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" of the report by writing to the office “urography; for improving resorplion of

IDI-SIIBSSH

DEXAMETHASONE SODIUM PHOS.
PHATE AND LIDOCAINE HYDRO-
CHLORIDE FOR PARENTERAL USE

Drugs for Human Use; Drug Eﬁicucy
Study Implemanteation

e e s e e . B, of o oLt
evalunied 8 TeC o 5
tional Academy of Sciences-Natlongl  tions swt (cm-zoo), 200 © scmt sw., minimizing tmnetaéﬁon during s surgery;
Research Councll, Drug Efficacy Study  Washington, D. 4" for .redusing postoperstive edems
Group; on the following sterojd Al other gomm xe| and gsechymosis
preparations for paventeral use; ; oumcements 51’“‘“1 Assistant m 3 Hya.mrmida.selacks ‘substantial evi.
Decadron Phosphate with. Xylocsins mm“”u“m smmommmma.mm: dence of effectiveness for use in poste
:Exn’;%ﬁnn %m”“%n Phosphac;;te With" . ville, Md. 20852, ’ gxf:eraﬂvepeve edema; {oor the res%uﬂon
caine ectioh, en con.. “ early te:r.vgi 3 hasten the ro-
taining dexamethasons  sodium phos- "This notice is issned putsusnt to Pro- ~ ghsorption. of tramns.t! gubconjunctival
phate and lidoee.ine %ydrocmoﬁde:

Merck, Sharp & Dobme, Divisi
Merck & Co.. Inc., ‘West Point, Pa. mas

these fized
theeﬁ‘ectsthattheymorborarezep-

mentea to have ea“.nw the conditions pmmbi " dispenising  without
use ‘preseribe ox: ’ . .
suggesﬁed iabeling. EOR N . ”ﬁ%edmg ls.‘beladto umplywlth
cordinglythethe ommissloner of- " st “‘31 a requirements of the Ast and regulgm
_Food aid Drugs intends to initiate pro- mocheao.mo-b-ms mewntd.r 15 Iabeling bears infor~
‘ to withdrew approval of the HY, ALURONIDASE mﬂon for safe and efféctive use of the
sb% to%mﬂaﬂhﬁ“such sction, how e ‘Efficacy ﬂmgﬂ’gsg&mﬁmg. the ?ﬁdgg:g
. Xy ol by . b s T g ngnw ]ﬂl u wreetda .
holdmﬂiiethe new-druz 11111 vtion ;1;; orea fg“gi‘; l‘“%'g:‘:;"%”g“ Eﬁi‘“‘Y %a?mn m 5 dﬁmng‘oe'
{221 . . y, y
dgnzs mggsted persony. i The Food Drug Administration &nd, whers' applica‘b the Academy's
who mightbeaﬁveraely affected by thelr; - has evaluated répoxts received from the “émments, The “Indlcations” section is
oval from. the market, to suhmitnar-. ‘Nationsl Academy of Sciences-National ‘&5 follows: )
withinsodaagafbegonm 13“% tha%ﬂuwinghyﬂumnidase This drtg 15 Indl . ; ’
. 5 ted q 1
in the ‘Recmsrez, To be actepta~ - drugs :lntemled “for tnjectable Uso 1 anraem £ 15 tndlosted as en adjumnt to

omaniz
guate and well-poptrolled
tHigations (identfﬂea orreadyzmew) s

desaribed in § 130.12¢s) (5) of the regis -

iations published as & final order’in the
Feormar Beopsres of Moy 8, 1870 (35
F.B. 7250), Carefully conducied doo~
nmented clinfeal studies-obtained vnder
uneontrolied or partially controléd sit--
uations are not aceeptable as 2 'sole basls
for the approval of claims of efiective-
such skidies

thelr withdrawal from’
the market, Promugation of an order
withdrawing approval of th

nained b
mmuﬁieaﬁous forwarded in rew -
e t0 should be
idenﬁned

the teference nittber
DEST 13334 and be directed o the atten- -
tion of the appro, ofice Yisted'
and addressed to Poo
Adminism

visions of the Federal Food, Drug, an
‘Cogmetic Act (secs, 502, 505, 652 Stat,
1080-53, as' smended; 2 USC, 382, 856
-and under authorﬁw ddmted to tbs

[I"R. “Doc. “70-»!2808‘ ﬂed. Hopt. 22, 1970'

T 1. Wydase Soluﬂon and 3 dasa IN-
ophmz ‘marke
£y %Oegczy :Box 3299 Phna-‘

'delphia, . o301 ONDiA .9
2 Atidase; marketed by G. D, Beinle ¥ pitng

Post oﬁ.ce.'sox 5110, Uhicago, m.
‘6l nsso avms-!x 4.

