CENTER FOR DRUG EVALUATION AND RESEARCH

Application Number: 11522, S010

APPROVAL LETTER




NDA 11.522/5-010

Richwood Pharmaceutical Company. Inc. FEP 13 teg6
Attention: William A, Nuerge »

Chief Operating OfTicer '

7900 Tanner's Gate Drive, Suite 200

Florence, KY 41042 '

Dear Mt. Nuerge:

Please refer to your supplemental new drug application of September 21, 1995 (5-010),
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Adderall
(dextroamphetamine saccharate, dexwroamphetamine sulfate, ampheclamine aspariate, and
amphetaminc sulfate) 10 mg md 20 mg tablets.

Supplemental application S.":: consists of the resubmission

and provides critical analyses for the quantitation of d- and l-amphmmine. and updated
manufacturing, controls and test procedures. The supplemental application also provides draft
labeling revised in response to thc Ecderal Registar notice of August 8, 1970 (DES] 5378),

classifying this drug effcctive for use in the treatment of narcolepsy. stiention deficit disorder
with hyperactivity, and cxogenous obesity.

We have completed the review of this supplemental application including the submited draft
labeling and have concluded that adequate information has been presented to demonstrate that
the drug product is safe and effective for use as recommended with the labeling changes listed
below. Accordingly, the application, with these labeling revisions, is approved effecuve as of
the date of this letter. This action also spproves this application on the basis of effectivencss
of the drug as well as safety and supersedes the Rederal Register notice of September 25,

1973, thus re-establishing the approval of NDA 11-522.

The labeling revisions, as urced 10 by Rob Faiconer of your firm during his wslephone
converaation with Steven D. Hardeman, R.Ph., of this agency on Sanuary 26, 1996, are 7~
follows:

I The statement currently placed in Warnings, “Clinical experience suggesis ... growth
thould be monttored during treatmen.” should not be repeated under Precaution--
Pediatric Use.

2 The statement under Precautions that F'D&C Yellow #6 causing allergiec reactions 1s
unnecessary and should be deleted, as this statement applies to FD&C Yellow #$ rather
than #6.
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Under Adverse Reactions.-Curdiovascular, the statement, " There have been isolated
reports of cardiomyopathy associated with chronic amphetamine use,” should be added

The treatment of averdosage section should be updated, an fvllows:
(additions are in redhine font, Jeletions are in strikeout font)

OVERDOSAGE:

TREATMENT~Consult with a Certified Poison Control Center for U 1o date guidance
and advics: Management of acute smphetamine 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 is believed to increase risk of acute renal failure if
myoglobinutia is preseat. If acute, severe hypurtension complicates amphetamine
overdosage, administration of intravenous phentolamine (Regitine®, CIBA) has been
suggested. However. a gradual drop in blood pressure will ususlly result when sufficient
sedation has been achieved. Chlorpromazine antagonizes the central stimulant effects of
amphetamines and can be used (o treat amphetamine intoxication.

We also have the following request and acknowledgment regarding chemisiry and manufacturing
controls:

l.

2.

We request that you place all 6 validation bsiches on long-term stability at ambient |i.c,
cither J0*/ambRH or 25 /60R11) conditions. Please provide your stability protocol and
commitment (l.¢. storage conditions, sampling times, and tests o be performed).

As requested, 8 24-month expiration dating period at ambient conditions is acceptable.

These revisiona are terms of theisupplement approval. Markcuny the product before making.,
cxactly as agreed to, the revistons in the products’s labeling may render the product misbranded
and an unapproved new druy
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Please sutmit sixteen copies of the FPL as soon as it is available, in no case more than 30
days after it 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 ailministrative purposes this
submission should be designated "FINAL PRINTED LABELING" for approved supplemental
NDA 11-522 / S-010. Approval of this labeling by FDA is not required before it is used.
Should additionsal information relating to the safety and effectivencss of the drug become
available, further revision of that labeling may be required.

We remind you that you must complf with the requirements for an approved NDA set forth
under 21 CFR 314.80 and 314.81.

i

Should you have any qucestions. plcnsc' contact Steven D Hardeman, R.Ph., Regulatory
Management Officer. at (101)594-2777.

Sincerely yours,

(Lot lowd, +lae

Robert Temple, M.D.

Director

Office of Drug Evaluation |

Center for Drug Evaluation and research
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MEDICAL REVIEW(S)




REVIEW AND EVALUATION OF CLINICAL DATA
1;

NDA 11.522 (ObctrolIAddon]l)

8ponsor: Richwood Pharmaceutical

Drug: Dextroamphetamine saccharate/amphetamine aspartate/dextroamphatamine
sullate/amphetamine sulfsle . =
Matarial Roviowad: Prepublication draft of a Madical Lettor articie regarding Adderalt and
other drugs for altention deficit hyperactivity disorder

Date Rocelvad: October 17, 1?94 '

i. Matarial Roviewad

The Office of Health Mffaln has asked our Division to comment upon this Medical
Letter draft article, "Adderall and other drugs for attention deficit hyperactivily disorder.”
Adderall is 8 combination amphetamine product (see above) which was formarly called
Obetrol. (! undarstand that this:product moy be subject to a compliance action; apparently it -
is being marketed without an approved NDA. This information, however, Is slill confidential.)

The draft article bogins with a roferenca to the "vigorous® promotion of Adderali, and
concludas by stating that no litérature studies are avallable to support the safety and elficacy
of the medication, or the claim that its effect lasts throughout the school day after one dose.
The body of the articie reviews ithe pharmacotherapy for sttention deficit hyperactivity
disorder (ADHD), and presenis a balanced although brief summary of important clinical
considerations. The information: on dosing, pharmacokinetics and adverse effects for the
most part agrees with what is commonly cited in the literature or described in the labeling for
the psychostimulants. Some Rems which might deserve mention as adverse effacis are toxic
psychosis and cardiovascular effacts; also, thare is no reference to the fact that
psychostimulants are associated with many drug-drug intaractions (e.g., with monoamine
oxidase inhibitors, prassors, otc.: as noted in their rospactive labels). The article does not
mention lowering of the seizurethrashold as an adverse elfect; however, this is 8 somewhat
controversial topic and the kierature on this purported effact of the stimulants is mixed.
Regarding efficacy, ihe article statos that no controllad studies have been published to
support tho efficacy of Desoxyn:or Adderall in ADHD. Nonotheless, Dasoxyn is spprovad for
this indication. As Desoxyn was spproved in 1943, however, the particular clinical risl data
which led to approval may not be readily accessible. A few compounds which have been
used "off iabel" in ADHD are also mentioned (clonidine, desipramine, buproprion), but the
article is not inordinately promotional regarding these drugs.

Il. Conclusions and Rocommopdaﬂom

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

Wae have reviewsd your draft article on "Adderall and olher drugs for attention defich
hyperactivily disorder® and we believe that it presents a balanced and falr summary of
pharmacotherapy for this disorder. We have no corrections (o suggest, but some minor




additions might be In ordor. Space permilting, toxic psychosis and cardiovascular offocts
probably dosorve montion in the paragtaph on advorso offects; likowiso, roforence could be
mado to tho fact that many drug-drug Intaractions, sume potentially serlous, accur with the
psychostimulants (0.g., with monoamino oxidase inhibltors, prossors, anticonvuisants otc: seo
their rospoctivo package insonts). Additicnally, with rospect to tho use of non-stimulant drugs,
it could be notod that clinical expoerience with such drugs Is limited compared {0 the extensive
oxporience with psychostimulants, and that non-stimulants are not considerod first line drugs;
no non-stimulant drugs have beon approved by FDA for this indication. :

Wo grontly approciate tho opportunity to commont upon this manuscript, and f we
may help by providing common!nry on othar drafts in the futuro, please do not hasitate to
ask.

Lot A oA ,D/M/W

Androw Mosholdor, M.D,
Madicat Officer, HFD-120

orig NDA 11-522 Div Filo _
cc: Plebor/TLaughren/SHardeman/AMosholdor
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'

MEMORANDUM DEPARTHUENT OF HRALTH AND NUMAN SERVICRS
: PUBLIC HEALTR SERVICR
FOOD AND DRUG ADMINIOTRATION

DATE: November 1, 1994

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

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

Duting 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. | attempted 1o conduct a detailed administrative review of the NDA, however, no
tecord 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 unsuccessiul. | located a personal (lle and the
following 1ssues emorged: i
1. tn the Eederal Register notice of February 12, 1973, the Commissioner announced an
opportunity for hearing on his proposal to withdraw approval of new drug applications
for combination amphetamines.

3 The Commissioner, based on the review of the medical documentation offered to suppont
the claims of safatv and eflicacy lor Obetrol tablets, found that Rexar Pharmacal Corp.
falled 10 present substantial evidence of effectiveness. Approval of NDA 11-522 was
withdrawn by the Commissioner’s order eflective on October 8, 1973. Notice of tha
tuling was published in the Enderal Reglister of September 25, 1973, “Final Order on
Certain Combination Anorectic Drugs®. (altachment 1)



6.

10.

In his telecon of February 26, 1982, to john Geiger (compllance), 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)

The spansor (Thad Demos - Richwood Pharmaceuticals) contacted me via phone in early
1994 {a request the status of the review of their reformulation supplement. | informed
lim of the following!

J.
b,

[

d.

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

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

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,

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

In the letter of October 21, 1994, the sponsor requested coplas of materlal contained in
my personal file. In my letier of October 26, 1994, | forwarded a copy of the September
25, 1973, Federal Register notice and a copy of the Division’s {etter 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 to be issued to the sponsor on October 24,
1994, (attachment 5) :




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 (DDMAQ) on October 31, 1994,

cc:

HFD-120

HFD-120/Leber
/Laughren
IPurvis
/Hardeman

November 1, 1994
CADOCS\NDA\OBETROL\OBETROL.MEM

MEMORANDUM FOR RECORD
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edditive will not huve ¢ zignificant en-
virormenital finpact. Coniey of the ene
viranmental mpact analyais repoit are
nvatiable (n thie ORze of the Areistant
Commsstoner fur Public AfTatrs, 1tm,
15B-420r thie Olhice of the Hearing Clerk,
Fool and Ilrug Administention, Rin, G-
46, 5680 Frhors Lane, tockyile, MD
20352,

Dnted 8¢ stember 12, 1073,

Vingit O. WOBICKA,
Director, Direau of Foods.

[ FIt D0¢.73-20209 Piled 0-24~T2;0:40 am ]}

[DESE 8378; Doctet No. FDC~D-882; NDA
11-822)

CERTAIN COMCIMNATION ANORECTIC
: bRUGS i

Final Ordar on Objections and Nequest for
A Hearing Regarding Yithdrawal of Ap-
rroval of New Drug Applications

In the Preesal Rreoister of August 8,
1070 ¢35 FR 12652) the Commissioner of
Tnod nnd Urugs published & statement
of Mmilley (21 CFR 130.46) coucerning ame
phe.aniines for humman uce. The states
ment contatned the findings of the Food
and Druz Administration based upon ree
ports recaived from the Natlonal Acadee
my of Belenees-Natiounl RResearch Couns
el (NAS-NRQC) Drug EMeacy Biudy
Qroup. Also phuhlished in the Feoerat
Rrastrr of August 8, 1070 (33 FIR 12478
was a notize (DEBI §378) on druzs cone
tatning amphetamines and their salls,
staling that the drugs were regarded
ne possible effcetiva for thelr clnitned
annrecuc cheet end lacked subtunual
evidence of effectiveness for their other
luisated Indications The statement of
poliey ndry enntalned the Andings of the
Commisaloner that because ol the exs
tensive use of the drugs In the lreatment
of obetily, and thetr stimulant eflect on
Lhe nerveous svatem, they hiave & potans
tinl for misuse and actual abiue, snd
prodiction data indicated that amphetae
minea are produced snd prescribad In
quantities greatly in exeess of demone
strnted medieal needs. As & condition for
continued marketing of amphieinmnines,
thie statemnant of policy required relabels
inr as specifind and the gubmisvion of &
new drug application (NDA) within one
year for ali such druge not then the sub»
Joct of NDA napnroval. Jolders of spe
praved NDAs were reauired (o submit
ndiitionnl evicience of safety sud snbe
stnnUal vvideace of eCicacy in the form
of adequate and weoll-controlled elinical
investigations.

