CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
85552

CORRESPONDENCE
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Referenes is sade te your sbbrevisted nev drug syplicstisn submitted
pursuaat te ssatiss 505(0) of the Vederal Fesd, Buvg, and Commstis Act

|
;
|
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Raferencs is alve made te your ssmmmmicatisn dated July I, 1977 relating
umm A : :

Ve have cenplated the review of this shbreviated new dveg spplisstics end
have the fellewing csmmmmts: ‘ o

for evalustisn. W will esrrespend with yeu en coupletiem of

b
w




DEC 29 1575

Chelses Laberatories, Ine.
iy B

Inweed, Y. 11696

Gentlemen: : .

s acknowledgs the receipt of your adbheeviated new drug spplication -
i e, Semie B} ' Pt o, e
WA OF DRUS: Probesactd $08 ng. with Colchicine 0.5 my. Tadlets

DATE OF APPLICATION: Descesber 14, 1978 | |

DATE OF RECEIFT: Besmsber 17, 1878

Ne wi1) correspend with you Arther after we have had the eppertnity
ta review the pitestitm, el ..

Nease {dantify any conmmientions mm
NYC-DO DUP HFD-614,MFE-616 . Stnesrely wwrs,
JLMeyer/cjb/lZ-Z_&;Z&; o | o -
by - [S]

o




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

NDA 85-552 - Fa ROCKVILLE, MARYLAND 20852

res 99577

Chelsea Laboratories, Inc.
Attention: Nat Getrajdman
428 Doughty Blvd.
Inwood, NY 11696

Gentlemen:

Reference is made to your abbreviated new drug application dated

December 14, 1976, submitted pursuant to Section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Probenecid 500 mg. with Colchicine 0.5 mg.
- Tablets.

We have completed the review of this abbreviated new drug application.
However, before we are able to reach a final conclusion, the following
additional information is necessary:

1. Include information on containers and closures.

2. Noting the "extremely poisonous" and 1ight sensitive nature of
colchicine, include an expanded manufacturing ocutline clarifying
any special procedures/precautions observed in the operations.

3. To expedite the processing of this application, we are requesting
samples of the final dosage form together with your analytical
results for their testing.

4. We are unable to reach any conclusion on expiration dating. It
is recommended that stability data be submitted when it becomes
available.

Please let us have your response promptly.

N A 3“'0 ./

? farvin Sesfe, MgU.” N
Director
Division of Generic Drul Monographs
Office of Drug Monographs
Bureau of Drugs
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Ary shhuld be

onnnee,

. ;0 Luf newe

@rat arno aese aruts have

boern maned a ceny o( tiae \cadﬂmxs

report, Any other m{crcstcd ‘person may
obiain a copy of theze reports by request
to *he Food and Drug Agmihistration,

Fress Reiatons Oflice, 200 € Strbet SW.,

Warkincion, D.C, 20204,
Communications forwarded in response

to this announcement should be identi-
ficd with the recierence number DESI

12021, directed to the attention of the

appropriate cllice listed Lelow. and ad-,

aresaed 1o tne Yood and Drug Adminis-

tration, 56u0 Fishers Lane, Rockvule, Md.

20852,

Supplements ({dentify with NDA number):
OiTice of Scientific Evaluation (CD-100Y,
Bureau of Drues,

Ortzinal new-arug applications: Ofice of
Sclc.x."x.. E.alun fon (BD~100), Bureau of
Drua:

A} o:hcr communications recarding this an-
nouncerwent: Druz Eficacy Siudy Impie-
mentation Project Oflice (BD-5), Bureau
of Drugs.

This notice is issued pursuant to pro-
visions of the Federal Food. Drug, and
Cosmetic Act (sccs. 502, 595, 52 Stat.
1056-53, as amended: 21 U.S.C. 332, 3535)
and u:aer auibority delegaied .to the
Cc:nmissioner of Food and Druigs (21
CTR 2.120).

Dated: February 8, 1971.

Sam D, FIxE,
Associate Commicsioner

. Jor Compliance.

[FR Doc.71-3227 Piled 3-8-71:8:46 am)

[ - Tal] VAvu--..... -

..-.-.-an.cvu UUU:LANUL,
MENTHOL, CAMPHOR, EUCALYP-
TUS Oil, AND BENZOIN FOR INHA-
LATION

Drugs for Human Use; Drug Efficacy
Study Implementation

The Food and Drug Administration
has evalunted a report received from.the
National Academy of Sciences-National
Research Council. Drug Efficacy Study
Group, on tnhe jollowing drug:

Vicks Vaposteam Liquid, containing
polyoxycthlene dodecanol, menthol.
camphor, cucalypius oil, and benzoin
tincture; marieied by VICr’ Chnemical Co.,
Drvision of ERichardson-lerrell, Inc.. 1
Bradford Rozd. Moun: Vernon. N.Y.
10617 (NDA 10-126).

The druz is regarded as a new drug.
The ¢Teciiveness classification and mar-
keting stuius are described below.,

A, Erccliveness classification. The

Food and Dvux Administration has con- .

sidered ti:¢ Academy’s report and cone
cluges ti:at this over-the-counter drug
is possitny eflcctive when administered
as an inhaianl in steam for the relief of
cough, stuiiincss, and ciiest congestion.
B. Markeiing stelus. 1. Holders of pre-
viowsly approved new-druz applications
and any person marketing any such drug

- ©  FEDERAL

Nm e -

.lu iwand

-2t owl be allowed 6
e of publicction of
1n tite FEDERAL REG-

ISTER 1O
mental ::

data 2 s""~tantxal evidence of
cmc“\e:" +nose indications for
whichh Y- ~23 been classified as
possibly . To be acceptable for
consicer -.,port of the cffective-
ness ¢i = any such data must be

-itted, well-organized,
Z272 {rom adecquate and

ciinical jnvestigations
233w review) as described
- of the rerulations pub-

previouslr

in§13e.ls

lished in o zoeralL RESISTER of May
8, 1970 «II T 2. TI53%. Car:lully con-
ducted anz .en:ed clinical stvdies
obtaineg - ontrolled or partially

controlis s are not acceptable

as asolec
of effect
consideras 1=

tive supp:z: cof

ine approval of claims
tur such studies may be
oir merits for corrobora-
c:cacy and evidence of

safety.
2. At t:.e -3:-‘ oA the 6-month period,
any such @ =:1 o2 evaluated to deter-

re is substantial evi-
eness for such uses,
on, the conclusions
will be published in
2, If no studies have
- if the studies do not
.zl evidence of effective-
; wild be initiated to
! of the new-drug ap-

mine w }-='.

-s

plications : <2y drugs, pursuant to
the provisizzs eI zeclion 505(e) of the
Federal Feoi. Trus and Cosmetic Act,

Withdrawz. I zzzroval of the applica-
tions will cz' =+ anv such drnz: an the
mariat S0l e Ciuxd AUT WP SN
s euect.
=2d holder of the new-
_10r this drug has been
7 i2e NAS-NRC report.
Any interss:#Z p2rsgn may obtain a copy
of tie re; =Tiing to the applicable
office namec za.5-,
=s forwarded in re-
sponse to .-z zmaouncement should be
identified t::2 ::e reference’ number
DEST 10126, &r=z:2d 0 the attention of
the followizz :z-ropriate office, and ad-
dressed (u=l =erwise specified) to
tiie Food a=Z 2 'd...inistration, 5600
Fishers cvilie, Md. 20852:
Supplez‘cn:s 27 with NDA number):
Oilice of So : Evaluslion (BD-100),

_.,.,..--u; o

The abova-
drug appiiz
mailed & <7

a3plcations: Office of
Scientife Evaz-ucn
Druges.

