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APPROVAL LETTER




NDA 11.522/8.010

Richwood Pharmaceutical Company. Inc. fer 13 1996
Attention: William A, Nuerge »

Chiel Operating Officer 1

7900 Tanner's Gate Drive, Suite 200

Florence, KY 41042 '

Dear Mt. Nuerge:

Supplemental application S-"'\ consists of the resubmission :

and provides critical analyses for the quantitation of d- and l-amphetamine, and updated
manufacturing, controls and test procedures. The supplemental application also provides draft
labeling revised in response to the Eederal Repister notice of August 8, 1970 (DES! 5378),
classifying this drug effective for use in the treatment of narcolepsy, sttention deficit disorder
with hyperactivity, and exogenous obesity.

We have completed the review of this supplementa| spplication including the submisted dnaft
labeling and have concluded that adequate information has been presented to demonstrate that
the drug product s safe and effective for use as recommended with the Iabeling changes listed
below.  Accordingly, we application, with these labeling revisions, is approved effective as of
the date of this letter. This action also spproves this application on the basis of effectiveness

The labeling revisions, as ugrecd to by Rob Palconer of your firm during his telephone
conversation with Steven D. Hardeman, R.Ph., of this &gency on January 26, 1996, are ¢ -
follows:

l. The statement currently placed in Wamings, “Clinical experience suggests .. growth
should be moniored during treatment.” should not be repeated under Precaution..
Pediatric Use. ‘

2. The statement under Precautions that FD&C Yellow #6 cauting allergic reactions 1s
unnecessary and xhould be deleted, as this Matement applies to FD&C Yellow #$ rather
than #6, ‘

!
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Under Adverse Rcaclmnsu(?nrdiovuculsr. the statement, “There have been isolated
reports ofcnrdiomyopalhy associated with chronje amphetamine use,” should be added

The treatment of overdosage section should be updated. an follows:
(additions are in redline font, deletions are in strikeout font)

OVERDOSAGE:

TREATMENT-Consult with a Certified Poison Control Center for UP 1o date guidance
and advice: Management of acutc amphctamine intoxication is largely symptomatic and
includes gastric lavage, administration of activated charcoal, administration of a cathartic
and sedation Fxperience with hemodialysis or peritoneal dialysis is
inadequate to permit recommendation in this regard. Acidification of the urine increases
amphetamine excretion, but |s believed to increase risk of acute renal faflure if
myoglobinuria is present. |f acute, severe hypertension complicates amphetamine
overdosage, administration of intravenous phentolamine (Regitinc®, CIBA) has been
suggested. However, a gradual drop in blood pressure wil] usually result when sufficient
sedation has been achieved. Chlorpromazine antagonizes the central stimulant efTects of
amphetamines and can be used lo treat amphetamine intoxication.

We also have the following request and scknowledgment regarding chemistry and manufacturing
controls:

L

2.

We request that you place all 6 validation baiches on long-term stability at ambiem fi.e,
cither 30*/ambRH or 25°/60%RH) conditions. Please provide your stability protocol) and
commitment (i.e. storage conditions, sampling times, and lests to be performed).

As requested, a 24-month expiration daling period at ambient conditions i3 acceptable.

These revisions are terms of the'supplement approval. Marketing the product before making,
cxactly as agreed o, the revisions in the products's labeling may render the product misbranded
and an unapproved new druy




NDA 11-522/5-010 3

Please sutmit sixteen copies of the FPL as soon as it is available, in no case more than 30
days after ix is printed or 6 months from the date of this letter. Please individually mount ten
of the copies on heavy weight paper or similar taaterial. For aministrative purposes this
submission should be designated "FINAL PRINTED LABELING" for approved supplemental
NDA 11-522/ s-010. Approval of this labeling by FDA s not required before it is used.
Should additional information relating to the safety and effectiveness of the drug become
available, further revision of that labeling may be required.

We remind you that you must comply with the requirements for an approved NDA set forth
under 21 CFR 314.80 and 314.8]

Should you have any questions, plcnsc‘comact Steven D Hardeman, R.Ph., Regulatory
Management Officer, at (301 )594.2777,

Sincerely yours,

(Zm 'z.«(l?»(‘?b

Robert Temple, M.D.

Director

Office of Drug Evaluation |

Center for Drug Evaluation and wesearch
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REVIEW AND EVALUATION OF CLINICAL DATA

NDA 11.522 (Obotrol/Addorall)

Sponsor: Richwood Pharmaceutical

Orug: Dextroamphetamine saccharate/amphetamine aspartate/dextroamphetamine
sulfate/amphatamine sulfale ' ' -
Material Roviewod: Prepublication draft of a Madical Lallor article regarding Adderall and
other drugs for attention deficit hyperactivity disorder

Date Recoived: October 17, 1994 '

l. Material Roviewaod

The Office of Hoalth Affairs has asked our Division to comment upon this Medical
Letter draft article, "Adderall and other drugs for attention deficit hyperactivity disordor.”
Adderall is a combination amphetamine product (soe above) which was formerly called
Obetrol. (I understand that this product may be subjoct to a compliance actlon; apparently it
I8 being markeled without an approved NDA, This information, howaver, Is still confidential.)

The draft article begins with a referencae to the "vigorous” promotion of Adderall, and
concludes by stating that no literature studies are available to support the safety and efficacy
of tho medication, or the claim that its effct lasts throughout the school day after one dose.
The body of the article reviews the pharmacotherapy for attention deficit hyperactivity
disorder (ADHD), and presents a balanced although brief summary of important clinical
considerations. The Information on dosing, pharmacokinetics and adverse effacts for the
most part agrees with what is commonly cited in the literature or described in the labeling for
the psychostimulants. Some items which might deserve mention as adverse effects are toxic
Psychosis and cardiovascular offocts; also, thare Is no refarence to the fact that
psychostimulants are associaled with many drug-drug interactions (e.0., with monoamine
oxidase inhibitors, pressors, olc. as noted in their respective labels). The article does not
mention lowering of the soizure thrashold as an adverse offacl; howaver, this is a somewhat
controversial topic and the literature on this purported effact of the stimulants is mixed,
Regarding efficacy, the article statos that no controlled studies have been published to
support the efficacy of Desoxyn or Adderall in ADHD. Nonetholoss, Deasoxyn is approved for
this indication. As Desoxyn was approved in 1843, however, the particular clinical t1al dota
which led to approval may not be readily accessible. A few compounds which have been
used "off label" In ADHD are siso mentioned (clonidine, desipramine, buproprion), but the
article is not inordinately promotional regarding theso drugs.

L]

Il. Conclusions and Recommendations

On balance, the draft articie Is an objective and rational summary of pharmacotherapy
for ADHD. ,

Woe have raviewad your draft article on *Adderall and other drugs for attention deficit
hyperactivity disorder” and we beliove that it presents a balanced and fair summary of
pharmacotherapy for this disorder. Wao have no corrections to suggest, but some minor

|




additions might bo In ordor. Space pormitting, toxic Psychosis and cardiovascular offocts
probably desorve montion in the paragraph on advorso offocts; likowiso, roforonce could bo
mado to tho fact that many drug-drug Intoractions, somo polontially sorlous, occur with the
Psychostimulants (0.9., with monoamino oxidaso Inhibltors, prossors, anticonvuisants otc: soo
their respactive package insorts), Additicnally, with rospoct {o tho use of non-stimufant drugs,
it could be notad that clinical exporionce with such drugs is limlted comparod 1o the oxtonsivo
oxporionce with psychostimulants, and that non-stimulants are not considorod first lino drugs;
no non-stimulant drugs have boon approved by FDA for this Ind'cation, {

Wo groatly approciate tho opportunity to comment upon this manuscript, and if wo
may help by providing commontary on other drafts In tho tuture, ploaso do not hesitate to

ask.
e Mgpfor— °//9/¢y

Andrew Mosholder, M.D.
Madical Officor, HFD-120

orig NDA 11.522 Div File :
cc: PLobor/TLnughron/SHardgman/AMosholdar
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MEMORANDUMNM DEPARTMENT OF HEALTH AND HUMAN 8ERVICRA
; PUBLIC HEALTH QSERVICE
YOOD AND DRUG ADMINISTRATION
(%

DATE: November 1, 1994

FROM: Steven D. Hardeman, R.Ph, M ”/’/"
Consumer Safety Officer
Division of Neuropharmacological Drug Products, HFD-120
|

THRU: Thomas Laughren, M.D,
Psychiatric Group Leader
Division of Neuropharmacological Drug Products, HFD-120

SUBJECT: NDA 11-522 Obetrol® / ADDERALL™ (dextroamphetamine sulfate,
dextroamphetamine saccharate, amphetamine sulfate, amphetamine aspartate)
10 mg and 20 mg Tablets Administrative History

TO: Paul Leber, M.D.
Director ;
Division of Neuropharmacological Drug Products, HFD-120

Outing my conversation of May 13, 1993, with Peggy Spade (NY District - FDA) and Brad
Williams (Office of Compliance), the approval status of NDA 11-522 (Obetrol® came into
question. | attempled to conduct a detailed administrative review of the NDA, however, no
record of the original file could be located. The Division Document Room Personnel insist that
the NDA is withdrawn and the file has been retired by the Central Document Room,

Subsequent efforts to retrieve the application were unsuccessful. | located a personal file and the
lollowing issues emeorged:

| :
1 In the federal Register n&lco of February 12, 1973, the Commissioner announced an

opportunity for hearing on his proposal to withdraw approval of new drug applications
for combination amphetamines.

k¥ The Commissioner, based on the review of the medical documentation offered to support
the claims of safetv and efficacy for Obetrol tablats, found that Rexar Pharmacal Comp.
failed to present substantial evidence of effectiveness. Approval of NDA 11.522 was
withdrawn by the Commissioner’s order effective on October 5, 1973. Notice of the
ruling was published in the Engoral Reglster of Septoember 25, 1973, *Final Order on
Certain Combination Anorectic Drugs®. (attachment 1)




v

6,

10.