On Fedbruary 12, 1973, Lhe Conuniss
sloner published In the Prozaas Recieren
(33 FR 4249) n Ninol ordar stating that
thasn wag » tack of ruhstiantial evidsnrg
of ellscrivences for, and A recognmsed

otentinl for the abuse of, fAxed come

stion drugs for anorectis use which
contained, omoung olher Lagreidents,
amphetaming, methamphetamine, o
dextroamphetamine. In addition, the
Commismsioner found (hat altemalive
therapautic messures whicli are safe and
eiTective are avallable for tue. The Come

*eloncr nl30 stated In (e Ninat order
' s nixture ol dextroamphetanine
xeew minphetamine I8 ordinari)y rezarded
as n alnple drug entily. A alintlar conelu-
sion as to A mixture ol dextroampheta-
mine and methamphiclamine, and/or
amphetamine and methmwmphelamine,
wnt el mnade, In §3.86 (21 CPR 3.50)
the Food and Drug Administration set
forth a poliey aon fixed-combinalion
drugs for prescription use requiring that
each drug M A fixed-combination drug
contribute to tha claimed effect of the
drug: section IV, Infra. Therefore, drugs
containing combinations of amphota.
mine and methamphelamine and/op
dextroampholaming nnd methamphetae
mipe, sre Nixed combination drugs. Tha
fNinal ‘order nlso stated that a propoial
to withdmw approval of such combinae
tion ‘drugs for snorectio use was pube
Jished clsewhere in the sanie issus of the
FrorasL NECISTYR,

In,a notice In the Frograt NRroisren
of February 12, 1073 (38 FRV 42791, the
Commissioner snnounced an opportunily
for hearing on his proposal to withdraw
approvel of ncw drug applications for
the caombination amiphetamine or olher
anorectie drugs. This notice was based
oty evaluation of data submitted pure
suent to the Fyoeaarn Jteorsrer notice of
August 6, 1070 (33 FR 12678), This daln
wag found, afler review, not Lo provids
substantiol evidence that the dirugs
named in the IFconrat Rrotsren notico of
February 12, 1073, were effactive as fixed
combination for their claimed nnoreclle
uses. Dased on this Inck of substantial
evidence of eflectiveness of the druns as
fixed combinations, the reeoghized poe
tentin) for abuse of these combination
druss, and the-avallability af alternative
therspeutic measures which are snfe and
efcctive, tha named diugs wera nlao
found ta be Jacking In prool of safety,
The Commissioner further found that
the data swbmitied In responae Lo the
Peocrat. Reorstea notics of Augwal 8,
1979, did not support a eontention thas
the combinntion mroducts decrease the
Incidence or severity of slde effedts ape
soctated with the abusg potential of the
single entity anorecctic drug. Nollco wns
therelore given Lo holders of the nanted
new drug applications and all other
intereated persony, including those mare.
keting simviiar, identics) or related druge
(113040 (21 CFR 13040)) tlmab the
Commissinner pronosed o withdraw ap-
&ronl, of Lhese new drup applications

sed O A lack O substanUal evidence
of efiectivencss and & Jack of prool of
safety. All hoiders of the NDA's and pers
sona marketing simiinr, ldontica) or ree
iated drugs, and other interested pers
sons were invited (o request & hearing
on ihe nrarvrad wiArvaals pnd In sithe
pul with aueh Feauust & well organited
and full-{astual anatyiis of the elinieal
and other invealigational data they were
prepared Lo prove in support of their ops
gmuon (o the withdrawal of the named

DA's and any auel similar, Identical
or relaled drugs. The noties staled that
it subatantial evidencs of eNlectivoness
and evidence ol salely was received for

D~/2e 24/

anb of Ls named druzs, of for simylar,
wmu{” nd related drugs, the notico
would o, ¥acinded as Lo sueh drugs.,

In rosponsk Lo the notice in the Sro-
enaL Rrowmrea of February 12, 1973, re-
qucsts for A hearing were riceived from
four persons for five Aruas. The persons
and the drupr were nanied ir, the Fraceas
RrowsTen notice of March 30,1972 (38 FR
8290)., The subject final order concemny
only two of those persons fequesting
hearings. : A

Rexar Pharmacal Co., 306 Rockaway
Ave., Valley SBiream. NY 11882, requasted
A hearing for the drugs Qbetrol-10 and

Obatrol-20 Tablets (NDA 11-822), Thess

drugs are the rtubject of an NDA which
was made concditionally effective on
July 24, 1059, and {ully effective on Pebe
runry 23, 1060. The Obetrol drugs had
been reviewad by. the NAS-NRC and
found to be porsibly effective as an ad-
Junet in the management of some forms '
of ohasity in which an appetite depres.
cent is indicated, The NAB-NRC finding
wis incornorated into the August 8, $070
Peoeaat. RecisTer nolice discussed adbove
(IS IR 12670, .

Daleo Chemical Co., 7 McQuestén
Parkway North, Mount Venwn, NY
10350, requested & hearing for the druzs
Delcobese bustnined Release Tablets and
Capaities and Delcobess Tablets and
Capsules. Pursuant to the August 8, 1970
F'eocaat. Reotsren order, the Commisze
sloner received from Darrons Pharmacal
Ine., 300 Prespect 6L Inwood, NY 11696,
four new diug appiications on tha fol.
jowing dater for the following druem:
March 15, 3151, NDA 17-1€2. Delcobess
Tablets, § mye, 10 2., 3 mg, and 20
m3.: Mlarch 13, 10N, NDA 17-181,
Delcobare Cansules. S me., 10 m2., 18 me,
and 20 mg.; March 26, 1971, NDA 11-160,
Duicobote Sustained Release Capsules,
5 mpg. 10 mg., §8 me, and 20 mx.; and
June 24, 1071, NDA 17-15), Delcobese
Bustalned Nelewse Double-Layer Tadlets,
 mg., 10 mg. 13 mg., and 30 mg. All four
of the drugs cousisl of & combtnation ol
amphetamines snd methamphetamines.
No data was subiniited in support of s
sftcacy ol these comdinalion drugs; the
spoiver merely parsphrased the conclu-
sions stated in the August 8, 1070 Fregmar
ReotsTaR notise In support of the aalely
Ahd effeasy of the crugs for uae as
anorectics and In lrealing narcolepsy
and minimal brain dnlunciion In
ehildren.

Due (o the large number of new drug
spplicallons. received pursmant to L
August 8, 1370 Fyornay Resteres order,
a review and evaluation of the new drug
applications submitted by Darrows was
delayed. Barrows was hotified of this
Aelnw he & letter from the Peod and
Drug Adminusustuon on Menrusry 2J,
1973, On January 15, 1873, & letier was
asent Lo Darrows from J. Rithard Crout,
M.D., Acting Director, Oftee of Scientitic
Evaluation. Bureats of Drugs, siating
the eonclusion of the Pewod and Drug
Admintstration that the four new drug
spplications rubmiited by Barrows could
not ke approved decause the submissions

.

1COtRAL REOISEER, VOL. 38, HO. 100<TULIOAY, SIPTIEMELE 79, 197)
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Ticd 1o damonstrate Lhat each compo/ \y

nent of the drug makea n contribution t
the elntined effeet and that the doxngo
of each component iy such hat the cotne
Linatton is safe and cifeclive (or A uige
vificant patient population requiring
ruch econeurren: Uwerapy as defined W
the {abeling for the drug (23 CIFTR 3.80).
Ity response to (ils letter, Deleo Chemi«
enl Co., Ine., T McQuesten Parkway
North, Mowst V-rnon, NY 10350, natfied
the Food ond Drug Adninlstration that
It was reformulating the products sude
Ject to the suhmitted new drug applicas
tions inte “sinnle entity amphetamine
preparations.” No {urther communica=
tion has taken place,

The otlier drugy named In the Froeaat
Rroister nhotice of March 30, 1973, will
be Lhe subjoet of orders ruling on the
requests for hearings to be published in
the Proceat Recisren at o fulure date,

1. The Lrugs n. Qbetrol 10 ond Obetrol
20 ‘Tablets, respeciively eontain 2.8 mg,
erch or B mg. each of methamphetlamine
saccharate, nethaimplietamine hydro-
cluoride, ainphietaminae sulfate, and dex-
troamnhetamine sullnte per tadblel.

b. The four Delcobese drugs nre comble
natlons of dextroamnphetanine sullate,
methariphetamine hydrochloride, mothe
amphctamine adipale and smphetamine
sulinle,

11, Necommended Uses a. Obetrol 10
aud Obetrot 20 Tablets are recommended
in exocenous obesily as a short-lerm (a
fetw weeks) sdjunct Lo a regimen ,of
weight  reduction based on  calorie
restriction. ,

h. The Deleohese druss aAre recoms
inmided i exogenous obesity, as & shotts
term (n fow weeks) adjunct in A regimen
of weight 1educiion baved on calorie re-
striction. and tn the treatment of narco-
fent? and minimal braln dysfunction us
children.

1IT. The Data to unpport Clatme of £/
{eetiveness A. Obetrol 10 and Obetrol 20
Tabicis 3. Publirhed Studies, Rexar has
submitied ive Mteralure reprints which
It contends ruppart the elScacy o
Obetrol Tabllets. For (he [followin
rengons, theso studies are not substentia
ovidenee of the elfectiveness of Obelrol
Tablate aince ther are not adequals and
well-controlfed clinieal investigations.

Q. Modera Atansgement of ODesily~—
The “Social Diet®, Milton P M.D,
J.AMA, July 28, 1089, Vol. 170, pp
18131818 This report is substantisily
a distourre on Llie caused of oberily and
the various methode of Lieating the cone
dition, It merely rerorts that the suther
feels Lhat some Investigators, Ineluding
himaell, have estabiahed o genuing
therapautie action with certatn diugs n
promoting weight reduction, There s ne
Actep] elipiepr) data preesnied, np @i
eussion of the investigntions as Lo size of
the atudias, no controls or slalisuical
maothods, and no reference Lo the compoe
sition of the Urugs Lhat wete emplored
tn Lhe investigations, at required by
§ 1301202480 (21 CFIR 130.12). The
autiior mentions that Obetrel wat uted
in "this” study, but the reference
which study is unclear. Tue eniteria fof

H___ﬁ

NOTICES

Lablshing that a study §s adequate and
‘fell-controlled, set forth at §130.12t0)
(3), have not been met,

TThe study s, on fts face, insufficient
ta support any clalhy of eflectivenoas for
the OLelrol Products. The Commiasiones
finds that this article is not qubetantial
evidesice of tise eMeacy of Obeirol Tabe

Jels.

‘. The Trcatment of Obaiily In
Notients With Cardiovaseular Dirests,
rranklin Bimon, M.D, and Arthur BDems
stein, M.D., Anglology, Vol. 12 Ne. 1, Jan-
uary, 1081, 32-37, This 1a & report of the
obesily problem 13 the United Blales
and a study conducted with Obetrol,

“The study reported. conalsted of 100
patients who were seen by the investi~
gators lor “varying” periods of time. The
adthors stated the test was conducted
for two montha, an “appropriale’” period
ofl time. Why the two months was "ap.
propriate” is not stated. The standard
for detennining “overwelght” was given
As “overwelght by any standard uaed.”

"DBath Obetral 10 and Obetrol 20 were ads»

ministered, with dosage and time of ade
minhtration altered L conform Lo Indi-
vidual requirensents.

‘a Adlemipt was made Lo use any cone
trols In the study, The investigators re.
ported that a placebo subatitute was ate
tempted with twenty=five patients alter
fouir weeks of treatment, bul this type
of placebo employment s not a placebo
control contempiated by §:130.12(m)(h)
ey (6 Uy, since the regulalion res
quires that the test drug be compared
wigh the results ol & patient group (o
wiiom  piagedo, In all respceia physically
1dentical Lo the tast drug, has beols ads
inipistered Lthroughout Lhe study, The
subject study did nol comply with the
reguistion, ,

The patent population was made up
ol patients some of whom had some sory
ul eardiavaseular disoasa with or without
dizbetes, some with diabeles aione, and
sodw willi no other diseass conditions,
‘There s no Information us Lo suitability

¢ of Lhe patients to be Included in & atudy

Lo determine the eftectiveness of an anos.
rectie, and no assursnes of comparability
of the Lest group with & control group,
sinte & control group was not employed
(1 330.33¢a) (M (N (@) (23 (1) and b)),
Decause of Lthe greal variations In ihe
&ml conditions of the patienta and
olher maedicationd thay were taking,
and the variations of dossse and durs.
ton of administration reporied by the
suthers, any specifie inding by the ins
voaaligaters related (o Lthe eftectivensss
of Obelrol 1n of qguestionable valuve,
Sretion 130.15¢0) t8) 1L} (@) (D) requires
that “a summary of Lhe metheds of
anaiysis and an evalusUon of the dila
derived from (he study, Includine ane
'] 1800 SLALIMICE: MELHaL" Be sl1bs
ovitted, No such data fa prewenied i this
study. Therelors. It 10 net ponivie to
evalusta Lhe amiylisal and statistieal
mnethods employed in order Lo delarming
tha validity of tha resulis and the inves-
Ugater's conclusions,
‘The resuits of the study were statod In
generst terms of the (olal numuer of

' 1614

Jost, with an average being as.
174 1o ench patient, No actual patient
resaid were atntcd. The mvestigstors
state that the range of welght Joas varied
from “atmost nothing” Lo 25 pounds, The
suthors admit that Lhelir resulls are
*made up of combining the good with the
bad, the elective with the ineQeclve
weight reducer.,” Thus, it s impossbls
to draw any ineaningful conclusions as
to tho eMcacy of Obetrol {rom Lhe study
because full roporia of palient data obe

‘tained from tha atudy sre not presented
23 required by §330.12(a)(8) (3iy(a) (S},

in addition, since Obetrol is & combie
nation drug within the meaning of § 388,
the investigators must show that both
the amphetaming and methamphetamine
components of the drug contridute Lo the
drug’s purposed affact. No such showing
was made in this study.