Regquests for N:i3-N2Z Beporis: Press Eela-
tions OTile 12 322 Do Administration
(CL-209), o0 © Iwest SW., Washingten,

D.C. 20204
All ozhier co:::.::_‘ 2alrus regarding this ane
nouncexex:: T ZZmacr Study lmple-

menzation Fri_ait C..:e (BD-5), Burcau
of Drugs.

T‘us notice s

ad pursuant to pro-
szt Fcod. Drugz, and
v, 232, 505, 52 Stat.
: 21 US.C. 252, 3535)
delegated to the

1050-53, as a=
and under a-._

(£D-100), Bureau of

Cermminsioner of Food ond Drugs 2%
CIR 2.120.
Dated: February 8. 1971,

CrARLES C. TIOWARDE,
Commissioner of Food ¢nd Drugs.

[FR Doc.71-3226 Filed 2-8-71;8:4C am]

[DESI 7898]
PROBENECID w==

Drugs for Human Use; Drug Efficacy
Study Implementction

The Food and Drug Administraticn
has evaluated a report received from tn
Nauional Academy of Sciencez-Nat!
Rescareh Couneil, Druy Efjcacy Siudy
Group, on the following drug:

Benemid Tablets containi
.cid; Merck, Snarp and Donme,
o Xterek and Co., Inc., West Point,
19486 (NDN 7-898) ‘

The drug is regarded 2s a2 new drug
(21 U.S.C. 321(p)). Suppicmenial naw-
drug applicaiions are reguired to reviz=
the labeling in and to update previous
approved appiications providing for such
drugs. A new-drug applicaricn is required
from any person marketing such drug

. wiithout approval.

The Food and Drug AdmiristFation is
prepared to approve new-drug appiica-
tions and suppic:mments to previously ap-
proved new-drug applicaiicns under con-
d:‘:‘ins described in this announcemext.

A. Efiectiveness classification. The

and Drug Adminis‘ration has con-
sidered the Academy’s report, as well as
other avaﬂah‘n ayiderinn,

PSS S A
R Ll Giup w.taeCll

wwad weErea in the labeiing conditions

-, -vutuu TS
VE TST ThaimAdiaa

h follow
B. Form of.drug. This preparation
Is™in tablet form suitable for oral

a tration.
. Labeling conditions. 1., The late!
S the statement *“Caution: Federal
law prohibits dispensin g without
pmcriptmn."

2. The drug is labeled to comply with
all requirements of the Act and regula-
tions. Its labeling bears adequate infor-
mation jor sal2 and effective use of the
drug and is in accord with the guidelines
for uniform labeling pubiiched in the
Feoeral REGISTER of February 6, 3197
The “Indications™ section is as follows:

INDICATIONS
For the treatment of gout and gouiy
arthritis.
As sn adjuvant to therapr wi:h pexaleiln
G, O, or V for elevation and p-alo"-q:mw or

penlciilin plasma jevels by whatever route
the antibiotic 1s given,

@Previously approted cpplications.
1MPach holder of a “decmed spproved”
new-darug application (i.e.. an application
which became effective on the basls of
safety prior to October 10, 1952) for such
drug is requested to scek 2pproval of the
claims of etlectiveness and briny the ep-
piication into conformance by submitting
supplements containing:

REG!S!ER, VOUL 3% NQ. 45TUESDAY, MARCH 9, 1971 .
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a. Revised labeling as needed to con-
form to the labeling conditions described
herc:n for the druz and’ cemplete cure
rent conta:ner !abeling, uniess recently
submittcd.

b. Adequate

lﬂ'e ‘he bxolomc
thie drug irr ¢
tign which is marketed. If such data are
already included in the anplicatien.
speciiic relerence thercto may be macge.

c. UpdatinT information as needed to
make the applicaucn current in recard
to icms 6 conponents), 7 cCOMpoOSl-
tion), and 8 nictheds, Jacilities, and
centroisy of the new- dm: anniication
form FD-333% o the extont descripea
for abhretviaied new-druy onslications,
§120.4:6), published :n FENERWL
RecIsTER of Anril 24,1970 «25 FL.R. 63740,
(One suppiemant may conta:n ai 1 t‘le n-
fonnation deseribed in this paracraph.)

2. Such supplements siouid be siibd-
mitted within tie following periods aiter
the date of publication of ihis notice
in the FEDERAL REGISTER:

a. 60 days ior revised labeling—the
supplemen: should be subm:tied under
the provision: of $130.9 (d)» and (e» of
the new-druz revuiations (21 CFR 130.9)
whicir permit certain charces to be ::ut
into effect at the earliest possible time.

b. 180 days {or biologic availapiltsy

- data.

¢. 60 days for updatings information.

3. Marketing of the drugz may con-
tinue until the supplemental applica~
tions submitted in accord with tne pre-
ceding subparacraphs 1 and 2 are acsed
upon, provided that within 60 dayvs after
the date of this pubhcauon the labeling

-f sl —.——‘_.s o=

PR -..-,..,.-_ ...... eas  wesw

“Ahuul\'vl\lll Ve ML LU 40 S allUru Wil

the labeling conditions described in this

uncement.
z E. ;'New applications.'1, Any other per-
‘1o distributes or intends to distrib-

ute such drug which is intended for the
conditions of use for-whicit 1t has bcen
shown to be effective, as described under
A aboxe should submit an abbreviated
= application meez:m

tlons specified 1n ¥ Y (1), 2,
and (3), published in the 1-‘ DERAL ch-
1STER of April 24, 1970 (35 F.R. 65731,
Buch applications should include pro-
posed labeling which is in accord with
the labeling conditions described herein
and adequate data to assure tiie biologic
gyailability of the drug in the formuia-
tion whicih is marketed or proposed for
marketing,

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

a. Within 60 days from the date of
publication of this announcement in the
Feperat REecisTCR, the labeling of such
preparation shipped within tiie jurisdic-
tion of the Act is in accord with the
labeling conditions described herein.

b. The manufacturer, pacier, or dis-
tributor of such drugzs subinits, within
180 days from the date or ilus publica-
tion, a new-druT anplication to the Food
and Drug Administration,

S/

L4

NOTICES

Zeant submits within a
=2 acditional. information
-aoired for the approval of
as specified in a written
Irom inhe Food and Drug

2ation has not been ruled
~=approvable,
n !rom periodic reporting.
‘cmn" requirements of
22 130.13¢h) (4) are waived
acpucations approved for
:.2.7 197 ihe conditions of use
for —rizm w2 £rug is regarded as eflec-
ute L3 herem. The require-
airnis el 3¢3r and 130.13/hy (1),
c2roans Ll main a continuing re-
‘ 2¢h applicant.
2 use or form of drug.
2 is labeled or advertised
ior u; = szndition other than those
= iis announcement, it
4 as an unapproved new
t0 regulatory proceedings
:mmended use is approved
zopiication or is otherwise
s announcement.

in a new-

2: h-gided cle is proposed for mar-
keting ar form or for a use other

trhan : 7roviced for in this an-
nounces azoropriate additional in-
format:zz =3 deserivsed in §130.4 or
$ 130.9 o7 ==z rz7ulations (21 CFR 1304,
130.9: == required. including results
of animcsz] ciinical tests intenced to
show wizszar the drug is safe and
effective.