In his telecon of February 26, 1982, to john Geiger (compliance), Dave Barash, CSO,
explained that the product was being marketed without an approved NDA, and asked
what action would be taken. An inspection took place on January 28, 1982, and no
validation data was available. : (attachment 3)

Tho S‘Pmor (Thad Demos - Richwood Pharmaceuticals) contacted me via phone in early
1994 {o request the status of the review of their reformulation supplement. | informed
him of the following;

a. It appears that the NDA was withdrawn by the commissioner In a Federal Register
Notice in September 1973,
b.

c Aside from references in COMIS and a personal file, the Division has no records
on tha NDA. | informed him that COMIS s merely a document tracking
database,

d. I advised that he should request a complete (unpurged) copy of all documents

including supplements, amendments and annual reports under the Freedom of
Information Act. | reminded him that he must also provide proof of ownership of
Rexar’'s NDA. He informed me that Richwood had purchased Rexar,

e I informed him that Rexar (Richwood) Is in a precarious situation in that they are
unable to provide documentation of their NDA's approval status and appear to be
marketing without an approved NDA.

In the letter of October 21, 1994, the sponsor requested coples of material contained in
my personal file. In my letter of October 26, 1994, | forwarded a copy of the September
25, 1973, Fedaral Register notice and a copy of the Division’s letter of September 9,
1980, (attachment 4)

Following the sponsor's initial inquiry, | contacted Doug Ellsworth and Lee Drapkin
(compliance) to ask the status of compliance actions for this product. In his phone call of
September 23, 1994, Larry Daurio of FDA NY District Compliance informed me that a
"Warning Letter” for the Obetrol products was (o be issued to the sponsor on October 24,
1994, (attachinent ) :




11,

In the September 1994 edition of the Journal of the American Academy of Child and
Adolescent Psychiatry, Richwood Pharmaceuticals (new owners of Rexar Pharmacal) is
promoting Obetrol (renamed ADDERALL) as a unique once a day alternative in the
treatment of ADHD. (attachment 6)

12. In a consult request from HFY-1/Office of Health Affairs, the Division was asked to
comment on the Medical Letter draft article "Adderall and Other Drugs for Attention
Deficit Hyperactivity Disorder". (attachment 7) '
13. A copy of the ADDERALL advertising and a copy of the "Waining Letter" was forwarded
to Sherry Danese (DDMAC) on October 31, 1994,
cc:
HFD-120
HFD-120/Leber
/Laughren
/Purvis
/Hardeman

November 1, 1994

C:\DOCS\NDA\OBETROL\OBETROL.MEM

MEMORANDUM FOR RECORD
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edditive will hot hinve 2 zignifcant éne
virenmental finpact, Coples of ths en-
viranmental tmpact analysiy repoit are
nvatiable 1 the "Oflze of the Arsistant
Commissioner. for. Pubhe Afialrs, 1tm.
15B<42or the Othice of the Hearing Clerk;
Foal and Druy Avuiministeation, Rin. 6=
b6, 5630 Firhers Lane, Itoekville, MD
20352,

Daled SeitembUer 12, 1973,

Vincin O, Wobicka,
Director, Dureau of Foods.

[Tt D0e.73-20209 Pited 9-14~T3:8:45 am)

i

[DESE 5378; Docket No, FDC-D-882; NDA
11-822)

CERTAIN COMBINATION ANORECTIC
: DRUGS :

Final O¢car on Odjections and Nequest for
A Hearlng Reparding Vithdrawal of Ap-
rroval of New Drugg Applications

In the I'roerat Recrstex of August 8,
1970 (35 FI212652) the Comimlssioner of
Faod nnd Lrugs published a statenmient
ol ley (21 CFI 130.46) coucerning ames
phelaniines for humnn uce, 1he states
ment contained the Andings of the Food
and Drun Administration based upon re-
ports received from the National Acades
my of Belences-National Rescarch Coune
ell (NAB-NNC). Drug Eficacy  Btudy
Qroun. Alsd published in the Frorrat
Rrarstrn of August 8, 1070 (35 FIY 12078
was a notize (DESI 531C) on drugs cone
taining  amphetamines and their salts,
staling that the drugs were regarded
RS passible eftectiva for thelr clrimned
annrecue efieet end lacked subtiunual
evidence of effectiveness for their othee
lnkated Indientions - The statement of
poliey nlru enntained the Andings of the
Cemmisaioner. that because of the ex»
tensive use of the drugs in the treatment
ol ohecity, and their slimulant effect on
the nervous svatem, they hive s poten.
tisl for misuse and actual abugse, end
production data Indicated that smphetas
miea: are produced and preseribad In
auantities preally in cxeess of demone
stroled medienl needs, As a eondition for
conlinued: markcting of amplietamnines,
Lthie statemant of policy required relabels
Ing as speethad and the submission of a
new drug applicution (NDA) within one
year for all sueh drugs not then the subs
Jeet of NDA approval, Holders of (1.0}
praved NDAs: wore required to submit
ndiiionnl evidence of snfety snd snbs
stnnual vvidenco of ceacy In the form
of adequate and woll-controlled elindcal
investigations;

On February 12, 1973, the Conunls.
sloher published In the Froexas Reoteran
(33 FI 4249 n Nno) order stating that
thaen wiae o tack of pueiantial evidsnre
ol eilectivencsa for, and a recognised
polentinl for the abuse of. Axed come
hination drugs for anorectie use which
contained,  amung - olher tngreldesits,
amphetaniine, methamplictamine, - or
doxtroamphetamine. In additlon, the
Commimioner found that sltemative
therapeutic measures which are sate and
Cltective are availabls for tue; The Com.

e loncr nlso stated In the final order
1 a mixture of dextroamphelanyine
dau amphetamine I8 ordinarlly reaarded
nx a sinple drug entity, A alinllar conelus
sion as to N mixture of dextronmplictas-
inine - and. methamphetamine, and/or
amphetamine and - methamphetamine,
was ‘ot minde. In f 360 (21 CIH 368)
the Food and Drug Administration set
forth o poliey  on- fixed-combinnation
drugs for prescription use requiring that
each drug n a fixed-combination drug
contribute to the claimed effect of the
drug: section IV, infra, Therefore, drugs
containing combinations of  amphaotas
mtne and methamphetamine and/or
dextroamphelaming and methanmphetas
mine, ore fNixed combination drugs. Tla
Ninal ‘order nlso stated that & proposal

to withdrnw approval of such combina=

tlon ‘drugs: for suorectie use was pube
lished clsewhere in the xanie izsua of the
Frormat Recisnn,

In/a notice In the Frprrac Rectsren
of February 12,1073 (38 FIL 4270), tho
Commissioner announced an opportunity
for hearing on his proposal to withdraw
approval ol new drug applleations for
the combination nmphetamine or olhes
anorectic drugs, This notice wns based
on_evaluation of data submitted pure
ruant to the Fuosnat Ileorsren notice of
August 0. 1070 (38 FIU.12678), This data
wns found, nfter review, not to provids
substantier]l = evidence - that  the drugs
named In the Fronnat Reocisrea notice of
February 12, 1973, were effective as Nxed
combination for their clainied nnorectie
uses. Dased on thin Inek of substantinl
evidence of effectivenees of the druns as
fixed -combinations, the reeogniced pos
tential for abuse cof these combination
druts, and the avatlability af alternntive
therapeutic measures which nre snfe and
eflective, the nained diugs wora nlso
found to be lacking In proot of safety,
The Commissioner further found that
the data submitted in response to the
Proenst. Rectsren notice of August 8,
1970, did notl support m eontention that
the combinnation products: decrenss the
incidence or severily of side effects ape
soc¢iated with the abuse potentla) of the
sinale entity anorectis drug, Nollco wng
theretore given to holders of the nanted
new drug applications and all other
interested persons, Including those mare
keting similar, (dentical or relntod drugs
(113040 €21 CFR 130.40))  that the
Conimissioner proposed Lo withdraw aps

roval. of those new drup applieations

sed On A 100k ol substantisl evidence
of etlectivencss and a laek of proof of
ssfety. All holders of (he NDA's and pers
sons markeung similne, Identica) or res
lated drugs, and other: Intercsted pers
sons were Invited L request a hearing
on the pracasad vithdrnwaly apd 1o sihe
UL R aueh requual A well organired
and full-fnatual anniyais of the elinieal
and other Inveatigationa)l data they were
preparcd Lo prrove in support of their ops
position Lo the withdrawal of the named
NDA’s and any sueh similar, Identical
or related drugs. The notice stated that
it substantal evidence of efNectiveness
And evidence of salety was roceived for

£

~—/20 —
and o(D / %

o named druis, or !o{ similar,
jdend nd related drugs, tia notico
would Wi trscinded as Lo fuch druzgs,

In rosponse Lo the natjce in the Fro.
ERAL Rrousren of February 12, 1973, re.
quests fur & hearing were riceived from
four persnns for five Aaruzs. The porsons
And the drups were nansed {r, the Frogreas,
Recwsren notice of Mareh 30, 1973 (38 FR
8290), The subject final order concerny
only two of those persons requesting
hearings. ' A

Rexar Pharmacal Co., 206 Rockaway |
Ave,, Valley Btream, NY 11582, requasted
& hearing for the drugs Qbetrol-10 and
Obetrol-20 Tablets (NDA 11-822). These
druzs are the subject of sn NDA which |
was made -concillonully effective on
July 24, 1059, end fully effective on Feb.
runry 23, 1060. The Obetro} drugs had
been reviewed by. the NAS-NRC and
found to be porsibly effective as an ad-
junet in the management of some forms
of ohesity in which an appetite depress
cent is indicated. The NAB-NRC finding
was incorporated into the August 8, 1970
Froeaat Recisrer notlce discussed above
(38 I"R 12670). ‘

