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q’fu.,mz ) Food and Drug Administration

Rockville MD 20857
ANDA 88-596/5-006

Camall Company

Attention: Eugene Schmall
P.0. Box 218

Washington, Michigan 48094

Dear Sir:

Reference is made to your supplemental new drug application submitted pursuant
to Section 314.70 of the Regulations, dated July 7, 1987, regarding your
abbreviated new drug application for Phentermine Hydrochloride, 37.5 mg,
White/Blue Specks 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
facili;xég_oescribe all tests to be conducted for raw materials,
“in-procéss 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
of

4. Clarify water testing at this site.

Please let us have your response romptly.

Director
Division of /Generic Drugs
Office of g Standards

Center for Drugs and Biologics
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MDA 88-%96

Camall Company

Atteation: Eugene M. Schmall
Post Office Box 218
Washington, "Michigan 48094

Dear Hr. Schmall:

Reference 13 made to your abbreviated new drug application dated November 23,
1983, submitted pursuant to Sectfon 505(b) of the Federal Food, Drug, and
Cosmetic Act for Phentermfne Hydrochloride Tablets, 37.5 mg (White/Blue

Specks). -

Reference is also made to your amendments dated February 29, 1984, and
February 2, 1984, ‘

e refer also to our letter dated February 16, 1984. ) -
We have completed the review of this abbreviated mew drug application and have
concluded that the drug fs safe and effective for use as recommended in the
subatitted labeling. Accordingly, the application is approved.

Any significant change in the conditions outlined fn this abbreviated new drug
spplication requires an approved supplemental application before the change
may be made, except for changes made in conformance with other provisions of
Sectfon 314.8 of the new drug regulations.

This Adminfistration should be advisad of any change in the marketing status of
this drug.

The requirement for adequate data to assure the biologic availability {is betng
deferred at the present time. However, our action in approving this
application 1s based upon an understanding that if this requirement is
reinstated you will perfarm the appropriate procedures.

ror Initfal fampaigns: We request that you subamit, in duplicate, any proposed
advertising or promotional copy which you fntend to use in your immediate
advertising or promotions] campaigns. Please submit all proposed materfals in
draft or mock-up form, not final print. Suybdmit both copies together with a
copy of the proposed or final printed TabeTing to the Divisfon of Drug
Advertising and Labeling (HFN-240). Also, plaase do not use Form FD-2253 for
this submission, '

-




" MDA 88-596
- Page 2

¢ “For Subseqien Ca.gl i<ta Reg
‘310 360(6)(3!% , '  §

or promotfonal cmpﬂgns at the Hne of thedr fa?iiﬂ-use be

Division of Drug Advertfsiag and Labeling (RFR-248:with a comple!

. FD-2253. A copy of Form FD-2253 is enclosed ﬁww conveai,,] %

" The enclosures smarize the condftions rehihy _-fi:the tppmﬂ"%?‘ this

application.
i;%%é%EEE?Seife M.D.
Director /
- ' - Division of Generic Prugs .
0ff ice of Drug Standards _
) Center for Drugs amd Biologics
Enclosures: _
' Conditfons of Approval of a New Drug Application j
s - Records & Reparts Requirements ) f
Form FD 2253 ;
cc: DET-DO
HFN-530
HFN-616
HFN-534 (HCZel1)

LDavidson/HCZe11/4/2/84 .

HCZe11/MSeife/4/3/84 ‘ 7/3/836




NDA NUMBER
88-596
NOTICE OF APPROVAL -
NEW DRUG APPLICATION OR SUPPLEMENT DATE APPROVAL LETTER ISSUED

L0D L e,
T0: FROM: T LA

- [1] Bureau of Drugs

Press Relations Staff (HF1-40) .

D Bureau of Veterinary Medicine
ATTENTION

Forward original of thie form for publication only after approval letter has been issued end the date of

approval has been entered above.
Y 755 OF APPLICATION CATEGORY
SUPPLEMENT ABBREVIATED - SUPPLEMENT
) ortcinaL noa DTO ND A " ORIGINAL NDA TO ANDA L"}_(]Huuuw [l VETER!NARY

" TRADE NAME (or othier designated neme) AND ESTABLISHED OR NONPROPRIETARY NAME ¢if eny) OF DRUG.
Phentermine Hydrochloride Tablets, 37.5 mg (White with Blue Specks)

DOSAGE FORM
Tablets

URibNAL ABBREVIA ..