The Commiuioner finds that this study
is not substantial evidence of the eflecs
tiveness of Obetrol Tablets. .

e. Treatment of Obess Diodetics and
Arteriosclerotics, Arthur Jernstein, M.D,
snd Franklin 8imon, M.D., Reprint from
Clinleal® Mcedicine, May, 1961, pp. 3-8,
Tis i3 snother report of the study dis-
cusied 10 b, above, It eontains no more
patient informalion or data than does
ths other report, and no statistics! ansly-
tis. Por Lhe reasons stated adove, Lhe
Commissioner Ands this study 1a not cubd.
stantia) evidence of the effecliveness of
Obetrol Tablets,

d. Vse of an Amphelamine.Combding-
tion Druo in an Anti-Obdesity Clinie, Mer~
il Derman, M.D, and lsn Anderson,
MD. Md, 8L Med, J, Jan, 1048, pp, 22«
3, This ls a i of study eonducted
with. Obetrol=10 Tabdlets. The psuent
population numbered 43; the only medl.
enl problem ol the group was obetily. The
drug was tesled In 23 patients and com-

ared with 18 patients Lo whom no med-
eation was administered. The suthors
stated WAt “the fine) outeome of Lhis
study wii} awsltl its uitimats re-evaluae
Uon when Lhe patients sre reviewed one
year from the time they entered the
elinje program.”

‘The patients were selectd ot random,
and randomly placed on ether the drug
or ho treatment. Doth Last and control
palienis wers weighed esch week, given
nutritional counseling and perticipated
in the same discutsicns. The res

Y showed tha\ the gTouD to

whom the drug had been administered

lott Al average of 203 pounds ever a len
week period, while the control group loat
sh average of 981 pounds over the Um
week pertod. The azstua) weight Joss for
each patient is tadbulated. The authors
toncluded thal "Lthe group ov. the am.
ttuuwno preparation was adle o jose
wiee 08 Inuch, OB the average, as the
coulrol gToup.”

The study (s deficient tn severa) re.
speeta. PINL the overweight

Ned. Becond,

poy~ 1}

of Lthe batienis 13 not staled, ner s A tadle
of random numbers presentas (113012
a4 (9) ), Dala 13 not prevented as Lo the
number of entrants in the ctudy and the

W
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de,
number of dropouts. This datn Iy necea /imetraxine hydrochloride was adminlse

sy both iy order to demonstrate that
tqual numbers of palients were placed
in each group and (o follow up on these
patients to aacertain why they dropped
out. Finally, the analytical technique for
evaluatiiig the results is not descrived
making it imposaible Lo establish the
signifieance of .the differences of tresate
ment of the two groupa (} 130.12¢a)(8)
i ta)ed)),

In adition ta the abeve deficiencies, the
study fy nat adequate and well-controlled
Lo establish the eMcacy of Obetrol for the
following reasons. As pointed out by the
tnvestigators in this and the other studies
submitied by Rexar, one of the major
factors contitbuting to obesity, and

togical condition af the patient. 1a order

(A (BYeti) tad (4) (1) be employed sa that
el patients think that they are recelving
some medication in order Lo adequately
compare the test and control groups. No
treatment controls are insuficient in this
tyne of study since a placebo haa a defle
nite and signincant effect In obasity
studies (4 133.12(A) (8) L) (@Y CEI L)), AS
with all placebo studies, true doutle
biinding 1s required. Thua, o third party
must packsge both the aztive drugs and
the placebos in contalners which are ine
distingwishadle and which can oniy be
identified v code numbers known only Lo
the third party, The placebos snd drugs
must be physically Indistinguishable to
both tha physictan snd the patient. Only
in thia manner wilt the study resull tn
neither the physieian nor Lhe patient bes
ing awmare, at the Uume of trestment,
whith patient {3 recelving the drug or
the piscebo. This s required so that
physicion and patlent expeclalions do
not bins Lthe study, Double blinding wss
not dona in thia study,

Finslly, the study was not conducted
in such & manner that the Lavestigalers
demonstrated thal bolh the amphetae
mine and the methamphetagiing constits
uents of Chetrol contrituted o (B
anoreelis offect, Buch a showing s ree
quired Lo establish the eficagy of a Nxed
combinalion diug such sz Obelrol In
otder Lo shiow the contribution of eaeh.
ingredient it Is necsasary (0 have four
test groups—onie On Lhe combunation
drug, one sach on-ench of the active

ingredienta, and one on a plssedo. This
was hot done () 3.88).

The Comminsioner Ands that thisatuCy
Is nat substantial evidencs of Lthe eMcaey
of Obetrol Tablets.

n, Comnarisan of (Weloht Lovtes WitA
Thetr Redncing Repimeni-Diet Tharepy
Phenmatraineg, ang ., , , Obetrel, utrm[
penman, MD. and tan Anderson, M D,
J. Am, Qerialrie Soc’y, Vol. 14 Ne. 6, pp.
023-030.

In this atudy, 88 everweighl [emale
oulpalients In the Ant.C Clnie
were randomly divided into thres gTouns,
unequa! in size: 18 Lo whom no medica.
Uon was administered; 41 to whom phene.

crucial in fls trealment, is the psyehos

to conduct an.adequately controtled test |
with an obesily drug, it is imperative that ’
niacebo controls as set forth in § 13017 we

stered; and 29 to whom Obetrol wns ad-
“ministered. There Is no explanalion given
for the variation In the number of sub.
“Jecta In ench group, The no tresiment
group had an obesity dwalion of 10 years
tor Junper 1 all caser: the other (wo
’groups had a Jong obesity duration, Thire
‘18 nO reason given why the 10 years for
ithe no-treatment group s algmifcant or
‘why the lack of specine auralion of
i‘?wgy for the other two groups is signile
‘Jeant, .

" The resulls ¢! the study showdd an
aversge Joss of 2.0 pounds in (wo weeks,
4.2 pounds in four weeks, 6.4 pounds in
a.x weoks, 8.8 pounds In slght woeks and
$0.3 pounds In 10 weyka for the conlrols,
ror the phenmeliaxing groun, ihe avere
Age welght loss was 3.8 pounds In (wp
weaks, 0.8 pounds In four weeks, 0.7
pounds In alx weeks, 11.9 pounds in eight
weeks And 138 pounds in )0 weeks,
Finally, Lhe Obetrol group averaged a
welght lnss of 8.0 pounds In tvo weeka,
9.5 pounds In four weeks, 3.8 pounds in
Bix weaks, 18.2 pounds in eighil weeks and
23.8 pounda in 10 weeks,

1 The results are hot mesningful alnee
Lhere are no data relevant Lo the amcunt
and frequency of medication, The degree
of overwelght of the patients Is 1ol given
so that an objevtive comparison of the
Lest subjects’ weaighs loas is not possidle,
There i3 no method ol rendomisiny the
selection of Lhe subjects stated, nor 4 &
tabie of random numbers presonted. The
snalytical technigue for evaluaiing the
fesulla i3 nol described ao that the sirnine
cdance of tl.e dilferences of treatment of
ihe various groupa caiuiot be established
(1 130.12(a) (BXUD (I (4), And  (a)LS)
iy ea ey, tun, end iy,

i As with the study dicussed i1 =~ - -
graph d. above, Lhe necessary piat.. - it
ot present, The "setive ¢rug” contiol is
thauMelent because the sdminlatetion of
& placebo would nol be contrary (o the
interesi of Lhe patdent (§ 130.02(A) (3) (1)
€a) () L)), Purthermore, the follow.y
sludy, in which only Obetrol was mc£
and then, only as heeded, has no sige
nificance for purpoces of demonstrating
the eMeacy of Obetrol, The study s nod
sAnquataly double bilnded for the rese
suns et forth (a d abave. Finally, thare
are no Jata (o show that both the sme
phelamine and mathamphetaming cone
sutuents of ObLetrol contributed o the
efeacy of the drug (§ 3.86),

" ‘T'he Commissioner finds Lhat thls study
s not substantial evidente of the of«
feacy of Obatrol Tableta

.8 Unpubllahed Bludias, a, The Leberce
studies, Raxat 0100 submitied Lwo studies
conduwiled by labered Laberatoriae In
1052, THE dudten Are annrrentie peute
tonieily studies, The At was conducted
with PDexedring. Tha purpess of this une
controlied study is nel stated. The Larges
g‘omhuon oslansibly comsistad of

nornial, hesithy albine M, aithoush
ihe ertieria fye delarmintn (e conaie
tion of the rais la nol staled (413013
(A (i Lty (LN ), The animals were
{ed 10 milligramas of Dexcdrine per 0o

A suspension substanse for an unspeci-

+

-

R

od of time, possibly only oncs,
N gl this 1s not clear, The tnvett.
galor cuncluded that “when the above
resulls were cajeulated according to the
method of Dehrens, the LD, was extad.
Hahed to ho 312 milligrams per kilogram
of ral, This is equivalent Lo 8,720 mulie
grama in s 60 kilogram human being.”
Tha second study was conducled with
800 tablets of “Oby-Nax #1~, composi-
Uon not stated. The purpose of this un-
controlled study 15 not stated. In this
study, the target populslion ostensidly

ted of "normal, heslthy albing

rate”, although the-criteria for dater-
mining the condition of the nix is
not atated (§ 120.12¢a) (B (KDY (@) (D) 81) ),
The Last animals were 1ed 40 miligrams
ol Oby-Rax #) per ¢s of a ssupension
substance for an unapecifed Jength of
time, possibly only onecs, although this
is not clear, The investigator conc'uded
that "whan he above resuits were cal-
culated according Lo Dehrena, It was
found that the LD, 0f the Lest material
s 283 milligrams per kilogram of rat.
Thia is analogous in Lhe human Lo 16.490
muiigrama®™.

exar atales that these two studies
ware comparative, but falls to state nhat
w23 being compared, and the resuits of
Any such a compsrison sre noxhere
stated, Purthermore, the resulls are not
confirmed Ly clinical data since they are
only scule dsla, The resulls of aueh
snimal studies cannot be extripolated
o man, Therelore, these studias do not

rove the ssfety of Obeirol Tadblels In

umian beines.

Thae two studies do not estoblish either
the efectiveness or salely of Obetrol
Indeed, whether or not the "Oby-Rex
#1" 18 of the same composition as
Obetrol §s not stated. The Commissioner
finds that these studies do not constityle
evidence of ssfety or asubstantial evi-
dence of the efcacy of Obetrol Tad.
leta’tor il Intended use.

b. The Nadviman study. In a Jeiter
dated Seplember 23, 1911, Nexar was

Food and Drug Admin.
(hat & proposed clinics) prolow
col for a double-dling efBeacy atudy of
Qbetrol was deficient in several respects;
severs) requirements tor the study to be
and weli-controlied wore pro-
vided (0 Rexar, One of hete requires
ments was that Renar “showd provide
for acqul data on the contributions
of the individus! constituents Lo the total
claimed eflect for the drug.” Nexar sub.
mitiad with ils request for a heating, &

of scquiring @ata oa the contrution .
of the individesl corutiventa 0

tota} claimed efeat for the diug. The'
protocel onlp previded for two test!
groupst one 0 shesn Obetrol would be
adminkteved, and one (o whom platede
medication would Y% adminlatered.
Narar submitied the resudls of Whis study,
which was conducted by Phillip B, Nedel-
man, MD. 1n the foreword (o the study, |

’
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T and under authority delegated Lo

)
lcMted {n the notice of March 6, 1973,

i* Commissioner (21 CFR 2.120), no. Lihs,Lr Pharmaceutieals, Ine., holder of

tice Ls given Lhiat the approval of the New

INLUA 10-998 for Cartrax 10 and Cartrax

Drug Application for Obetrol-10 and |:20 ‘I'ablets (pentaerythritol tetranitrate

Obotlrol-20 Thblels (NDA 11.822) s
withdrawn. eTective Octaber 8, 1873, This
order anplics with full force and eflect O

(Bee 03, 701, 32 Btat. 1033-1083, 10551080,
stamu ded; (2) UB.C. 300, 871).)

