KDA 87-805

Camall Company

Attention: Eugene M. Scheml?
60950 Yan Dyke Avenue
Washington., Hichigan 48094

Dear Mr. Schmall:
n3

Reference is made to your abbreviated new drug application dated DecCesber 2
1981, submitted pursuant to Section 505(b) of the Federa!l Food, Drug, and
Cosmetic Act for Phentprniu Hydrochloride Tablets, 37.5 mg. Yellow.

We have completed the review of this abbreviated mew drug application and have
. concluded that the drug 1s safe and effective for use as recommeaded in the
submitted TabeTing. Accordingly, the applicatfon is approved.

Any significant change in the conditions outlined in this abbnvf'atd new drug
application requires an :rreved supplemental applicatfon before the change
ray be wade except for changes made fn conformance with other provistons of

Section 314.8 of the new drug regulations.

This Administratfon should be advised of any change 1n the marketiag status of
this drug.

The requirement for adequate dats to essure the biologic availebifity 1s being
deferred at the present time. However, our action 1in spproving this
applicatfon 1is bhased wpon an understanding that if this requirement s
reinstated you will perform the appropriate procedures.

For Initial Campaigns: We request that you submit. i duplicate, any proposed
advertising or promotional copy which you intend to use in your {smediate
advertising or promotiona! campaigns. Please submit &ij proposed materfals in
draft or moct-up form, not final print. Submit both copies together with a
capy of the proposed or final printed -labeling te the Division of Drug
Advertising and Labeling (HFN-240). Also, please do not use Form FDP-2253 for

this submission.

/

For Subsequent Campaigns. We call your attention to Regulatfem 21 CFR
310.300(b) (3} which requires that all material for any subsequent advertising
or promotional cempaigns at the time of their initial use be submitted to our
Divisfon of Drug Advertising and Labaling (MFN-240) with a completed Form
-FD-2253. A copy of Ferm FD-2253 is enclosed for your convenience.
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h NOA NUMBCA [} =
S NOTICE OF APPROVAL 87-805 L
b’ MEV DRUG APPLICATION OR SUPPLEMENT OATE APPACVAL LETTCA 1550E5
vo: FROM: ' T T e
Prees Relaticas Staff Glfldo) Bureau of Drugs

l }Bure-u of Veterinary Medicine

ATTENTION

Forward originel of this form foe publicstion ouly after approvel letter has been fssued and the date of
epprovel has been entered sdove.

YVYPE OF APPLICATION CATEGORY

. WPPLEMENT AG®ACVIATED PP LODUWENT
OO.IG"‘A'LMﬂA ' G,o “oa Lvmo"G'NAL ~Oa D'° ANDa EX ~usman MY vevemina
TRAOL NAuC (or oCror designoted name) AN

O ESTABLISHED OR NONPROPRIETARY NAWE
Phentermine Hydrochloride
OOSAGE FORM

2L I 03 3573"7_‘_"‘5 nOw DISPENS ED
Tablet 37.5 mg. Yellow m Rotie:

Kzgl ag D ere
ACTYIVE INGREDIENTI(S! (oo boclared o labol. List by sstobdliahod or nanproprietary name’e) erd Include amasmi(e), {1 apount le
CocLared an lobel.) ~

11{ anp)OF DAYG

Phentermine-Hydroch]oride, 37.5 mg.

Camall Company
60950 Yan Dyke Avenue
) } Washington, Michigan 48094

’Rl.CJPAL INDICATION OR PNARIACOLOGICAL CAYEGOAY
Anorectic

COMPLETE FOR YETERINARY ONLY

ANiMAL SPECIES FOR FHICH APPROVED

COMPLETE POR SUPPLEMENT DMLY

CRANGE APPROVED TO PROVIOE FOA

PO PRY Panrn RY

- YY) . Davg / . -
v, Lynn Davidson Ainrlre, )‘llff';
} rd POR® APPROVED BY
° YY) - Davg .~
~ Howard C. Zell, Ph.D. /2/3/ 82
PORu PO 1442 (1r73)

PREVIOUS €0ITION MAY B¢ vsthunTic sureLY 13 gxnadstdo,
.