Deleo Chemical Co., 7 McQuestén
Darkway North, Mount Vernon, NY
10530, requested a hearing for the druzs
Delcobese Sustnined Release Tablets and
Cnpsules and  Delcobese Tablels and
Capsules, Pursuant to the August 8,197
Feocrat Rectsyer order, the Commise
sloner received from Darrons Pharmnaeat
Ine., 300 Prospect £t., Inwood, NY 11696,
four new diuz applicalions on the fol.
lowing datee for the folloving druex:
March 10, 3151, NDA 17-1€3, Delcobese
Tablets, 8 my., 10 my, 15 meg., and 20
m3.; - hIarch 18, 1071, NDA 17-161,
Deleobera Cansules, 8 mg.. 10 mz,318 me,
and 20 mg.: March 26; 1911, NDA 17-100,
Delcobese Bustained Rejease Capsides,
0:mg. 10 my, 18 mg, and 20 mg.: and
Juno 24, 3071, NDA. 17-180, Delcobete
Bustained Neoloase Double-Layer Tablets,
8 m3. 10 mg. 18 mg. and 20 mg, Al four -
of the drugs corsist of a combtnation of
amphetamines snd methamphetamines.
No dnta was subiniited in support of the
eficacy ol these comdination drugs; the
sboiusor merely parsphrased the conclu-
slons stated In the August 8, 1970 Froraat,
Reatsrrr notice In support of the safely
and efMceacy of the cdrues for use as
anoresties and in treating narcolepsy
And minimal braln dpsfunction In
children,

Dua to the large number of new drug
spplicalions: received pursnant to the
August &, 1970 Prernay Rrorsres order,
A review and evaluation of the new drug
applications submitied by Darrows was
dolayed. Darrows was notified of this
dzinw he a Jelter from the Pend and
Drug Adminiatration . on Yevruary 23,
1973, On January 18, 1973, a letter was
sunt Lo Datrows from J. Richard Crout,
M.D., Acting Director, Oftce of Sctentine
Evaluation. Dureay of Drugs, stating
the conclusion of the Pood and Drug
Adnunistration that the four new drug
applications rubmitied by Darvows could
not be approved because the submissiona

; TEOtRAL REGIStER, VOL. 38, HO. 10)-<TULIOAY, SEPTEMELE 98, Vo)
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NOTICES

P i
iwfied to damonstrate that each compo/~\salablishing that a studr is adeaunte and

nentol the deup makea n contrbution t
the: elnfmied effeel and that the dosngo
ol each component is suchy Uiat e comne
Lination 15 safe and effective for a sige
pifcant: patient population - requiring
ruch: concurren: thernpy a3 defned w
the labeling for the Jdrug (21 CI'R3.86).
In response to ihls letter, Delco Chemie
enl Co., Ine,, "1 McQuesten Parkway
North, Meunt V-rnon, NY 10350, noatned
the Food and Drug Adnmintstration that
It was reformulating the products cube
Ject to the suhmitted new drug applica.
tions. into: “sinnle entity amphetaming
preparations.” No further communicas
tion has taken place.

The other drugs named In thé Frocaat
Reatsren notice of March 30, 1973, will
be the subject of orders ruling on tha
requests for hearings Lo be publishied in
the PProtrit Necisren at o future-date,

L. The Lrugs n. Obetrol 10 ond Obetrol
20 Tablets; respectively contatn 2.5 mg,
erch ordmg, each of methamphetamine
saccharate, Inethemphetamine hydros
chloride, amphetamine sullate, and dexs
troamnhetamine sulfnte per tablet,

L. The four Delcobese drugs nre combie
nations of dextronmphetanine sulinte,
methariphetamine hydrochloride, motlis
nmphetamine adipate and smphelamine
sulinte,

1. Recommended Uses a, Obetrol 10
and Obetrol 20 Toblets are recommended
In exogenous obesity as o short-terin (a
few: weeks) adjunct Lo regimen ot
welght * teduction  based on calorie
resiriction. .

h. The Delecohere drurs are. recoms
inanded In exogenous obosity, as a shorts
Lerm ta few weaks) sdjunct inaregimen
of welght yeduction baved on calorie res
striction; and tn the treatment of narcos
lepsy and minimal brain dysfunction in
chiidren

IIT. The Data 1o Sunport Claimy o/ L'/
leetivemess A, Obetrol 10 and Obetrol 20
Tablels §, Publirhed Studier, Mexar has
submittad Nve lteratupe reprints which
It contends eupport (he efdcacy of
Obetrol =~ Tablets. For tha followin
rensons, these studies are not nbatentia
ovidence of the eMectiveness of Obetrol
Tablats since they are not ndequnts and
well-controited. elinienl investigations,

N. Modern Manapement of Obesityw
The "Social Diet®, Milton Plote, M.D,
JAMAL July: 28, 1050, Vol. 170, pp,
18131818, Thiv report s substantinily
A discourre on the cnunes of oberily and
the various methods of Livating the cons
dillon. It merely reports that the author
feels that some investigators, including
himsell, have estadlished o genuine
therapeutia action with certatn drugs in
promoling weight reduction, There s no
Arterl flpiart daty [Maddedll J, HELIT 0 T4
cussion of the Investigntions as to size of
the studies, no controls o statisuieal
mothods, and no reference Lo the compos
sitlon of the drugs that were emplored
tn the Investigations, as required by
§130.12000(8) (21 OMN 130.12). The
author mientions that Obeteol "ot used
in "this” study, but the reference to
which study is unclear. The enteria for

3

xcll-controlled, set forth at §1330,12¢a)
(87, have not been met, ;

1 Tha study s, on il face, InsuMelent
to support any clalim of efleclivenaas for
the Obetrol Products. Tho Coinmiissioner
finds that this article Is not tudbstantial
evidence of tise eMeacy of Obetrol Tabe
Jets,

‘b, The Treatinent of Obesity in
Natlents Wilh Cardiovaseular Diseaie,
Franklin 8imon, M.D, and Arthur Barne
steln, M.D,, Anplology, Vol. 12 Ne, 1, Jans«
uary, 1081, 32-37, This Ia o report of the
obesity problem 13 the United Blates
and a study conducted with Obetrol,

‘The atudy reported conslsted of 100
padents who were seon by the investie
pators for “varying™ periods of time. "T)ie
nuthors stated Lhe Lest was conducled
for two months, an “appropriate” period
ofl tme, Why the two morths was “ap.
propriate™ s not stated, The atandard
for deternining “overweight” was given

A8 “overwelght by any standard used.”

Both Obetrol 10 and Obetrol 20 were ad»
ministered, with dosage and time of ads
ministration altered to conlorm to Lndie
vidual requirements,

0 Allempl was made Lo use any cone
trote In thie study, The investigalors res
ported that a placebo substitute was ate
tempted with twenty-five patlents aller
four vecks of treatment, but this type
of placebo employment is not a placebo
control contemplated by §130.12(n) (8)
() (@) L) (1Y, since the regulation ree
quires: that the test drug be compared
®ith the resulls of & patient group to
®hom « piacebo, In al) respecia Dhysically
Jdentical 1o the test drug, has boon sd.
inthistered throughout the study., The
subject study did not comply with the
regulation, '

The patent populstion was made up
of'patients some of whom had some sort
uf eardiovascular disonse with or without
diabetes, some with diabotes alone, and
s00ve with no other disease conditions,
There Is no Information as to sultability
of the patients o be Included in N atudy
Lo determine the eftectivoness of an anos
recilo, and no assursnes of comparadllity
of the tost group with a control grotup,
since & control group was not employed
(1 130.12() (8) (1) (@) (2) (1) and iy,
Decause of the greal vaitations In the
physical condilons of the patianta and
the other medications they were aking,
and the variations of dosage and duras
Lion of administration reporied by the
authors, any specifio finding by the in.
vesUgatern related Lo the eflectivoness
of Obetrol ls of quostionable value,

Beolion 130.13¢a) (8) (1)) ta) (§) requires
that "a summary of (he methods of
analysis and an evaluation of the dala
derived from (he study, includine any
8 M1sLo statistics’ mevhioas” be suos
mitted, No such data is presented in this
study, Therefors, It 18 not possible 0
evaluate the analyUeal and slatiatical
tnethods emplayed it order Lo determing
tha validity of the results and the invess
Ugator's conclusions,

Tha resuits of the study were stated In
general terms of e tolal number of

‘ pLIE

poy~fi lost, with an average belng as.
F114 to each patient, No actual patient
reslais - were statcd, The Investigators
state that the ranpe of welght Jows varied
{rom “almost nothing” Lo 25 pounds, The
suthors admit- that Lheir resulls are
“made up of combining the good %ith the
bad, the eflective with the ineflective
woight reducer.” Thus, It i impossbis
to draw any meaningful conclusions ag
1o tho eflicacy of Obetrol from the study
because full reports of patient data o%.

"tained from tha study are not presented
a3 required by 11301200 ¢80 (80) (a) ($),
< In addition, since Obetrol Is a combie
hation drug within the meaning of .88,
the Investigators must show that both
the nmphetamine and methamphetaming
components of Lthe drug contribute Lo the
drug's purposed efTect. No such showing
was made in: this study,

The Commissioner finds that this study
I35 not substantial evidence of the effec.
tiveness of Obetrol Tablets. ,

e Trealment of Obese Diobetics and
Arteriosclerotics, Arthur Lernstein, M.D,
8nd Franklin Bimon, M.D,, Reprint from
Clinfeal® Mecdicine, May, 1961, pp. 1-8.
TI!s is another teport of the study dis-
cussed In b, above, It contains no more
patient information or data than does
the other report, snd no statistical analy-
818, or the reasons stated above, Lhe
Commissioner Ands this study i3 not tub-
stantinl evidence of tise eflecliveness of
Obetrol Tablels.

d. Use of an Amphelamine.Combdina.
tion Drup in an Anti-Obesity Clinie, Mer-
rill Derman, M.D, and Ian Anderson,
M.D. Md, 8L, Med, 2, Jan,, 1048, pp, 22
31, This §s & report of study eonducted
with. Obetrol«10 Tablets, The piauent
population numbered 43; the only medi.
¢nl problem of the group was obetity. The
arug was tested in 25 patients and com-

- pared with 18 patients to whom no med.
jealion was administered, The authors
stated that *the final outcome of this
Mudy will swall ts uitimate re-evalua.
tion when the patients sre reviewed one
year from the tme they entered the
elinie program.”

