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the ‘ndicatcns for which the drug has
‘heen reclassified from possibiy efective
‘to -acking substantial evidence of edec-
‘tivemess may on or before April 3, 1873,
_petition for the issuance of a regulation
‘provicing Jor other certification of the
‘drug ‘or such indications. The petition
{must e supported by a Iull Zactual q.ngi
iwell documerted medical analysis which
gs'nows reasonable zrounds Br the issu-
‘ance of suctkregulation.

i The petition ‘or issuance of said -regu-
tlation should be filed (preferably in quin-
ttuplicate, with.the Hearing Clerk, De-
‘partment of Heaith. Education. and
[Welfare, Room 6-38, 3600 Fisners Lane,
Rockille, Md. 20832.

This notice is issued pursuanit 0 2ro-
Vvisions of she Federal Food. Drug, and
[Cosmetic Act (secs. 302, 507, 32 Stat.
11051-31, as amended, 59 Stat. 463, as
';amended: 21 U.S.C. 352. 357) and under
authority delegated to the Commissioner
jof Food and Drugs (21 CFR 2.120).

Dated: March 3, 1973.

WM ¥, RaNDOLPH,
Adcting Associaie Commissioner
for Comupliance.
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% ACUPUNCTURE DEVICES LABELING

s Notice to Manufacturers, Packers and
Distributors

L The Commissioner of Food and Drugs
Bs gware i the current interest in the

. junited States surrounding the use of ac-

e needles, stimulators, and other
cessories for medical purposes. Acu-
uncture paraphernalia are being im-

ported into this country and are also_

Peing manufactured domestically for
tvarious medical uses, including the weat-
Iment and dlagnosis of serious diseases,
‘anesthesia, and pain relief. These prod-
fucts are devices and must comply with
:all applicable provisions of the Federal
Food. Drug, and Cosmetic Act.

{ It is the position of the Food and Drug
{Administration that the safety and effec-

tiveness of acupuncture devices have not,

‘yet been established by adequate scien-
tific studies to support the many and
“aried uses for which such devices’are
Yeinz promoted. including uses for anal-
zesia and anesthesia. Although. various
theories have been advanced as to how
medical results can be obtained through
the use of acupuncture, nane has teen
proved or generally accepted, and there
ds a body of scientific opinion which ques-
;tions te safery and sfectiveness of acu-
puncture in many of .the uses Zor which
it s now bveing apoled.

+ Tnder the Federal Food. Drug, ind
Cosmetic Acrt. all devices must be proper-
ly laceied to be in compliance with the
daw. Devices which are not safe for use
by the laity, or for which adequate direc-
tions cannot be written for sa’z use by
;the [aity, must be lateled as prescription
devicess and must be accompanied by
Javeiing which provides the prescribing
‘practitioner with adequate directions for
their safe and effective use. Because the

safety and efectiveness of acugunciure
devices have not yet been adequately
demonstrated, and abeiing therefore
cannot be devised. which would drovide
adequare directions ‘or safe and edec-
tdive use. they may not be zceled n ac-
cordance with the requirements {or jre-
scription devices as stated o 21 CTR
1.106¢d). Tnrtil evidence is obtained dem-
onstrating -hat acupuncrures s a safe and
efective medical technique. acupuncture
devices must be limited o :nvestigational
or research Uuse.

Current Food and Drug Administra-
tion regulations do 2ot contain specifi
provisions governing the shipment of in-
vestigational devices in irterstate com-
merce Ior clinical research or experi-
mental use. The Commissioner of Food
and Drugs is aware of the need for such
regulations to provide adequate guidance
as to the labeling for experimental de-
vices to be used on auman beings. There-
fore, the Commissioner intends to pub-
lish at a later date proposed regulations
which would govern all investigational
devices. In the interim, this notice will
apply to ail acupuncture devices. * .,

In order to establish guidelines urder
whnich manufacturers, packers, and dis-
tributors can properly label acupuncture
devices for investigational use. the Fcod
and Drug Administration mes on Sep-
tempber 22, 1972, with indlviduals con-
cerned with the use of acupuncture in
the United States. These included repre-
sentatives of the States of California and
New York, the city of New York, the
American Society of Anesthesiologists,
the Nartional Institutes of Health, the
Federation of State Medical Boards, the
American Medical Association. medical
practitioners, and the Food and Drug
Administration Medical Device Advisory
Committee. It was the consensus of this
group that acupuncture devices should
be restricted to investigational use by
licensed practitioners and that the label-
ing for these devices should include
this* restriction in addition to other
information. _