A cozT 2! the Academy’s report has
been fur= I to che firm referred to
ahove, 27 ;0 intorozisd nersen mav
VULl a nr wamcioct tA thn TraAd

. 200 C Street SW
D. C. 20’04

Zons forwarded in re-
_znnouncement should be
the reference number
c2cted to the attention of
e 0%ce listed below, and
:=e Food and Drug Admin-
2 Fishers Lane, Rockville,

istration.
Md. 20832:

Supplemxezzz :Zs2<ify with NDA number):
2re <2 é' az~tde Evaluation (BD-100),
Blireau of 2oz,
Origizal 2::remated new-drug applications
2: richi: Drug Efficacy Study
2 Prolect Office (BD-5), Bu-

z=ications regarding this an-
: Treg Effcacy Study Imple-

of Drucs.

This noze
visions ¢f 2 Federal Food. Drug, and

o Is issued pursuant to pro-

«s2cs. 502, 505, 52 Stat..
1050-33. anded: 21 U.S.C. 352, 355
and usi= zztherity delegated to the
Ceomimisszz==> of Food and Drugs (21
CrR2.1I0-.
Dated: F:ziouary 8, 1971
Sam D. Fixe,
Azxsocicle Commissioner
jor Compliance.

[|PR D2 72-3224 Filed 3-8-71;8:46 am|

Cosmetic

FEDERAL REGISTIR, W2 5. NOJ, 45-=-TUISDAY, MARCH

~The charge for enriching

ATGHIE E?'EE]Y CC.":,‘::SS'"
URANIUM ENRICH/AENT SERVICES
CRITERIA

Charge for Enriching Services

The U.S. Atomic Energy Commizzin2
(AEC) herebv announces rm 13008 10 the
notice entitled “Uranium . o
Services Criteria™” as .pubiiziied in
FroErAL RESISTER on Deceniicr 23,
(31 F.R. 16479, and as am:znced in i
F.B. 125348 of Augusi 25, 157D (referr
to herein as the notice).

1. Subnaracranhs 3i¢r ir, (2), an
(3) of the notic2 are revised to rozd 23
follows:

(e) Charge jor enriching services. #1:
ervices. .o

s

accordance with the Act.
lished on a nondiscriming
on a basis of recovery of
ment's costs OVCr a reasonn ...e perics
time. Applicable cnar;es ior nn'*
services and related scrvices
in effect at the time of celivery of
riched uranium to the customer as i
published in the FgpEraz WISISTER. o ‘il
{n the absence of such pubiizavon. d2-
termined in accordance with <he Com-
mission’s pricing policy. Tii2 charze p2r.
unit of separative work Jor enric:
services will be the same as that
ploved in the Commlwo..'s publ'

enriched uramum The ALC may ir'
an appropriate surciarse repres
additional costs. if any. 1o :he AEC

MIPATILIINY  anmAnine  carmroc AN e

2) AECs charge for enrizhing serv-
ices will be established cit 2 Ddasis =
will assure the recovery of approp
Government costs project2d over &
sonable period of time. Tiie cest of
rative work includes elcct.ir' ':,o" e'-
all other costs. direct ax:
eratinz the gaseous dmuamn p.an S; a,o
propriate deprecxauon of sald piznis:
and a [actor to cover appiicadle coss of
process development. AEC admi
tion and other Cvowxm:em SL.J,D

vestment in plant and 'mx % ca::
During the early period of ;:ov'th cinu
clear power, there will te only a sma.
civilian demand on the large AEC
fusion plants. These pianis were ¢
inaliy constructed for nationai securs
purposes, but will be utilized in mes
future civilian requiremen:s. In s in
terim period of low pian: utiization. i
Commission has determined that
costs to be charged to the separ:
~work produced for civilian cusicm
will exclude those poriions of lite ¢
attributable to depreciation and inte
on plant investment wiich are prop
allocable to plant in staidby and o ex-
cess capacity.

(3) Projections of supniy
over a reasonable time
used in establishing a pian for diusis:
plant operations. This pian wil be 2
basis for establishing an average chars?

9, 1971



CHELSEA LABORATORIES, INC.

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

“~ABBREVIATED
NEW %RUG I-\VPL\CAT\ON

ne

= L g s
DEC 1 4 1976

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

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

5600 Fishers Lane

Rockville, Maryland 20852

Dear Dr. Seife:

Re: Abbreviated New Drug Application i
Product: propenecid 500 mg. with Colchicine 0.5 mg. Tablets

-—

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

Included in this submission are:

1. Form 356H

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

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

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

Respectfully yours,
(:hil)‘ y ident
i Inc.
SG /cat

Enclosures

-




DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION
5600 FISHERS LANE

ROCKVILLE, MARYLAND 20852

Form Approved
OMB No. §7-R0003

NEW DRUG APPLICATION (DRUGS FOR HUMAN USE)
< 7(Title 21, Code of Federsl Regulations, § 314.1)

Name of applicant Chelsea Laboratories, Inc.

Address 428 Doughty Blvd.,Inwood, N.Y. 11696
DEC-1 4 1976

Date

Name of new drug Probenecid 500 mg. with Colchicine 0.5 mg. Tablets

[_J. Original spplicstion (regulation § 314.1). [CJ Amendment to abbreviated, unapproved application
(regulation § 314.6).

[J Amendment to oﬂniw unapproved application ] Supplement to an approved application (regulation § 314.8).

{regulation § 314.8)
Abbreviated application (regulstion § 314.1(f)). [J Amendment to supplement to an approved applicstion.

The undersigned submits this application for a new drug pursuant to section 505(b) of the Federal Food, Drug, and
Cosmetic Act. It is understood that when this application is approved, the labeling and advertising for the drug will prescribe,
recommend, or suggest its use only under the conditions stated in the labeling which is part of this application; and if the
article is a prescription drug, it is understood that any labeling which fumishes or purports to furnish information for use or ~
which prescribes, recommends, or suggests a dosage for use of the drug will contain the same information for its use,
including indications, effects, dosages, routes, methods, and frequency and duration of administration, any relevant warnings,
hazards, contraindications, side effects, and precautions, as that contained in the labeling which is part of this application in ~

‘accord with §201 100 (21 CFR 201.100). It is understood that all representations in this apphcatnon apply to the drug

Attached hereto, submitted in the form degif
this application are the following:

1. Table of contents. The table of contents shoulgil
volume number and the page number in which the i
detailed item is locsted and the volume number
number in which the summary of that item is located §

2. Summasry. A summary demonstrating that the afp
well-organized, adequately tabulated, statistically analy

evaluation dmbcd in Item 3, and expended summery md.

evaluation as outlined in §314.1(d) of the new-drug
may be submitted to facilitate the review of this spplicstion.)

a. Chemistry.

i. Chemical structural formuts or description for sny new-drug
substance.

ii, Relationship to other chemically or pharmecologically
related drugs.

iii. Description of dosage form and quantitative composition.

b. Scientitic rationale and purpose the drug is to serve.

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

d. Preclinical studies. (Present all findings including all adverse
experiences which may be interpretsd as incidental or not
drug-related. Refer to date and page number of the investigationel
drug notice(s) or the volume and page number of this application
whera complete data and reports sppesr.)

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

iL Toxicology and pathology: Acuts toxicity studies; subscute
and chronic toxicity studies; reproduction and teratology studies;
miscellaneous studies.