The patisnts were selectd at random,
and randomly placed on e\ther the drvg
or no treatmant. Both Lest and control
patients were weighed each week, gtven
nutritional counseling and participated
in the same discussicns. The re.
Bults obtained showed that the group to
whom the drug had been administered
Jost niv average of 20.3 pounds over a ten
week period, while the control Lroup ot
an average of .61 pounds over the ten
week period. The actual weight loss lor
ench patient is Labulated. The authory
concluded that “the group or. the am.
rhnumm preparation was adle to Jose

™Moo ae Inueh, on the average, as the
coutrol group.”

The atudy i deficient In several re.
Spects. FInt the degree of overweight
of the pauents 18 not &pecifed. Becond,

(] ol randomizing Lhe selection
of the patients Is not stated, nor s a tatile

ol random numbery presentee (413013

(8)()), Data U not presented ar Lo the

number of entrants in the «tudy and the
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1) Id a8 adminise
f dropoutls, This data Iy nece . /imelraxine derochlor e w L
i’é‘.’;"’&ﬁ?\ lnro?der to demonstrate that lered; and 29 to whony Obetrol was ade

equnl numbers of palients were placed
in ench group and to follow up on these
patients to aacertath why they dropped
out. Finally, the anal¥tien) technique for
evaluating the reasulls is not described
making It Impossidble Lo -establish: the
significance of .tho differences of treat-
ment of the two groups (§ 130.13(a) (8)
tirea)ed))y,

Inadition to the above deficiencies, the
study i not edequate and well-controlled
Lo eatablish the eMeacy of Obetrol for the
followlivg reasons. As polnted out by the
investigators In this and the other studies
submitled by Nexar, one of tha major
factors  contidbuting  to obesity, and
crucial In jta treatment, Is the psychos
logieal condition of the patient. In order
to conduct an.adequately controlled test
with on obesily drug, it 1a imperative that *
placebo controls as set forth in §130.12
(R) (B U11) (@) ¢4) (1) ba employed so that
all patients think that they are recelving
stome medication In order to adequately
compatre the test and control groups. No
treatment controls are tnsufcient in this
t1yna of study since a placebo has a defl.
nite and signiNcant effect in obexity
studies ¢ 1301240 () Ll (@) (4) (1) ), As
With all placebo studies, true double
blinding is required. Thuas, a third party
must paeksge both the active drugs and
the placebos In containers which are ine
distinguishable and which can only be
identified sy code numbers known only to
the third party, The placebos and drugs
must be physically Indistingiishable to
both the physician and the patient. Only
in this manner will the study result In
neither the phyatetan nor the patient bes
Ing aware, at the Ume of treatmoent,
which patlent 1y recelving the drug or
the placebo. Tius s required so that
physicion and . patient oxpectations do
not bins the study, Double blinding wos
not dona in this study,

Finslly, the study was not conductled
in such & manner that the Livostigatrrs
demonatrated that both: the ampheta.
imine and the methamphetamine constits
wents “of - Cbotrol - contrihuted to Iis
anorectic effect, Buch a showing is re.
quired Lo establish the eficacy of a Nxed
combination diug such a3 Obetrol. In
order Lo show the eontribution of each
ingredient 1t Is necemsary to have four
test groups=one on. the combdination
drug, one each on ench of the sctive
ingrodietits, and one on a placebo. This
was not done () 3.4¢).

The Commissioner Anda that this study
Ia not substantial evidencs of the efBcacy
of Obetrol Tablets.

s, Camnarionn of WWelaht Lorses With
Thelr Reducing ReoimenssDiet Therapy,
Phenmetratine, and , , , Obetrol, Merrii]
Derman, M.D, and Yan Anderson, MD,,
'c'.:z ;_:c’.omrmm Soc'y, Vo, 14 No. 6, pp,

In this study, 68 overweight female
outpatients In the Anu. ry Clinle
were randomly divided into thres groups,
unecqual in site: 18 Lo whom no medica.
Uon was administered; 41 Lo whom phen-

"ministered. There s noexpianation given
for the variation In the number of sube.
Jecta In-ench groun, The no trestment
‘group had an obesiLy dwslion of 10 years
tor Junger (8l casert Uie other two
‘groups had a long obesiiy duration, There
‘18 no reason given why the 10 years for
ithe no-treatment group s slpnifcant or
.why the lack of spocific auration of
;‘rb«lty for the olhar two groups is algnife
‘Jeans, .,

©The resulls ¢! the study showed an
Aversge loss of 2.0 pounds In two Jweeks,
4.2 pounds n four weeks, 8.4 pounds in
8x waeks, 8.8 poundas In elght weeks and
10.3 pounds In 10 weals for the controls,
Por the phenmetrazine group, the Avere
Age welght loss was 3.6 pounds in two
weeks, 0,8 nounds In four weoks, 0.7
pounds In eix weeks, 11.9 pounds In eight
weeks -And 138 pounds In 10 weeks,
Finlly, the Obetrol group averaged a
velght loss of 8.0 pounds in two weeka,
9.5 pounds In four weeks, 13,8 pounds in
Lix weeks, 18.3 pounds in elght weeks and
22.6 pounds In 10 woeks,

- Tha resulta are not meaningful alnce
there are no data relevant Lo tho amcunt
and frequency of medication, The degroe
ol overwelght of tho patients is 1ot given
80 Lhat an objeutive compariaon of the
test aubjects’ weigh® loss is not possible,
There I3 no method of randomiziny the
Mlection of the subjects stated, nor s
table of random numbers presented. The
snalytical technique for evaluating the
resulta is not described #o that the signife
cance of tl.e difleronces of treatment of
the various groups calinot be eslabllshed
€1 130120 (8 UL ) ¢4), nnd (a)($)
U ) ¢ ), iy, and () ),

| As with the study discussed fn = -
graph d. above, Lhe necessnry plars, - o
not present, The “active ¢rug” contiol is
fhauMeient bocause the admintatration of
& placebo would not be contrary to the
intarest of the patlent (1 130.12(n) ¢8) 1)
@) L) i), Furthermoroe, the follow.up
study, in which only Obetrol was used,
and then, only aa needed, hias no sige
niNeance for purpoces of demonstnratling
the ecacy of Obetrol, The atudy s not
cdequalely double bilnded for the rea
suns set forth (a d above. Finally, there
are no Jala (o show that both the ame
phelamtine and methamphelamine cone
stituenta of Obetrol contributed to the
¢Mcacy of the drug GA 3.00),

“The Comnitaslonar finda that Uils study
Is not substantial evidence of the efe
Bcacy of Obatrol Tablets,

. 8. Unpubllshed Btudies, o, The Lederco
studies, Rexas 8lso submitiod two studies
conducled by Leberco Laboratories In
1052, The rtudien are annarentl prnte
Loxicity studies. The Nrat was conducted
with Dexediine, The purpose of this un.
controlled study ls not staled. The target
r’omnuan oslanalbly  consisted  of

normial, healthy albine rals”, althoush
{he eriteria (o detorminin € condl.
Uon of the rats 1s not stated (§ 330.)3
(I UD (@D LD, The anima were
fed 10 milligrams of Dexedrine per co
oq A suspension substanee for an unspeci«

]
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ﬁﬂod of time, possibly only oncs,
Jf g Lhix 18 not-clear, The invests.
gator cuncluded that “when the above
resulls were caleulated Rceording to the
method of Dehretw, the LD, was estab.
Hahed o bo 112 militgrams per kilogram
of rat. This I8 equivalent to 8,720 mili~
grams in a 80 kilogram human being.”

Thae second study was conducled with
500 tablels of “Oby-Nex #1~, €Omposi~
tion not stated. The purpose of this un-
cantrolled study Is nol stated. In this
sludy, the target populsiion ostensibly
consisted  of “normal,
ral”, although the criteria for deotere
mining the condition of the rata ig
not stated (1 130.12¢a) (8) (1) Ca) (2) (D) ),
The teat animals were fed 40 milligrams
of Oby-Rax @1 per cc of a suspension
substance for an unspecifed length of
time, possiLly only once, although this
I8 nol clear, The investigator conciuded
that “when the above resulls were cal-
culated ‘according to Dehrens, it was
found that the LD, of the test material
I8 283 milligrams per kilogram of g,
This ts analogous in the human to 16,890
milligrama®,

Noxar states that these two studies
were comparative, but falls Lo state what
was béing compared, and the resuits of
Any such a comparison are nowhers
sated, Purthermore, the results are not
confirmed by elinicad data since they are
only sculs data, The results. of such
animal studies csnnot be extrspolated
to man, Therefore, these studies do not

rove the safety of Obetrol Tablets in

unian be'ngs,

The two studies do not estabilsh elther
tho efectiveness or safety of Obetrol,
Indeed, whether or not the *Oby-Rex
£1° 8 of the same composition as
Obetrot is not stated. The Commisusionsr
finds that Lhese studies do not constitute
evidence of safety or substantia] evi-
dcnc‘o of the eMcacy of Obetrol Tad.
Jeta*tor its Intended use,

b, The Nedeiman study. In a letter
dated Seplember 21, 1971, Nexar was
advised by the Food and Drug Admin.
stration that a proposed elinica) proto.
col for a doudble-bling efcacy sMudy of
Obetrol was deficient In several respects;
seversl requirements for the study tn be

equste and well-controlled were pro.
o Raxsr, One of these require.
ments was that Rexar “showld provide
for sequiring data on the contributions
of the individual constituents Lo the total
claimed effect for the drug.” Naxar b
milled with its request for a hearing, a
copy of & protocol of a study to be con-
ducled with  Obetrol for Rexar by

Modlc:} and Technical Research Assoct. ,

ates, Medlord, MA, dated January

1973, Theare is na mention In the pmwtol“'
of scquining gata oo the contribution
of the Individual corativents W the
total claimed efect for the diug, The '

Rexar submitted the results of this study,
which was conducted by Phllip B, Nedel-
mm.MD.lntMlmwmtotMtwdr.l