HOW DISPENSED

{')_(")Rx

Jorc

declared an label.)
Phentermine Hydrochloride, 37.5 mg

ACTIVE INGREDIENT(S) (as declared on label. Liat by established or nonproprietary name(s) and include amount(s), if amount is

NAME OF. APPLICANT (Include City and State)
amall dbmpan

Post Office Box 218
Washington, Michigan 48094

PRINCIPAL INDICATION OR PHARMACOLOGICAL CATEGORY
Anorectic

COMPLETE FOR VETERINARY ONLY

ANIMAL SPECIES FOR WHICH APPROVED

COMPLETE FOR SUPPLEMENT ONLY

CHANGE APPROVED TO PROVIDE FOR

NAME 1. Davidsoen

FNARM PRKPARED BY

PATE March 30;1 1984

o351

£8RM APPROVED BY
7

April 2, J984

NaMEH, C. Zell, Ph.D,

FORM FD 1642 (2/75)

PREVIOUS EU!ON MAY BE U

DATE

' 3 -

UNTIL SUPPLY IS EXHAUSTED.




10.

12.

13.

15.

CHEMIST'S REVIEW NDA 88-596

NAME AND ADDRESS OF APPLICANT

Camall Company
Romeo, Michigan 48065

AF NUMBER 5. SUPPLEMENT(s)
DESY 5378 Original (11/23/83)

FR 8/8/70, 7/19/74

NAME OF DRUG-
Phentermine Hydrochloride

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

AMENDMENTS AND OTHER DATES:
Correspondence H1story

FIRM -
377784 Amendment dated 2/29/84 - FPL, Reply to 2/16/84 Ietter

FDA '
7722/84 Memo from HFN-322 (Hartley) - in CGMP comp]iance

2/15/84 Revjew (Davidson) - Not Approvable
2/16/84 Letter sent (Davidson) - Not Approvable, Request facilities for
CGMP from container info., stability

protocol revisions, labeling revisions.

PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED
Anorectic RX

RELATED IND/NDA/DMF(s)

DOSAGE FORM(s) 14. POTENCY
TabTet 37.5 mg (White with Blue Specks)

CHEMICAL NAME AND STRUCTURE

C1oMsN-ACT, WW 185.7




NDA 88-596 - Chemist's Review
Page 2

17.

18.

19.

20.

21.

22.

23.

24,

25.

26.

27.

COMMENTS
eficiencies noted:
Remaining deficiencies satisfactorily answered 2/29/84.

CONCLUSIONS AND RECOMMENDATIONS : _
Rpproval Tetter should issue. Methods validation is not required

since this is a compendial product and not the first ANDA.
Dissolution has been approved by BIO. Full manufacturing and
controls are required as per Federal Register Notice of 7/19/74.

REVIEWER: DATE COMPLETED:

[Davidson T {1V S %

HCZeT1 A 4/2/84 ,/%// ¥*
'\}(9/% ’ (74

COMPONENTS AND.COMPOSITION

atistfactory (See eview)

FACILITIES AND PERSONNEL
atisfactory

SYNTHESIS = ===~

RAW MATERIAL CONTROLS
. CE
Satisfactory (2/15/84)

B. OTHER INGREDIENTS
Satisfactory (2/15/84)

OTHER FIRM(s)
atisrac ory

A signed statement certifying CGMP compliance and a brief description
of the duties to be performed was submitted for 2/29/84.
is an alternate testing lab for

A brief description of the facilities and equipment for
was provided 2/29/84.

MANUFACTURING AND PROCESSING
atisfactory )

CONTAINER
atisfactory '

A corrected page 20 was submitted 2/29/84 which lists a plastic cap
rather than a white metal Cap. Specifications for the white plastic
Cap were previously submitted and are satisfactory.

PACKAGING AND LABEL ING
atistactory




NDA 88-596 - Chemist's Review
Page 3

28.

29.

30.

31.

32.

33.

34.

LABORATORY CONTROLS (IN-PROCESS AND FINISHED DOSAGE_FORM)
Satisfactory (2/15/84)

STABILITY

Satistfactory

A commitment was made 2/29/84 to perform and promptly report the
results of complete stability tests on the first three (3) production
lots after any changes in packaging, etc., as well as formulation

changes made.