CHEMIST'S REVIEW NDA 87-805

NAME AND ADDRESS OF APPLICANT

Camall Company
Washington, Michigan 48094

AF NUMBER 5.  SUPPLEMENT(s)

DEST 5378 ) Original (12/21/81)
FR 8/8/70

NAME OF DRUG

Phentermine Hydrochloride

SUPPLEMENT(s) PROVIDE(s) FOR:
Original submission (amended) )

AMENDMENTS AND OTHER DATES:
Correspondence History

FIRM :
9723/82  Amendment dated 9/20/82 - Reply to 6/29/82 letter

FDA

" 6728/82  Revi@w-(Davidson) - Not approvable

10.

12.

13.

15.

17.

18.

19.

6/29/82  Letter sent (Davidson) - Not approvable, request DMF, special
procedures, systems suitability, methods, synthesis, labeling,

stability
10/13/82 Methods Validation Request sent to DET-DO
12/1/82  Lab Report received from DET-DO (Schneider)

PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED
Anorectic RX

RELATED IND/NDA/DMF(s) E .

DOSAGE FORM(s) 14. POTENCY
Tablet 37.5 mg. Yellow
CHEMICAL NAME AND STRUCTURE

10H15N- HCI, M.W. 185, s

/
COMMENTS ‘ f
ATT remaining deficiencies were sufficiently answered in the amendment

dated 9/20/82.

CONCLUSIONS AND RECOMMENDATIONS
Approval Tetter should issue. A separate labeling letter should issue

later with the suggested revisions from the 10/4/82 medical review,
Methods validation was completed and is satisfactory.

REVIEWER: , M : DATE COMPLETED:

:BCQ/}‘Y'M 3} 1?8 ke

)
o




. oA 87-805 o AN 29 1982

Camall Company

Attention: Eugene M. Schmall
60950 Yen Dyke Avenue
washington, Michigan 48094

Gentlemen:

Please refer to your abbreviatec new drug epplication dated Decesber 21,
1981, submitted pursuant to Section 505(b) of the Federal Food, Drug, and
Casmetic Act for the preparation Phentermine Hydrachlorice Tablets, 37.5
mg. Yellow.

Reference is aiso made to your amenoments catea February 22, 198z and to
your corzespondence dat.ed May 21, 1982.

The spplication is deficient and therefore not approvable under Section
sos(b) of the Act as follows:

1. It fails to conform to the enclosed FDA gumelines for 1n vitro
dissolution testing for phentsrmine hydrochloride as by
the Federal Registsr notice of November 7, 15680. Specific
sampling times may be substituted for the dissolution profile.

2. It fells to provide a description of the special procedures ang
precautions used in handling controlled drug substeances as

required.

3. It faiis tc provide systems suitebility tests required for. the
These tests include specifications for

precision of replicates, ' ' ’
etc. Clarification is &lso reguired of the

composition of the

4. It fails to provide detailed, stepwise methodology for the |
assay of the raw active ingredient. A complete description of
the preparation of the samples and standards is required.

5. It fails to provide the _correct‘ OMF reference for
is aen incorrect reference.

Information on the facilitiss, esquipment, and CGMP complience is
still required for ‘directly or by OMF reference.

6. It falis to provice infcrmation on the synthesis of the active
ingredient by - cirectly or by DMF reference. This
information is required as part of the full menufacturing and
controls required for this product by the Federal Register
notice dated July 19, 1974.




Page 2 - Cemall Compeny

7. biug Master Files are required to be updated epnually in sogerd.: - .- -
with the pubiished Administrative Guidelines (HEW Publicetion =~ =7

No. FDA 79-3072). The information in
all

requires updsting and is therefore unsatisfactory. Letters of
suthorization are elso required for the following referenced
DMFs

8. It fails to include a commitment to recall batches which fail
stability testing.

—- g. It fsils to provice for the addition of the lot number to the
container labeiing. :

10. It fails to conform to 21 CFR 201.100(e) end 21 CFR 201.56(e)
’ which require that:

"~ 777 7a)  The name and place of business of one of the -follo'inc
sust appsar on the package insert: manufacturer,
packsger, distributor, or dispenser.

b) The date of the most recent revision must be paced
after the last section of the package insert.