FD FORM 356H (12/78)

dies. (All material should refer specifically to
gator and to the volume and page number in
ind any documents incorporated by reference
p data and reports may be found.)

liles not described eisawhere.

1 ch dinial ttudia.
clinical studies (for exsmple, uncontrolied or
: : ly controlied studies).
Clinical laborstory studies reisted to effectiveness.
vi Clinical lsboratory studies reisted to safety.
vil,. Summary of litersture and unpublished reports available to
the applicant.

3. Ewiustion of ssfety and effectivensss. a. Summarize
ssparately the favorsble and unfavorable evidence for sach claim
in the package labeling. inciude references to the volume and pege
number in the application and in any documents incorporated by
refarence where the complete data and reports may be found.

b. Include tabulstion of all side effects or adverse experience,
by age, sex, and dosage formulstion, whether or not considered to
be significant, showing whether administration of the drug was
stopped and showing the investigstor’s name with a referencs to
the wiume and pege number in the application and any
documents incorporated by reference where the complete data
and reports may be found. Indicste those side effects or adversa
experiences considered to be drug-related.

4. Copiss of the label and all other labeling to be used for the
drug (a total of 12 copies if in tinal printed form, 4 copies if in
draft form):

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

PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHUASTED.



b If the drug is to be offered over the counter, labeling on or
within the retail peckage should include adequats directions for
wse by the layman under all the conditions for which the drug is
intended for lay use or is to be prescribed, recofwnended, or
suggested in any labeling or advertising spomarvd by or on behalf
of the applicant and directed to the layméan. If the drug is
intended or offered for uses under the profiisions) supervision of
a practitioner licensed by law to administer it, the application
should also contain labeling that includes adeqoate information
for all such uses, including all the purposes for which the
over-the-counter drug is to be advertised to; or represanted for use
by, physicians.

¢, If the drug is limited in its |d>eung to uss under the
professional supervision of a practitioner licensed by law to
administer it, its labeling should bear information for use under
which such practitioners can use the drug for the purposes for
which it is intended, inciuding all the purposes for. which it
it is to be advertised or represented, in accord with §201.100
{21 CFR 201.100). The application should include any labeling
for the drug intended to be made available to the layman.

d. If no established name exists for & new-drug substance, the
application shall proposs a nonpropristary name for use as the
established name for the substance.

& Typewritten or other draft labeling copy may be submitted
for preliminary considerstion of an application. An application
will not ordinarily be approved prior to the submission of the final
printed label and labeling of the drug.

£ No application may be approved if the labeling is false or

misieading in any particular.
When mailing pieces, any other labeling, or advertising copy are
devised for promotion of the new drug, ssmples shall be submitted
at the time of initial disssmination of such labeling and at the time
of initial placement of nay such advertising for a prescription drug
(see §310.300 of the newdrug regulations). Approval of a
supplemental new-drug application is required prior to use of any
promotional claims not covered by the approved application.)

5. A statement a3 to whether the drug is (or is not) limited in- -
its labeling and by this spplication to use under the protessional
supervision of a practitioner licensed by law to administer ie..

. 8. A full list of the articles used as components of the drug.
This list should include all substances used in the ‘yynthesis,
extraction, or other method of preperstion of au( new-drug
substance, and in the prepsration of the finished dosge- foird, -

regardiess of whether they undergo chemicad or are
removed in the process. Each substance should by ite
established name, if any, or compiets chem using.
structural formules when necessary for specific id jon. If

any proprigtary preparstion is used a3 3 coO

proprietary name should be followed by s complets quilng iy

statement of composition. Reasonable altlrmtiv. for any -
substance may be specified.

7. A full ststement of the compuosition of the drug The
statement shall set forth the name and amount of esch ingredient,
wheather active or not, contained in a stated quantity of the drug
in the form in which it is to be distributed (for example, amount
per tablet or per milliliter} and a beich formula representstive of
that to be employed for the manufacture of the finished dosage
form. All components should be included in the betch formuls
regardless of whether they appeer in the finished product. Any
calculated excess of an ingredient over the label declaration should.
be designated as such and percent excess shown. Ressonable
variations may be specified.

8. A full description of the methods used in, and the facilities
and controls usad for, the manufacture, processing, and pecking of
drug. Included in this description should be full information with
respect t0 any new-drug substance and to the new-drug dosage
form, as follows, in sufficient detsil to permit evaluation of the
adequacy of the described methods of manufacture, processing,
and packing and the described facilities and controls to determine
and preserve the identity, strength, quality, and purity of the
drug:

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

b A dexcription of the qusiifications, including sducstional
background and experience, of the technicai and profemionel
personnel who are responsible for assuring thet the drug has the
safety, identity, strength, quality, and purity it purports or is
represented to possess, and a statement of their responsibilities.

¢ The methods used in the synthesis, extraction, isolstion, or
purification of any new-drug substancs. When the specificstions
and control applied to such substancs are inadequste in themselves

.to determine its identity, strength, quality, and purity, the

methods “should be described in sufficient detail, including
quantities used, times, temperatures, pH, solvents, etc., to
determine thess characteristics. Alternative methods or variations
in methods within reasonsble limits that do not affect such
characteristics of the substance may be specified.

d. Precautions to assure proper, identity, strength, quality, and
purity of the raw materiais, whether active or not, including the
specifications for acceptance and methods of testing for each lot
of raw material.

s. Whether or not each lot of raw materials is given a serial
mmuunifv‘it,mthounmamdcnmm
subsequent plant operetions.

£ If the aspplicant doss not himseif perform all the
menufacturing, processing, packeging, labeling, and control
operstions for any new-drug substance or the new-drug dosage

form, his statement identifying esch person who will perform any
pert of such operstions and designating the pert; and a signed

statermnent from each such person fully describing, directly or by

reference, the methods, facilitio.endcombinhhmofm'

operstion.

g Method of preparation of the master formula records and
individual bstch records and menner in which thess records are
used. -

h. The instructions used in the manufscturing, processing,
peckaging, and isbeling of each dosage -form of the new drug,
inctuding any special precsutions observed in the operations.

i Adequste information with respect to the characteristics of
qz methods employed for the container, closure, or other
parts of the drug psckage to assure their suitability for

k. Whesher or not the total weight or volume of each betch is

dnu-[ni st any stage of the manufacturing process subssquent
o up 8 betch according to the formula card and, if so, at
aﬁtmmwmmnhdou

ioms to check the actusi package yieid produced

8 betch of the drug with the theorstical yield. This should

include a description of the accounting for such items as discards,

breakage, etc., and the criteria used in accepting or rejecting
batches of drugs in the event of an unexplained discrepency.

m. Precautions to assure that ssch lot of the drug is packaged
with the proper label and labeling, including provisions for labeling
storage and inventory control.

n. The analyticsl controls ussd during the various stages of the
menufacturing, processing, packaging, and labeling of the drug,
including a detaited description of the collegtion of samples and
the anslyticst procedures to which they are subjected. The
analyticsl procedures should be capable of determining the active
components within a ressonsble degres of accuracy and of
assuring the identity of such components. If the article is one that
is representad to be sterile, the same information with regard to the
manufscturing, processing, packaging, and the collection of
samples of the drug should be given for sterility controls. Include

the standards usad for acceptance of each lot of the finished drug.

o An explanation of the exact significance of the batch
control numbers used in the manufacturing, processing, peckaging,
and labeling of the drug, including the control numbers that
appear on the label of the finished article. State whether these
numbers enable determination of the complete manufacturing




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

p- A complets description of, and data derived from, studies
of the stability of the drug, including . informeation showing the
sutitability of the analytical method usad. Describe any additional
stability studies underway or contemplated. Stability data shouid
be submitted for any new-drug hde, for the finished dosage
form of the drug in the container in which it is to be marketed,
including any proposed multiple-dose container, and if it is to be
put into solution at the time of dispensing, for the solution
prepared as directed. State the expirstion date(s) that will be used
on the iabel to preserve the identity, strength, quslity, and purity
of the drug until it is used. (If no expirstion date is proposed, the
applicant must justify its absence.)