-~ Accordingly, the Commissioner of Food

“and Drugs concludes that until substan-

tlal scientific evidence is obtained by
valid research studies suggorting the
safety and therapeutic usefuiness of acu-
puncture devices, the Food and Drug
Administration will regard as mis-
branded any acupuncture device shipped
in interstate commerce if the following
informatien does not aprear in the
labeling:

(a) The name of the device.

(by The name and place of business
of the manufacturer, packer, or dis-
tributor. .

(cy An accurate statement of
quantity cf the contents.

(d) The composition of the device and
whether it is sterile, nonsterile, reusable,
or disgosable. .

(ey The dimension or other pertinent
physical characterisiics of the device.

(f) The followinz statement: “Cau-
tion: Zxperimental device limited to in-
vestigational use by or under the direct
supervision of a licensed medical or den-’

the

tal practitioner. This device is S0 te used
only with informed consent under congf-
tions designed Lo protect the patisnt A5 a
research subject, whnere the sciedtific
protocol for investigation 21as Zgen re-
viewed and approved oy an appropriate
institutional review commistee, and
where conditions for such.use are in
accorcance with State law.”
‘Instructions for the use of tha Jdevice
for the purpose for widich it i3 being
investizated and, o tile extent :uch in-
formation is known. any humarn ~azards
contraindications. .precautions. or side
effects associated.with its use. szould te
provided to researchers and izvestiga-
tors. The Foodrand Drug Admiriscration
however, will'regard as misbranded arg
acupuncrure device shipped in in:ersta:
commerce if accompanied 5y cizims o:
diagneostic or therapeutic effectiveress.
Pending promulgation of separaic
regulitions for conducting climizal in
vestigaiions of investigational devices
researchers and investigators sizzil as-
sure adequate informed consen: and =
" stitutional committee review for su
vestigztions, utilizing as a guideil:
standards established Zor intestizationz
drugs in 21 CFR 130.37 and in Division ¢
unit C of form FD-1571, in 21 CT= 130.
(a) ().
Dated: February 21, 1973.

SHERWIN GARDYIR.
Deputy Commissicer
of Food and Drugs.

[FR Doc.73-4340 Filed 3-3~73;8: 35 am]

[Docket No. FDC-D-253; NDA 11-370 etc
DEST 10732]

¢ LAVEMA COMPQUND SOLUTICN AND
i LAVEMA ENEMA POWDER

;Fmal Order on Objections and Recuest fc
: a Hearing Regarding Withdrawai of Ag
proval of New-Drug Application

v In the FepERAL REGISTER of Septem:
iber 20, 1971 (36 FR 19184), the T2od ac
:Drug Administration annouzczed |-
levaluation of a report received ZTom th
DNational Academy of Sciences-Nationc
iResearch Council, Drug Eficacr Stuc
!Group on several preparations contain
jing oxyphenisatin, including Lavem
;Compound Solution and Laverz Iner
!Powder. Winthrop Laboratoriss. Divi
{sion of Sterling Drug, Inc.. 90 Parik Ave
‘nue, New Yori. NY 10016 (NDA's 12-38
;and 11-370; DESI 10732).

: The announcement siated ::at ne
‘evidence of clinical experience. not coz
;tained in the new drug appliczzors ¢
levaluated together with the 2videnc
Za.vai]able to the Commissioraz
‘after the applications were
‘evaluated together with the i
available to the Commissioner wzen t=
-applications wvere approved. reveals ths
.oxyphenisatin base and acetate are nc
.shown to be safe for use under tze cond
'ltions of use contained in the 2pprove
applications. The announcemen: Zurthe
{stated the conclusion of the TF:od ac
iDrug Administration that in via¥ of t&
 hazards associated with the use of ox¥

i
i
'

uc:

FEDERAL REGISTER, VOL. 38, NC. 46—FRIDAY, MA2C!H

9, 1973



dn, including hepatitis and
jaundice, and the availability of alterna-
- ttye drugs 2aVIDE 4 wider margin OIL.
safety, the ratio of beneft-to-risk with
either orally or rectaily administered
drugs contairing oxyphenisatin base oOr
acetate, does 20U sustify their continued
marketing.
TI. RLECOMMEDED TsEes

Lavema Compound Soiution is rec-
ommended: For useé as a cleansing
enemsa for fecal impaction; for removal
of barium Zfollowing barium enema; for
constipation on isolated occasions; orior
to proc:osigmoidoscopic examination:
for preoperative preparation of the
lower bowel: and posmpemtively. Lav-
ema Enema Powder is recommended:
For -use as & cleansing enema before
roentgenograpiny; vefore proctosigmoid-
oscopic and Auoroscopic examination of
the colon; for preoperative preparation
of he large intestine: and for adminis-
tration on isoiated occasions to patients
with severe constipation not relieved by
aqueous enemas. Lavema EZnema Powder
is also recommended Ior use as a barium
enema adjuvant.

TIT. G=NERAL OBJECTIONS

In its request Ior an opportunity Ior
a hearing, Winthrop Laboratories cobD=
tends that FPEDERAL REGISTER notice of
October 29. 1971, is defective and/or
tncorrect in several important respecis:
Lavema contains oxyphenisatin base
compared to oxyphenisatin acetaie which
is present in the oral laxative prepara-
tions which were also subject to the Oc-
tober 29, 1971, order; the Lavema drugs
are administered by the rectal rather
than the oral route; Lavema drugs are
prescription drugs rather than over-the-
counter drugs. as is the case with the
laxatives; the laxatives contain the wet-
ting agent, dioctyl sodium sulfosuccinate,
which is not present in the enemas; the
laxative !s intended for repeated admin-
i{stration while the enemas are intended
for single dose administration; the orally
administered preparation is present in
the bowel for at least 8 hours; the enema
is administered in the hospital while the
laxative may be taken outside of the
hospital: there have been no reports as-
sociating the use of Lavema with Uver
toxicity: ard the alternative enemas,
mainly saline, have been associated with
toxic reactions. Winthrop has submitted
the afidavit of Monroe Trout, M.D.,
Medical Director of Sterling Drug, Inc..
in support of tnese contentions. Each of
these points will be discussed in orcer.
The announcement provided ar op-
portunity ior a hearing on with rawal
of the new drug applications for Lavema
Compound Solution and Lavemaz Znema
Powder (NDA's 12-387 and 11-370).
Thirty days were allowed for fling &
written appearance requesting a hearing
by any interested persors ziving the rea-
sons why approval of the new drug ap-
plications should not be withdrawn, to-
gether with a well-organized acd full-
factual analysis of the clinical and other
investigational data they were arepared

NOTICES

to prove il support chereof. A request Zor
a neanng was submitted by Winthrop
Laporatories. Division of Sterling Drug,
Inc.. on Octoper 29, 1971,

The medical preseatation of Winthrop
{aporatories n1as Jeed sonsidered. and
the Commussioner of Food and Drugs
concludes what there is 20 genuine and
supstantial issue of fact requiring a
nearing and shat the legal arzuments
ofered are insupstantial, all as expiained
in more detall beiow.

I. T== DRTGS

Lavema Compound Solution is a dis-
posable snema Xit, supplied in 180 ml.
wotiles. contaiming 2 Hquid solution
whica has oxyphenisatin pase as its ac-
iive pgrecient. Lavema Znema Powder
s a powder preparation, suppiied n 3
gm. packets,’ which das oxyphenisatin
base as its active ingredient.