At the time of next printing, or within 180 days, whichever is
sconer, the package insert sust be so revised.

The file is now closed. If you wish to reopen it, the submissien should
be in the form of an amendment toc this spplication, adequately orgsnized,
which represents the information necessary to remove all ceficiencies ws
have ocutlined.

If you do not agree with our conclusions, you may make a written request
to file the application over protest, as authorized by 21 OFR
314.110(d). If you do so, the appiication shall be re-evaluated and
within 90 days of the date of receipt of such reguest (or additional -
period as we mey agree upon), the application shall be appreved or you
shall be given & written mnotice of opportunity for a hearing on the
question of whether the appiication is approvable .

cc: DET-DO . l
HFD-616 ; ' vy /
HFD-530 / - ‘
: HFD-534 (H. Zell) u YL b 37/422
HZell/LDavidson Seife, M.D. ’

| R/D INTIAL HZell/MSeife’ pirector
- [~ WMmstephens: 6/25/82(7995M35yigion of Generic Monographs
@Zﬂ/ﬁ Not Approveh!- ’/’jlg'b offics of Drugs '
Sureaus of Drugs and Biologics

Enclosure: Diaolutlon Guidelines

-,
/-U




' ANDA #: 87-80S

NAME OF DRUG: Phentermine HCI
DATE OF SUBMISSION: February 22, 1982

CO%MENTS :
Container: Satisfactory

Insert: Missing - a;fé of most recent revision is to be prominently placed
immediately after the last section of the labeling 21 CFR.201.56(e).

»

. e e - ) N

RECOMMENDATIONS :
1. Container labeling - satisfactory T
2. Incorporate above noted item onto package insert (overstamp is permissible

uq\}} new printing). _

-~

Kent‘ﬁbﬁ@‘n

CcC:
KJ/wh/6-22-82




Camall Company
Washington, Michigan 48094

o MMM, 5. UERRENG)
DESI 5378 Original (12/21/81)

P 3/8/70
6. _
Phentermine Hydrochloride
8. SUPRLEMENT(S) PROVIDE(S) FOR:
Original Submission and Amendment
9.
Correspondence History
) 12/29/81 Original ANDA submission dated 12/21/81
3/1/82 Amendment dated 2/22/82 - Samples '
3/1/82 Amendment dated 2/22/82 - FPL
.7 5/24/82 Correspondence dated 5/21/82 - Stability Data
: S 177787 Inspection Request (Rosen) - Camall,
1/8/82 Memo from HFD-322 (Fishman) - Camall,
) in CGMP compliance
. 1/11/82 Acknowledgement of ANDA submission
10. Y  11. HOX DISPENSED
Angrectic RX
12. RELATED IND/NDA/DMF(S)
15. DOSAGE FORM(s) 14 PQIENCY
Tablet 37.5 mg Yellow )
15. CHEMICAL NAME AND SIRUCTLRE
« «~dimethyl phenethylamine, CjgH]sN
17. COMMENTS
See Attached
K4
18.
A not approvable letter should issue as detailed in review section 17
above. Methods validation required. BIO is not required. Full
) manufacturing and controls required as per Federal Notice of 7/19/74.
19. BEVIEWER: 4~ . AIECOMPLEIED: é,/qgﬁ»r

o982




D}VI ION OF BIQPHARMACEUTICS '
GUIDEL FOR IN VITRO DISSOLUTION TESTING

FOR_PHENTERAMINE HYDROCHLORIDE (FAST DISSOLVING) °

For a product that is formulated to be fast dissolving (not formulated as
a cationic resin complex or utilizing any other slow release mechanism):
the dissolution testing should be conducted in 900 ml of O.1IN
hydrochloric acid at 379C using USP Method 11, paddle speed being
maintained at 50 revolution per minute. Samples should be collected at
15, 30 and 60 minutes to generate a dissoluticn profile for the drug
product. A total of twelve (12) individual dosage units should be tested
for dissolution and ten (10) cosage units for content uniformity.
Dissolution of the tablet or capsule should be not less than 80% of the
labeled phenteramine HCl in 60 minutes.
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Phentermine HCI Cciwv
Each tablet contains: b