The stability protocol for accelerated studies on pages 239, 371D and
373A were revised to be consistent in including test stations at 30
and 60 days as well as 90 days. The stability program on page 371D
was further revised to delete the statement that 'The accelerated
study will permit 24 months additional expiry dating on top of the
ambient data_generated'.

The proposed expiration date of two years is tentatively satisfactory
based on challenge data for Lot #9-2983 in 100's (with and without
cap) at 0, 1, 2, and 3 months at 370C/75% RH.

CONTROE-NUMBERS ' : -
Satistactory (2/15/84)

SAMPLES AND RESULTS
Satistactory (2/15/84)

LABEL ING

Satisfactory

As per medical review of 3/30/84 (Johnson), the FPL container and
jnsert labeling submitted 2/29/84 is satisfactory.

ESTABLISHMENT INSPECTION

Satistactory

Memo dated 2/22/84 from HFN-322 (Hartley) states that

is in CGMP compliance, Memo dated 12/13/83 from HFN-322 (Hartley)
states tht are all in CGMP

compliance. i

RECALLS
Satistactory (2/15/84)




,' . .
= / DEPARTMENT OF HEALTH & HUMAN SERVICES
L :
N . Memorandum
. TO :Manufacturing Review Branch (HFN-322) DATE: '\Elyrum\cj 19,/28 v
Division of Dryg Quality Compliance : ;
i
FROM . :Diviston of _ (o sors o Dud 3 HFR/-S3Y i
Requester's Name bunn A 1% /eo PUONE: YY3-/37¢

SUBJECT: ESTABLISHMENT EVALUATION REQUEST

NDA, ANDA, AND SUPPLEMENT NWMBER: ___ $3- 59/,

DRUG TRADE MARK (if any)
DRUG NONPROPRIETARY NAME: P . ; |
DOSAGE FORM AND STRENGTH(S): 3735 ma TCHMH d/)(Zb w &a %e._
P 2
- " DRUG CLASSIFICATION: PROFILE CLASS CODE:
(Priority) AorB 1C_  Other g'nz '
APPLICANT'S NAME: [ Grmpansy .
kol 7857F z

L e,

ADDRESS:
" FACILITIES TO BE EVALUATED: (Name, Pull Address, DMF# (if any), and Responsibility)

M | 'res\lo;ry Leb, : o e

s

Coments: ( ) See Attached.
( ) Actwal on-site inspection requested.

Reason:

.Qﬂlliilliiiil'lll"!'.I..'li'IIl.llIllll.lI!"'lll'llllll'lllll'll!III!!!!'.I"

FOR HFN-322 USE ONLY: '

Request Rec'd: N Inspection Requested:

, (1f applicable)
Firm(s) are in Compliance With GMPs: W J/ll/f}/
Basis for Decision: . DIV 7 0 .7
Reviewing CSO:

a2: HBFN-S530
3 HFN-33 79
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PHENTERMINE(®
HYDROCHLORIDE

% TABLETS USP, 37.5mg.

DESCRIPTION: Each tabiel contans Phentermine

Hydrochionde USP 37 5Smg (equivalent to 3J0mg
hydrochionde 1S

base} Ph 1t
Hos-gnalnn chemicaliy as =€ . =C Dwmethyl-

phenethylamine hydrochionde it 3 8 white. 0dor-
. ass nhygroscopic Crystaline powder which 13
.splubie in water and lower alcohots

CH,

!
@— CH, C—— NH, HC!
t

CH,

ACTIONS: Phentermine hydrochloride is a sym-
pathomimetic emine with pharmacologic activity
simitar to the prototype drugs of this class used in

besity, the i Actions inciude cen-
imulation and el ion of

blood pré . Tachyphy and
have been demonstrated with all drugs of this
class in which these phenomens have been
looked for.

Drugs of this class used in obesity sre commonly
. o s’ or igenics.” it
has been established, howsver, that the action of
such drugs in treating obesity is primarniy one of
sppetite suppression. Other central nervous
{ hc etfects, may be in-

y or
voived, for example.
Adult obese subjects instructed in dietary
management and trested with ‘‘snorectic’’
drugs, lose more weight on the average than
those treated with piacaho and diet, as determin-
od in relstively short-term chnical trnais. The
magnitude of increased weight loss of drug-

d pati over placeb C is
only 2 fraction of a pound a week. The rate of
weight loss is greatest in the first weeks of
therapy tor both drug and placebo ’
tends to decrease in ing weeks. The
podsidle origins of the increased weight ioss due
10 the varicus drug effects sre not established.
The amount of weight loss associated with the
use of an “‘snorectic’’ deug veries from trial to
tris!, and theincrea t loss appears to be
related in part 1o varisbies other than the drug
prescribed, such as the icien- igator,
the popuiation trested. and the diet prescribed.
Studies do not permit conclusions as to the
relative importance of the drug snd non-drug fac-
tors on waeight loss.