1. Lavema contains ozyphenisatin in
the unacetylated compound while the
oraily zdmanistered 1g=atives contained
oTyphenisatin acetate. The sponsor
states that the acetate is more soluble
~nile she unacetylated base form is less
soluble, and implies that the pase !s iess
absorced sban the acetate srom vhe 3as-
trointestinal Tact. However, Winthrop
does —ot Jresent adequate scientific evi-
dence fo support this suggestion or W
show thart, in Iact,
safery. While the acetate form of various
compounds is frequently more soluble,
in the case of oxyphenisatin both the
acetate and the base are quite insolu-
ble and are not readily absorbed. The
«g.S. Dispensatory and Physicians’
Prarmacology,” J. B. Lippincott Co..
1967, pages 796-197. Tt has been found
that the unacetylated form of oxypneni-
satin is more readily absorbed than the
acetate for= and evidence {rdicates that
the oxyphenisatin acstate has to be de-
acetylated and converted to the un-
acetylated form in order for detectatle
absorption to occur. G. Ferlmann and W.
Vogt, ‘‘Deacevylation and Absorption of
Phenolic Laxatives,” Arch. Exptl. Pathol
pharmaiol. 250(4), 479487 (1965) . Since
Winthrop aas failed to present adequate
scientific data to refute this evidence or
to support its own contention, the Com-
missioner finds a lack of evidence of
safaty on this poirt. .

o, Lavema is administered rectally
while the lazatives are administered
orclly. The sponsor attaches two points
of significance to this fact, both of which
are discussed under points 5 and § below.

3. The Lavema drugs are prescription
items administered in she nospital under
the supervision of @ physician which will
severely decrease the likelihood of tozxic
liver reacIion. Wintarop presented no
evicence -0 support +his contention. and
fails to show that the administration
of tne drug under 2 doctor’s supervision
may severely decrease the likelihood of
roxic lver reaction if the toxic liver re-
action is tased on nypersensitivity isee
point 3 velow). The close observation by
a physician may facilitate the early diag-
nosis of toxic liver reaction, but would
rot prevent the gecurrence of such re-
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it results in greater .

action. The Commissioner thereiore 3nds
inadequate evidence of salety *ith ze-
spect to this point.

4. The oral preparation contains &
wetting agent (dioctyl sodium suljosuc-
cingte) . Winthrop asserts that the pres-
ence of -his wetting agent s dkely o
enhance the absorption i the drug. This
is a theoretical possipility. However.
Winthrop presents 20 scientific evidence
to document this theory. The wetting
agent is irrelevant with respect 0 absorp-
tion since oXyphenisatin acetate largely
remains in the unabsorbable acetate
form in the bowel. The Commissioner
therefore 4nds a lack of adequate avi-
dence of safety to support the theoretical
contention made in this point.

§. Frequency of administration
Winthrop states. that, pased on the lt-
erature reports. the lver toxicity ap-
parently is depencent on number a:
doses and that if the liver toxicity is dus
to hypersensitivity ceaction. one woulc
not expect it to occur with Lavema
which is usualy ziven as a singie freat
ment. This point :s 2ased on Winthrop’
speculation of a decreased likelihood ¢
Lavema being associated .with btox:
Hver -eaction whether this reaction :
on a dose-related dasis or on a hype:r
sensitivity basis. However, as Winthre
readily admits, the exact mechanism -
the toxic action of oXyphenisatin nas o
been determined at the present tim
The law requires the sponsor %o dete
mine oy scientific evidence that a d&
is safe, rather than relying upon spec
lation and nypothesis. It is therefore &
cumbens upon Winthrop to show £
mecharism for this toxcity. In the a
sence of well-documented evidence i
the mechanism of the toxic reaction,
cannot be assumed that the drug admi
istered as a single rectal dose will 1
cause hepatic toxicity. The Commx
sioner therefore finds 2 lack of adequ:
safety data %o support this point.

6. The rectally administered prepa
tion is expelled within 15 to 30 minu
while the oral preparation is subjec?
absorption for at least 8 nours. TwO
portant facts must be taken into ¢
sideration nere. First. the orally adc
istered drug, as pointed out akove, apt
ently must undergo deacetylation £
to any significant amount of absorp
as the base. On the other hand, the
taily administered drug is already i¢
base and it is more suitable for abs
tion immediately after insertion in
body. Second. the dose administere
quite different. The oral product cont
3 milligrams of oxyphenisatin and
recommended dose is one capsule t%
day. In contrast. the rectally ad
iscered croduct contains o0 milligrar
oxyonenisatin pase. In spite of
facts. Winthrop has submitted no 3
tifc dara to support its theory tha
shorter period of exposure assoc
with the rectal product results I
absorpuion Or Tqreater safety. The
missioner therefore finds a lack of
of safaty on this point.