Phentermine HCI 37.5mg. / § ,’/f >

Phentermine hydrochloride is designated chem-
ically as phenyl-tert-butylamine hydrochioride. #t:
is'a white crystalline powder that is odoriess or
has a faint characteristic odor, is very soluble in
water and aicohol and melts at sbout 203°. -

|

CH; —— C —— - NH,.HCI

CH,

Actions: Phentermine hydrochloride is a sym-
pathomimetic amine with pharmacologic activity
simitar to the prototype drugs of this class used in
obestity, the amphetamines. Actions include cen-
tral nervous system stimulation snd elevation of
blood pressure. Tachyphylaxis and tolerance
have been demonstrated with ali drugs of this
class in which these phenomena have been
looked for.

Drugs of this class used in obesity are commonly
known as ‘‘anorectics’’ or ‘‘anorexigenics.’’ It
has been established, however, that the action of
such drugs in treating obesity is primarity one of
appetite suppression. Other central nervous “sys-
tem actions, or metabolic effects, may be in-
volved, for example.

Adult obese subjects instructed in dietary man-
agement and treated with ‘“‘anorectic’’ drugs,
lose more weight on the average than those
treated with placebo and diet, as determined n
relatively short-term clinical trials. The magnitude
of increased weight.loss of drug-treated patients
over placebo-treated patients is only a fraction of
a pound a week. The rate of weight loss is
greatest in the first weeks of therapy for both
drug and placebo subjects and tends to decrease
in succeeding weeks. The possible origins of the
increased weight loss due to the various drug
effects are not established. The amount of weight
loss associated with the use of an ‘‘anorectic’’
drug varies from trial to trial, and the increased
weight loss appears to be related in part to
variables other than the drug prescribed, such as
the physician-investigator, the popuiation treated,
and the diet prescribed. Studies do not permit
conclusions as to the relative importance of the
drug and non-drug factors on weight loss.

The natural history of obesity is messured in -

vears, whereas, the studies cited are restricted to
a few weeks duration; thus, the total impact of
drug-induced weight loss over that of diet alone
must be considered clinically limited.

Indications: Phentermine hydrochloride is indi-
cated in the management of exogenous obesity

as a short term adjunct (a few weeks) in a regimen

of weight reduction based on caloric restriction.

The limited usefulness of agents of this class
{see ACTIONS) shouid be measured against pos-
sible risk factors in their use such as those
described below.

Contrsindications: Advanced arteriosclerosis,
Symptomatic cardiovascular disease., moderate.
to severe hypertension, hyperthyroidism, known
hypersensitivity or idiosyncrasy to thepgy,
omimetic amines, glaucoma.

Agitated states.
Patients with a history of drug abuse.

During or within 14 days following the adminis-
tration of monoamine oxidase inhibitors (hyper-
tensive crisis may resuit). el 6 1~
Warnings: Tolerance to the anorectic effect
usually develops within a few weeks. When this
occurs, the recommended dose should not be
exceeded in an attempt to increase the effect;
rather, the drug should be discontinued, Phenter-
mine hydrochloride may impair the ability of the
patient to engage in potentially hazardous ac-
tivities such as operating machinery or driving a
motor vehicle; the patient should therefore be
]

rartinnad anmancdinanl.

b

s o itrn o )

-/




A

Urug Uepencece: HFkntenmune Nygrochionds is
related chemicaily and pharmacologically to the
amphetamines. Amphetamines and related stim-
ulant drugs have been ‘extensively abused, and
the possibility of abuse of phentermine hydro-
chioride should be kept in mind when evaluating

the desirability of including a drug. as part of a_

weight reduction program. Abuse of amphet-

amines and related Jrugs may be associsted

with intense psychological dependence and
severe social dysfunction. There are reports of

patients who have inc:eased the dosage to many .