@ Additional procedures employed which are designed to

prevent contamination and otherwise assure proper control of the
product.
(An application may be refused unless it includes adeguste
information showing that. the methods used in, and the facilities
and controls ussd for, the manufacturing, processing, and
packaging of the drug are adequate to preserve its identity,
strength, quality, and purity in conformity with good
manufacturing practice and identifies sach establishment, showing
the location of the plant conducting thess operstions.)

9. Samples of the drug and articles used as components, as
follows: a. The following sampies shail be submitted with the
application or as soon thereefter as they become available. Each
sample shall consist of four identical, seperately peckaged
subdivisions, each containing at lesst thres times the amount
required to perform the laboratory test procedures described in
the application to determine compliance with its control
specifications for identity and assays:

i A representative sample or sampies of the finished dosage
jormis) proposed in the application and empioyed in the clinics)
investigations and a representative sample or samples of esch
new-drug substance, as defined in §310.3(g), from the batchesles)
employed in the production of such dosage form(s).

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

it A sampla or samples of any reference standard and bilank
usad in the procedures describad in the application for asmying
sach new-drug substance and other assayed components of the
finished drug; Provided, however, That sampies of reference
standards recognized in the officisl U.S. Phermecopeis or The
National Formulary need not be submitted uniess requested.

b, Additional samples shall be submitted on request.

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

d. There shall be included a full list of the samples submitted
pursuant to Item 9a; a statemant of the additional samples that
will be submitted as soon as available; and, with respect to each
sample submitted, full information with respect to its identity, the
origin of any new-drug substance contained therein (including in
the case of new-drug substances, a statement whether it wes
woduced on a laboratory, pilot-plant, or full-production scale)
and detaited resuits of all laborstory tests made to determine the
‘identity, strength, quality, and purity of the betch represented by
the sample, including assays. Include for any reference standard a
complate description of its preparation and the results of all
laboratory tests on it. If the test methods used differed from those
described in the application, full details of the methods employed

. -

in obtaining the reported resufts shall be submitted.

. The requirements of Item 93 may be waived in whole or in
pert on request of the applicant or otherwise when any such
sampies are not necessary.

f. If samples of the drug are sent under sesperate cover, they
should be addressed to the sttention of the Buresu of Drugs snd
identified on the outside of the shipping carton with the name of
the applicant and the name of the drug as shown on the

10. Full reports of prectinical investigations that have been
made to show whether or not the drug is safe for use and effective
use. a. Ap applicstion may be refused uniess it contains fuil
reports of adequate preclinicsl tests by all methods reasonably
applicable to a determination of the safety and effectiveness of the
drug under the conditions of use suggested in the proposed
labeling.

b Detailed reports of the preclinics! investigations, including
8l} studies made on laboratory animais, the methods used, and the
resuits obtained, should be cleerly set forth. Such information
should include identification of the person who conducted each
investigstion, a swtement of where the investigations were
conducted, and where the underlying data are available for
inspection. The animat studies may not be considered sdequate
uniess they give proper attention to the conditions of use
recommended in the propossd isbeling for the drug soch as, for
exampie, whether the drug is forshort-or long-term administration
or whether it is to be used in infants, children, pregnant women,
or women of child-bearing potential. '

¢. Detsiled reports of any pertinent microbiologicat-and-in
vitro studiss. .

d. Summarize and provide a list of literature references (if
availsble) to st other preclinical information known to the
applicant, whether published or unpublished, that is pertinent to
an evaiusation of the safety or effectiveness of the drug.

11. List of investigetors. a. A complete list of all investigators
supplied with the drug including the name and post office address
of each investigstor and, following each name, the volume and
page raferences to the investigator's reportis) in this application
and in any documents incorporsted by reference, or the
axplanation of the omission of any reports.

b, The unexplsined omission of any reports of investigations
Thade with the deiv:drug by the appticant, or submitted to him by
an investigator, or the unexplained omission of any pertinent
reports of investigations or clinical experiencs received or
otherwise qbtained by the applicant from published literature or
other sources, whethlir or not it would bias an evsluation of the
safety of the drug or its effectiveness in use, may constitute
grounds for the refusal or withdrawsl-of the approval of an

. . appticarioB.

" 12. Full reports of clinical investigations that have besn made
to show whether or not the drug is safe for use and effactive in
usa. 3. An application may be refused uniess it contains full
reports of adequate tests by all methods reasonably applicable to
show whether or not the drug is safe and effective for use as
suggested in the labeling.

b, An applicstion may be refused uniess it includes substantial
evidence consisting of adequate and well-controlled investigations,
including clinical investigstiors, by experts quslified by scientific
training and experience to evdluate the effectiveness of the drug
involved, on the basis of which it couild fairly and responsibly be
concluded by such experts that the drug will have the effect it
purports or is represented to have under the conditions of use
prescribed, recommended, recommended, or suggested in the
oroposed labeling. )

¢. Raports of all clinical tests sporsored by the applicant or
roceived of other wise obtained by the aspplicant should be
attached. Thess reports should include adequate information
concerning each subject treated with the drug or employed as a
cor;trol. including age, sex, conditions treated, dosage, frequency
of administration of the drug, resuits of all relevant clincial
observations and laboratory examinations made, fuil information



concerning any other treatment given previously or concurrently,
and 8 full statement of adverse effects and ussful resuits obsarved,
together with an opinion as to whether such effects or resuits are
attributable to the drug under investigation and @ statement of
where the underlying data are awilsble for inqnaion. Ordinarily,
the reports of clinical studies will not btnprdod as adequate
unless they include reports from more “than vone independent,
competent investigator who maintains adequate case histories of
an adequate number of subjects, designed to rocord observations
and permit evaluation of any and all discernible effects
attributable to the drug in each individual treated and comparable
racords on any individuals employed as controls. An application

for a combination drug may be refused uniess thers is substantial-

avidence that each ingredient designated as active makes a
contribution to the total effect claimed for the drug combination.
Except when the disease for which the drug is being tested occurs
with such infrequency in the United States as to make testing
impractical, some of the investigations should be parformod by
competent invastigators within the United States.

d. Attech as a saperate section a completed Form FD-1639,
Drug Experience Report (obtainable, with instructions, on request
from the Food and Orug Administration, Department of HEW.
5600 Fishers Lane, Rockville, Maryland 20852), for each adverse
experiance or, if feasible, for each subject or patient experiencing
one or more adverss effects, described in Item 12¢, whether or not
full information is available. Form FD-1839 shouid be prepared by
the applicant if the adverse experience was not reported in such
form by the investigator. The Drug Experience Report shouid be
cross-referenced to any narrative description included in ltem 12c¢.
In lieu of a FD Form 1639, a computer-generated report may be
submitted if equivalent in all elemants of information with the
identical enumerated sequence of events and methods of
complation; all formats proposed for such use will require initial
review and approval by the Food and Drug Administration.