D=led Beplember 17, 1073,

8au D, Piywe,
Alsociate Commusioner for
, Compliance.

[TR D0e.73-20208 NVed §-24-73:0:4b am)

{DEBT 0418)
(Docket No, ¥DC-D-602; NDA No. 9418 ate.}

CERTAIN DRUGS CONTAINING PENTA.
ERYTHRITOL TETRANITRATE IN COM.
EIOP:SIlON WITH RAUWOLFIA  ALKAs

Notice of Withdrawal of Approval of New
Drug Applications

A notice was published tn the Feotaat
Recisren of AMarch 6, 1973 (38 IRt 6090),
estending Lo Lhe holders of the new drug
aophications liated below, and o any In.
tereasted person who may be adversely
aflecled. an oppartunity for hearing on
the proposal of the Comuniaioner of
Food and Drugs to lisue an arder under
section 805¢e) of the Federal Mood, Drug,
snd Cosmetle Act, withdrawing approval
of the lisled applications and all amend. .
ments and supplements thereto, The
basis of the proposed action was Lthe 1ack
of substantial evidence that the drugs
are elfective for Lhelr Jabeled Indlcations.

NDA b NDA hodder
Mo "

418, .. Penteryinn Tatlels,  River Latorptaries,
1901 shing SALAS: Ine , Bubddisey ¢
mm::c‘t':: e “:t“l:o‘.. v:: Novds
[L20] ] ot w..'
oryien Coul 9100

1081, Nirotng Taviets, ean. Dary 0 Lolaraiones,
140g [url Pt gihe &pnm r [T
nied tetremtmeg WUy rmb-
o aJie1o1yion, ot \18 44 Inens

L3 oa l..:“
(4 B .
IV Futnmacoutiod

10-%510., Pontgwrmne Tobbla U
"~ )%

(4
T ol 14, sone X cod
tMmng el dory U .‘\‘. omt tmn
Mol tetnmitre ) oy
L

HelM,, Rospt Pobirie, ben  Wortrshold Lot
1 30Ag o aiarey L wse, fue , oH)
nhd b irenirelp dalaad o] »
ond rewreping, nnansll,

“wm

Both Riker Laboratorjes and 0BV
Pharmaceutieal Corp, (formerly Nysco
Jaboratories, Ins.) had previously dise
Cuitinied Lwir products end clocted not
1o request A henring, Neither Dorsey
Laboratories, Ing, nor Wasterfield Lados
ratories, tne. flled & writlen appesrsnes
of election an provided by sald noucs.
The failure Lo Nie sueh an appesisnce
constilutes election nat to avall theme.
selves of an opportunity for hearing,

In addition Lo those listed above, Lhree
olher new drug applicalions wers Ine

itatranitrate

{and hydroxyzine hydrochloiide), Amere
Jean Jlome Products Con. holder of

NDA 11-423 for Equanitrste 30 and

|Equanitrate 20 Tablets tpentaerythritol
and meprobamate), and
{Carter- Wallace, Ine,, holder of NDA {1~
4802 for Miltrale Tablets (pentaerythritol
‘tatranilrate and meprobamate), .alecled
}o avsll themselves of the onporiunity
iJor & hearing on thelr drugs. Thelr res
jquests for & hearing a) e under rgview and
‘wlll be the subject of & futurs publicys
Hon In the Peoenat Necisren.
" Al} §dentical, related, or sinilar prode
‘tets, not the subjest of an approved new
‘Brug application, are covered by the new
drug applications reviewed and are sube
Ject to this notico, Bes 21 CFIL 130.40 (37
hig L3 ”,.’c October ’In 1072, M’ person
‘who wishes (& Jeterming whether & spee
€ifie produet Ly cavered by Lhis notlice
should write Lo the Mood and Drug Ade
mintsteation, Dureay of Drugs, OfMce of
Complinnce (BD-300), 5000 Pishers Lane,
'puxumu. MD 20082,
+ The Commissioner of Foad and Drugs
pursuant o provisions of the Pederal
Food, Drug, and Cosmetie Act tsae. B68,
62 Btat. 1053, sy amended: 21 US.C, 358),
vd the Administrauvs Procedura Aet (8
UAC. 834), anc under authority dele.
gated Lo him (2) CPIY 2.130), NAnds that
on the basis of now inlermalon befere
him with regard o the drugs, evaluated
gether with Lhe evidence avallable to
n whenn the applicatiens were Ape
proved, thers is & Inck of substantial.,
evidence that the drugs will have the
efiecla they pwvort or are represented Lo
have under the conditions of uss pre.
scribed, recomunended, or suggested in
the labeling thareot,
i Therelore, pursuant (o the foregotng
finding, approval of iew drug appiicas
Hons Nos, 9418, 30-004, 10218, and
$1-130 and sl amendments and suppples
ments thereto is withdrawn,
. Diupeent in interstale comineree of
bu Aboveelisied drug products oy of sny
enlieal, relateC, or similar produecs, not
*: subjou of sn npproved new drg
Application, i3 hanscstorth unuwful,

" ROeetive date=Thig order shall be
come- ellertive on Oclober §, 1073,

* Daled Beplember 19, 1973,
. . Bam D, Piws,
: Atzocisie Commuioner for
i Complianes,
L {PR Don.3-50198 F110€ 0-81-73,0148 sm)
' N
;: (PAP IBMOM4|
i SANDOZ COLORS & CHEMICALS
Netice of Piing of Patition for Poed Additive

i Pursuant o provisions of the Peders)
Flood, Drus, and Cosmetie Act (ses. 400
(h1¢8), 73 Dlal. 1706 t2) UB.O. 36
€11)), notiea Is civen Lhal a petition
(PAP 3D1848) has been Nled by Sandoa
Colors & Chemieals, Xasl Jlanover, NJ
Q1936, propostng thal § $31.242¢ Come
it

ponent; {J paper and paperboard (n eon.
taet 1! agueous 8¢ /atly foods (33
CFR 1...£520) be amended in paragraph
(a)(B) (0 p.ovide for the safe uUse of
polyamide-epichlorohydrin water-sajudile
therinoteltr.g resing prepared by resct.
ing edipie aeid with diethylenetriamine
to form a basid polysmide and further r¢.
acting the polyamide with an epiehioro.
hydrin and dimsthylamine mixture for
Bhbahanrd Iienond o e e
paperboar ed for use In

with food, contact

Dated Beptembder 11, 1973,

Vinan O, Wostexa,
Dlrgcm, Durean of Poods,
(PR Dos.73-80300 Filed Ho-fn:lr“ sm)
(DESL 11073}
|Doeket Mo, FDO-D-$43; NDA 5)-073)
VIAMPOLE LAGORATORILS

Notice of Withdraws! of Approvel of New

\ Drug Application

Cn Jonuary 13, 1973, thers was pud.
lshed tn the FeseaaL Restsren (38 R
1404) a notice of oppartunity for hearing
(DEBL 11073) in w'lich the Comnmissioner
ol Food and Drugs proposed to lssue (1.1
order under section $03(e) of the Ped.
ersl Food, Drug, and Cosmetie Aet (21
UA.C. 358(e)) withdrawing & 1ot
new drug spplication 11073 for Vastran
Forte Cspsules conlasining niacia 371
me.) with aseordie acid, riboflavin, thi.
amine menonirsie, cyanocobalamin,
pyridoxine hydrochioride, and ealcium
pantothenate: \Yemnole Lavoratories,
38 Commerce Rosd, Stam(ord, CT 04004,
The basts of the proposed withdraws: of
spproval was the lack of substantia) evi-
denes that this fixed combination drug,
oftered for hypercholesteremia, will have
the eSects Lhal It purports or i3 repre.
sented o have under the conditions ef

ue preperibed, or sug.
gesled in the ladeling,
All ldentical, relaled, or similar prog.

ucts, not tha subject of an approved

drug applieation, are covered by the

drug application reviewed and are

mt 10 this notice. See 11 CPR 130.40 (37
23188, Oct, 31, 1970), ANy

who wizhes (0 determine

eife predust s covered by this

ministration, Bureay of
Compliance (BD-300),5400 Pishers Lane,
Nockville, MD 20881,

Pursusnt (o the netics, Wampole Labd.
oratories has refermulated Vastran Porte
Cepsules Ints & new produet named
Wampoeap Capeuies tontaining 500 mg.
niacin. In the Fracaat Resisrea of April
18, 1973 (37 PR 1335) and an amendment
oI adlidly 10, 1333 (35 I %5%0) (DCS)
0780). niacin as b single sctive Ingredi-
o1l was evaluated as ofective for hypers
cholesterolemia snd  hynervetalipepre-
teinemia. The amendment of Mareh 19,
1973 stated the fellewing indications:

As atjunetive (verpy tn addition o ¢t
A4 other mocawtey in the trestment of hpe

g.mmnn-u 086 hpperhetalipepre-

*
reotrAt l(Ol‘l(l, YOL 30, NO. 183==1ULIOAY, LIPLIMBLR 28, 102)
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KENORANDUM | DEPARTHENT OF HEALTH AND RUMAN GERVICES :

PUDLIC MEALTH BXAVICE
OOD AND DRUG ADMINISTRATION
CENTER POR DRUG EVALUATION AND REBZARCH

DATE: .ocr |9 W

PROM 1 Director
Divisien of Drug Labeling Compliance, HFDe310

SUBJZCTT DOC 94-726~063
Obatrol 10 8¢, Tablate
Obatrol 20 mg. Tablats

7izrn: Riehwvood Pharseceutisal Co,, Ina.
Rexsr Phurnmacal Division

! Velley Gtrean, Nav York 11582 —_—
TOt Diracgtor . -'C?JS
Now York District, HrR-NEico '{"/J\’ K
YARNING LETTER APPROVED

Wa concur that a Warning Letter should ba lssdéd €3 Me. Regar
Griggs, President of Richvood Pharmaceutical Gompany, Ino., forx
the lubgnot products basea on violations of the nev drug and
pisdbranding provisions of the rdiC Act,

W& furthor oonour vith the language and information provided in
your proposed wnrntnf'boeece (copy attached) and havae nmads no
changes., MNowever, pleass inoluda s copy ¢f£ the Ssptoabexr 38,
1973 Pedoral Ragister announcexent reugarding thass Xinds of

products,
Ploase provide this office with a copy of the Warning Letter that
isoues and the firm'a response,

080 Contacki Leen Drapkin, KFDe313
(301) 6042072 | -

¥, Willfans

Attachnant

IlIlllllll|......................-L_....-...-..------rh
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DEPARTHENT OF NEALTK AND KUMAN STAVICES
. PUBLIC XEALTN OERVICS
" 7OOD AND DROUG ADNINIOTRATION
NEW YORK DISTRICT
850 TEIAD AvRNUX
3 BROOKLYY, WY 11132
L. (T18) 968=9700

MARNING LEFTER -
SERTIRIRG KAXL '
AETURN REGRIPT AEKCUEATRD
Mr. Roger D, crlbqt : Octoner 24, 1924
President '

Richvood Pharmaceutical Co., Ine.

Ruxar Pharmacal Division

386 Rockawvay Avenus .

Valley Otream, Nev York 11381 Ragt S5=NYX~-95

Dear Mr. Orquc;

This lcttdt-ll in raference to Ohatrol 10 my. Tablets, and
Obatrol 20 mg. Tablets manufactured and distributed by your firms.

Tha products are currently formulated by your tirmn as single
entity anphotamine  products containing  Doxtroamphatanine
Saccharate, Asphetanine Aspartate, Dextrossphetanine sulfate, and
Anphetanmine Sulfate. The labeling for the products include the
indicationsas ".. Attent.ion Deficit Disordar vith Hypeructivity...”, °
and *,.,Exogenous Obesity...", As euch, thesa products ars drugs
vithin the maaning of seation 201(q) (1) of the Federal food, Druq,
and Coametic Act (the Act).