I'ha drugs remded 23 new drugs
QU Us0., 321(1:)). Supplemental new
tons are required to

drug’ revise
_ the labeling in andtoupdateprevious‘!y
approved anpnmﬁous provlding' foi such

tions and supplements to previously ap~
gpplications

proved nev drug under cole

belqw, )

radjopaqna agents,

2, Hyalurgnidase is probobly effective
ﬁm ald i yetrobulbar and cone injec-
R L A
ahsorpﬁon of Jocally accumulated ’nuxg

hemorrhage snd to dissolve the products
of degenerative kerntitis; and as an ad-
Junot in producing hypotonia,

4. 'The drug coi"ﬁf&are’& wrﬁ:s:’fllaiy" )

: Theood DrugAdministraﬁnnhss mmiss!onerof d and Drigs (1 ohive other Tabeled indi

le evidence, “m“ ‘.Dated. Aususb 31, 18%0, a&-aéans are tedg. solutions asa prop-
audesthatthmisamko:subsw . SLerie, or powder
evidence, within the i“n"‘éﬁningaﬂhei’ad- B D, B EQMNWW, and are sultable for

beats

- nmr mjectad dru m%mmm
en adjunst in, gg;boumm wrogtaphy;

zor tmprav, reporption” of b
R B ald 1o ros u;m

In}¢Ston “infiltcative anesthests

G!Mﬂ; ‘of local mstbeuca' far mini.
ability d

a.bove as probably effective ave incinded
e labeling

of efficacy and evidenoce of . A new drag gbplication isTequired in th conditions In prragraph
This mmmcement ised from any Derdon marketing such drugs am! nigy continue to b used for 12
action and implemien of the “withott approval. months following the date of this pub-
NRGreportforthesedmgsismadebo ‘The Food and Drug Administration is ucaﬁonfoanowaddlﬁonalﬁmewithln

. ﬁ.ev;ezl?il&e& t& é’%;m who might be ads  prepared to approve nielw drug applice~ which holders of previously approved

"eppleations ‘oF “pérsoiis marketing the
dwug without approval may obtain and

¢ nEYedrug deacwuedinthis"anﬁouneem@ to the Food end Druy Adminig.

application will cause any such driig on _'A. Effectiveness  classification, 'The tration data 6 provide substantial evi-

themarkef;dto be a new d?izgéor\;gm% bod a3 'd“ ; Admin!sﬁ-aﬁonhase%on- deneeoteﬁeoﬁvenetsi:. i‘ it
an. approve new-dmga estion is no the Academy reports, 65 well a& ng for

cfrect ts oﬂm‘ availablq evidence. and concludes b °

in-effect and will make it subject to Teg--
ulatory action.
'rhe abave naz}:adtlh}older of % new-
drug application for these drugs has Kean,
msiled g cob¥ of the NAS-NRC x

gport,
Any interested person mey obtali'a sopy
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on of
other injected drugs; for hypndermocly—
“sls; a3’ an adjunct in subouteneous

-

for en~

g A
i, S
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“drug is referenced in parayraph A4 above
sl it Sl bhaa b B

may continne fo be usedp for 6 months
:tollowlne the date of this pnblioation to
a.ﬂow sdditional #me withis
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the statement, “Caution' Federal

ding Is descrihed in paragreph A%

:whichu
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tribute such drug which
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holders of previously approved applica-
tions or persons marketing the drug with-
out approval may obtain and submif to
the ¥ood and Drug Administration da,ta.
to provide substantial evidence
effectivaness.