imes that recommended. Abrupt cessation fol-
wing prolonged high dosage administration re-
sults in extreme fatigue and mental depression;
changes are also noted on the sleep EEG.
Manifestations of chronic intoxication with anor-
ectic drugs include severe dermatoses, marked
insomnia, irritability, hyperactivity, and person-
ality changes. The most severe manifestation
of chronic intoxications is psychosis, often clin-
ically indistinguishable from schizophrenia.
Usage in Pregnency: No reproduction studies or
teratology studies of phentermine hydrochloride,
in animals or humans, have been published.
Therefore, use of phentermine hydrochioride by
women who are or may become pregnant, re-
quires that the potential benefit be weighed
against the possibie hazard to mother and infant.

Usage, In Children: Phentermine hydrochloride is

not recommended for use in children under 12
years of age.

Precautions: Caution is to be exercised in pre-
scribing phentermine hydrochloride for patients
with even mild hypertension.

Insulin requirements in diabetes meilitus may be
altered in association with the use of phenter-
mine hydrochloride and the concomitant dietary
regimen. : .
Phentermine hydrochloride may decrease the
hypotensive effect of guanethidine. ]
The least amount feasible should be prescribed
or dispensed at one time in order to minimize
the possibility of overdosage.

Adverse Reactions:

Cardiovascular: Palpitation, tachycardia, elevation

of blood pressure. :
Central Nervous System: Overstimulation, rest-
lessness, dizziness, insomnia, euphoria, dysphoria,
tremor, headache; rarely psychotic episodes at
recommended doses.

inal: Dryness of the mouth, unpleas-
ant taste, diarrhea, constipation, other gastroin-
testinal disturbances.
Allergic: Urticaria.
Endocrine: Impotence, changes in libido.
Dosage and Administration: The \usual adult dose
is one tablet daily, administered before break-
fast. Dosage may be adjusted to the patient’s
need.

Phentermine hydrochloride is not recommended
for use in children under 12 years of age.
Overdosage: Manifestations of acute overdosage
with phentermine hydrochioride include restless-
ness, tremor, hyperreflexia, rapid respiration,
confusion, assaultive behavior, hallucinations,
panic states.

Fatigue and depression usually follow the central
stimulation.

Cardiovascular effects include arrhythmias, hy-
pertension or hypotension and circulatory col-
lapee.-Gasyointestinal symptoms include nausea,
vomiting.  diarrhea, and abdominal cramps. in
fatal poidoning, death is usually preceded by
convulsions and coma.

Management of acute phentermine hydrochioride
intoxication is largely symptomatic and includes
lavege and sedation with a barbiturate. Exper-
ience with hemodialysis or peritoneal dialysis is
inadequest to permit recommendation in this
regard. Acidification of the urine increases phen-
termine hydrochloride excretion. Intravenous
phentolamine (Regitine) has been suggested for
possible acute, severe hypertension, if this comp-
licates phentermine hydrochloride overdosage.
How Supplied:

Botties of 100’s, 500’s, and 1000°s. Yellow
oblong tablets 0.225 X 0.650 creased
CAUTION: Federal law prohibits aispensing with-
out a prescription.




.