The marketing of Obetrol 10 mg. Tablets and Obetrol 20 nqg.
' Tablets 1s 8 violatlon of section 608 of the Act. They may not be
: introduced or delivered for introduction into interstate commcrce
under section 900(s) of tha Aot, since they are nev drugs within
the nmeaning of ssction 201(p) of the Aet and no wpproval of
spplications £11ed pursuant to section 803(b) io sffoctive for such
arugs, and no Notice of Claimed Investigational Exesption undor
los?i) {s on tile gor the drugs. '

Tha drugs are nmisbrended vithin tha meaning of aaction
lo:(e)fx) of the Aot In that their ladeling fails to bear adaquate
directions gfor uss for the conditions tor vhioh they eve being
offerad and they are not exespt from this roquirement under
reguiation 31 CFR 201.11§ sinos they ars nev drugs vithin the
meaning of scection 101(p) and no approval of applications giled
pursuant to section 308(b) are offactive for these drugs.

Approval of MNev Drug Application ‘"MI 11-822 tor Raxar

Pharnsoal Co.’s Obatrol 10 mg. and 20 mg., Tablets vas vithdravn

:{ the Comnissioner’s ordar affective on Octoder 8, 1973, Notice of
e ruling vas published {n the Rsdpral Reajuxeg of Septenbar 28,
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1973, "Final order on Certain Comblnation Anorectic Drugs”,
Addltionally, thdé subsequent formulation changes Wore naver

approved.

T™he above idéntification of violationa {s not intanded to be
an all=inclusiva 1iat of deflolencics at your faaility. It io your
rosponsibilicy to'hssurs aghersnce Vith esch raquireaent of the Act
and its hplount;nt regulations. Foederal agencios sre advised of
tha issuancs of al) Warning Letters about drugs and devjces 50 that
they may take this information into account whan considering the

avard of contracts.

You should netify tnis office in writing, within 13 vorking
days of receipt of thio letter, of the action you have taken to
discontinue the markating of thase drug products. If correctivn
action eannot be completsd within i3 working days, state the reason
for the dalay and the time within vhich the corractions vill ha,
complated. If slgnificant stocks of tha drvgo remain in trade
channels at this tine, they should bde immediately recalled. Wes
roquest that your raply include an sctimate of the asounts of these
products that are §in Lnventory under your control and which resmains.

in distribution channelsc,

" You should Eukc pronpt action to correct these daviations.
rajliure to p:o-ptxr correct thoeo daviations may rosult in
rozulntory action without rurther notice. Thoge inolude ceizure
an

Jor 1njunctloq.

Your reply should be sunt to Complisnce Branch, rood and Drug
Adninistration, .830 7Third Avenus, Brookilyn, Nev Yorx 111132,
Attention: Laurence D. Oaurio, Complisnca Officer.

Bincerely,

| ; el
' rdvard T. Warner

. " oo District Dirsctor

Attached!} -

rederal Ragister logtcmbor as, 197,

certaip combination Anoractic Drugs

£
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MEMORANDUM DEPARTMENT OF HEALTIlI AND HUMAN SERVICES
PUBLIC HEALTIl. SERVICE
. FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE : Octobar 20, 1994 OCYHQN
FROM1 Paul Leber, M.D. ' ner v 1Ty
Diraector
Division of Neuropharmacological Drug Products
HFD-120

SUBJECT: Regponse to Consult Request
TO! HFY-1/0ffice of Health Affairs

Background Information:

lapue Requiring Response: Medical Letter article on
N Adderall, et al
Underlving Documents: Medical Letter article on
Adderall, et al
Rate of Requegt:: 10-17-94
Reguegter: “ Carol Kimbrough

Attached Regponget

Attached to this memo i- the Division's response to your consult
requeat., We have included our review and also a copy of our direct
response to the Medical Letter.

ce:
HFD:120/Consult Pile
HFD-120/TLaughren/PLeber/AMosholder

DOC: MEDLTR.1A




October 20, 1994 |

r
The Medical Letter, Inc. &
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
anticle "Adderall and Other Drugs For Attention Deflcit Hyperactivity Disorder.”

We have reviewed your drafl article and we believe that it presents a balanced and fair
summary of pharmacotherapy for this disorder. We have no corrections to suggest, but’
some minor additions might be in order. Space permilting, toxic psychasis and
cardiovascular effects probably deserve mentlon in the paragraph on adverse effects;
likewise, reference could be made to the fact that many drug-drug interactions, some
potentially serious, occur with the psychostimulants (e.g., with monoamine oxidase
inhibitors, pressors, anticonvulsants etc: see their 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 i
psychostimulants, and that non-stimulants are not considered (irst 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 drafls In the (uture, please do not hesitate to

ask. i
. y

Sincerely yours,

g Pe o\ lgy

Paul Leber, M.D.
Director .
Division of Neuropharmacological
Orug Products
Olfice of Drug Evaluation |
Center (or Drug Evaluation and Research

{

w




MEMORANDUM ; DEPARTMENT OF HEALTH AND HUMAN ORRVICES
: ; PUBLIC HEALTIl SERVICE
\ FOOD AND DRUG ADMINISTRATION
- <

W+

DATE: November 7, 1994
‘!

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

SUBJECT: Telecon of june 20, 1994, with Thad Demos of Richwood Pharmaceuticals in
Reference to NDA 11-522 Obetral® '

T0: 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 pan, 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 informdtion on the product other than a personal file maintained by
_previous CSOs and a reference it COMIS, As a follow-up to our October 19, 1994, telephone
conversation, Mr, Demos requesied 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 omilted,

Points 4 & 5: The framawork of this portion of the discussion was in relerence to DESI
products 1ty general, not specifically Obetrol. | explained that over teveral
decades, unresolved DESI issues could be counted in the 100°s; however,
as of today; only a fow issues are still unresolved and this product could
be a case in point.

Point 6, 8 & 11: I asked Mr. Demos if the NY District was requesting any actions on his
part and explained that based on my limited personal file, | was unaware
of any requirements placed on him by this Division other than thote
mentioned, in the letter of September 9, 1900, He explained that he also
had very limited records for the product. The context of this statement
was such that due to both our limited documentation, the appropriate step
at this time would be to make no changes and to attempt to locate the
NDA file through tha FO! office. | explained that | was unable to
complete an administrative history on his product, in that | had no
documents (0 review and could not advise him at this time, | explained
that the NDA flle appeared to have been retired.




Poimt 7:

attachment

| informed Mr. Demos that COMIS lists his product as "Approved 19 JAN
60". | went on to explain that COMIS is merely a computer database
utilized 1o track documents and was one of the tools that | would utilize
to reconstruct the administrative history of his product,
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TO:

FROM!

DATE:

Y

Roger Griggs

Thad Demos °
it

June 20, 19§4

I called the Division of Neuropharmacoloqgy at FDA 301-594-2850.
I spoke with Stave llardeman via telephone. Co

RE:

Obatrol Analytical Procedure 11000, The following are

comments made by Stave Hardemen:

8.
9.

10.

11,

1t appaears there &a- a supplement submitted in the mid
1970’s that was navaer approved.

Thare were numerous convaersations between Rexar and the
FDA reqardinq the procedure.
i

Rexar was pormlttﬁp to market the product pending
raaolution. K

lle believes that this Lssua was naver followad through by
the FDA. .

ile stated there were hundreds of lesues like this on other
producta that "fell through the cracks® in the 1970's.

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

Obetrol ia listed in the PDA computer as an approved drug
using the current formulation.

lle said wa do not ﬁav. to do anything at this point.

lle said that it may take some time for the Divikion of
Neuropharmacology to find all of their racords on this
analytical lesue "if at all",

lle said “If wa need a speedy resolution we should withdraw
the supplement and then resubmit it to thao Agency".

lle sald "we may continue to market the product with No
rn§¢rruptlcn-' using our current Analytlcal Mathod
(81000).
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 MINUTES OF MEETING
Commercial Sponsor - Richwood Pharmaceuticals
tNDA 11-522 / IND
i
!

1
RRUGC: Obetral/Adderall

SPONSOR: Richweod Pharmaceuticals

INDICATION: ADHD: - Narcolepsy - Exogenous Obesity
RATE/TIME: January 19, 1995 : 0900-1045 hrs
LOCATION: Woodnont 11 / 6th Floor Conference Room G
FDA ’

Robert Temple, M.D. CDER/ODEI

Paul Leber, M.D. CDER/DNDP
Thomas Laughren, M.D. 'CDER/ONDP
Andrew Mosholder, M.D. CDER/DNDP
Stanlay Blum, Ph.D. CDER/DNDP

John Purvis, SCSO CDER/DNDP
Steve Hardeman, CSO CDER/DNDP
Stephanie Gray CDER/OC

Frank Fazzarl CDER/OC
Charma Konnor CDER/OC
Bradford Willlams 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 & Hyperactlvity Disorders
Ronald jones, M.D. Chairman of Pedlatrics, Orem Community Hospital
Martha Bennett Bennelt and Assoclates

Jass Stribling King & Spalding




&:

Approval of NDA 11-522, a combi G tion 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 Reglster of September 25;! 1973, "Final Order on Certain Combination Anorectic Drugs”.

’!'a
[
.':1‘

¥ - ‘e
The Division of Neuropharmacological Drug Products notified 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, :

Y

In May 1994, during a routine inspecilon of Richwood Pharmaceuticals (formerly Rexar), significant’
current good manufacturing (CGMP) violations, including inadequate manufacturing process and test
method validation, stability data prgblems, and record keeping deficiencies were found. These
violations were listed in a FD-483 (a |jst of inspectional observations) left with Richwood, and were
summarized in a warning letter sent (o the company In June 1994. Richwood's response to FDA's
observations was deemed unsatisfactpry, and Richwood was notified of the agency’s evaluation by
letter dated August 23, 1994. FDA's |[New York District Office has been 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 Omce',ﬁ Richwood committed to effect, by March 1995, CCMP
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 against the company.

PURPOSE; l

Following receipt of the *Warning Letter*, Mr, Jass H. Stribling, Attorney for Richwood
Pharmaceuticals, requested a meeting with the agency to 1) discuss the medical necessity
of Adderall and 2) the sponsor'g‘, request to continue marketing the product pending
completion of the application. Heg 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 tha Division’s determination on December 15, 1994, by Laurence Daurlo,
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.
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Obetrol/Addenll NDA 11522 IND - 3

DISCUSSION:

The agency convened the meeting with Introductions and several precursory statements.
The sponsor was advised that 1) Adderall Is an unapproved naw 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 at this meeting.

it

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 Obetrol 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 whol:sale sales of only . and that they had
considered dropping it from the prouuct line. Based on some physician’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 '

Mr. Stribling acknowledged that, as a matter of law, the product is an unapproved new drug.
He further stated that the groduct is not listed in the Orange Book (Approved Drug
Products). However, since the firm was In recept of an agency form letier 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 1973, and requested that the sponsor be allowed to continue
marketing the product pending the submission of the appropriate chemistry and
manufacturing contrals supplement and the correction of several GMP deficiencies.

Following queries from the agency, the sponsor stated that there Is no evidence, based on
adequate and wel! controllediclinical trials, that would allow the inference that Adderall Is
different or better than any other single entity amphetamine product in the treatment of
ADHD or narcolepsy. They stated that they initiated a study that addressed their 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 their campaign was based solely on patient and
physician tastimony and stated that they were no longer seeking a determination that
Adderall is a medical necessity. .

I




).

ObetroV/Adderall NDA 11-522 IND
SUMMARY: |

1. Thesponsor adcnowl‘edgéd that thefr advertising campaign had been misleading, and
If allowed to continue to market Obetrol, agree (o corroctive advertising.

2.  Thesponsor agreed to su!imlt an appropriate cheiristry 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 thelr GMP deficiencies and to coordinate with the
New York Dlstrict to spe(:jfy the date for such corrections.

4.  The sponsor agreed that lf:'thev 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 studles.

cc:
ORIG NDA 11-522
ORIG IND
HFD.120/Div File A
HFD-100/Temple b
HFD-120/Leber #
/Laughren/Mosholder
/Blum :
/Purvis
/Hardeman ]
HFD-244/Roso/Dancese f
HFD-300/Cray/Williams/Konnor &
GCF-1/Blumberg

h
ol

C:ADOCSUND4VADDERALLV47301\Addaorall.mm1

Draft: 1/26/95, 2/2/95
Final: 2/22/98

MEETING MINUTES

L

[t tos]

Steven D, Hardeman; R.Ph.
Consumer Safety Officer

DNDP
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? DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville MD 20857
NDA 11-522/8-011, S-015

Richwood Pharmaceutical Company Inc.