To be acceptzble for consideration in
support of -the effectiveness of a drug,
any such data must be previously un-
submitted, well-organized, and include
data from adeqna.te and well-controlled

-clinfeal investigations Cdentified for

ready review) as desceribed in § 130.12(a)
(5) of the regulations published as &
final order in the Feperan REGISTER 0f
May 3, 1970 (35 FR. 7250). Ca.reful]y
conducted documented

studies obtained under uncontrolled or
partially controlled situstions are not ac~
ceptable as a sole basis for the approval
of olaims of effectiveness, but such studies
may be considered on thelr merits for
corrohorative support of efficacy and
evidence of safety.

B, Marketing status. Maxketing of the
drug may continue under the conditions
deseribed in phs ¥ and G of this
annommcement except that those indica~
Hions referenced in paragraph D may
continue to be used as deseribed therein.

B, Previously approved cpplications.
1. Each holder of & “deemed approved”
new drug applcation (.e., and applica-
tion which became eftective on the basis
of gafety prior to Oct. 10, 1982) for such
drug s requested to seek approval of the
olaims of effectiveness and bring the ap-
plication into conformance by submitﬂns
supplements containing:

a. Revised labeling as needed to con-
form with the labeling conditions de-
soxibed herein for the drug, and complete
enrrent container labeling, unless re-
cently submitted.

b. Updating information as needed to
makethe applica tion current.

2, Such supplements should be sub-
mitted within the following time periods
after the date of publication of this an.
nouncement in the FEpERAL REGISTER:,

. 60 days for revlsed labeling—~—the
supplement should be submifted under

the provisions of § 1309 () and (e) of
the new drng regulations (21 CFR 130.9)

which permit certain
into effeot ot the earliest possible fime.

b, 60 days for updating information.

3, Marketing of the drug may continue
wniil the supplemental applications sub-
mitted in accord with the preceding sub-
paragraphs 1 and 2 are acted upon, pro-
vided that within 60 days affer the date
of this publication, the labeling of this
preparation shipped within the Jurisdie-
tion of the Act is in eceoxrd with the la-
beling conditions described in this an~
nouncement. (It may continue o include
the indications referenced in paragraph
D for the periods stated.)

G. New epplicaiions. 1. Any other per-
son who distributes .or intends to dis-
{s intended for
the- conditions of use for which it has
been shown to be effective, as desaribed
under paragraph A zbove, should submit
2 new drug application containing full
information reguired by the new drug
epplication form ¥FD-366H (21 CFR
130.4(c)). Such applications should in-

NOTICES

clude proposed labeling which is in ac-
cord with the labeling conditions de-
scribed herein,

2. Distribution of. any such prepara-
ﬁon cmrently on the market withoud
an gpproved new drug appilcation may
be continued provided that:

a. 'Within 60 days from the date of

Feppear. REaster, the labeling of such
preparation shipped within the jurisdie-
tion of the Act is in sccord with the
Iebeling conditions deseribeqd herein, (X6
may continue to include the indications
gerenhd‘ ced in paragraph D for the period

%. The menufacturer, packer, or dis-
tributor of such drug submits, within 180
days from. the date of this publication, &
new drug application to the Food and
Drug Administration,

¢. ‘The applicant ‘suhmits additional
information that may be required for the
approval of the application within a rea-
sonable time as specified in & written
communication from the Food and Drug
Administration.

d. The gpplication has not; heen ruted
incomplete or umapprovable.

. Opportunity for a hearing. 1. The
Commissioner of Food and Drugs pro-
poses fo issue an order wmder the pro-
visions of section 505¢e) of the Federal
Faod, Drug, and Casmetic Act withdraw-

-ing approval of all new-drug applica-

tions and ell amendments and supple~
ments thersto providing for the indica-
tions for which substantial evidence of
effectiveness is lacking as described in
paragraph AS of this annoimeement, An

order withdrawing approval of the ap-
rlhications will not issue if such applica-
{ions are supplemented, in acecord with
this notice, to delete such indications,
Promulgation of fhe proposed order

stantial evidence of effectiveness is Jack-
ing, to be a new drug for which an
approved new-druz ammeaﬂon is not in
effect. such drug then on the
maerket would be subject to ::egmatory
Pproce!
Tn secordance with the provisions
of section 505 of the Act (21 UB.LC, 355
and the regulations promulgated there-
under (21 CFR Part 130), the Commis-
sioner will give the holders of any such
applications, and any interested pexrson
who would he advmely affected by such
an order, an opportunity for & hearing
how why sueh tions shonld not

tice in the Feperan

showing that

gennine and snbstantial issue of fact that

requires & hearing, together with & well-
organized and full-factual analysis of the
clinical and other investigational data
the objector is preparsd to prove in a
hearing, Any data submitted in response
to this notice must be previonsly nnsub-
mitted and include data from adeguate
and well-controlled clinical investiza~