9, 1973
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7. The snema is administered in the
hospital. This contention is discussed un-
der point 3 above.

8. There are no reports of assoctation
of liver tozicity with the use of Lavema.
The lack of adverse reaction reports,
which are available on an ad ho0c¢ basis,
does not constitute or substitute for ade-
quate scientific evidence of safety. Toxic
reactions may 20 unnoticed or unre-
ported. or may not properly be associated
with the causative drug. Only scientific
studies can adequately show safety. Po-
tential toxicity exists with Lavema as
well as with the orally administered
agents, ard the law requires the sponsor
of the drug to prove safety.

3. The alternative methods which may

- De used instead of Lavema are not with-

out coricity. Winthrop states that the
saline type of enemas may 2e associated

. with aberrations of electrolyte balance
in anuric patients. But this potential

danger exists primarily in patients who
already have extremely severe renal dis-
ease, and a physician using enemas in the
hospital will be able to identify and ex-

L clude that type of patient very easily.

Furthermore, there are enemas safer
than the Lavema drugs that are available

for use Ior the conditions for which the.

Lavema drugs are recommended. First.
for use before proctosigmoicoscopy and
before roentgoenography examination of
the colon, an ordinary saline enema. a
warm water and soap suds enema, a tap
water enema if renal problems are ex-
pected, a glycerine suppository or any
sarfe cathartc that does not contain oxy-
phenisatin are safer for use than the
Lavema drugs. Second, for preoperative
preparation of the large intestine, a
warm saline enems or a warm water and
soap suds enema is safer than the
Lavema drugs. Third, for isolated cases
of severe constipation not relieved by

- aqueous enemas, a stimulant cathartic

(other than oxyphenisatin) with or with-
out a saline or soap suds and water ene-
ma is safer for use than the Lavema
drugs. Fourth, for fecal impaction, an oil
retention enema, containing mineral, cot-
tonseed or olive oil, or manual dilatation
are safer for use than the Lavema drugs.
Fifth, as a barium enema adjuvant. air
insuffication is safer than use of the
Lavema drugs. Sixth, for removal of bari-
um following a barium enema, an oral
cathartic laxative not containing oxy-
phenisatin is safer for use than the
Lavema drugs. Finally, use of enemas
postoperatively is uncommon. When an
enema is needed for this indicatior. the
saline enema and soap suds and water
enema are safer for this use than the
Lavema drugs.

IV. T=z DATA TO SGPPORT
SAFETY

Winthrop has submitted the reports of
three unpublished studies conducted Zor
it, which it contends constitute substan-
tlal evidence of safety of the Lavema
products, and a lengthy list of medical
endorsements.

TaS

THZ

CLarMs or

A. THE STUDIES

1. The frst report submitied consists
of a study conducted oy J. O. Hoppe con-

FEDERAL
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taining the following information from
animal studies concerming dihydroxy-
phenylisatin: toxicity, irmtation. infor-
mation on Tode of acton. and how it
differs rom tannic acid. The Commis-
sioner notes that -annic acid is 3 aighly
toxac drug. It is assumed chat she re-
searcher nad hoped 0 show dihydroxy-
phenylisatin iess Zoxic than tannic acid.

The acute toxicity studies <were con-
ducted with dihydroxypcenylisactin both
intravenously and orally on mice. The
oral dosage was 2 suspension form of ‘he
drug, while the clinical Zorm of the drug
is a solution.

The dihydroxyprenyiisatin irritation
tests were conducted on rabbits. The
study shows a degree of ‘rritation which
may be clinically significant.

The investigator himseif concluded
that he lacked suXcient data to permit
a rree discussion of the mode of action
of dihydroxyphenylisatin and stated
that he had not conducted a compara-
‘tive study of the drug with tannic acid.

2. The second rerors w%as submitted oy
F. Coulston. H. P. Drobeck, and M. Ren-
nie, who conducted a study for Winthrop
to determine *‘he irritant effect of 0.02
percent of dihydroxyphenylisatin on the
rectal mucosa of monkers. The -esults
of this study showed tha: a single rectal
installation of 0.02 percent solution
(only two zimes the maximum clinical
concentration) had the potential for
causing slight to moderate visible hy-
peremia of the rectal mucosa while an
equal volume of saline solution admin-
istered in a similar marner had no effect.

