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‘MEMORANDUM
o JULY 8 1964.

To: Joseph F. Sadusk, J r., M D Mechcal Director, Bureau of Medlcme

Through : Ralph G. Smith, MD Director/DND e

PFrom: Mathew J. Ellenhorn, M D.,: Chief, New : Drug Survelllance Branch. .

Subject: NDA 12-462 Lomotil safety: and -efficacy. Recommendatiens for . action
on new drug application.

(G. D. Searle & Co., Chlcago, 1., AF 13-505)

I have rev1ewed this subject meludmg the comments and memoranda sub-
mitted by Dr. John O, Nestor and Dr. John H. Moling, pediatricians in the New
Drug Surveillance Branch, and Dr. Kent J. Davis, pharmacologlst Division of
Toxicological Evaluation, ‘

Certainly the two deaths in. ch11dren are unfortunate occurrences, but must be
considered as strictly a problem of overdosage
. The fundamental basis for action in this NDA as stated by Drs Nestor and
Moling and as reflected in the new drug application are the paucity of clinical
reports-which form the basis for substantiating safety in this drug. We, of course,
may consider action with regard to efficacy at the approprlate time. However, at
this time and with the inadequate data present in the NDA both from a pharma-
cological (absence of -studies' on the full preparation) and clinical viewpomt
(minimal studies performed), it would now seem advisable to consider ‘issuance
of a letter to the firm requesting 1mmediate submission of detailed data on the
case§ originally ‘submitted with the ‘NDA 'and any further data that they have
to substantiate safety

If such data is not. forthcommg after’ a reasbnably short perlod of time,
then it would appear ‘indicated to initiate action for Wlthdrawal ‘of thlS new
drug apphcatwn

" MEMORANDUM '

) May 16, 1966.
‘ To: Commissioner of Food amd Drugs . Iy | o
From: Robert J. Robinson, M.D., Acting Direeter

Subject IND 1454, Lomotu Pharmaéelegm Eﬂ?eets

(G. D Searle & Co., Ghicago, 111 (AF 13*505))

G. D. Searle & Co., sponsor of the subject IND notlﬁed the Food and Drug
Admmlstratlon of discontinuance of .clinical mvestagatwn of their product in a
commuynication. dated Novemher 9, 1965.. This notification followed requests for
additional information in a letter dated October 22, 1965, from Frances O.
Kelsey, M.D., Chief of IDB. These requests were foun;d to be necessary after
review of the submission:and parts -of- NDA 12-462,. to which.we were referred .
failed to support the studies outlined.:

“Lomotil” is: 8 product presently on the American market which eontams in
each tablet or b cc: Diphenoxylate hydrochlomde 2.5. mg Atropme sulfate 0.025
mg.

Dlphenoxylate is chemlcally related to meperldme (Demerol) Reference was
made to the dosage recommendation and to .the animal data  contained in -the
approved NDA (#12-462) as supporting information for the exemption. Data
obtained from the NDA revealed the following facts:

1. There was no recommended dose for infants under the age of 3 months..

2. The toxicity studies in animals were done with diphenoxylate alone. There
was no evidenee that studies in very young animals had been done..

3. Atropine was added to the formula after all studies (animal and human)
had been completed. This, apparently, was to qualify the drug as an exempt
narcotic.

The IDB Medical Oﬁicer Everlee G. Franks, M.D., recommended suspension
of studies in infants under the age of 3 months pendmg completion and evaluation
of acute, subacute and chronic toxicity studies in animals using Diphenoxyla.‘te
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