14801 ]

Hons (identified for ready review) as de«
seribed in § 180.12(2) (5) of the regula-
tlons published in the Feperan Recxsier
of May 8, 1970 (35 FR, 1250). Carefully
conducted and documented clinical stud-
les obtained under uncontxolled or par-
tially-controlled situations are not ac-
cepiable as & sole basis for approval of
cleims of effectiveness, bubt such studies
mey be considered on thelr mepits for
corroborative support of eficacy and evi-
dence of safety. If a hearing Is requested
and is justified by the response to this
notice, the issues will be defined, a hear-
ing examiner will be named, and he
shall issue & written notice of the time
and place at which the hearing will
commendce.

A copy of the NAS-NRC report has
been furnished fo each firm referred to
above. Any other Interested person may
obtain a copy by request to the appro-
priate office named below.

Communications forwarded in ye-
sponse to this announcement shounld be
identified with the reference number
DESI 6343 and be directed to the atten-
tion of the appropriate office Hsbted below
and addressed (unless otherwise speci-
fed) to the Food and Drug Administra-~
{lon, 6600 Fishers Lane, Rockville, Md,
20852:

Supplements (ldentily with NDA number):

Omica of Marketed Drugs (BD-200), 331..

reau of Drugs,
-Original new drug applicationsg: %fguog of

regarding this an
nouneemmt. Special Assistant for Dmg
Efficacy 8 Implementation (BD-201),

Bureau of Drugs.
Raguests Tor NAS-NRC report: Press Relaw

tions Office (CE-200}, ¥ood and Drug Ad-
minigtration, 200 C Strest SW., Washing-~
ton, D.C. 20304,
Thisnotlceis!ssuedpm'suanbtoprovi-
slons of the Federal Food, Drug, an
Cosmetic Act (secs, 502, 505, 53 sta,t.
1050-83, as amended; 21 US.C. 862, 356
andmderauthoﬂothyodu;dgatedtothe
Commissioner 0 Prugs (21
CFR 2.120). ' e @

Dated: September 3, 1970.
8arz D, Fing,
Associate Commissioner
Jor Complignce.
[F.R. Doc, 70-12609; Fled, Hept, 22, 1870;
8:47 am.})

————

i {DEST ]11] -

CERTAIN OXYTETRACYCLINE HYDRO-
CHLORIDE, CHLORTETRACYCLINE
HYDROCHLORIDE, TETRACYCLINE

* HYDROCHLORIDE, AND BACITRA-
CIN PREPARATIONS FOR INHALA-
TION, TOPICAL OR OTIC USE

Drugs for Human Use; Drug Efficacy
Siudy Implementation

The Food and Drug Administration has
evaluated reports received from the Na-
tional Academy of Sciences-National
Research Couneil, Drug Efficacy Study
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'CERTAIN GAMMA BENZENE HEXA-

CHLOR!DETOP!CALPREPMA?TONS Dmgs for Human Use; Drug Efffcacy

Drugs for Human Use; Drug Efficacy:
Sfu?y implementation Follow-Up
Notice

thin > mmm:azsm of Septemher th
1070 (35 K. 14576), tho Commissioner of
of ¥aod and D

mannouneedhlseon-
clusiong

evaluation of T8
T -Acad~

Zwell Shampoo @

‘Cream (NDA, 6-309) oonta!nlngmma 1
benmehaxacblorlﬂemtke’cedﬁrmed, Post O

and Caxntick, 30 Borighb Aveﬁue.m :
worth, NJ 07033,

The notice stated that the shampoo
was effective or probably effective for its
Iabeled
effective or possibly effective” Yor. iis
1sbeled indications, The

S NG

Indications
siﬂedasﬁrobablyeﬂecﬁvaanapossibly

Septamber 1’1‘. 1970 mﬁoﬁ. )
The holder of the above-nsted new

drug epplications has sstisfastorily sup-
plemented the applications to delete from

the lubéling sll indications other than

those' ragarded as elfactive. Ottier hold-

ers of appleations approved for thess
drugs should submit within 60 dsys Zol-
lowing pubimﬁon ot this notise In the