3. The third study, conducted for Win-
throp by J. O. Hoppe and Mr. Brosseau,
was conducted to duplicate experimen-
tally a collapse syndrome detected in el-
deriy patients following a barium enema
containing Lavema. The authors siate
that five experiments were conducted on
dogs. although the report indicates that
one experiment was carried out on ve
dogs by administration of varying
amounts of Lavema.

Although the results failed to confirm
the clinical reports of adverse cardiovas-
cular effects, an adequate evaluation of
the potential cardiovascular activity of
oxyphenisatin would require parenteral
studies as well.

4. Summary. The animal data are not
sufficient to give a proper characteriza-
tion of -he potential toxicity of Lavema.
They do indicate that oxyphenisatin base
is irritating enough for one to be legiti-
mately concerned about potential clinical
irritancy. No data were submitted o show
that Lavema is not toxic to the liver.
Based on these studies, the Commis-
sioner finds that Winthrop Laboratories
has not submitted adequate evidence of
safety of Lavema.

B. THE MEDICAL ENDORSEMENTS

Winthrop has submitied comments
from approximately §6 pnysicians who
have administered the Lavema drugs to
their patients at Winthrop’s request.
These comumentis arz esiimonials it best
and do not comprise in any manner ade-
quate proof of safetr. Moreover, none of
these physicians makes any referance to

64,

any adequate scientific studies 2avi
been conducted on the Lavema drugs
establish their safety in use. No pre-
post-clinical data for the evaluation
the safety of the Lavema drugs is or
sented in any of these statements. T
large numbers of clinical cases -eferr
to in the comments are not document
with actual patient daza.

V. LecaL OBJECTIONS

For the reasons discussed below, Wi
throp’s objections are insubstanrtial a
inapplicable to this withdrawal.

Winthrop cites “Bell v. Goddard.”
F.2d 177, 181 «C.A. 7. 1966) for the ol ol
osition that the Commissioner must si
that one or more of %xe grounds Jor wit
drawal under section 305(e) Ahave de
met. Winthrop contends that this cc
dition has not been met since shere is
new evidence of clinical experience :
lating ‘% Winthrop's product which :
veals that it is unsafe in use. Howeaver,
discussed in detail in the introduction
this order and under Part III abo
jaundice, hepatitis. and liver hyrersen
tivity have been demonstrated %o occur
the acetate form. The acetate when ¢
ally ingested is converted o the base, ©
lform in which the druz is absorbed a
which is responsible ior its laxative ¢
vion. The sase form s the sole active |
gredient in the Lavema drugs. Winthr
nhas opresented no scientific evider
whatever to show how this evidence
inapplicable to the Lavema produc:s.

Winthrop also objects to the Comm
sioner's conclusion that the ratio
benedt-to-risk with sither oraily or re
taily administered drugs containing ox
Phenisatin, base or acetate, does r
justify their continued marketing, on *

- ground that this is an opinion. Winthr

has dled the affidavit of Dr. Monr
Trout, in support of this contention. I
Trout's affidavit has already been d
cussed (Part ITI, above). Moreover, t
law requires that Winthrop submit er
dence consisting of adequate tests by
methods -easonably applicable %o der
onstrate that the Lavema drugs are sa
for use for their labeled conditions. Sin
new evidence of clinical experience r
veals that the Lavema drugs are n
shown to be safe and Winthrop has fail
to submit any adequate scientific stud:
to demonstrate the Lavema drugs o
safe, the Act mandates that the new dr
applications be withdrawn. The Comm
sioner has reached a legal conclusion. r
merely issued an advisory opinion.

The Winthrop position apcears o
bottomed on the contention that, once
drug is marketed. the Commissioner mt
permit it to remain on the market abse
of clear proof of harm. The statute. o
ever, provides that the surden of provi
safety remains f{orever on the dru.
sponsor. The Commissioner need &nd.
he did in -his case. only that new e-
dence shows that the sponsor has fail
to satisfy its burden of proving safety.
order to withdraw the new drug app
cation, 21 T.3.C. 355:e)2).