Attention: Robert Falconer

7900 Tanners Gate Drive | S o 1T 1007
Florence, KY 41042 :

‘Dear Mr. Falconer:

Pleaéé refer to your supplemental new drug applications S-011 and S-015 for Adderall’ 10mg
and 20 mg Tablets.

These supplemental applications provide for the following labeling changes:
1. S-011 removes the obesity indication, includes a report of congenital anomalies under
the Pregnancy/Teratogenic Effects section, and provides for some minor editorial

changes.

2. S-015 removes the statement “Warning: May be habit forming” from the labeling

(ranamin attached to the exterior of the bottles.

We have completed our review of supplemental applications S-011 and S-015 and they are
approved.

Labeling changes of this kind are permitted by section 314.70(c) of the regulations, and may
be established prior to approval of the supplement. We note that these changes have been
effected.

We remind you that you must comply with the requirements for an approved NDA set forth
under 21 CFR 314.80 and 314.81.

If you have any questions, please contact Melina Malandrucco, R.Ph., Project Manager, at

(301) 594-5526.
ST Sk

Director

Division of Neuropharmacological Drug
Products

Office of Drug Evaluation I

Center for Drug Evaluation and Research



NDA 11-522/8-011, S-015

Page 2 )

CC:

Original NDA 11-522 | / ,S/ 7-17v95
HFD-120/Div. files '
HFD-120/CSO/Malandrucco 4r#t / S/ Ui |

" HFD-120/Leber/Laughren/Mosholder/Blum/Scarpetti / s / ,' -7 //é/ﬁ
DISTRICT OFFICE Y
HF-2/Medwatch (with labeling)
HFD-92/DDM-DIAB (with labeling)
HFD-40/DDMAC (with labeling)
HFD-613/0GD (with labeling)
HFD-735/DPE (with labeling)
HFI1-20/Press Office (with labeling)

APPROVAL (AP)

APPEARS TH!S 'VAY
ON ORIGINAL
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Division of Neuropharmacological Drug Products

J 16 1997
3 PROJECT MANAGER REVIEW
Application Number: NDA 11-522/8-011, S-015
Name of Drug: ADDERALL’ Tablets S
Sponsor: Richwood Pharmaceutical Company Inc
Materials Reviewed:
Last Approved Labe]ipg S-010- February 29, 1996
AP==

Supplement 011- July 24, 1996 (Identified as MG 10185 Revised May 1996)
Supplement 015- December 31, 1996 (Identified as MF 2060 Revised Aug 1996)

Review and Evaluation:

SLR-011: See enclosed document which highlights changes to the last approved labeling using “stikeouts”
and “additions” markings. Additionally, CSO review comments are included which identify the type of
labeling change. In a line by line comparison between the last approved labeling (S-010) and the propbsed
labeling only those changes indicated by the sponsor were made.

..R-015: These changes were only made to the printing of the labeling attached to the exterior of the
Adderall’ 10 and 20 mg bottles. The statement “Warning: May be habit forming” has been deleted.

All changes within SLR-011 and SLR-015 were submitted as “Changes Being Effected”.

#D\- C e
AP:T. o
1

Summary of Labeling Revisions (See enclosed document for specific changes):
There are 15 labeling revisions identified in the enclosed document.

-
-~
)
-

Labeling changes 1,3,4,11, and 12 are deletions in various sections related to the removal of the obesity
indication.

Labeling changes 5,6,9,10, and 15 are editorial changes.

Labeling changes 7 and'8 are changes to the Pregnancy Teratogenic Effects section. AP
Labeling change 2 is the renaming of the Actions section.

Labeling changes 13 and 14 are changes to the HOW SUPPLIED section.

.
"
-

&y D

Recommendation:
These indicated revisions have been approved by the medical and chemistry reviewers. I recommend
approval of SLR-011 and SLR-015. , /S/

Melina Malandrucco, Project Manager

.. . 7
/‘\ 7é

Purvis, Chief Project Management Staff

-
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DEPARTMENT OF HEALTH & HUMAN SERVICES g’ | Public Health Service

K Food and Drug Administration
Rockville MD 20857

Date  JAN |5 1997

~522
NDA No. L1-5
///

Richwood Pharmaceutical Company ’

7900 Tarner's Cate Drive-Suite 200

Florence, XY,41042

Robert A. Falcuzer
Attention: Robert A alconer U .

Dear Sir/Madam:

We acknowledge receipt of your supplemental application for the following:

NDEE -7 £TS
Name of Drug: ADDERALL-TABLETS

11-522

NDA Number: ~a— -

-015 o .

wn

Supplement Number:

a ~ At
Date of Supplement: December 31, 1996

Date of Receipt: January 10, 1397
Unless we find the application not acceptabie for filing, this application will be filed under Section 505(b)1) of the

Act on March 11, 1997 in accordance with 21 CFR 314.101(a).

All communications concerning this NDA should be addressed as follows:

Center for Drug Evaluation and Research

Division of Neuropharmacologic Drug Products AnSTaas s o
Attention: Document Control Room o : _

5600 Fishers Lane, HFD-120

Rockville, MD 20857

Singarelv vours.

PSR /S/

[P (FOR) John Purvis

Chief, Project Management Staff

Division of Neuropharmacologic Drug Products
Office of Drug Evaluation |

Center for Drug Evaluation and Research

FORM FDA 3217b (11/96)

* U8 GPO: 1998-404-897/20714



DUPLICATE

3 CORPORATE HEADQUARTERS 0 MANUFACTURING DIVISION
7900 TANNERS GATE DRIVE 396 ROCKAWAY AVENUE
SUITE 200 VALLEY STREAM, NY 11581
FLORENCE, KY 41042 , 516-561-7662
800-536-7878 ’ 516-561-7665 (FAX)
7 800-561-7661
~ December 31, 1996 S N; .
. , B ._ MNOL&,-? LRy
- NDA 8ur-L “OR 5&‘ o
Paul Leber, MD e
Director &ﬁj e ‘7’_' T
Division of Neuropharmacological Drug Products S S
Food and Drug Administration
Woodmont 11, Document Room
HFD-120 -

1451 Rockville Pike
Rockville, MD 20852

RE: CHANGES BEING EFFECTED for Adderall ® Tablets
Approved Supplemental NDA 11-522

Dear Dr. Leber:

Enclosed are twelve (12) of the final printed labeling for Adderall ® (dextroamphetamine
saccharate, dextroamphetamine sulfate, amphetamine aspartate, and amphetamine sulfate)
10mg and 20 mg tablets with the “Warning: May be habit forming” statement deleted.
These revised labels went into effect on 12/17/96.

Al T
Sincerely,

. J .
RICHWOOD PHARMACEUTICAL CO,, INC.
Robert A. Falconer
Corporate Director,

Regulatory & Technical Affairs APIT
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DEPARTMENT OF HEALTH & HUMAN SERVICES 7 ) / Public Health Service

Food and Drug Administration
Rockville MD 20867

Date Al lz.m .

NDA No. 11-322

Richwood Pharmaceutical Company .-
7900 Tanner's Gate Drive- Suite 200
Florence, KY 41042

Attention: Robert A. Falconer

T
1

Dear Sir/Madam:

Woe acknowledge receipt of your supplemental application for the following:

Name of Drug: ADDERALL~TABLETS

NDA Number: 117522 , 37

Supplement Number: S§-011

Date of Supplement: July 24, 1996

Date of Receipt: July 30, 1996

Unless we find the application not acceptabile for filing, this application will be filed under Section 505(b)1) of the

September 29, 1996

Act on in accordance with 21 CFR 314.101(a).

All communications conceming this NDA shouid be addressed as follows:

Center for Drug Evaluation and Research o7
Division of Neuropharmacologic Drug Products

Attention: Document Control Room

5600 Fishers Lane, HFD-120

Rockville, MD 20857

-~ ~=ang TG UAY Sincerely youra.

/S/

Chief, Project Management Staff
Office of Drug Evaluation | ) e e
Center for Drug Evaluation and Research

FORM FDA 3217b (11/98)

* U.S. GPO: 1986-404-897/20714



Sictiwood Sharmaseutical Gompany, Se.

0O CORPORATE HEADQUARTERS O MANUFACTURING DIVISION

7900 TANNERS GATE DRIVE 396 ROCKAWAY AVENUE
SUITE 200

VALLEY STREAM, NY 11581
FLORENCE, KY 41042 0 R , G 516-561-7662
800-536-7878

NDA SUPPL 516-561-7665 (FAX)

800-561-7661
sy 24, 1966 NDA NOJI:EEZ_REF NOSALQ//
- NDA SUPPL, FOR o
Paul Leber, MD
Director

Division of Neuropharmacological Drug Products
Food and Drug Administration

Woodmont Il, Document Room

HFD-120 ;
1451 Rockville Pike

Rockville, MD 20852

RE: CHANGES BEING EFFECTED for Adderall ® Tablets
Approved Supplemental NDA 11-522

Dear Dr. Leber:

As requested in your letter dated April 9, 1998 enclosed are sixteen (16) of the final
printed labeling for Adderall ® (dextroamphetamine saccharate, dextroamphetamine
suifate, amphetamine aspartate, and amphetamine sulfate) 10 mg and 20 mg tablets.
Also enclosed, is a highlighted copy of the package insert changes. This revised
package insert went into effect on 7/22/96.

Sincerely, AP ” T
RICHWOOD PHARMACEUTICAL CO., INC. L

Dk Ab—

Robert A. Faiconer APITAY
Corporate Director, Ak B
Regulatory & Technical Affairs

{[1{(“3 *\’Lu/u, JW
sty vdbcitlon | imeldt @ Ayt o reqeudal. mw&) wndiy
Yo (augrarny {TwJZ;fum w@gaz W") k. prttdd [ pd At
bt Dparger . Tor awdl M%@»\ 4 Wm
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@ DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville MD 20857
NDA 11-522/S-017
Richwood Pharmaceutical Company Inc.
Attention: Robert Falconer
7900 Tanners Gate Drive ’ JUL 25 1997

Florence, KY 41042
Dear Mr. Falconer:

’Please refer to your supplemental new drug application S-017 for Adderall® 10mg and 20 mg
Tablets. .

This supplemental application provides for the following labeling changes: AP 25‘*\ n ‘ Ty
! s vl e i' .
1. The first sentence in the WARNINGS section reading “When tolerance...be
discontinued.” has been deleted.

2. The word “antiobesity” in the DRUG INTERACTIONS section has been
replaced with the word “anorectic” under the Lithium Carbonate subsection.

3. The word “Amphetamine” in the CARCINOGENESIS/MUTAGENESIS section
was written in lowercase instead of being capitalized.

4, In the HOW SUPPLIED section a toll-free number “1-800-536-7878" has been
added for information and assistance.

We have completed our review of supplemental application S-017 and it is approved.

Labeling changes of this kind are permitted by section 314.70(c) of the regulations, and may be
established prior to approval of the supplement. We note that these changes have been
effected. ‘

We remind you that you must comply with the requirements for an approved NDA set forth under
21 CFR 314.80 and 314.81.

If you have any questions, please contact Melina Malandrucco, R.Ph., Project Manager, at (301)

594-5526. g
W
~ | 4'::,-" 7/2/ L
APPEARS TS WAY up. —

Mot L Director
Division of Neuropharmacological Drug
Products :
Office of Drug Evaluation |
. Center for Drug Evaluation and Research



NDA 11-522/8-017 APDTY o

Page 2 ‘

cc: .
Original NDA 11-522

//’/
HFD- 120/CSOMalandrucd o/ 1.02.90 /VS7, sk

_HFD-120/Leber/Laughren/Moshoider ~
~ DISTRICT OFFICE / ) / 9.34-97

HF-2/Medwatch (with labeling)

HFD-92/DDM-DIAB (with labeling)

HFD-40/DDMAC (with labeling)

HFD-613/0GD (with labeling)

HFD-735/DPE (with labeling)

HF1-20/Press Office (with labeling)

APPROVAL (AP)



BEST POSSIBLE COPY

ADDERALL®
TABLETS

C

JU. 25 1997

AMPHMETAMINES MAVE A
HIGH POTENTIAL FOR
ABUSE. ADMINISTRATION
OF AMPHETAMINES FOR
PROLONGED PERIODS OF
TIME MAY LEAD TO DAUG
DEPENDENCE AND MUST
BE AVOIDED. PARTICULAR
ATTENTION SHOULD BE
PAID TO THE POSSNNLITY,
OF SUBJECTS 0BTANING}

S FOR NON-
THERAPEUTIC USE OR [nS-
TRIBUTION YO OTNERS,
ANG THE ORUGS

Inactive fngrediene:
lactose, cotn starch, acacia
nd .
mewm'm
taing FO & C Biue 81
20 mg con-
taing FO & C Yollow 48
&3 2 color additive

CUNICAL PHARMACOLOGY:
Amphetamines are non-cate.
cholaming sympathomimetic
amines with CNS siimylant
activity. Peripheral actions
inctude elevation of systolic
and diasiolic blood (reesives
2nd wesk tronchodilator ang
BSpicatory shmusant action.