e. All information pertinent to an evaluation of the safety and
affectiveness of the drug recsived or otherwiss obtained by the

applicant from any sourcs, including information derived from
other investigations or commercial maerketing (for example,
outside the United States), or reports in the scientific literature,
involving the drug that is the subject of the application and reistst
drugs. An adequste 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, listod in §310.9 of the new-drug reguistions, sbout
reiated drugs; a bibliography will suffice. Include the evatuation of
the safety or effectiveness of the drug that has been made by the
applicant's medical depsrtment, expert committee, or consuitants,

£ Tf the drug is a combination of previously investigated or
marketed drugs, an adequate summary of preexisting information
from preclinical and clinical investigation and experience with its
components, inciuding all reports received or otherwise obtained
by the applicant suggesting side effects, contraindicstions, and
ineffectiveness in uss of such componeants. Such summary should
include an adequate bibliography of publications about the
components and may incorporate by referance information
conceming such components previously submitted by the
applicant to the Food and Drug Administration.

g The complets composition snd/or method of manufacture
of the new drug used in each submitted report of investigation
should be shown to the extent necessary to establish its identity,
strength, quality, and purity if it differs from the description in
item 6, 7, or 8 of the applicstion.

13, if this is » supplemental application, full informstion on
each propossd change concerning any statement made in the
approved application.

Observe the provisions of §314.8 of the new-drug mulatiom i
concerning supplemental applications.

14. [Ressrved]

16. The amliam is required to submit an erwironmental -

impact analysis report anslyzing the erwironmental impact of the A

manufacturing process and the uitimete use or comsumgtion of the
drug pursuant to §6.1 of this chapter.

Chelsea Laboratories, .Inc.

(Applicant)

ooy _NAL Getrajdman M “"/Q 'Q'k\wt

President

{Indicate suthority)

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

Note: This application mu§t be signed by the applicant or by an authorized attorney, agent, or official. If the applicant or
such authorized represantative does not reside or have a place of business within the United States, the application must also
furnish the name and post office address of and must be countersigned by an authorized attorney, agent, or official residing

or maintaining a place of business within the United States.
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CHELSEA LABORATORIES, INC. fes v

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

NDA #85-552 - °°

JuL 11977

Marvin Seife, M.D., Director RESUBM‘SS!OM-

Division of Generic Drug Monographs :

Office of Drug Monographs NDA ORIG AMENDMENT
Bureau of Drugs (HFD 530 - Rm.16-72)

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

-Dear Dr. Seife:

Re: Amendment to Abbreviated,Unapproved Application
Product: '

Probenecid 500 mg. with Colchicine 0.5 mg. Tablets .
Chelsea Laboratories, Inc. is submitting the information re-
quested in your letter of February 9, 1977, in order to reach
a decision concerning final approval of the Abbreviated New
Drug Application submitted for the drug referred supra.

l. Attached is reduested information on Containers.

2. See attached for further information on the "ex-
tremely poisonous" nature of Colchicine.

3. sSamples of the final dosage form along with our
analytical results for their testing are herewith
enclosed.

4. We hereby certify that a stability study will be
performed on the first three (3) marketing batches
of Probenecid 500 mg. with Colchicine 0.5 mg.
Tablets and the data will be submitted as it be- -
comes available.

Thié newly submitted information should facilitate the review
of our application. Thank you for your prompt attention to this

information. .
Cordially ) Q/)ng\EU

gman, | ;e= gdent ﬂ
boratoffies, I A3
e

NG/cat

Encls.



DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION

3600 FISHERS LANE

ROCKVILLE, MARYLAND 20852

NEW DRUG APPLICATION (DRUGS FOR HUMAN USE)
- <. (Title 21, Code of Federal Regulations, § 314.1)

Form Approved
OMB No. 57-R0003

, Chelsea Laboratories, Inc.
Name of applicant

Address 428 Doughty Blvd., Inwood, N.Y. ;1696

Date JUL 1 ‘977
Probenecid 500 mg. w/ Colchicine 0.5 mg. Tab. (NDA#85-552)

Name of new drug

[J original eppiicstion (regulation § 314.1). ﬁ Amendment to abbreviated, unapproved application
{reguiation § 314.8).

[CJ Amendment to originat, unepproved application [CJ suppiement to an approved application (regulation § 314.8).

{regulation § 314.8) )
[C] Abbreviated application (regulation § 314.1(f)). ] Amendment to sipplement to an approved application.

The undersigned submits this application for a new drug pursuant to section 506(b) of the Federal Food, Drug, and
Cosmetic Act. It is understood that when this application is approved, the labeling and advertising for the drug will prescribe,
recommend, or suggest its use only under the conditions stated in the labeling which is part of this application; and-if the
article is a prescription drug, it is understood that any labeling which furnishes or purports to furnish information for use.or
which prescribes, recommends, or suggests a dosage for use of the drug will contain the same information for its use,
including indications, effects, dosages, routes, methods, and frequency and duration of administration, any relevant warnings,
hazards, contraindications, side effects, and precautions, as that contained in the labeling which is part of this application in
accord with §201.100 (21 CFR 201.100). It is understood that all representations in this application apply to the drug
produced until an approved supplement to the application provides for a change or the change is made in conformance with
other provisions of §314.8 of the new-drug regulations.

Attached hereto, submitted in the form dmfibed in §314.1(e) of the new-drug regulations, and constituting a part of

this application are the following:

1. Table of contents. The table of contents should specify the
volume number and the page number in which the complete and
detailed item is located and the volume number and the pege
number in which the summary of that item is located (if any).

2. Summary. A summary demonstrating that the application is
well-organized, adequatsly tabulated, statistically analyzed (where
appropriste), and cohersnt and that it presents a sound basis for
the approval requested. The summary shouid include the following
information: {In lieu of the outline described below and the
evaluation described in Item 3, and expanded summary and
evaluation as outlined in §314.1(d) of the new-drug regulations
may be submitted to facilitate the review of this application.)

a. Chemistry. -

i, Chemical structural formulas or description for any new-drug
substance.

i, Relationship to other chemically or pharmacologically
relsted drugs. .

iii. Description of dosage form and quantitative composition.

b. Scientific rationale and purpase the drug is to serve.

¢. Reference number of the investigational drug noticels)
under which this drug was investigated and of any notice,
new-drug application, or master file of which any contents ars
being incorporated by reference to support this application.

d. Preclinical studies. (Present all findings including all adverse
axperiences which may be interproted as incidental or not
drug-related. Refer to date and page number of the investigational
drug notics(s) or the volume and page number of this application
where complets data and reports appear.)

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

ii Toxicology and pathology: Acuts toxicity studies; subacut:
and chronic toxicity studies; reproduction and teratology studies;
miscelleneous studies.

FD FORM 3B6H (12/75)

e. Clinical studies. (All material should refer specifically to
each clinical investigator and to the volume and page number in
the application and any documents incorporated by reference
whare the compiets data and reports may be found.)

i. Special studies not described sisewhere,

ii. Doss-range studies. -

iii. Controlled clinical studies.

iv. Other clinical studies (for example, uncontrolled or
incompletsly controlied studies).

v. Clinical laboratory studies reisted to affectiveness.

vi Clinical laboratory studies related to safety.

vii. Summary of litersture and unpublished reports available to
the applicant.