The natursl history of obesity is messured in
years, whereas, the studies cited sre restricted to

s few weeks duration; thus, the totsi impact of
drug-induced weight loss aver that of diet alone
must be considered clinically kmited.

INDICATIONS: Phentsrmine hydrochionide is in-
di din the 0 of 9 - Y
as 8 short term adiunct (a few weeks) in 8
regimen of weight reduction based on csloric
restriction.

The limited usefuiness of sgents of this class (see
ACTIONS) should be measured against possible
risk factors in their use such as those described

below.

CONTRAINDICATIONS:

arteriosclerosis, symp

disease, moderate 10 severe hypertension, hyper-
yroidism, known hype itivity or idiosyn-

crasy to the sympathomimetic amines,

glaucoma.

Agitated states.

Patients with a history of drug abuse.

During or within 14 days following the ad-

ministration of monoamine oxidase inhibitors

thypertensive crisis may result}.

Advanced
< \

WARNINGS: Tolerance to the anorectic effect
ususily develops within a few weeks. When this
occurs, the recommended dose should not be ex-
ceeded in an attempt to incresse the effect.
rather, the drug should be discontinued. Phenter-
mine hydrochioride may impair the sbility of the
patient to engage in potentially hazsrdous ac-
tivities such as aperating machinery or driving &
motor vehicie; the patient should therefore be
cautioned sccordingly.
[« d : Phe ine hy ide is

lated ly and ph logically to the
amphetamines. Amphetamines and rélated
stimulant drugs have been extensively sbused,
and the possibility of abuse of phentermine
hydrochioride should be kept n mind when
eavaluatmg the desirability of including o drug as
pert of 8 weight reguction program. Abuee of am-
phetamines and related drugs may be sssociated
with intense psy log dep and
severe social dysfunction. There » aports of
patients who have increased the dosage to many
times that recommended. Abrupt cessstion
following prolonged high dosage administration
resuits in extreme tatigue and mentai depression;
es are also noted on the op EEG.
tions of chronic intoxication with
anorectic  drugs include severs dermatoses,
marked is, irritability, hyp. ivity,
personatlity changes. The most severe manifests-
tion of chronic intoxications is psychosis, often
clinically indistinguishable from schizophrenis

Ay

I>

Re

=0

-

—Uuph.*- : No reproduction studies or
of ph ine hyd :

™ . use of ph \

women who are or msy become pregnant, re-

Quires that the potential benefit be w'?h.d'
Qainst the hazard 10 and infent.

Usege in Children: Phentermine hydrochloride is

not for use in hid under 12

voars of age.
W: Caution is 10 be exercised in
. ng e hyd L for pe-
tients with even mild hypertension.
Insukin . n di Hi may be

Shtered in associstion with the use of phenter-
mine hydrochionide and the concomitent dietery
regimen.

Phentermine hyd

hy eftect of

Tfn least amount feasible shouid be prescribed or
dwponud 8t one time in order to minmize the
possibility of overdosage.

Phentermine Hydrochlioride 37.5mg. White with
Green Specks oblong tablets contain FDAC Yellow
*5 (tarirazine) which may cause aliergic-type
reactions (including bronchial asthma) in certain
susceptible persons. although the overail incidence
ot FDAC Yelow #5 {tartrazine) sensitwvity 1n the
general popuiation 15 low. it 1s trequentty seen in
patients who aiso have aspiniin hy persensitivity

d “the

:WERSE REACTIONS :

- : P hycardia, eleva-
tion of blood pressure. ve
Centret lonn:uo System: Overstimulation,
1 ir . euphoria,
dv_lphom, tremor. headache: rarely psychotic
episodes at recommended doses.
Gastrointestingl: Dryness of the mouth, unplea-

sant

ABRergic: Urticeria.

Endocrine: impotence, changes in hbido.