 — ..~

Drug Dependence: Phantermine hydrochioride is
related chemically and pharmacologically to the
amphetamines. Amphetamines and related stim-
ulant drugs have been extensively abused, ande
the possibility of abuse of phentermine hydro-
chioride should be kept in mind when evaluating
the desirability of including a drug as part of a_
waeight reduction program. Abuse of amphet-
amines and related Jrugs may be associated
with intense psychologicat dependence . and
severe social dysfunction. There are reports of
patients who have increased the dosage to many
imes that recommended. Abrupt cessation fol-
Iowing prolonged high dosage administration re-
sults in extreme fatigue and mental depression;
changes are also noted on the sieep EEG.
Manifestations of chronic intoxication with anor-
ectic drugs include severe dermatoses, marked
insomnia, irritability, hyperactivity, and person-
ality changes. The most severe manifestation
of chronic intoxications is psychosis, often clin-
ically indistinguishable from schizophrenia.
Usage in : No reproduction studies or
teratology studies of phentermine hydrochloride,
in animals or humans, have been published.
Therefore, use of phentermine hydrochloride by
women who are or may become pregnant, re-
quires that the potential benefit be weighed
against the possibie hazard to mother and infant.
Usage, In Children: Phentermine hydrochloride is
not recommended for use in children under 12
years of age.
Precautions: Caution is to be exercised in pre-
scribing phentermine hydrochloride for patients
with even mild hypertension. ’ ) B
Insulin requirements in diabetes mellitus may be
aitered in association with the use of phenter-
mine hydrochloride and the concomitant dietary
regimen. : -
Phentermine hydrochloride_may decrease the
hypotensive effect of guanethidine.
The least amount feasible should be prescribed
or dispensed at one time in order to minimize
the possibility of overdosage.
Adverse Reactions:
Cardiovascular: Paipitation, tachycardia, elevation

of blood pressure. -
Nervous System: Overstimulation, rest-
lessness, dizziness, insomnia, euphoria, dysphoria,
tremor, headache; rarely psychotic episodes at
recommended doses.
Gastrointestinal: Dryness of the mouth, unpleas-
ant taste, diarrhea, constipation, other gastroin-
testinai disturbances.

Allergic: Urticaria. -

Endocrine: Impotence, changes in libido. =

and Administration: The usual adult dose
is one tablet daily, administered before break-
fast. Dosage may be adjusted to the patient's
need.

Phentermine hydrochloride is not recommended
for use in children under 12 years of age.
Overdosage: Manifestations of acute overdosage
with phentermine hydrochioride include restiess-
ness, tremor, hyperrefiexia, rapid respiration,
confusion, assaultive behavior, hallucinations,
panic states.

Fatigue and depression usually follow the central
stimulation.

Ceardiovascular effects include arrthythmias, hy-
pertension or hypotension and circulatory col-
lapse. Gastrointestinal symptoms include nausea,
vomiting,; diarrhea, and abdominal cramps. In
tatal poigoning, death is usually preceded by
convulsions and coma.

Management of acute phentermine hydrochioride
intoxication is largely symptomatic and includes
lavage and sedation with a barbiturate. Exper-
ience with hemodialysis or peritoneal dialysis is
inadequest to permit recommendation in this
regard. Acidification of the urine increases phen-
termine hydrochloride excretion, Intravenous
phentolamine (Regitine) has been suggested for
possible acute, severe hypertension, if this comp-
licates phentermine hydrochloride overdosage.
How Supplied:

Bottles of 100’s, 500's. and 1000's. Yellow
oblong tablets 0.225 X 0.550 creased
CAUTION: Federal law prohibits aispensing with-

—







NDA §7-805

Camall Company -
Attention: Eugane M. Schomll
60950 Van Dyke Avenue
Washington, MI 48094

Gentleaan:

We acknowledge receipt of your abhreviated new drug application submdtted
pursuant to Section 505(b) of the Pedaral Food, Drug, and Cosmetic Act

for the following:
NAME OF DRUG: Phebtermine Hydrochloride Tablets, 37.5 mg.

DATE OF FECEIPT: December 29, 181

midllmmwiﬁxymﬁttherafmruehswhadthommtym
review this application. However, in the interim, please sulmit the

followings _

1. Saples of the finished dosage form and raw material(s) - (active
ingredients.) v

2. Analytical methods for the drugy product and active ingredients.

3. wmmmmmwmmmm
of the dosage form,

cc: =
Dup

HFD-530 o
HFD-614

DRosen/MSeife/wh/1-7-82 LT




S Genemc_Namchsage Form/Strength: P"\QANL‘UVMML HCL-

__Deﬂ_an:éé DESI No. DESI Date(FR)_ _ __

-.-Similar—‘oxe_kelatgd Name of DESI Drug

ANDA ‘AMINISTRATIVE CONTROL RECORD
AppHcmt-ClAM‘“ Lo C—OMP ANY P No.

oA r_ 7 7505
Trade Nm-p‘\QMJUMIMQ— H CuL RX /OTC Date ARecd.ilaﬁiq -8/

" No

.1f_No:.._Name of Manufacturer

*

Applicant Manufactuer:Yes

ANDA #.._ _ (Approved: Pending Same Formu]atfon
Application Complete—{See Pg. 2): YES i NO - .-
Application Acceptable: _ YES 7 NO
REMARKS: . .