3. Evalustion of safety and effectivensss. -a. Summarize
separately the favorabie and unfavorable evidence for each ciaim
in the package labeling. include refersnces to the volume and page
number in the application and in any documents incorporated by
refarence where the compiets data and reports may be found.

b. Include tabulation of all side effects or adverse experience,
by age, sex, and dosage formulation, whether or not considered to
be significant, showing whether administration of the drug was
stopped and showing the investigator’s name with a reference to
the wilume and page number in the application and any
documents incorporated by reference whers the compiete data
and reports may be found. Indicate those side effects or adverse
experiences considered to be drug-reiated.

4. Copiss of the label and sl other labeling to be used for the
drug (a total of 12 copies if in fingl printed form, 4 copies if in
draft form):

a. Each iabel, or other Iabeling, should be clearly identified to
show its position on, or the manner in which it accompanies, the
market package.

PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHUASTED.



b, If the drug is to be offered over the counter, labeling on or
within the retail package should include adequaste directions for
use by the layman under ail the conditions for which the drup is
intanded for lay use or is to be prescribed, recommended, or
suggested in any labeling or advertiiny sponsored by or on behalf
of the applicant and directed tg tha ‘layman. if the drug is
intended or offered for uses under the professional supervision of
a practitioner licensed by law to administer it, the application
should also contain labeling that includes adequate information
for all such uses, including all the purposes for which the
over-the-counter drug is to be advertised to, or represented for use
by, physicians.

c. if the drug is limited in its labeling to use under the
professional supervision of a practitioner licensed by law to
administer it, its labeling should bear information for use under
which such practitioners can use the drug for the purposes for
which it is intended, including all the purposes for which it
it is 10 be advertised or represanted, in accord with §201.100
{21 CFR 201.100). The application should include any labeling
for the drug intended to be made availgbie to the laymen,

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

& Typewritten or other draft labeling copy may be submitted
for preliminary consideration of an application. An spplication
will not ordinarily be approved prior to the submission ot the final
printed label and labeling of the drug.

. No application may be approved if the labeling is faise or

misleading in any particular,
When mailing pieces, any other labeling, or advertising copy are
daevised for promotion of the new drug, sampies shall be submitted
at the time of initial dissemination of such labeling and at the tims
of initial placement of nay such advertising for a prescription drug
{see §310.300 of the newdrug regulatios). Approvsl of a
supplemental new-drug application is required prior to uss of any
promotional claims not coverad by the approved applicstion.)

5. A statement as to whether the drug is {or is not) Bmited in
its labeling and by this spplication to use under the professiona!
supervision of s practitionsr ticersed by law to administer it.

6. A full list of the articles used ss components of the drug.
This list should include all substances used in the synthesis,
extraction, or other method of prepsration of any new-drug
substance, and in the preparstion of the finished dosage form,
regardless of whether they undergo chemical chengs or are
. removed in the process. Each substance should be identified by its

established name, if any, or complets chemicali neme, using
structural formulas when necessary for specific identification. if
any propristary preperstion is used 33 8 component, the
proprietary name should be followed by a compiets quantitative
statement of composition. Ressonable siternstives for any listed
substance may be specified.

7. A full statement of the comgposition of the drug. The
statement shall set forth the name and amount of esch ingredient,
whether active or not, contained in a stated quantity of the drug
in the form in which it is to be distributed (for sxample, amount
per tablet or per milliliter) and a batch formula representative of
thst to be empioyed for the manufacture of the finished dosage
form. All components should be included in the batch formuis
regardless of whether they sppeer in the finished product. Any
calculated excess of an ingredient over the label declaration should
be designated as such and percent excess shown. Reasonable
variations may be specified.

8. A full description of the methods used in, and the facilities
and controls used for, the manufscturs, processing, and packing of
drug. Included in this description should be full information with
respect to any new-drug substance and to the new-drug dosage
form, as follows, in sufficient detail to permit evaluation of the
adequacy of the described methods of manufacture, processing,
and packing and the described facilities and controls to determine
and preserve the identity, strength, quality, and purity of the
drug:

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

b. A description of the qualifications, including educational
background and experience, of the technical and professional
personnel who are responsible for assuring that the drug has the
safsty, identity, strength, quality, and purity it purports or is
represented to possess, and a statement of their responsibilities.

¢ The methods used in the synthesis, extraction, isolation, or
purification of any new-drug substance. When the specifications
and control applied to such substance are inadequate in themseives
to determine its identity, strength, quality, and purity, the
methods should be described in sufficient detsil, including
quantities used, times, temperatures, pH, solvents, etc., to
determine these characteristics. Alternative methods or variations
in methods within reasonable limits that do not affect such
characteristics of the substance may be specified.

d, Precautions to assure proper, identity, strength, quality, and
purity of the raw materials, whether active or not, including the
specifications for acceptance and methods of testing for each lot
of raw material.

6. Whether or not each lot of raw materials is given a serial
number to identify it, and the use mesde of such numbers in
subsequent piant operations.

f. If the applicant does not himself perform all the
manufacturing, processing, packaging, labeling, and control
operations for any new-drug substance or the new-drug dosage
form, his statement identifying each person who will perfornrany
part of such operations and designating the part; and a signed
statement from each such person fully describing, directly or by
reference, the methods, facilities, and controls in his part of the
opergtion. .

g Method of preperation of the master formula records
individua! batch records and manner in which thess records are
used.

h. The instructions used in the manufacturing, processing,
packaging, and labeling of each dosage form of the new drug,
including any special precautions observed in the operations.

i Adequate information with respect to the characteristics of
and the test methods employed for the container; closure, or other
component parts of the drug package to assure their suitability for
the intended use,

£ 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 st any stage of the manufacturing process subseguent
o making up a batch according to the formula card and, if 50, at
what stags and by whom it is done.

L Precautions to check the actusl peckage yield produced
from a batch of the drug with the theorstice! yleld. This shouid
include a description of the accounting for such items as discards,
breskage, etc., and the criteria used in sccepting or rejecting
betches of drugs in the event of sn unexplained discrepancy.

m, Precautions to assure that ssch lot of the drug is packaged
with the proper lsbel and labeling, including provisions for labeling
storags and inventory control. .

n. The analytical controis used during the various stages of the
manufacturing, processing, peckaging, and labeling of the drug,
including a detailed description of the collection of samples and
the analytical procedures to which they are subjected. The
analytical procadures should be capeble of determining the active
components within a reasonasble 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 regerd to the
menufacturing, processing, packaging, and the collection of
samples of the drug should be given for sterility controis. include
the standards used for acceptance of each lot of the finished drug.

a. An explenation of the exact significance of the batch
control numbers used in the manufacturing, processing, packaging,
and labeling of the drug, including the control numbers that
appear on the iabel of the finished article. State whether these
numbers enable determination of the complete manufacturing



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

p. A complete description of, and data derived trom, studies
of the stability of the drug, inciuding infdrmation showing the
sutitability of the analytical method used. Dascribe any additional
stability studies underwey or contemplsted. Stability data shouid
be submitted for any new-drug tuwance, for the finished dosage
form of the drug in the container in which it is to be marketed,
including any proposed muitiple-dose container, and if it iz to be
put into solution at the time- of dispensing, for the solution
prepared as directed. State the axpiration date(s) that will be used
on the iabel to preserve the idemtity, strength, quality, and purity
of the drug untit it is used. (If no expiration cﬁm is proposed, the
applicant must justify its absance.)