»
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/{nr bt Pursuant to the £15Y s & sincle drug entity, & mixture of lglstered: and one to -
tember 21, 1071 Food and Drug Adrna inmphetamine and methamphetamine, or -4 8dministered. As po

- the placebo. The 1nve .iyator Slates that aiphetamine and methamphetamine & beso suslained reless
drug subject ‘o §3.80 sules g & short term a

]
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whom a placebo
Inted out Sbove,

Istration letter, It was Incorporating ‘a mixture of dextronmphetamine and none. nf  the suhmitted sudies wepry

new requireinents for the Study, and sot ‘methamphetamine I8 not regurded as cearried out fn this
thein: out: These - revited requlrements ‘sinple drug entity. The Comminsioner's eflcctivencas of (hes
did not inrlude a nrovision for mequir- fAnding Is sound froma phnarmacological brescrintion drugs h
g dataon the contribution of the indl- and chemieal standpolnt, otid no evie by either Nesnr or
vidunl constituents to the tota) claimed dence was submitted to refutat, V. Legal Objectins,
ellect of the drug, Thus, at the threshold, - ! Dextroamphistamine is one of the two  t.ons o the withdrawy
the study 13 not adequate since Rexar  opUcal  lsomers “which constitute the NDA 11822 were raised
falled to comply with the requirements racemic mixture known ng ampheta- or Delco, Delco aemit
for the study Lo be considered adequato  mine: ity chemical formula |s ideniieal for a hearing that th
and well.controlled. ‘ ) with that - of amphetar.ine, - Meth. are timiar to the Obetro

In addition; the study Itaelf ts defclent amphetamine,

however, Is & distinet cobess drugs are thus

manner, Thys, the
(] nndvcomblmuon
45 not been proven
co

'No fean! objec.
! of approvay of

by cither Rexay

ted in s request

Delcodbese drugs

1drugs. The Dej.

subject Lo the

In several respects. Thiere Are no data chemical entity with o formula diftcrent  conclusions of the Commissioner reached

rrovided on patient selection, condition,  from smphetamine or dextronmphatas  with reapect Lo the O
randomization, comparabllity of test and  ine, Melthamphetamine Is one of many  their NDA (] 13040),

control rroups, or steps taken Lo rinds ditorent sympathomimetle amines, sueh I 21 ‘The Com
or nhmylnromno’umlm, on the review of the

mize blas - (} 130.12¢ay (8) 11y (a) (¢4 w ephedring
and (4)), There are no dala presented

hile methamphotamine and ampheta« tin offered to
Lo show that an adequate placebo cone mine are at times lumped togother due to  salety and eflicney
trol wns employed since the data pre- their similar Pharmacoiogical action, as a short term
sented do not state whother a certain - namely eentral nervous system slimula- . welght réductio

number of patients received only the tlon, the differences in pharmacological striction in ex
drug and a certain number recelved only actions and chemistry make a mixturs of cobese tablets

Lhe grouns were vesignated X And Y, but  combination

sintes both X and Yy STou! s recelved - (Goodman and Gilman, The Pharnaco. men of welght reductio

Obhetrol. Furthermore, the ‘Investipator loglcal Basis  of Therapeuties, 1970,  restricUon
p »

tates that both groups recalved a known
-Placebo during the 1agy or» week of the The fxed

€5 13002080 1y, DLay ey, bihed Into n

The Cot.»  .ares  fings that the drug must make n contiibution to the uets. No dala WAS sud

Nedelman ¢, b substantial evie  cldimed effect, In addition, the dosage of Nxed-comlvnation drug

dence " of Obetrol ‘Tablets, each drug In the combination must Le  use that establishes that
no " stated abova. no data saleand effeclive for a signiAcant patient components make a con

from (' ‘- astigations were sub-  population reaiiring concurrent therapy  clalr.ed efect of the dru

Miles = no sanapproval now drug feidenned In

fubmitie
I8 47 physicians reporia from a survey component,

conducted by Delco from 1964 to 1908, Bince the Obelrol and Delcobase drugs  8n4 Delcovese are
Mot of the physicians used the érug for are Nxed combination drugs because they #afety data submitte

801-808, 2034200), Ahe trestn..nt o

comuination prescription  brain dysfunet)
Sudy. Therciore. n compar.yun of the  drug policy, set forth at §3.86, provides Rexar Pharmacal Corp. o
‘test and con. #py Rrouns {: ol nossible  that where tw

Ui drug's Inbeling, Excop.  Neither Rexar or Del
applicativi: 1e: U.e Dileobese drugs. In  tions to this genersl ruje Are whore a  dala to establish that
Deleo's tsue, tapg hearing, no Investi- eoinponent (s added to enhance the Uial for abuse of the ©
EAlLNS, Lactin g adequate and well. sa ety or eflectiveness of the Principnl ~ bese drugs, In additio
comrourg cinical Javestizations were Letive component or Lo minimize the po. I the record to show

- All that Delco hay presented tentinl for abuse of the principal active safer and effective d
use for the conditions

treating obesity, 8lthough some did not  conatst of two seporate diug nlitles, am. ~ucute taxicity

stato for whal purpose they wsed the  phétamuyes and dextrosmphietamines ag  Arug “Oby-Tex ",
d:ug. Only one phytician stated he wed one diug untity and methamphetamires  Were not tonfrmed
the diug to treat narcolepsy, and nune as s sccond drug entity, these druas ure  Therefore, no evidence
Stated they used the drug 1o trent min)e sublcct W the fixed combination nre.  Mitied which challenges
mal brain dystunction tn children, There scrintion drug policy, Nelthor of the tro  #r's Ondink a1 to the
8ra also no data prosented on whether Special eases applies here, since no data  safety or which, in fact,
£ansulos or Lablel were adininistered or  weg submitled Lo show that otie drug Of Obetrol ang Delco

betrol drugs ang

missioner, based

medical documenta.
support the chaims of
for Obetrol Tablets
sdjunct to & regimen of
N bascd on calorfe re.
ogenous ohezity, and Del.
pules and Delcos
lablets and eap.
djunct 1o a regts
n based on calarie

obesity and t1a

I narcolepsy and mbiiyimal

cren, finds that
nd Delce Cheme

0 OF more drugs are eom. Ical Co, have fajled to present sub:tantiaj
Mngle dosape form, each evidence of eflectiveness
mitted on these

fo. these prod.
for preseription

each of the drug
tribution to the

£ (380,

here 13 no poten.
betrol and Delco-
n, there 1s nothing
that there are not
rues availodle fop
for which Obetrol
intended. The only
d were the apparent
conducted with g
the resulls of whiehy
with elinical data,

hes been sude

the Commission.
laek of proof of
proves the salety
bess, and & heartng

whethor the medication was of the aus. enlity enhanced the saloty or efteetive. 8 ot necessary on this fssus. Neverthe.

tained releane Lype, The material, Ave o n
::S X:un old, was not submitted with the -eq

The plivalcian reporis are testimonials  phe mine and ¢
At best. There are no actual patient data  met. amphataming

parta of the two drug enuties, this order, becomes
Becond, the abuse Poltitial of both am. stantia) evidence of
extroamphetamine, and  Obetrol or Delcobese has
I8 well  known Therelore, the drup wou

nxf'ot the other; the drums consist of 1083, the safety lssue, for
um

the purposes of

moot since no sud.

eflectiveness of
been submitted,
id be wilh.

In any renort. None of these "investigas throughout both the medieal ang Iny drawn from the market even if they

Lona™ were controlled, Yurthermore, ecominunities,

there are no data (hat demonatrate drug entity to
that the constituent Ingredients 1 the - hinies the patentia) for abwae for one or the approval of
Dulcobers drurs contribute (o the tolal  the other, The fixed eombination poliey tion heietotore
clauned enevun tor Live drugs. Sine Come  WIus Bppiiwe 40 Uiwy
misstoner Nnds thay these Lestimonials Rexar and Deleo,
Are nol substantial evidence of the e+ safety and eMelacy of

cary of the Delcobone drugs, ' cobete, would

IV, Qeneral Objections, Noth Rexar  In wm'ch tour

And Delco object to the Commissioner's o whom the

Thoretors, addition of ong could be proven safe.

the other doea not mine The Commissioner further fAinds that

the New Drug Applicas
anproved for Obetrol. 10
o4 8iid Lvicoway, AN ueuroisy 1nojets (INDA 11830
Lo establish the should be withdrawn on the basls of .
Obetrol and Dol Jack of subtlantial evidence of effective.
have had (o submit studies Ness and Iack of Proof
test groups wore used: oire - NNding applies with full fores Lo the Del.
combination drug wag pd. cobess darugs (4§ 130.40), .

finding In the February 13, 1973 Feoraat  minhitered; one o whom tLhe amphata. Therelore, purrusnt 1o provisions of

Rectsrea Nnat order 38 FR42¢0), thet mine and dox
while: & mixture of dextroamphetamine Uty Was adminiatered; one o whom the  Act teee. 808, 701,

troamphetaming drug ens the Pedera)

Drug, and Cosmetie
82 SuaL 1032-1083,

and amphietamine {3 ordinarily regarded methamphetaming divg enlity was ad. 10883038, as mended; (21 UBC, 333,

i

' rotaaL rteniee, vor, 39,

v

NO, 103—tutsoAY, Sritmatn 23, 1opy
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T wnd under authority delecated to

ve. Commissioner (21 CFR - 2.120), no.
tice ts given that the approval of the New
Drug  Application: for: Obetrol<10 ‘and
Obotrol-20  Tablets  (NDA  11-8211) i3
withdrawn: efTeclive October 8, 1073, This
order applies with ful force and eflect Lo

.y the Delcobese drups (3 130.40),

(Boc %03, 701, 52 Blat, 1052-1083, 1058-1058,
svame ded; (21 UB.C 355, 871).)

Dxled Beptember 17, 1073,

8au D, Fue,
Associate Commusioner for
’ Compliance.