Thete is neither pacitic avi-
dence which cloarty egiab-

machenism

INDICATIONS:  Artention
Divarder with Nypor.

L3>

SLKR-0V7

A

& /U'S:‘L 1 W/' .
j/' S’;? B,-o'd 6"[35:?7
Mol s ot

Labeling:
MDA No:
Reviewed by:

BEST POSSIBLE COPY
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Deficit Dreonder with Hyper
sctivity: Addersll s ndecaied
a8 an integral part of a toiad
treatmend program which typs
cally mcludes other remedial

mal EEG may or may not be
presen, and 3 diagnosis of
ceniral nervous system dys-
tunction may or may not be
warmanted

in Narcolepey
CONTRASIDICATIONS:
Advanced arterioscierosis,
symptomatic cardiovascuiar
disease, moderale 0 severs
hypertension, -

known ity Of i~
syncrasy 10 1he sympath-

Aghated staten.
Pationts wah 2 hstery of drug

abuse.

During of wahin 14 deys lokow
ing the administration ol
monoamine oxidase inhibitors
(hypertonsive ctises may
rasult).

WARNINGS: Clinical experi-
ence suggests thet in peycholic
children, administration of

may exacerbate
of behavior distur-
bance and thought discrder.
Osta are inadequete to deter-

human milk. Mothars taking
amphetamines should De
adviesd 1) Telaain OM NUSing.
PRECAUTIONS: General:
Caution is 10 be exercrsed in
prescribing amphelseines for
pationts with even mid hyper-
tonsion.

The least amount feasidie
shouid be prescribed of dis-
pensed ot one time in order 1
minimize 1he possibiity of over-
dosags.

Information for Patieats:
Amphetamines may impair the

abilty of the patient 10 sngage
in potentinlly active
ties such as machin-

ary or vehicies; the patient

shoukd therstore be cautioned

acconsingly.

Drug interactions: Acidfyng
- Gastroitestinal acidi-

agents
tying agents (quanethidine,
resorpine, giuamic acd HCI,

specres of the amphetamine
molecule, Iheredy increasing
urinary excration. Both groups
of agents iower dlood levels
and efficacy of amphetamings.

Adrenergic N

Alkalinizing -
Gastrointestinal alkalinizing
agents (sodium bicarbonate,
elc.) increase absorption of
amphetamines. Unnary lkalin-
izing agents {acetazolamide,
soma thiazides) increase the
concentration of the non-on-
ized species of the amphata-
mine molecule, theredy
decreasing urinary oxcretion.
Both groups of agents increass
bicod levels and thersiote
potentiate the actions of
amphetamines.

Antidepressants, incycic -
Amphetamines mey enhance
the activity of tricyclic or sym-
pathomimetic agents. q-
amohetaming wih Sespraming
or protriptyline and possibly
olhver tricyclics cause siriking
and sustained increases in the
concentration of d-ampheta-
mine in the brain; cardiovescy-
las effects can be potentisted.
inhibilors -

siow smphetamne
This slowing potenliaies
increasing the

amphetanines.

efiect on the release of notep-
nephrine and other mono-
amines oM AdIENergic Nerve
endings; this can cause
- d~nhac 3nd niher sions of

RFST POSSIBLE COPY
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ARalinizing -

Gasirointestinal alkalinizing
agents (sodium .
eic.) increase abeOrption ot
amphetasmines. Urinary afkalin-

ized species of the ampheta-
mine molecule, theraby
decressing winary .
Both groups of AgeNts INCreEse
blood leveis and therelore
potentiate the actions of
amphetamines.
Antidepressants, iricyclic -
AMmphetasmines may enhance
the activity ot Iricyciic or sym-
pathomimetic agents; d-
amphetamine wilh desipraming

siow amphetaming metaboliem.
This slowing potentiates
effect on the releess of nOMDl
nephrine and other mono-
amines WOM adrenargic nerve

malignant hyperpyrezis can
occur, somelimes with fatal

resuls.
Amphetamines mey counteract
the sedetive eftect of antihists-
mines. )
Amphetamines may sniagonize
the hypotensive eflects of ant-
hypertnsives.

Chiorpromazine -
Chiarpromazine biocks
"l )
reuglake, thug inhibiting the
central stimulant effects of
amphetamines, and can be
used 0 ¥eat amphstamine poi-
200Ng.
Ethosuimide -
Amphetamines may deiay
intestinal abeorption of $tho-
Suximide.

Halaperidol -

Haloperidol blocks dopsmine
and nNOrepH e reupiaks,
thus inhibiting the centra
stimulant effects of amphets-

Urinary excretion of amphets-
mines is incressad, and eiti-
cacy is Im. by acidityi

Norepinephrine
Amphetamines enhance the
adrenergic etect of norepi-
nephrine.

Phenobartitel -
Amphetamines may delsy
inmesting jon of pheno-
barbital; co-administration of
phenobarbital may produce a
synergistic anticonvulsant
action.

Amphetamines may delay
intestinad abeorption of pheny-
toin; co-administration of
phenytomn may produce & syn-
ergestic anticonvuisent action.
1n cases Of PrOPOKYDRENE OVer-
dosage. amphetamine CNS
stimulation 8 L and
fatal convuisions Can OCCWr.
Vieratrum alkaloids -
Amphetlamines inhibil the

hypotensive efiect of verarum
alkaionds.

Drug/iLaborstory

Test interactions:

+ Amphelamines can cause &
significant  elevation in
plasma lavels.
This increase is greatest in
the evening.

« Amphetamines may intariers
with unnary steroid determs-
nahons.
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CarcinogenssieMutagensels:
Mutagenicaty studies and long-
term studies in animals to
determing the carcinogenic
potential of amphetaming, have
not been performed.
Pregaancy - Teratogenic
Ef : Cat

C. Amphetamine has been
shown to have ommyolonc
and teratogenic effects

human dose. Embryotoxic
altects were not seen in New
Zaslarw white rabbits given the
drug in doses 7 times the
human dose nor in rate given
12.5 times the maximum
human dose. While there are
no adequate and well-con-
trolled studies in pregnant
women, there has Deen one
report of severe congenital
bony dolommy tracheo-
uopnquc istula, and anal
atresia {vater ins
baby born 1o 2 woman who
took dextroamphetamine uﬂ-
fate with lovastatn
first trimester of pugnancy
should be used

during pregnancy oaty i ihe
potential benefit justifies the
potential riek 10 the

Nonteratogenic  Etfects:
intants bom 10 mothers depen-
have an

increased risk of premature

cant

Pediatric Use: Long-term
stfects ol amphetamines in
children have not besn well

ssiablished. e

not recommended for use in
under J years of age

with Attention Deficit

with Hyperactivity described

undes INDICATIONS AND

USAGE.

Amphetamines have been
reporied

Ww
shoukd be considered only in
light of he compiete history
and evelustion of the child. The
decision 10 prescribe ampheta-
mines should depend on the

ician's assessment of the

chronicity and severity of the
child's symptoms and their
appropristeness lor his/her
age. Prescription should not

iotal characteristics. When
these symptoms are associ-
ated with acute stress reac-
tions, treatment with ampheta-
mines is usually not indicated.

lated reports of cardiomyopathy
associated with chronic
amphetaming use.

Csatrsl Nervous System:

ulation, restiessness, dizzi-
ness, insomnia, euphoria,

dyskinesia, L 3
headache, exacerbation of
molor and phonic lics and
Touretie's syndrome.
Gastrolntestinal: Dryness of
the mouth, unplessant taste,
diarrhea, constipation, other
gasiroiniestinal disturbances.
and weight loss may
occur as undesirabie effects
amphetamines are used
for other than the anorectic
effect.

Allergic: Urticaria.

Endocrine: Impotence,
n

DAUG ABUSE
AND DEPENDENCE:

sultate is &
Schedule Il conirotled sud-
stance.

Amphatamines have been
ively abused. T

extreme

ity

reports of patients who have
increased the dosage to
times that recommended.
longed high dosage admenistre-
tion results in extreme

and mental depression;
changes are also noted on the
sieop EEG. Manitestations of
chronic intoxication with

BEST POSSIBLE COPY
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A LEDOSRAT NI

fonged .
1on results M axireme txtigue
and  mental  depression;
changes are siso noted on the

EEG. of
chronic intoxicalion with
amphetamings nCiude severs
dermatoses, maried l-m-.
irritabitity, hyperactivity, and
personality

OVERODOSAQE: individual
patient responee to
mines varies widely. While hi:
Symptoms occasionally occur
a3 an idiosyncrasy ot JOSes a3
low &3 2 mg, they are rare with
doses of less than 15 mg;
30 mg can produce severe
of 400
soo mg are not necessarily
fatal.

In rats, the oral LDsg 0f dex-
troamphetamine sultste is

Symptoms: Manidestations of
acule overdosage with amphel-
amines inchude restieseness,
remor, hyperrefiesis, rapid res-
. , confusion, assaultive-
ness. hallucinations, panic
stales, hyperpyrexia and rhab-
domolysis.

Fatigue and depression ususlly
oliow the central stimwlation.
Cardiovascular effects inciude

. arrhythmias, hypertansion or
hypotension and circulsiory
colapes.

Gastrointastinal symptoms
include nausea, vomiling, dies-

rhea, and abdominal cramps.
Fatal poisoning is usuaily pre-
ceded by convuisions and

up to date guidance and
agvice. Maf acule
amphetamine intoxication is
largely symptomatic and
ncludes Gasic isvage, admin-
istration of activated chascosl,
administration of a cathastic
and sedation. wilh
hemodialyeis or peritoneal diel
ysis is inadequate to permit
recommendation @ this regard.
Acidification of the urine
increases ine encre-
tion, but is believed 10 increase
risk of scute renal failure i
myoglobinwria is pressmt. If
acute. severa hypertansion
complicates amphetaming
administration of
intravenous  phentolamine
(Regitine®, CIBA) has been
suggesied. However,

promazine antagonizes the
cantral stimulant effects of
amphelamines and can be
used (o treat amphetamine

DOSAGE AND

ADMINISTRATION: Regard-

less of indication, ampheta-
adminsiered

mines should be
at m- lowest effective dosage
and should be individu-
ally adjusied. Late evening
doses shoudd be avoided
because of the )

;,

Attention Deficit Diserder

with Hyperactivity: Not rec-
ommended for chikiren under 3
ysars of age. in children from 3

s1 POSSIBLE COPY

BL

BESI POSSIBLE COPY
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Whers possibie, drug adminis-
tration should be interrupted
occasionally to determine if
thers recurrence of behaw-

roral symptoms sufficient to
requine continued herspy.

Y Narcolepey: Usuai dose § mg
o 60 mg per day in divided
doses, depending on the indi-

vidual patient reeponse.
Narcolepsy seidom occurs in
children under 12 years of age;
however, whan it does, dex-
ine suliale may be
used. The suggested initial
dose for patients 612

weelkly intervals untit optimed
response is obtained. In
patients 12 years of age and
older, start with 10 mg daily.

reSpOnes
is obtained. Il bothersome
adverse reactions appear (e.g.,
INSOMNA OF anorexia), dosge
shouid be reduced. Give first
dose on awskening; additionsl
doses (1 or 2) &t imerveis of 4
10 6 hours.

HOW S11B8% BN

.

Lrj

Y
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response is obtained. In
patients 12 years of age and
older, start with 10 mq daily;
daily dosage may be raised in
increments of 10 mg at weekly
intervais untit op

i reapones
is obtained. I bothersome
rOAcions appear (¢.0.,

adationel
doses (1 or 2) st imervale of 4
o 8 hours.

HOW SUPPLIED:
ADDERALL® 10 my: Blue
double-scored tabiet,
debossad "AD" on one side

and 10" on the other side

:‘:Aunon: Federal law pro-
ibits dispensing without pre-
scription.