In this instance, Winthrop relies sole
upon theory and aypothesis unsuprort
oy scientific tests: upon animal studi
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not even -eiated o the toxicity question
invoived: and ‘1pon testimoniais {rom
physiciacs that do not purport w0 be
based on scientific tests. Winthrop has
failed
study 0 support its contentions. Accord-
ingly, there is no possible basis for a ind-
ing -hat :the drug has ZTeen oroved safe.
VI. FILDINGS

The Cormissioner. based on the review
of the medical documentation ofered 0

support ke claims of safety for Lavema )

compoundc soiution and Lavema enema
powder Snds that Winthrop Laporato-
ries, Division of Sterling Drug, Inc., has

failed to oresent adequate evidence of :
safety for these products. Therefore, !
pursuant 0 21 CFR 130.14(). the re- :
quest of Winthrop Laboratories for a :

hearing on the withdrawal of the new
drug appiication tor Lavema compound

solution and Lavema enema powder is !
denied. No objection or documentation
was preserted by any other firms ard. in f
accordance with the provisions of 21 CFR |

130.15. this failure is construed as an
electicn »v any other firm not %o avail
i:tsel.f Jf :te opportunity for the near-
ing.

The Commissioner further finds that
the approval of the new drug appiica-
tion herstofore approved for Lavema
compourd solution and Lavema enema
powder (NDA's 2587 and 11-370)
should te withdrawn on the basis of a
lack of substantial evidence of safety.

. 'Therefore, pursuant to the provisions
of the
Act (secs. 305, 701, 52 Stat. 1052-1053,
1055-1058. as amended. and 76 Stat. 781~
785, as amended: 21 U.S.C. 353, 371), and
under aushority delegated to the Com-
missioner 121 CFR 2.120), notice is given
that the approval of the new drug appli-~
cations for Lavema compound solution
and Lavema enema powder (NDA&'s 12~
587 and 11-370) are withdrawn, effective

-immediately.

Dated: March 8, 1973.

Sax D. FINE,
Associate Commissioner
for Compliance.

FR Doc.T3—4543 Filed 3-8-73;8:45 am]
(

;bers. i
t0 identify even one scientific -

Fecderal Food, Drug, and Cosmetic

NOTICES

C —

Hewlith. Bethesda. Md. 20014 (301—456—
191%) will ‘urnish summaries of the open
meeting and roster of committee mem-

the United States (list of names. home
addresses. and citizenship attacned to
the cath) :

(b) Not less than 90 percent of ilie
employees of the corporation are zési-
dents of the United States:

(¢) The corporation is engag;d ori-
marily in 3 manuracturing or,mineral
industry in the Unitied States, or in 3
territory, district., or possession thereof:

(d) The aggregate book,¥alue of the
vessels owned oy the coyporation does
not exceed 10 percent of the aggregate
book value of :he assets of the corzora-
tion: and Vs

(e) The corporation purchases or pro-
duces in the Urnited’ States. its territories,
or possessions nowless than 75 percent of
the raw materfals used or soid in its
operations.

The Commardant. U.S. Coast Guard.
having fournd shis oath to be in compli-
ance with the law and regulations, o
Fepruary 19. 1973, issued to the Shell
Ol Ca. a certificate of compliance om
Form CG-1262. as provided in 46 CFR
67.23-7. The certificate and any authori-
zatlon granted thereunder will expire
3 vears frem the date thereof unless
there first occurs a change in the cor-
porate status requiring 2 report under 46
CFR §7.22-7.

Dated: March 2, 1973,
W. F. Rza, IOT.

Dr. Gio 3. Gorl. Executive Secretary,
- Building-. 31. Room 11403, National In-
i stitutes of Health, Bethesda, Md. 20014
(201—196-5616) will previce substantive

! program nformation.

Dated: Marca 2. 1973.

AY

SOEN I SHIRMAN.

Deputy Director,

National Ins 2s of Health.

(FR Doc.73—+358 Filed 3—3-73:8:45 am|
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DEPARTMENT OF HOUSING AND
URBAN DEVELOPMENT

{Dockes No. D-72-220]

ECERTAIN 4UD EMPLOYEES IN REGION
: vill (DENVER)

Redelegation of Authority To Administer
Qaths

Fach of the following incumbent em-
.ployees and their successors ‘n.the De-
.partment of Housing and TUrdan Devel-
:opment, Region VIII (Denver, Colo.), is
‘hereby authorized o administer oaths
‘under section 311lta) of -he Civil Rights
i Act of 1968, Public Law 20-284. 42 U.S.C.
+3611(a), and :o verify compiaints filed
iunder the Cinil Rights Act of 1968:

.