[FR D00.73-20208 Mied 9-34-T3;0:48 amm)

{DESL 0418)
{Docket No. FDC-D-602; NDA No, 9-418 ete.}

CENTAIN DRUGS CONTAINING PENTA.
ERYTHRITOL TETRANITRATE IN COM.
Egllg;lON WITH - RAUWOLFIA  ALKAs

Notice of Withdrawal of Approval of New
Drug Applications

A notice was published in the Froeaat
Recisren of Mareh 6, 1973 (38 IR 6090),
extending to the holders of the new drug
applications liated below, and to any Ine
terested  person who may be adversely
Affected. an oppoitunity for hearing on
the proposal of the  Comuniaioner of
Food and Drugs to lsue an order under
section 805¢e) of Lhe Federal IMood, Drug,
and Cosmetic Act, withdrawing approval
of the listed rpplications and sl amend.
ments and- supplements  thereto.  The
basis of the proposed action wos the lack
of substantial evidence thiat the drugs
are eftective for Ltheir Jabeled Indlcations,

P“T:A Divg NDA hoMdrr

$418.., Ponioryian Tablits,
COntaliing (wMA:
e ihiniel (eire:

Niver Latwroiaries,
hie, Butwmdisty o
3 Co 190 N

ttrate and slaet: heft M ofihruige,
o1y ien ot 8
1001, Rivvatng TaUbts, ean: Dare v Laberetonteg,
(R AL ™ &)mmm Ponloss
il el amimie 'anter fng., Nerihe
i Mitrenylen, sort 1.8 6.4 Inieps
i & e
L4 ¥ N
10-21000 Pontpweping Tablets . VPV Puannacevited
g1l Vontaser v Ot | e srnibie
PN T abl s, een. 4o Tueh shne
LMAIAY ent aory LN VL lemp (VDA
niet teiramire |u~& by
M remrpivg, y e Labersianey,

M),
i,y oot Tabiers, con. - Wonrrhold Latwes,
LHIURY e marry i

N b tremirele lrotiwvion Nd
0 rearrping,

Both Riker Laboratorjes and U8V
Pharmaceutical Corp. ‘(formerly Nysco
Jaboratorios, Inc.) had previously dise
cuiltinued Lisie moducts end clected not
to request A heariig, Neither Dorsey
Laboratorics, Ine, nor Waiterneld Labos
ratories, tne. filod & written appearance
ol election as provided: by aaid notlice,
The fallure o Ale such an appearance
constitutes clection nnt to avall theme
selves-of an opportunity for hearing.

In addition Lo those Jisted above, three
other new drug applications were Ins

»

i
i
!

Jjehated In the notice of March 6, 1972,
ihe, le Pharmaceuticals, Ine., holder of
INLA 10-998 for Cartrax 10 and Cartrax
120 Pableta (pentasrythritol tetranitrate
jand hydroxyzine hydrochlotide), Aniers
Jean Jtome: Products Coin,, holder eof
INDA ~ 11-423 for Equanitrata 10 and

|Equanitrate 20 Tablets (pentacrythritol
itetranitrate and mejprobamate), and
[Carter-Wallace, Ine,, holder of NDA 1=
1802 for Miltrate Tablols (pentaerythritol
‘tetranitrate and meprobamale), . elecled
Lo avall themaelves of the opportusity
ifor a henring on their drugs. Their res
/questa for & hearing a1 e under review and
‘wlll be the subject of a fulure publicp-
‘tion In the Froeaat, Iteeisren,

I All fdenlical, rolated, or shinilar prod-
‘uets, not the subjest of an approved new
'drug application, are covered by Lle new
drug applications reviewed and are sub«
Ject Lo this noUice, Bee 21 CFR 130,40 (37
FTU 23188, October 31, 1072), Any person
iwha wisher Lo determine whether a spes
cific product Is covered by this notice
should write to the Food and Drug Ads
ministration, Dureau of Drugs, Office of
Compliance (3D-300), 5000 Fishera Lane,
Rockville, MDD 20882,

' The Commissioner of Fond and Drugs
pursuant o provialons of the Federn)
Food, Drug, and Cosmetie Act (soe, B0,
b2 Btat. 1053, sa anicnded; 21 U.B.C, 338),
and the Administrauva Procedura Act (8
UB.C. 834), an under authority deles
gated Lo him (21 CPML 2.120); Nnds that
on the baals of now infermalon belere
him with regard to the drugs, evaluated
honther with the evidence avatladle to
him - when the applications: were Ape

ponear; 1] paper and paperdoard (n cos..
tact ! agueous 81¢ fatty foods (123
CPR 1...0%20) be amended In paragraph
(8)(8) (o p.ovide for the safe use of
polyamide-epichiorehydrin water-solubie
therinotelt.rg resing prepared by react.
ing adipie seld with diethylenetriamine
to form a baste polysmide and further re.
acting the polyamide with an ¢ .
hydrin and dimethylamine mixture for
uss In the manufscture of paper. and
paperboard Intended for use tn contact
with food,

Dated feptembder 11, 1973,

Vinen O, Wostena,
Dquclor, Durean of Foods,
(PR Doo.73-0300 Fifed 0-24-73;8:45 am|

[DKBL11073)
(Docket No, PDO-D-$41; NDA 13-073)
Y/IAMPOLE LABORATORILS

Notlce of Withdrawal of A proval of New
. Drug Appucmpon

Cn January 12, 1973, thers was pubd.
Ushed In the Feotaat Rectsren (38 PR
1404) a notice of opportunity for hearing
(DESI 11073) in w'liich the Coutnmissioner
of Food and Druys propozed 10 lasue an
order under section 505(¢) of the Ped.
eral Food, Drug, and Cosmetie Act (21
U.A.C. 358(e)) withdrawing approval of
new drug application 11-073 for Vastran
Forte Capaules containing niacia (3718
mg.) - with ascordbie acld, riboflavin, thi.
amine . menonitrate, ¢yanocobalamin,
pyridoxine hydrochloride, and caleium
pantothenate:  Wempole Laborstories,

proved, thera is & Inck of substantialy 35 Commerce Road, Stamford, CT 06204,

evidence that the drugs will: have the
efTecls they pwiport of are represented to
have under the conditions of use pre.
scribed, recomiunended, or suggested in
the Iabeling thareof,

i Therelore, pursusnt to the forogoing
finding, approval of 1ew drug Applicas
tions Nos, 9418, 10-004, 10-2(5, and
11-129 and o}l amendments and suppples
ments thereto Is withdrawn,

i Biupeent In interstate commerce of
the above-!isted drug products or of any
denUeal, relatoC, or similar product, not
he subjou of sn approved new drug
application, i henselorih unlawtul,

| Kfective date~This order shall be.
come elective on October §, 1073,

* Daled Beptember 10, 1073,

L Bam D, Pin,
Associate Commuiioner Jor

Complianee,

. IPR Doa.73-50208 PYied 9-04-73,0148 srw)

{PAP SDIOM|
b SANDOZ COLORS & CHEMICALS
Notice of Nting of Petition lor Food Additive

Pursuant o provisions of the Peders)

Food, Drum, and Cosmietie Act (soe, 400
c{nm. 73 Ot 1100 (1) UBC, 3ib)
(1)), nolice I8 given that a petition
(PAP 307080) has been Nied by Bandos
Colors & Chemiteals, Xas\ llanaver, NJ
Q7936, proposing: that § 121.2¢2¢ Coms
i

\ ]‘ :

The basis of the proposed withdrawa of
approval was the lack of substantial evi.
dence that this fixed combination drug,
oflered for hyperchblesteremia, will have
the eQects that It purports or is repres
sented (o have under the condillons of
\ue prescribed, recommended or sug.
gasted in the labeling.

All I1dentical, related, or stmilar prod.
ucts, not the sudject of an approved pew
diug application, are covered by Lhe new
drug spplicatien reviewed snd are sub.

i ST ol

0 ' v person
who wishes (o determine whether a spe.
eifla product 13 covered by this notice

should wrile to the Poed and Drug Ad- ..

minlstration, Dureau of Drugs, OMee of
Campliance {ND-300), 5600 Fishers Lane,
Rockville, MD 20833,

Purtuant to the nolice, Wampole Lad.
oratories has reformulated Vastran Porte
Cepsules Into & mew product named
\Wampocap Capsules containing 500 me.
nacin. In the Frecaat Resiavea of Apry
10,1972 (37 PR 1333) and an smendment
O aduieh 19,1933 (35 IR %5T0) (DCNY
9760), niacin as & single active Ingredis
ent was evaluated as eftective for hyper.
cholesterolemia and  hyperbetalipopro.
teinemia. The amendment of Mareh 19,
1073 stated the following indications!

A stjunciive therapy In addition o @it
ARE other mossures In Lhe treatment of Wy

g:::uumnh a4 hypervetalipepre-

&
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MENORANDU M | DEPARTHINT OF HEALTH AND HUNAN SERVICED
PUDLIC NEALTH BEAVICE
7OOD AND DRUG ADHINISTRATION
CENTIA FOR DRUG EVALUATION AND RESZARCH

DATE! 00T 19 K4

PROM! pirector i
Divisien o8 Dwrug kapeling compliance, HFD=310

SUBJLCT: DOC 94=726-063
Obatrol 10 B¢, Tablats
obotrol 20 mg. Tablets

piras Riehvood prarmaceutical Co., Ina.
Rexar Pharmacal pivision

Tilley Strean, Nav York 11861
TOS Diractor , _.-q_s
Now York District, HPR=NE100 {"/J\i K

Wa conour that a Harning Lettez should bo lesisd €5 Mz. Regar
Grigys, Prosidant of Rrichvood pharzaceutical Company, Ino., for
the subjeot products basea on violations of the nev drug and

pisbranding provisions of the IDLC Act.

We furthor ocncur with the language and ingormation provided in
your proposed Warning retter (copy attached) and have made no
changes, However, P easo inoluda s copy of the Ssptoaber 38,
1973 rodoral Ragister announcement regarding thass xinds of

products.
ploase provide this office with a copy of the Warning Letter that
{soues and tho firm's response.