OVERDOSAGE: Manifestations of scute over-

dos.noe with phentermine hydrochloride include
. tremor, hype 3. rapid respira-
o beh . hallucina-

es.

tion, .
tions, panic states.

Fatigue and depression usuaily. follow the centrat
stimulation. *

Cardiovasculsr effects include arrhythmiss,
hypertension or hypotension snd cwculatory col-
lapse. Gastroir ymp inciude
g, .
cramps. in fatal poisoning, 8 ususily
ovecmdwcmvmme:;\:‘.h .
_"-. T of acuts ph e hyd
intoxication is largely symptomastic and ncludes
lavage and sedation with s barbiturate. Ex-
perience with h YS#8 Of pery distysi
is inad 10 permit n ;ﬁn
regard. Acidification of the wrine increases
phentermine hydrochioride excretion. in-
vevonae

pt Q } has been -
gested for possible acute. severe hvpenenlﬁo::“ if
this " h ine hydrochioride over-

dosage.

DOSAGE AND ADMINISTRATION: The usual
adult dose 1s one tablet daily. administered
before breakfasi. Dosage may be adjusted to
the patienf's need. For some patients, % tablet
daily may be adequate, whilg in some cases it
may be desirable to give '» tablet two times a
day. Do not exceed this recommended dosage

Phentermine hydrochioride is not

recommended for use in chidren under 12

years of age.

HOW SUPPLIED:

YELLOW TABLETS Botties of 100. 500. and 1000

tabiets
Each Phentermine Mydrochiornde 37 Smg
yellow Sbiong tabiet {equivalent to 30mg
phentermine base) 1s 0225 X 0 550. scored.
with CC 232 logo imprinting

WHITE WITH BLUE SPECKS TABLETS Bott f

100 tablets. Botties 0
Eac_h Ph‘emermine Hydrochloride 37 5mg
White with Blue Specks tablets {equivalent
10 30mg phentermine base) 15 0.200 X 0 400
scored, with CC 248 logo tmprinting.

WHITE WITH GREEN SPECKS TABLETS:

700 rame! S: Botties of
Each Phentermine Hydrochlonide 37 Smg

White with Green Specks tabiets {equiv- 5

alent 10 30mg. phentermine base) 1s 0 200 X

0 400, scored. with CC 248 ogoimprinting
Specisl Handiing snd Stormge Canditions: Package
and store n accordance with DEA reguiations
pertaining to Schedule IV conlrolied substances
Keep this and ali medication out of the reach of
chidren CAUTION: F ederal law prohibits dispensing
:nhoul prescnphion  Menufactured by Camall

pany. Inc — w glon. Mi 48094 Revised

2/84

inm.i.erh\mm, hqvcboo;ptablilt\.d:’
hyd ide by

te, dipnhu._ constipation, other _

)
|

349 poantaay
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. DA 88595

Camall Company

Attention: Eugene M. Schmall
P.0, Box 218

Washington, Michigan 48094

Deer Mr. Schmall:

Please refer to your sbbrevigted mew drug application dated November 23,
1983, submitted pursuant to Section 505(b) of the Federal Food, Drug, and
gosmet;c Act for Phentermine Hydrochloride Tablets, 37.5 mg (White/Blue
pecks ).

—- Reference is~2lso made to your amendment dated February 2, 1984.

of the Act as follows:

o - 1., It _fails to provide a brief description of-the facilities and
equipment for ) either directly
or by eppropriate DMF reference. Full menufacturing and
controls are required for this application in accord with the

- Federal Register notice dated July 15, 1974.

The(ayplication is defticient and therefore not approvable under Section
505(b ,

2, It fails to include a signed statement from
certifying that the methods used in,
and the facilities and controls used for, the manufacture,
processing, packing, and holding of the drug are in conformity
with current good manufacturing practice in accord with Parts
210 and 211 of 21 CFR.

Clarification of the duties to be performed by the
is also requested,

3. It fails to provide specifications for the white metal closure
system listad on page 20. We note that specifications provided
refer only to a white plastic (CRC) closure system. Please
correct page 20 if a white metal closure is not used for the
product in this applfcation.

4. It fails to include a commitment to perform and promptly report
the results of complete stability tests on the first three (3)
production Jots after any future change in packaging, etc., as

- well as formulatfon changes, The commitment on pages 240 and
369 refers only to changes in formulas.