Rkareed

K, ———i
. Cg’n’f-

ﬁw-u.lv;"::z

MG 410185
Revised: May 1997
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Division of Neuropharmacological Drug Products JuL 23 logr

) PROJECT MANAGER REVIEW
Application Number: NDA 11-522
Name of Drug: Adderall’ 10 mg and 20 mg Tablets
Sponsor: Richwood Pharmaceutical Company, Inc Ve ARTEANY ey

7900 Tanners Gate Drive s )

Florence, KY 41042

Material Reviewed
‘Submission Date(s): July 17, 1997 (SLR-011) - Last approved labeling
, June 24, 1997 (SLR-017) - MG #10185 Revised May 1997

Background and Summary Description: Supplement 017 was submitted as a “Changes Bemg

Effected”. ADDTN
Review o i

1. Supplement 017 includes the following changes to the package insert:

a. The first sentence in the WARNINGS section reading “When tolerance...be
discontinued.” has been deleted.

b. The word “antiobesity” in the DRUG INTERACTIONS section has been
replaced with the word “anorectic” under the Lithium Carbonate subsection.

c. The word “Amphetamine” in the CARCINOGENESIS/MUTAGENESIS section
was written in lowercase instead of being capitalized.

d. In the HOW SUPPLIED section a toll-free number “1-800-536-7878” has been
added for information and assistance.

1 -
R ke

All the above changes are acceptable to the medical reviewer.

Conclusions
In a line by line comparison of the last approved supplement SLR-011 and the proposed
labeling, no changw other than those specified by the sponsor were made. I recommend

approval. . - /
Apasr st /S/ .

Ao

Project Manager

Supervisory Comment/Concurrence:

- /87 i 4/57
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y DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
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.

oo Food and Drug Administration
Rockville MD 20867

Date  gx. 8§ BOT

NDA No. 11-522 .

Richwood Pharmaceutical Company Inc. ~
7900 Tanners Gate Drive ’

~ Suite 200
Florence, KY. 41042

—

Attention: Robert A. Falconer

Dear Sir/Madam:
We acknowiedge receipt of your supplemental application for the following:

Name of Drug:  Adderall Tablets

NDA Number: 11-522

RS
' . Suppiement Number: §-017

BEST POSSIBLE copy

Date of Supplement: June 24, 1997

Date of Receipt: June 25, 1997

Unless we find the appiication not acceptabie for filing, this application will be filed under Section 505(bX1) of the
August 24, 1997 in accordance with 21 CFR 314.101(a).

Act on
All communications concerning this NDA should be addressed as follows:

Center for Drug Evaluation and Research
Division of Neuropharmacologic Drug Products

18/

(¥or) John Purvis

Chief, Project Management Staff -
Division of Neuropharmacologic Drug Products
Office of Drug Evaluation |

Center for Drug Evaluation and Research

BEST POSSIBLE C.

FORM FDA 32170 (11/98)

# U.S GPC: 1906-404-897/20714



L o, ORIGINAL

June 24, 1997 .

Dr. Paul Leber, Director
Division of Neuropharmacological Drug Products
Food and Drug Administration
Woodmont II, Document Room
HFD-120
1451 Rockville Pike
Rockville, MD 20852

RE: Special Supplement - Changes Being Effected g
ADDERALL® Tablets 10 mg and 20 mg e
NDA 11522
Package Insert revised 5/97

Dear Dr. Leber:

Pursuant to 21 CFR 314.70, Richwood Pharmaceutical Company Inc. is submitting the
following changes to the ADDERALL® package insert:

1. Deleted the first sentence in the WARNINGS section:

When tolerance to the anorectic effect develops, the recommended dose should not be
exceeded in an attempt to increase the effect; rather, the drug should be discontinued.

Justification for change in the labeling:

This sentence was removed because ADDERALL is not indicated for the
treatment of obesity or for an anorectic effect.

2. Changed the wording associated with Lithium Carbonate under Drug Interactions
section:

The word “antiobesity” was replaced with the word “anorectic”. The statement now reads
as follows: “Lithium carbonate - The anorectic and stimulatory effects of amphetaxmnes
may be inhibited by lithium carbonate.”

[7/47 Tuare oo e decepletts
7900 Tanners Gate - Suite 200 + Florence, Kentucky 41042 + Phane (608) 282-2100 ¢ Fax (606) 282-2103



Paul Leber
June 24, 1997
Page 2.

Justification for change in the labeling: ‘
ADDERALL is not indicated for the treatment of obesity. Therefore, the proper
description of the pharmacologic effect is the use of the adjective “anorectic”
instead of suggestion of an indication which is implied by the term “antiobesity.”

3" In the Carcinogenesis/Mutagenesis section, the word “Amphetamine” should not be
capitalized; so it was changed to read “amphetamine”.

4. In the How Supplied section a toll-free company telephone number “1-800-536-7878"
has been included to assist persons who need to contact the company to obtain
information about ADDERALL®.

The revised package insert is identified as Revision 5/97 and was included with packaged
drug product beginning on June 11, 1997.

Twelve (12) copies of revised package insert are enclosed with this supplemental
submission.

If you have any questions concerning this submission, please call the undersigned at
(606) 282-2100.

Sincerely,
Richwood Pharmaceutical Company Inc.

Grn & By

Manager, Regulatory & Technical Affairs

enclosure



MAR | 6 |98
NDA 11-522/S-019

Richwood Phamaceutical Company, Inc.
Attn: Robert Falconer

7900 Tanners Gate Drive

Suite-200

Florence, KY 41042

Dear Mr. Falconer:

Please refer to your supplemental new drug application dated October 24, 1997, submitted pursuant to section
505(b) of the Federal Food, Drug, and Cosmetics Act for Adderail® Tablets.

The User Fee goal date for this application is April 27, 1998.

The supplemental application provides for:

The supplement was submitted as “Special Supplement - Changes Being Effected”.
We have completed the review of this supplemental new drug application and it is approved.

We remind you that you must comply with the requirements for an approved NDA set forth under 21 CFR
314.80 and 314.81.

If you have any questions, please contact Ms. Melina Malandrucco, Regulatory Project Management Officer,
at (301) 594-2850.

& Sincerely,
APPEARS TH!S WAY |
ON ORIGINAL LS/

Maryla BuzewskaPh.D.

Chemistry Team Leader, DNDC-1

Division of Neuropharmacological Drug Products
(HFD-120)

Office of Drug Evaluation |

Center for Drug Evaluation and Research



Original NDA 11-522
HFD-120/Div. Files

HFD-120/CSO/MMa
HFD-120/MGuzews7 b‘ f: 1452
HFD-110/RMittal |
HFD-810/CHoiberg
HFD-92/DDM-DIAB
HFR-MA300/NWJ-D

APPROVAL (AP)



DIVISION OF NEUROPHARMACOLOGICAL DRUG PRODUCTS MAR | ‘VEIJB
Review of Chemistry, Manufacturing, and Control

NDA #: 11-522/8-019 REVIEW DATE: 13-MAR-98

SUBMISSION TYPR DOCUMENT DATE CDER DATE ASSIGNED DATR
Ve
SUPPLEMENT SCS-019 24-0CT-97 27-0CT-97 / 18-FEB-98

SUPPLEMENT PROVIDES FOR g
Special Supplement Changes being Effected
The use of revised in-process controls for tableting Adderall 30 mg Tablets.
NAME & ADDRESS OF APPLICANT
Shire Richwood Inc.
7900 Tanners Gate, Suite 200
Florence, kentucky 41042

DRUG PRODUCT NAME

Proprietary: ADDERALL
Nonproprieta USAN: Amphetamine Salts

PHARMACOL . CATEGORY/INDICATION: Attention Deficit Disorder and Narcolepsy

DOSAGE FORM: ' Tablets

STRENGTHS : 5mg, 10 mg, 20 mg and 30 mg

ROUTE OF ADMINISTRATION: Oral

DISPENSED: Rx

CHEMICAL NAME Drug Substance I - (+)-a-Methylphenethylamine sulfate
Drug Substance II - (t)-a-Methylphenethylamine asparate
Drug Substance III - (+)-a-Methylphenethylamine saccharate
Drug Substance VI - (t)-a-Methylphenethylamine sulfate

CAS # _ 300-62-9 (Amphetamine)

MOLECULAR FORMULA C,H N (Amphetamine)

MOLECULAR WEIGHT 135.21 (Amphetamine)

STRUCTURAL FORMULA (Amphetamine)

CH;

NH,

Amphetamine



NDA 11-522/8-019 : Shire Richwood ADDERALL 2

SUPPORTING DOCUMENTS:

None.
RELATED DOCUMENTS (if applicable):
CONSULTS: None

REMARKS /COMMENTS : S

In support of the

the applicant provided
following:

®m A copy of the revised current Adderall 30 mg Tablets, Master Production
Batch Record dated 9/22/97.

® A representative copy of the executed batch Adderall 30 mg Tablets,

which was one of the process validation batches using the revised Master
Production Batch Record.

® A copy of the Field Copy Certification statement.
CONCLUSIONS & RECOMMENDATIONS:

Approval is recommended.

AP35 1

ON Uosiaal

- l"

cc:
original NDA
HFD-120/Division File

L
HFD-92 - - / 37
DISTRICT OFFICE
"

HFD-110/Ram Mittal

HFD-120/CSO ‘Ramsharan D. Mittal Ph.D., Review Chemist
R/D Init by:M. Guzewskaqz filename:C:\NDA\11522\11522.019

‘/s:/( 2, i4
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Food and Drug Administration

Rockville MD 20867

pate OCT 30 1097

NDA No. 11-322

Shire Richwood Inc.
7900 Tanners Gate Drive
< Florerce, KY 41042

Attention: Rober A. Falcomer AP ‘ :
Dear Sir/Madam: |

We acknowledge receipt of your supplemental application for the following:
Name of Drug: Adderall Tablets

NDA Number:  -1-322 ,
Supplement Number:  S=019 -

Date of Supplement:  October 24, 1997
Date of Receipt: October 27, 1997
Unless we find the application not acceptable for filing, this application will be filed under Section 505(b)1) of the

Act on December 26, 1997 in accordance with 21 CFR 314.101(a).

All communications concerning this NDA should be addressed as foliows:

Center for Drug Evaluation and Research
Division of Neuropharmacologic Drug Products
Attention: Document Control Room

5600 Fishers Lane, HFD-120

Rockville, MD 20857

Sincerely yours,

K
- -y~ R ! /S/
AP""..‘ ot

w o : (For) John Purvis

Chief, Project Management Staff

Division of Neuropharmacologic Drug Products
Office of Drug Evaluation |

Center for Drug Evaluation and Research

FORM FDA 32170 {11/96)

* U8 GPO: 1986-404-897/20714



ORibn'\lAL_

Friday, October 24, 1997

CENTER FOR DR
- AND HES?S FEPX?{LUAM
Dr. Paul Leber, Director ; t
Division of Neuropharmacological Drug Products 0CT 27 1997
Food and Drug Administration
Woodmont II, Document Room ‘
_ Woodma RECEIVED HFD-129
1451 Rockville Pike
Rockville, MD 20852
®
RE: Adderall” Tablets, 30 mg 11-522 - Supplemental Applications ~ « - . - .. SR =t e LSO

Changes Being Effected — Revised In-Process Controls

Sy .LTQR - btw—@

Dear Dr. Leber:

This supplemental application is to provide for the use of revised

Reference is also made to our supplemental new drug application S-013, approved on 5/12/97,
which provided copies of the original master batch compression record for Adderall Tablets 30
mg. The changes being effected with this supplement went into effect for regular production on
10/22/97

hment A is a copy of the rewsed current Adderall® 30 mg Tablets Master Production Batch
Record dated 9/22/97.

Attachment B is a representative copy of the executed batch B4267 Adderall® 30 mg Tablets,
which was one of the process validation batches using the revised Master Production Batch
Record.

Attachment C is a copy of the Field Copyv Certification statement.

7900 Tanners Gate ¢ Suite 200 ¢ Florence, Kentucky 41042 * Phone (606) 282-2100 » Fax (606) 282-2103



Letter to Dr. Leber
10/24/97
Page 2

-Please contact the undersigned at (606) 282-2100 extension 2143, or Nicholas LaLima, Technical
Director in New York at (516) 561-7662, if you need any further information to complete your
review for this supplement

Sincerely,

SHIRE RICHWOOD INC.

Ot df—

Robert A. Falconer APoTr ~
Senior Director, o
Technical Affairs