€80 Contasti Leen Dropkin, HFDedll
(301)80422073 _

Q 5\
w. uiliians
Attachnant

COYRAT |
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DEPARTHENT OF NEALTHK AND HUMAN STRVICEO
i PUBLIC MEALTR OERVICE
! POOD AND DRUG ADNINIGTRATION
‘ NEW YORR DISTRICY
830 THIAD AvExux
BROOKLYW, WY 11332
ILL. (118) 9463-9)00

YARNING LEXTER -
CERTIEIRD MAIL |
RETURN RLCRIRT REQUESTED
Mr. Roger D, crt}qn : octobar 24, 1994
President ‘

Richwood Pharmaceutical Co., Inec.

Ruxar Pharmacal Divisifon

396 Rockaway Avenuw o

Valley Straam, New York 11361 Raf: S=NYX=95

Dear Mr. Oriqqc;

This xcttoﬁ‘in {n reference to Obatrol 10 mg. Tablets, and
Obatrol 20 ng. Tablets wmanufastured and distributed by your tirm.

Tha producte ars currently tormulated by your firm as aingle
entity anphotanine  products  containing Doxtroamphatanine
gaccharate, Aaphotanine Aspartate, poxtroaspphetanine Sulfate, and
Anphetamine Eulfate. The labeling for the products include the
Indications: "... Attentfon Degicit Disordar vith Hypeructivity...”, °
and "..,Exogenous Obesity...", As such, thess products are drugs
vithin the maaning of saction 201(q) (1) of the Federal foed, Druq,
and Coamatic Act (the Act).

The marketing of Obatrol 10 mg. Tablets and Ohetrol 20 ng.
Tablets is 8 violatlon of section 808 of the Act. Thay may not be
introduced or delivered for introduction into interstate comacrce
under section 805(s) of tha Aot, since they are new drugs within
the neaning of section 201(p) of the Act and no uspproval of
spplications filod pursuant to section 803(b) ia effoctive for such
drugs, and no Notlce of Claimed tnvestigational Exemptlion undor
s0s(i) (s on t{le for the drugs. '

Tha drugs ara nisbranded vithin the neaning of naction
boz(t)fx) of the Aot In that their 1abeling fails to bear adaquate
directions tor uss for the conditions for which thay ere being
offerad and they are not exenpt from this roquirement under
regquiation 21 CFR 201.118 since they are nev drugs vithin the
meaning of cection 201(p) and no approval of applications tilead
pursusnt to section 308(b) are cffoctive for thasce drugs.

Approval of Nev Drug Application (NDA{ 11-822 tfor Rexar

Pharnscal Co.’s Obatrol 10 mg, and 310 wg. Toblets was withdrawn

:{ the Comaissionar’s ordar offective on October 8, 197). Notice of
e ruling vas published in the redera)l Bagiufeg of September 28,
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2
1973, "Final o:@jr on Curtain combination Anorectic Drugs®,
Additionally, the subgsequent forrulation changes Wore naver

approved. ;

The above ldentification of violationa is not intanded to be
an all=inclueivs 1int of deflolencics at your faollity. It io your
raogponsibility to'assure adherence vith each raquirenment of the Act
and ite implomunt;nz’:cqulltlon-. Yodoral agencics ure advised of
tha issunnce of all Warning Lettars about drugs and devices so that
they muy take thiv {nformation into account whon considering the
avard of contracts.

You should notify this office in writing, vithin 18 working
days of receipt of this letter, of tho action you have taken to
discontinue the merkating of thass drug products. 1t correctivae
action cannot ba completed within 18 vorking days, state the reason
for the dalay and the time within which the corractions vill hm,
completed. If significant stocks of tha drvgc remain in trade
channels at this time, they should be imnediately recalled. We
roquest that your raply include an sctimata of the mnounts of these
products that are §n inventory under your control and which remains
in distribution channelc.

" You should take prompt action to correct these daviations.
Failure to pronptlr correct thoeo daviations may rogult in
rugulneory action without further notice. Thoge includs celxure
an

Jor lnjunctloq.

Your roply should be sent to compliance Branch, rood and Drug
Mninistration, 850 Third Avenus, Brooklyn, New York 131332,
Attention: Laurence D. Daurio, Compliance ofgicar.

gincarely,

i ’E Py S E L

rdvard T, Warner
V) e Dietrict Dirsctor

Attachads f
rederal Ragistor, 8

Qgtcmbor a8, 197,
co:tn;p c°nb1nltlon

noractic Drugs
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| NIW YORK DISTRICT
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
: PUBLIC HEALTH.BERVICE
A FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE; October 20, 1994 DETHQA
FROM: Paul Leber, M.D. | ner ;. gy
Director
Divigion of Neuropharmacological Drug Products
HFD-120

SB8UBJECT: Reaponse to Congult Request
TO: HFY-1/0ffice of Health Affairs

Background Information:

Lﬁnnn_nnnuixing;xgnngnng: Medical Letter article on

Adderall, et al

Undexlying Documentg: Medical Letter article on

Adderall, et al

Rate of Requept: 10-17-94
Requepter: ; Carol Kimbrough

Attached Reoponuu;

Attached to this memo is the Division’s response to your consult
request. We have {ncluded our review and also a copy of our direct
response to the Medical Letter.

cct
HFD-120/Consult File
NFD-12o/TLaughren/PLober/AMouholder

DOC: MEDLTR.1A




October 20, 1994 1

|
The Medical Letter, Inc. 1
Altention: Mark Abramowicz, M.D.
Editor : '
1000 Main Street
New Rochelle, N.Y. 10801

Dear Dr. Abramowicz:

Please refer to your letter of October 7, 1994, requesting Agency comments on the draft
article "Adderall and Other Drugs For Attention Deficit Hyperactivity Disorder.”

We have reviewed your draft article and we believe that it presents a balanced and (air
summary of pharmacotherapy for this disorder, We have no corrections o suggest, but
some minor additions might be in order. Space permilting, toxic psychasis and
cardiovascular effects probably deserve mention in the paragraph on adverse effects;
likewise, reference could be made 1o the fact that many drug-drug interactions, some
potentially serious, occur with the psychostimulants (e.g., with monoamine oxidase
inhibitors, pressors, anticonvulsants etc: see thelr respective package inserts).

Additionally, with respect to the use of non stimulant drugs, it could be noted that
clinical experience with such drugs is limited compared to the extensive experience with
psychostimulants, and that non-stimulants are not considered first line drugs; no non-
stimulant drugs have been approved by FDA for this indication.

We greatly appreciate the opportunity to comment upon this manuscript, and if we may
help by providing commentary on other drafts in the future, please do not heshate to
ask. ;

o
I
I

Sinceroly yours,

M PC rofuefoy

Paul Leber, M.D.
Director
Division of Neuropharmacological
Orug Products
Office of Drug Evaluation |
Center for Drug Evaluation and Research




MEMORANDUMNM E DEPARTMENT OF HEALTI AND WUMAN GRRVICES
5 PUDLIC HEALTIL SRRVICR
FOOD AND DRUG ADMINISTRATION
c

DATE: November 7, 1 9?4
{

FROM: Steven D. Hardeman, R.Ph,
Consumer Safety Officor
Division of Neuropharmacological Drug Products, HFD-120

SUBJECT: Telecon of June 2'0. 1994, with Thad Demos of Richwood Pharmaceuticals in
Reforence to NDA 11-522 Obotrol® '

10: Record

Altachment 4 of the sponsor’s submission of November 2, 1994, requesting a meeting with the
Division, consists of a record of a telephone conversation. This record appears to be, in part, a
compilation of several conversations. In several general dialogues, the sponsor requested that |
provide information on the product, Obetrol. | was informed that the NDA had been purchased
from Rexar Pharmacal by Richwood Pharmaceuticals. The history of the product is vague and |
was unable to locate any information on the product other than a personal file maintained by
previous CSOs and a reference in COMIS. As a follow-up to our October 19, 1994, telephone
conversation, Mr. Demos requested that | provide any information that | had available. In my
letter of October 26, 1994, | provided a copy of the deficiency letter of September 9, 1980, and
a Federal Register notice, dated September 25, 1973,

My comments, documented in Mr. Demos’ record of conversation of june 20, 1994, are basically
accurate; however, several caveats were omitted,

Points 4 & 5: The framework of this portion of the discussion was in reference to DES!
products 1n general, not specifically Obetrol, | explained that over several
decades, unresolved DESI issues could be counted in the 100's; however,
as of today, only a few issues are still unresolved and this product could
be a case in point,

Point 6, 8 & 11: | asked Mr.. Demos if the NY District was requesting any actions on his
part and explainced that based on my limited personal file, | was unaware
of any requirements placed on him by this Division other than those
mentioned in the letter of September 9, 1980. He explained that he also
had very limited records for the product. The context of this statemsant
was such that due to both our limited documentation, the appropriate step
at this time would be to make no changes and o attempt to locate the
NDA file through the FOI office. | explained that | was unable to
complete an administrative history on his product, in that | had no
documents to review and could not advise him at this time. 1 explained
that the NDA f(ile appeared to have been retired.

H
i
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I informed Mr. Demos that COMIS lists his product as *Approved 19 JAN
60", | went on to explain that COMIS s merely a computer database
utilized to track documents and was one of the tools that | would utilize

to reconstruct the administrative history of his product,

attachment
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TO:

FROM:

DATE:

" Post-it"FaxNote 7§ s YA,

from

Roger Griggs

hone »

Fore j

Thad Demos
i

June 20, 1994

I called the Division of Nauropharmacology at Fpa J01-594-2850,
I spoke with Stave Hardeman via telephone. T

RE:

Obatrol Analytical Procadure #1000. Tha following are

comments made by Stave Hardewman:

ll

10,

11,

It appears there @nn & supplement submitted in the mid
1970’ that was naevaer approvad,

There were numerous conversations betwaan Rexar and the
FDA reqarding the procedure.
I8

Roxar wan pormittqa to market the product panding
rasolution, i

e believea that é%iu issue was navar followed through by
the FDA, i

He stated there were hundrods of issues like this on other
productn that “fgll through the cracks* jn the 1970’s.

ile sald to continue marketing the product using the current
analytical procedure (procedure 1000).