& #

5.

A 88-596

-2 -

It fails to be consistent in the description of the protocol for
accelerated studies on pages 239, 371D and 373A. The testing
schedule for accelerated studies should tn all references

include test statfons at 30 and 60 days as well as 90 days. The

. stabi1ity program on page 371D must be revised to delete the

statement that 'The accelerated study will permit 24 months
additional expiry dating on top of the ambient data generated’.
Accelerated data may not be combined with room temperature data
to extend the expiration dating beyond 24 months. The storage
conditions used for a given stability study should not be altered
in the middle of the study for any reason.

It fatls to provide twelve {12) copies of final printed labeling
(FPL) which incorporate the following revisions:

I. Container Labeling:

a) Title: Phentermine
G e Hydrochloride Tablets i -
usp

b) Right Panel:
1) Add.s.. (equivalent to 30 mg of phentermine
base
2) Delete.... Store below 300C (869F).
(Note - this statement is in confifct with
the left panel recommendations).
c¢) Left Panel:
1) Replace packaging and dispensing
instructions with: . o
Store and dispense Phentermine HC1
Tablets in tight containers. Store at
controllied room temperature 150 -
300C (59C° - 86° F), protect from
moisture.

11. Insert Labeling:
a) DESCRIPTION:
1Y .... Dimethy) .... {capital D) .... It is a
white, ocorless, hygroscopic, crystalline powder
which is soluble in water and lower alcohols.
)  HOW SUPPLIED: t
1) Describe if t{ablets are scored or unscored.
2) , We note that white tablets with green specks are
also manufactured. They should therefore be

added to the HOW SUPPLIED section tc be
consistent with the draft insert labeling for

88-600.




- questfon_of. shather the application is approvable.

MDA 88-596
-3-

3) Ve belfeve the ‘readability' of this section .
could be greatly improved by constructing a Table
for the information presented. In {its present
form, the informetion is very difficult to find.

4) The fim {s responsible for only including package
sizes which have approved package/labels.

The f1le is now closed. If you wish to reopen it, the submisstion should
be in the form of an amendment to this application, adequately organized,
which represents the information necessary to remove all deficiencies we

have outlined.

If you do not agree with our conclusions, vou may make a written request
to file the application over protest, as authorized by 21 CFR
314.110(d). 1If you do so, the application shall be re-evaluated and
within 90 days of the .date of receipt of such request (or additional
period as we may agree upon), the application shall be approved or you
shall be given a written notice of opportunity for a hearing on the

Yy yours,

et _%%@ﬁ%

1Ly
Marvin Seife, M.

Division of Generic Drugs

‘0ffice of Drug Standards o
National Center for Drugs and Biologics

cc: DET-DO
HFN-530
HFN-534 (H.C. Zell) 2 1%

KJohnson/HCZe11/LDavidson -
R/D INITIALED BY HCZell/MSeite 2/15/8¢
mstephens: 2/14/84 (0407A Y

Not Approvable -

/ ‘sl ,‘dq

8




10.

12.

13.

15.

CHEMIST'S REVIEW NDA 88-596

NAME AND ADDRESS OF APPLICANT

Camall Company
Romeo, Michigan 48065

AF NUMBER 5. SUPPLEMENT(s)
DESI 5378 Original (11/23/83)
FR 8/8/70, 7/19/74

NAME OF DRUG -
Phentermine Hydrochloride

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

AMENDMENTS AND OTHER DATES:
Correspondence History

FIRM _ .. .

11/30/83 Original ANDA submission dated 11/23/83

2/6/84 Amendment dated 2/2/84 - Stability

FDA-

12/1/83  Inspection Request (Rosen) - - ) ] ) 3

12/2/83  Acknowledgement of ANDA submission

12/7/83  Memo from Seife requesting BIO review

12/13/83 Memo from HFN-322 (Hartley) - and
are all in CGMP compliance

12/15/83 BIO Review (Chen, Ise) - Application approvable

12/20/83 Letter sent (Seife) - BIO recommendations

1/10/84 Medical Review (Johnson) - Labeling requires revision

PHARMACOLOGICAL CATEGORY 11, HOW DISPENSED
Anorectic , RX

RELATED IND/NDA/DMF(s)

