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Data submitted pursuant to the notice huve been reviewed and found not to
provide substantial evidence that the drugs are effective as fixed combinations
for their claimed uses.

In view of the lack of substantial evidence of effectivencss of the drugs as
fixed combinations, the recoguized potentinl for abuse of the amphietamine, dex-
treamphetamine, methamphetamine. and phenmetrazine components, nond the
availability of alternative therapeutic measures which are safer and effoctive,
the combination products are also regarded as lacking proof of safety. Iata
submitted in response to the notice of Aungnst K, 1990, do not support a contention
that the combination products decrease the incidenee or =everity of side effecty
associated with the single ingredient or that the addtionat component {s) lessens
the abuse poteutial as compared to that of ihe single entify anorectic drugz, Also.
the known adverse effects associated with phenothiazine drugs raises an addi-
tional question of safety of nu<e of Bskatrel which contains dextroamphetamine
sulfate in combination with prochlorperazine,

With further respect to Eskatrol, the Food and Drug Administration is aware
of a study condueted by Dr. Carl Chambors relating to the abuse potentint of
the product. and for which no report has been sabmitted by the XD.\ holder
pursuant to section 505() of the act and §§ 130,13 and 130,25 of the regulations
(21 CFR 130.13 and 130.33).

Therefore, notice ix given to the holder(s) of the new drug application(s)
amd to any ofher interested person that the Commissioner proposes to issne an
order under sectinn 503(e) of the Federiil Food, Dring and Cosmetie Act (21
U.H.CL 350 (e) ) withdrawing approval of the listed new drug application{s) and
all amendments and supplements thereto on the gronnds that new information
before him with respect to the druz(«), evaluated together with the evidence
available to him at the time of approval of the application (g}, shows that: (1)
There is a lack of substuntinl evidence thut the Adrug (=} will have sll the effects
they purport or are represented to have: and (2) the drugs are not shown te be
safe for use under the conditions of use prescribed, recommended, or sugresfed in
the labeling; and (3) further, in the case of Fskatrol tablets, the applicant has
deliberately failed to muke required reports in accordance with section M3(i)
of the act (21 U.K.C, 333(3)) and § 120.13 and § 130.35 of the new drug regula-
tions (21 CFR 13013 and 130.35).

All identical. related, or similar products, not the subject of an approved new
drug application, are covered by the new drug application{s) reviewed. See
21 CFR 130,40 (37 FIRR 23155, Qetober 31, 1972). Auy manufacturer or digtrilittor
of such an identical. related, or similar product is an interested person who may
in response to this noties submit data and inform:ulion, request that the nesy
drug application(s) not be withdrawn, request a hearing, and participate as a
party in any hearing. Any person who wishes to determine whether a specific
product is covered by this natice shonld write to the Food and Drug Adminis-
tration. Burean of Drugs, Office of Compliance (BI-300), 5600 TFishers Lane,
Rockville, MD 20852,

In aecordance with the provisions of section 503 of the act (21 U.8.C. 333) and
the regulations promulgated thereunder (21 CFR Part 120), the Commissinner
hereby gives the applicant(s) and any other interested person an opportunity
for a hearing to show why approval of the new drug apmlieation(s) shounld not
be withdrawn.

The applieant (x) and any other interested person Is required fo file with the
Hearing Clerk., Department of IHealth, Edueation, and Welfitre, Room G588, 5600
Fishers Lane, Rockville, MDD 208532, on or hefore Mareh 14, 1073, a written appear-
ance electing whether or not to avail himself of the opportunity for a hearing.
Failure of an applicant or any other interested person to file a written anppear-
ance of election by March 14, 1073, will constitute an election by him not ta avail
himself of the opportunity for a hearing,

If no person elects to avail bimself of the opportunity for a hearing. the Com-
missioner withont further netice will enter a final order withdrawing approval
of the applieation(s).

It an applicant or any other interested person elects 1o nvail himself of the
opportunity for a hearing. ie must file, on or before Mareh 14, 1973, a written
appearance requesting the hearing, giving the reasons why approval of the now
drug application{s) shoulid not be withdrawn. tngether with a well-orgnnized
and full-factual analysis of the elinical and other investigational data he is




