Folic Acid Injection; USP manufactured by LyphoMed is identical to
the drug product listed under the List of Drug Products Suitable for
Abbreviated New Drug Applications, evaluated under the DESI project.

We would appreciate your cooperation in giving this New Drug Application
your prompt attention. Should you have any questions or require additional
information concerning the submission, please call the undersigned at

(312) 450-7587.

Sincerely,

Diane M. Komos - - -
Manager, Regulatory Affairs ’

DMK/sz
encl.

LyphoMed, Inc.
2020 Ruby Street ® Melrose Park, Illinois 60160

(312) 3456170 » Telex 206268 cxnERIC DRUG



\LmilnaMed
‘ February 11, 1986 | Mﬁﬂw

Marvin Seife, M.D., Director
Division of Generic Drugs
(HFN-230) Document Room 17B-20

Of fice of Drug Standards ﬂﬁm ig:gﬁ EQMS

Food and Drug Administration
Center for Drugs and Biologics
5600 Fishers Lane

Rockville, MD 20857

Re: NDA 89-202
Folic Acid Injection, USP

Dear Dr. Seife:

Per Section 505(j)(2)(A)(vii) of the Federal Food, Drug and Cosmetic Act,
please find the revised patent certification statement for the above
“referenced drug.

Should you have any questions regarding this matter, please contact the
undersigned at (312) 450-7587.

Sincere]y,_

Diane M. Komos
Director, Regulatory Affairs

DMK/sz

encl..

RECEIVED

FEB 12 1986
GENERIC DRUGS

P P TR NI AR, g

LyphoMed, Inc.
2020 Ruby Street ® Melrose Park, lliinois 60160
(312) 345-6170 @ Telex 206268