q. Additional procedures employed which sre designed to

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

9. Samples of the drug and articies used as components, as
follows: a. The following samples shall be submitted with the
application or as soon thereafter as they become available. Each
sample shall consist of four identical, separately packaged
subdivisions, each containing at least three times the amount

required to perform the laboratory test procedures described in’

the application to detarmine compliance with its control
specifications for identity and assays:

i. A represemtative sample or samples of the finished dosage
form(s) proposad in the application and employed in the clinical
investigations and a representative sample or samples of esch
new-drug substance, as defined in §310.3(g), from the betches(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 inital
marketing and, if any such sample is not from a commercial-scale
production batch, such a sample from a representative
commercial-scale production batch; and a representative sample or
samples of each new-drug substance as defined in §310.3(g) of the
new-drug regulations, from the batch(es) employed in the
production of such dosage form(s).

iii A sample or samples of any refarence sandard and blank
used in the procedures described in the application for assaying
each new-drug substance and other assayed components of the
finished drug; Provided, however, That samples of reference
standards recognized in the official U.S. Pharmacopeia or The
National Formulary need not be submitted unless requestad.

b. Additional samples shall be submitted on request.

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

d. There shall be included a full list of the samples submitted
pursuant to Item 9a; a statement of the additional samples that
will be submitted as soon as awailable; and, with respect to each
sample submitted, full information with respect to its identity, the
origin of any new-drug substance contained therein (including in
the case of new-drug substances, a statement whether it was
produced on a laboratory, pilot-plant, or full-production scale)
and detailed results of all laboratory tests made to determine the
identity, strength, 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
described in the application, full details of the methods employed

in obtaining the reported resuits shall-be submitted.

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

f. If samples of the drug are sent under separate cover, they
should be addressed to the attention of the Buresu of Drugs and
identified on the outside of the shipping carton with the name of
the applicant and the name of the drug as shown on the
application.

10. Fuill reports of preclinical investigstions that have been
made to show whether or not the drug is safe for use and effective
uss. a. An application may be refused unless it contains full
reports of adequate preciinical tests by all methods reasonsbly
applicable to a determination of the safety and effectiveness of the
drug under the conditions of uss suggested in the proposed
labeling. )

b. Daetailed reports of the preclinical investigations, including
all studies made on laboratory animals, the methods ussd, and the
results obtained, should be clesrly set forth. Such information
should include identification of the person who conducted each
investigation, s statement of where the investigations were
conducted, and where the underlying data are available for
inspection. The animal studies may not be considered adequate
unless they give proper attention to the conditions of use
recommended in the proposed iabeling for the drug such as, for
example, whether the drug is for short-or long-term administration
or whether it is to be used in infants, children, pregnant women,
or women of child-bearing potential,

¢, Detailed reports of any pertinent microbiological and _in
vitro studies.

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

11. List of investigators. a. A complete list of all investigators
supplied with the drug including the name and post office address
of each investigator and, following each name, the volume and
page references to the investigator's report(s) in this application
end in any documents incorporated by reference, or the
explanation of the omission of any reports.

&. The unexplained omission of any reports of investigations
made with the new drug by the applicant, or submitted to him by
an investigator, or the unexplained omission of any pertinent
reports of investigations or clinical experience recsived or
otherwise obtained by the applicant from published literature or
other sources, whether or nat 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 thst have besn made
to show whether or not the drug is safe for use and effective in
use. a. An application mey be refused unless it contains full
reports of adequate tests by all methods reasonably applicable to
show whether or not the drug is safe and effective for use as
suggested in the labeling,

b An applicstion may be refused unless it includes substantial
evidence consisting of adequate and well-controlled investigations,
including clinical investigations, by experts qualified by scientific
training and experience to svaluate the affectiveness of the drug
involved, on the basis of which it could fairly and responsibly be
concluded by such experts that the drug will have the effect it
purports or is represented to have under the conditions of use
prescribed, recommended, recommended, or suggested in the
proposad labeling

¢, Reports of all clinical tests tpomond by the applicant or
received or other wise obtained by the applicant should be
attached. These reports should include adequate information
concerning each subject treated with the drug or employed as 8
control, including age, sex, conditions treated, dosage, frequency
of administration of the drug, resuits of all relevant clincial
observations and laboratory examinations made, full information



concerning any other treatment given previously or concurrently,
and a full statement of adverse effects and useful results observed,
together with an opinion as to whether such affects 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 wilf“not-he regarded as adequate
uniess they include reports from Tore than one independent,
competent investigator who maintains adequate case histories of
an adequate number of subjects; designed to record observations
and permit evaluation of .any- and all discernible eoffects
attributable to the drug in each individual treated and comperable
records on any individuals employed as controls. An applicstion
for a combination drug may be refused uniess there is substantial
gvidence that each ingredient designated as active makes »
contribution to the totat etfect claimed for the drug combination.
Except when the dissase for which the drug is being tested occurs
with such infrequency in the United States as to make testing

impractical, some of the investigations should be performed by-

competent investigators within the United States,

d Attach as a separste section & completed Form FD-1839,
Drug Experience Report {obtainable, with instructions, on request
from the Food and Drug Administration, Department of HEW.
5600 Fishers Lane, Rockville, Maryland 20852), for each adverse
experiance or, if feasible, for each subject or patisnt experiencing
one or more adverss sffects, described in {tem 12¢, whether or not
full information is availsble. Form FD-1639 should be prepared by
the applicant if the adverse experience was not reported in such
form by the investigator. The Drug Experisnce Report should be
cross-referenced to any narrative description included in item 12¢.
In lieu of 8 FD Form 1839, a computer-generated report may be
submitted if equivalent in all elemants of information with the
identical enumerated sequence of events and methods of
completion; all formats proposed for such use will require initial
review and aspproval by the Food and Drug Administration.

e. All information pertinent to an evaluation of the safety and
offectiveness of the drug recsived or otherwise cbtained by the

Chelsea Laboratories,

»
applicant from any source, including information derived from
other investigations or commercial marketing (for. example,
outside the United States), or reports in the scientific literature,
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 §310.9 of the new-drug regulations, about
related drugs; a bibliography will suffice. Include the evaluation of
the safety or effectiveness of the drug that has been made by the
applicant’s medical depsrtment, expert committee, or consuitants.

£, If the drug is a compination of previously investigated or
marketed drugs, an adequate summary of preexisting information
from preclinical and clinical investigation and experience with its
components, including all reports received or otherwiss obtained
by the appiicant suggesting side effects, contraindications, and
ineffectiveness in use of such components. Such summary should
include an adequate bibliography of publicatiors about the
components and may incorporate by reference information
concerning such components praviously submitted by the
applicant to the Food and Drug Administration. '

g The complete compasition and/or method of manufacture
of the new drug used in sach submitted report of investigation
should be shown to the extent necessary to establish its identity,
strength, quality, and purity it it differs from the description in
Item 6, 7, or 8 of the application.

13. If this is a supplemental application, full information on
sach propossd changs concerning any statement made in the
approved spplicstion.

Observe the provisions of §314.8 of the new-drug regulations
concerning suppiemental applications.

14. {Ressrved] -

18. The applicant is required to submit an environmental

impact analysis report analyzing the environmental impact of the AN

manufacturing process and the ultimate uss or comsumption of the
drug pursuant to §6.1 of this chapter.

Inc.

{Applicant)

Per

Nat Getrajdman (\lb*r’

(Responsible official or

t

- {Indicate suthority)

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

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