Letter to Firm: - Acknow]edgefnent 33650 Not-acceptable Datel“\l‘g >
W

’ ) ﬁm Date |- 1§

BI0 Review Required: Yes ’ NO/ In Vitro ' In Vivo

" Date Fwd:
Medical Officer M Reveiw Completed R.R |
L'DIVI,QSDK/Reveiw Completed . R.R.

Chemist

Inspection Request to HFD 320(date): ] 7 XL Reply Rec.(date)

Letter to Firm: Labeling Rev1ew (date) M Response(date)

Chemistry: 1)(date) _~ ' .Response
2)(date) Response

Apprbvable Date

Withdrawal Date ' o Y

Special Instructions/Actions:




lyIENIORAND UM DEPARTMENT OF HEALTH, .soucxrxou. ‘AND WELFARE

PUBLIC HEALTH SERVICx

e FOOD AND DRUG ADMINISTRATION
‘0 : Division of Drug Manufac‘-uring. HFD-SZO DATE: _7.82
— SROM  —-Division—of Generic Drugs : coe » HFD- -530-
R".n ' l‘am. - . . . - . . .o .e = : - . L)
—_ ster’s * David L. Rosen Phone: 443-4040

SUBJECT: GMP EVALUATION REQUEST

—————NRA,ANDA,—and- SUPPLEMENT NUMBER:  87-805 -
~———— - DRUG-Trade-Name: Phentermine HCL

————-DRUG-Non~Proprietary Name:

Smem—

DRUG CLASSIFICATION: __ A or B IC  __ Other _
PRODUCT CODE:  TCM (description of-dosage form, e.g.,
) R . . compressed tablet;coatedtablet;————-
T R 6-20-82 soft gelatin capsule;liquid;See Table)
180 DAY DATE: -

~%- ~...APPLICANT'S NAME: Camall Company
] ADDRESS: 60950 Van Dyke Ave., Hash‘lngton. MI 48094

FACILITIES TO BE EVALUATED: (Name, Address, and Responsibility)
_ 1. Applicant

— —————— - s e e

ZFOR +iFD-330 USE ONLYT -

—— .-..Date Received: Date Completed:

* HFD- 320 (Orxg)
HFD- (2 Copies)




(\

2./

NEW DRUGAPPLICATION

~ NDA No.&"?bS

-~ NAME OF APPLICANT

NAME OF NEW DRUG

Phentermine.

HCL 37 5mg
- Kabs




vy
o ",

JZ ' l)EPART‘MENT OF HEALTH & HUMAN SERVICES : Public Health Service

UM
a® ey,

&'

“-«..,,,,2 E : : ' ' Food and Drug Administration

' ; ) ' Rgsiyille MO 20857
ANDA 87-215/S-013, Phentermine Hydrochloride Capsules, 30 mg ack
87-805/5-009, Phentermine Hydrochloride Tablets, 37

.5 mg (Yellow)
87-915/5-006, Phentermine Hydrochloride Capsules, 37.5 mg (Yellow)
87-918/5-007, Phentermine Hydrochloride Capsules, 37.5 mg (Black)
87-930/5-006, Phentermine Hydrochloride Capsules, 37.5 mg (Brown/Clear)
86-732/5-015, Phentermine Hydrochloride Capsules, 30 mg (Blue/Clear) '