DOSAGE FORM(s) 14. POTENCY
Tablet ~37.5 mg\White with Blue Specks

CHEMICAL NAME AND STRUCTURE

C1gR15N - HCT, M.W. 185.7




CHEMIST'S REVIEW PAGE 2 -

17. COMMENTS
Deficiencies noted:
a) A brief description of the facilities and equipment for

is required. _

b) A statement certifying CGMP compliance and a description of
tests performed by ‘re required.

c) Commitment is required to perform and promptly report the
results of complete stability tests on the first 3
production lots after any future change in packaging, etc.,
as well as formulation changes.

d) The statement that ‘the accelerated study will permit 24
months additional expiry dating on top of the ambient data |
generated'. (Page 371D).

e) The stability data protocol on p. 239 and 373A should be
revised to include test stations at 30, 60, and 90 days for
accelerated studies.

f) Labeling revision required in accord with 1/10/84 medical .
review.

g) Clarificatjon is requested of white metal cap listed on
page 20 for which the specifications were not provided.

14

18. CONCLUSIONS AND RECOMMENDATIONS o
" A not approvable letter should issue describing the deficiencies as
detailed in review section 17 above. Methods validation is not
required since this is a compendial product and not the first ANDA.
Dissolution has been approved by BIO. Full manufacturing and
controls are required as per the Federal Register Notice of 7/19/74.

19. REVIEWER: | —~ DATE COMPLETED:
2/i5/3Y

- 7{ ( Yd] L//S’/ %”-




REVIEW OF PROFESSIONAL LABELING

DATE OF REVIEW: 1-10-84 | S

~ AMDA #: 88-593 (white with blue specks)
88-600 (white with green specks) : NAME OF FIRM: Camall Co.

#RME OF DRUG: Generic: Phentermine Hydrochloride Tablets
OATE OF SUBMISSION: 11-30-83

CORMENTS:
. Container: Not satisfactory
a) Title)
- S Phentermine
T . Hydrochloride Tablets
usp o -

_b) Right Panel: (add)
(33§1valent to phentermine base.....30 mg)

c)l&ﬁég e below 300C (86°F); (Note - this statement is in conflict
“with the Teft panel recommendations)

d)  Left panel: Store and dispense Phentermine HC1 Tablets in tight
contafners. Store at controlled room temperature 159-300C
(599-860F), protect from moisture:

\ :

“Insert: NOT satisfactorj. Describe if tablets are scored or unscored, in
the HOW SUPPLIED SECTION.

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

2. Request that they revise labeling as recomiended, then prepare and submit
revised container labels, ) " /) ‘ L

Ke'rév T{J-Johnson

cc: ,
dup DR FE
KTd/c1/1-11-34 Voassmoil e




3 - *ENT OF HEALTH & HUMAN SERVICES

i
Memorandum
TO :Manufacturing Review Branch (HFN-322) DATE: \)Elwuddﬁ i ) /78 7
Division of Drug Quality Compliance .
FROM _ :Division of Gumf ' Drug b ' HT A > j"/‘ ~
Requester's Name Fynn A T g7 5 on PiONE: ¥/ 3- /3 7¢C

SUBJECT: ESTABLISHMENT EVALUATION REQUEST

el
NDA, ANDA, AND SUPPLEMENT NUMBER: 2% 576

——

DRUG TRADE MARK (if any)
DRUG NONPROPRIETARY NAME: PL[?V i—"(/WAMZ / é’ /1/1/”% / (‘747(€

DOSAGE FORM AND STRENGTH(S):____~ 7~ ° M5y T<H oble oA ? I

— -

DRUG CLASSIFICATION: PROFILE CLASS CODE:

(Priority) “Aor B 1c other CIIL

/?
APPLICANT'S NAME: . & 74 [ / Gmpa/ru;_ ,
ADDRESS: O~ X DTN Aok g M 7807 §

FACILITIES TO BE EVALUATED: (Name, Full Address, DMF§# (if any), and Responsibility)

’/'/19 > 464&:] / 4 -
7

Comments: ( ) See Attached.
( ) Actual on-site inspection requested.

Reason:

."uuluuucunuuuluuuuunlnunuﬁnnu-uo|un"uu"u"uunn
POR HFN-322 USE ONLY: ' oo

Request Rec'd: ' Inspection Requested:
: ’ (if applicable)

Pira(s) are in Compliance With GMPs:
Basis for Decision: '
Reviewing CSO: Concurrance:

PORM FDA 34 (1/83)