Obetrol is listaed in the FDA computer as an approved drug
using the currant formulation.

lle said we do not ﬁavu to do anything at this point.

lle said that it may take some time for the Divibion of
Ncuropharmocoloqy to find all of their records on this
analytical issue “if at all-,

le said *"If wo neod a speedy resolution wa should withdraw
the supplement and then resubmit it to the Agency*.

lloe said "we may continue to market the Traduct with No
Inicrruptlcnn“ using our current Analytical Method
(#1000),
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. MINUTES OF MEETING
Commercial Sponsor - Richwood Pharmaceuticals
INDA 11-522 / IND

i
il
i

RRUG: Obetrél//\ddcrall

SPONSOR: Richwood Pharmaceuticals

INDICATION: ~ ADHD - Narcolepsy - Exogenous Obesity
DRATE/TIME: January 19, 1995 : 0900-1045 hrs
LOCATION: Woodmont Il / 6th Floor Conference Room G
ATIENDEES:

FDA

Robert Temple, M.D. CDER/ODE|

Paul Leber, M.D. CDER/DNDP
Thomas Laughren, M.D. CDER/DNDP
Andrew Mosholder, M.D. COER/DNDP

Stanlay Blum, Ph.D. CDER/DNDP
John Purvis, SCSO CDER/DNDP
Steve Hardeman, CSO CDER/DNDP
Stephanie Gray CDER/OC

Frank Fazzar| CDER/OC
Charma Konnor CDER/OC
Bradford Williams CDER/OC
Patrick Savino COER/EXEC SEC
Sherry Danese CDER/DDMAC
Eric Blumberg OGC

RICHWOOD PHARMACEUTICALS

Roger Griggs President, Richwood Pharmaceuticals

Robert Martz, M.D. International and Domestic Consulting Services
Robert Hunt, M.D. Center for Attention & Hyperactivity Disorders
Ronald Jones, M.D. Chairman of Pedlatrics, Orem Community Hospital
Martha Bennett Bennett and Associates

Jess Stribling King & Spalding

+
i

|
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Approval of NDA 11-522, a comblrii%utlon of amphetamine and methamphetamine, was withdrawn
by the Commissioner’s order effective on October 5, 1973, Notice of the ruling was published In
the Eederal Register of September 254,I 1973, *Final Order on Certain Comblnation Anorectic Drugs®,

1‘»

o : |-
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The Division of Neuropharmacological Drug Products notlified the Office of Compliance in February
1982, that the product was unapproved, but no further action was taken. In February 1994,
Richwood Pharmaceuticals purchased Rexar Pharmacal and began distributing Obetrol products as
Adderall. .

\"{1
In May 1994, during a routine inspection of Richwood Pharmaceuticals (formerly Rexar), significant
current good manufacturing (CGMP) violations, including Inadequate manufacturing process and test
method validation, stability data pr blems, and record keeping deficiencies were found. These
violations were listed in a FD-483 (aTﬁsk of inspectional observations) left with Richwood, and were

summarized in a warning letter sent to the company in June 1994, Richwood's response to FDA's
observations was deemed unsatisfactory, and Richwood was notified of the agency’s evaluation by
letter dated August 23, 1994, FDA’s New York District Office has bean working with Richwood in
an effort to get the company back into compliance with CGMP. During a September 1994 meeting
with the New York District Office, Richwood committed to effect, by March 1995, CGMP
corrections relating to Adderall, In; December 1994, FDA conducted a limited inspection of
Richwood and found additional CGMP violations. Despite all of the foregoing, to date FDA has not

initiated any compliance action agaiﬁ'st the company.

PURPOSE:

Following recelpt of the "Warning Letter", Mr, Jess H. Stribling, Attorney for Richwood
Pharmaceuticals, requested a meeting with the agency to 1) discuss the medical necessity
of Adderall and 2) the sponsor’s request to continue marketing the product pending
completion of the application. He claimed that the product Is medically necessary for a
segment of ADHD patients who have insufficient response to, no response to, or significant
side effects from methylphenidate, pemoline, or dextroamphetamine. The Division of
Neuropharmacology, responding to a consultation request from the Office of Compliance,
determined that there was no credible evidence that Adderall was different from ordinary
dextroamphetamine and that the drug was not a medical necessity, The sponsor was
informed of the Division’s determination on December 15, 1994, by Laurence Daurio,
Compliance Officer, New York District, FDA. Subsequently, the agency agreed to meet
with the sponsor to discuss Adderall and the company’s plans for the product.




Obetrol/Addernll  NDA 114522 IND , 3
RISCUSSION:

The agency convened the meeting with Introductions and several precursory statements,
The sponsor was advised that 1) Adderall is an unapproved new drug, 2) that the Adderall
promotional campaign had been false and misleading, and 3) we were present to listen, but
would not decide on action gt this meeting.

Mr. Griggs presented a brief history of Richwood Pharmaceuticals and the purchase of Rexar
Pharmacal. He stated that Rexar had represented that the NDA was approved but conceded
that Richwood's due diligence process was inadequate. During the due diligence process,
he discovered that Obaetrol was being prescribed primarily for tha treatment of Attention
Deficit Disorder with Hyperactivity (ADHD) but that sales were minimal. He indicated that
the product Initially represented wholssale sales of only and that they had
considered dropping it from the prodict line, Based on some physiclan’s testimony as to
special benefit in a segment of ADHD patients, he decided not to drop Obetrol, and instead,
to promote it: The current market for Adderall is '

b
Mr, Stribling acknowledged that, as a matter of law, the product is an unapproved new drug.
He further stated that the product is not listed in the Orange Book (Approved Drug
Products). However, since the firm was in receipt of an agency form letter referring to
Obetrol as an approved new drug (Information Request "Dunner” Letter), the sponsor
concluded that their product was approved. He stated that the product, as reformulated, has
been marketed since 1 973, and requested that the sponsor be allowed to continue
marketing the product pending the submission of the appropriate chemistry and

manufacturing controls supplement and the correction of several GMP deficiencies.

Following querles from the agency, the sponsor stated that there Is no evidence, based on
adequate and well controlled clinical trlals, that would allow the inference that Adderall is
dilferent or better than any other single entity amphetamine product In the treatment of
ADHD or narcolepsy. They stated that they Initlated a study that addressed thelr question
on March 1, 1994, but it was not complete. The agency informed the sponsor that clinical
studies must be conducted under an IND.

The sponsor agreed that thelr promotions and advertising were excessive and indicated that
they had not consulted the advertising regulations prior to initiating the Adderall
promotional campaign, They: stated that thalr campaign was based solely on patient and
physician testimony and stated that they were no longer seeking a determination that
Adderall is a medical necessity. :
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ObetroVAdderall  NDA 11.522 IND 4

SUMMARY:

1. Thesponsor acknowledged that the'r advertising campalgn had been misleading, and
if allowed to continue to market Obetrol, agree to corroctive advertlsing,

2, The sponsor agreed to su!imlt an appropriate che:is'ry supplement to NDA 11-522,
The firm did not commit to a specific date for such a submission, but agreed to
contact the agency with a proposed date,

3. The sponsor agreed to correct their GMP deficiencles and to coordinate with the
New York District to specify the date for such corrections.

4, The sponsor agreed that ifﬁflhey were allowed to market Obetrol and then should fail
to submit an appropriate chemistry supplement and correct their GMP deficiencies
by the agreed upon dates, they would cease marketing the product.

5. The sponsor agreed to open an IND to conduct clinical studies,

%w: v » MMM

i Steven D, Hardeman, R.Ph,
Consumer Safety Officer
DNDP

cc:
ORIG NDA 11-522
ORIG IND .
HFD-120/Div File |
HFD-100/Temple i
HFD-120/Leber
/Laughren/Mosholder
/Blum
/Purvis
/Hardeman
HFD-244/Rose/Danese |
HFD-300/Gray/Willlams/Konnor |
GCF-1/Blumberg .

)‘1

CADOCSUNDAADDERALLV47301\Adderall.mm1

Draft: 1/26/95, 2/2/95
Final: 2/22/95

MEETING MINUTES
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Berman, M.I., and Anderson, I.R., Compariton of weight losses with
three reducing regimens--diet therapy, phemmetrazine, and an
amphetamine combination (Obetrol), J. Amer. Geriat. Soc. '
14:623-30, June 1966 o R e T
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Berman, M.I., and Anderson, I.R., Use of an amphetamine-combinatiz,
drug in an anti-obesity clinie, Maryland Med. Jo 14:29-31,
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- OBETROL TABLETS 10 & 20
NDA 11522
L 106G 274

anel on Psychiatrie Dfugs

INDICATIONS ‘

%

I. Obetrol, a combinatidn of amphetamines, may be uaéful as an adjunct in
the management of some forms of obesity in which an appetite depressant
is indicated. 1 . oo L ~ :

.

EVALUATION: possiblyi' effective,

COMMENTS: The Panel {feals that £t can evaluate this compound of
sympathomimetie stimulants as no better than "Pogsibly *ffective,"
because it contains ﬁrthamphetaminel ; ;

This drug 1s apparently similaw‘phnrmacologicaily to dextroammphetamina,

On the basis of the presutsed pharmacologic similarity, it may havo a

similar effect, altholgh documentation of efficacy of this drug for

this indfcation {8 meager, There is,’ ver, inadequate direct Sup=
 porting evidence for its use for this The preferential

abusa of methanphetamine, compared with dextroamph tamine, raises soma
_suspicion, that £t is-ﬁiffercnt pharmacologically from tha parent:

. phetamine,  Additional studies on hi
indication are

A majority of the Panel evaluated ; \its

YEffective, but " as anorectt ith the following commont.

Sympathomimetic to have a gener
11y short-term ; rectic agents, suppress appetite

& reatmept‘oprbeaitywtnfthcmselyca nd ghould be 'us d."

primarily as an adjunc to & total program of weigh

patients that ncludes| patien education, ]

and exercise,
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