*  86-735/5-011, Phentermine Hydrochloride Capsules, 15 mg (Gray/Yellow)
87-226/S-013, Phentermine Hydrochloride Capsules, 30 mg (Brown/Clear)
83-925/5-035, Phentermine Hydrochloride Tablets, 8 mg (Orange)
85-319/5-027, Phentermine Hydrochloride Tablets, 8 mg (Green)
85-417/5-016, Phentermine Hydrochloride Capsules, 30 mg (Yellow)
85-411/5-011, Phentermine Hydrochloride Capsules, 30 mg (Green/Clear)
88-576/5-005, Phentermine Hydrochloride Capsules, 18.75 mg (Gray/Yellow)
88-596/5-007, Phentermine Hydrochloride Tablets, 37.5 mg (White/?lue

Specks
88-610/5-003, Phentermine Hydrochloride Capsules, 37.5 mg (Black/Yellow)
88-611/5-003, Phentermine Hydrochloride Capsules, 37.5 mg (Red/Black)
88-625/5-005, Phentermine Hydrochloride Capsules, 37.5 mg (Green/Glear) .

Camall Company
Attention: Eugene Schmall

P.0. Bax 218 . R
Washington, Michigan 48094 . o :Z~~;::;_
Dear Sirﬁ T

Reference is made to your supplemental new drug applications submitted
- pursuant to Section 314.70 of the Regulations, dated June 18, 1987, regarding
your abbreviated new drug applications for Phentermine Hydrochloride Products.

In order for our laboratory to ascertain that your bulk drug conforms to USP
requirements, send the following materials to the address below:

Materials to be sent: . -
1. Bulk active ingredient, phentermine hydrochloride from
- Send three times the amount needed to perform all USP
testing. Package the material in a tight, moisture-free container
sealed in an outer container. Identify the manufacturer, the
manuf acturer's address, DMF number and lot number of the bulk sent.

2. A Certificate of Analysis (either yours or the manufacturer's) for
the lot sent.

3. Standards - Reference, Impurity, and Internal - Send three times the
amount required by the USP. [If you do not send the standard and
St. Louis doesn't have it, the analysis will be delayed].




-2 -

4. Copies of representative chromatograms and/or spectra (if
applicable.) _
Address: _
Center for Drug Evaluation and Research
Office of Drug Research and Review
Attention: Lawrence Jones, Ph.D.
Room 1002, HFH-300
1114 Market Street
St. Louis, MO 63101

These materials must be sent within 20 days of receiving this letter. If you
cannot send these materials by this date, please notify the ANDA by letter.
Send copies of all correspondence regarding the samples requested to the ANDA.

We recommend that you send the samples by registered mail/return receipt
requested.

Sincqrely yburs; -

. : [ GQR
- e e Marvin Seife,\M\DL '
Director
Division of Generic Drugs

Office of Drug Standards
Center for Drug Evaluation and Research
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Food and Drug Administration

ANDA 87-805/S-008 Rockville MD 20857

Camall Company

Attention: Eugene Schmall
P.0. Box 218 »
Washington, Michigan 48094

™~
(2]

Dear éir:

Reference is made to your supplemental new drug application submitted pursuant
to Section 314.70 of the Regulations, dated duly 7, 1987, regarding your
abbreviated -new drug application for Phentermine Hydrochloride, usP, 37.5 mg,
Yellow Tablets.

We acknowledge your amendment dated August 1, 1987.

The supplemental application provides for an alternate analytical laboratory
facility:

We have reviewed the material submitted and have the following comments:

1. .Clarify how samples will be obtained and transferred to this
facility. Describe all tests to be .conducted for raw materials,
_ in-process controls, and the drug product at the "alternate
Laboratory Facility.™ Explain the procedures to track and control
the flow of samples.

2. Clarify if all instruments, gauges and recording devices are
calibrated to demonstrate accuracy prior to use.

3. Please submit Certificates of Analysis on the same lot of the drug
product comparing test results obtained by your laboratory at
Michigan with that supplied by

4. Clarify water testing at this site.

Please let us have your response promptl

Director .o
" Division of Generic Dfugs
Office of Drug Standards
Center for Drugs and Biologics
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