1. Equal oprcrIunity specialisw. Rear ddmiral, U.S. Coast Guard,
© 2. Housing opportunity ceer. i Chief, Office of Merchant
° 3. Contract compliance exxplotmernt officer. Marf';ze Sarety
. 4 Title VI—Complaint compilance officer. - ' .

H 5. Secretary O Assistant Regional Admin- . [FR Doc.73—1356 Filed 3-3-73;8:43 am]

istrator ‘or Zgual Opportunity.

Regional Ad-
22, 1971; 36

| (Redelegation of authority oy
iministrator efective. Jaouary
{FR 11821, June 13, 1971.)

! Effective date. This recelegation of au-
i thority shall be effective as of January 22,
1973. :

~Federal Aviation Administration

APPLICATION OF AREA NAVIGATION IN 3
NATIONAL AIRSPACE SYSTEM

Policy Régarding Implementation of Area 3
Navigation Concepts Recommended By X
Joint FAA/Industry Task Force .

Correction
In FR Doc. T3—1366. appearin

aveita

ROBERT T. BARELA,
Assistant Regional Administrator

for Equal Opportunity, Region VIII. g at page ;

1

National Institutes of Health

D HOC COMMITTEE ON SMOKING AND
HEALTH

Notice of Meeting ,

Pursuant to Public Law 92163 notice

herear gziven of the meeting of the

$2d hoc committee on smokingand nhealth,

ch 5. 1973, at 2 p.m., National In-

titutes »f Fealth. Buildizg 31. Conier-

nce Room. §. This Teetghig will be open

tk: subdlic from 2 ¥m. to 3 p.m. on

rch 23 to discuss fhe best method to
ontrol the leveis o tar and aicotine m
igarettes and thé organization of an
.sea.rc 3
! Mr. Trank Karel, Associate Director
for P‘;'ﬂlic/.iﬂ':mrs. NCI, Building 31.
Room 1JA31. Nactional Institutes of

Ve

I3

s
4

.

xpancead inter-disciplinary tobacco re-

n zrogrand.

[FR Doc.73—i617 Filed 3-3-73:8:45 am] 6093 or ‘he issue for Tuesday, March 5. 2
1973, the ffth paragraph should read as
DEPARTMENT OF TRANSPORTATION follows: - : ) :
. Any interested person who wishes fo
Coast Guard express his views or comment with re- g
{CGD 73-39N] spect to this report may do so by submit-
SHELL OIL CO. ting them in writing to the Federal

Aviation Administration, Air Traffic g
Service, Chief, Automation Division,
AAT-300, 300 Independence Avenue SW,,
Washington. DC 20591. Individual copies
of the report may be obtained from the §
above address. All communicaiions re-
ceived prior o May 31, 1973, will be con-
sidered in “he formulation of a'.\i::al ool-
{cy.

ADVISORY COUNCIL ON |

Notice of Qualification as Citizen ot
United States

This is to 7i2 notice :hat pursuant 0
46 CTR 67.03-7. issued under the provi-
sions of section 27A of the Merchant
Marine Act. 1920, as added by the Act
of September 2, 1933 46 U.S.C. 883-1),
the Shell Oil Company of 1 Shell
Plaza. Hous:on. TX 77001, incorporated
under the laws of the 3tate of Delaware,
did on February 14, 1973, fle with the

NTERGOV-

Commandant. U.3. Coast Guard, in du- Y
plicate, an oaill Ior gquaiifcation of 3 ERNMENTAL PERSONNEL POL\‘,C
corporation as a citizen of the United RECOMMENDATIONS REGARDING,

PERSONNEL POLICIES AND PROBLEMS X
Notice of Closed Meeting :
Pursuant to the provisions oi
10 of Public Law 92-263. effec:.

States foilowinz the form of oath pre-
scribed in Porm CG-1260.

The oath shows that:

(a) A majority of ihe oficers and di-
rectors of {he corporation are citizens of

section
e Jan-

I -
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