- B A B

5
new drug upplications to provide for re-
vised labeling in acoord with this niotlce,

Such supplements should be submitted .

underthenrov:sionsofsmo.b () and
(e) of the new drug reguk
130.9 ¢ und (e)) ‘which b
talnchang'estobeputm%eﬂectatthe
earliest possiblo time.
Ansfmchprenmﬂon.tormnnmm.
Introduced into ~inberstate ¢ommerce
after 60 days fonnwlng “publication of
this notics in the Frospal REorswr with
inbeling ‘bearing indications for which
tho drugs laclk substantial evidence of

eﬂeaﬁveness, msy bo sub}ecﬁ to regu-

atory m‘cceedings.

'rh!snoﬁueisissued.pnrsuanttomo-

vislons of the Federal Fobd, Drug, end
Cosmetic Act (secas. 502, 506, s*h Stat.
1050-53, 4 amended; 21 TS, 352, 355)

and under muthority delegated to the

Commissioner of Food and Dmgz (21
CFR 2.120).
Dated: June 13, 1872,
Sax D. Faie,
Aspoclate comm{saioner
. Zor Complignee.
(¥R Doo2-0467 Filed 8-03-12;8:49 a1}

forlm recelved from the National

indleations #hd the créamm“

eﬁecﬂvohaveheanuclawﬂed 88 1acks 1ohp00q
substantial evl -
sons maargeﬁmg

y proval, -adaitional time
submit dats to substantiate th
elassmedasprohablyandposs!ﬁlreﬂeo-

nonéés
‘M&MDASE

Study Tmplementeation Follow-Up
Nofice

mgnanoﬁco OB 0343) published in

FEDERAY, REa1eTER of £
1915 @5 P2, 14800, the T
of Food and Drugs announced his o
clusions pursuant to an evaluation of re-
of %%g’gom Rmacl,;
3:1‘“”’“‘ drogs containiog kyela-.
L Wydase Solution and Wydasa Ly-
Wyeth Taboratories,
ce Box 8309, Philadelpnia, Pa.
19101 (N'DA 8-343)
2. Alidase} @ D Seasls & Co., P

. omcesoxsu Cﬁcﬂomﬂﬁmm

s—m .
Hyazyrie; bott Laborh

North Chicago, J11, 8008! amv-nas:.
The notice

that the
.regaided as effectd b emcti
dhas- °e§‘m£‘ammm*” tisd

possibly

evidence of effectiveness for their various
indications and allowed holdeu

of the new dmzappﬁeaﬁms.snaﬁ

the dmygs without gp-
time to obtatn and

e claims

v Tk s pare b ool
ve

a3 lacking sushtantial evidencs w.' €ffes-"
ﬁvemss for ladeled Indications other
thah, those ppeatlns in the "mdica-
‘ﬁnns" seoﬁon wmon :ollows

:Eyaluron!dm 1s Jodleated s an adjune

The new lcations held
B etk b
, mented to delebe those clalr m
S, s o ey
e hordens ot sonlimons spproved 328

8 Cro ns
Zor hyaluronidase should submit, within
60 ﬁass fgl;oylng pubneaﬁon of this
apnncaﬁ“ to m'ovide for"ﬁ‘vlsed la‘bel-
ing in accord with the “Indications™ gscs -
tion above, Such supplements should be
Wm r the provislcns of $130.9
g‘z CFR, 1309 (d) and (e:)&wh!cheg o;
‘changes fo fato effe

at the earliest possible th;m.

Any such Dreparation, for-human
Inlroduced  into intaron’stata cotnmmm
:totér 60 days following pubHeation of 1 i;his

@ FEDERAL REGISTER"
belinz bea.rm$ indications that Jaclk sub-
‘evidence of effectiveness may bhe

R ot s Ak L o

"This notice iy Issued purstiant to
visions of the pro-

 Federal Food, Drufr, and
Cosmetic Act (seos, 502, 505. 52 stat.

1050-5%; a3 amended' ax 'a s.c m. ’iﬁ’ ’

©- and under mthorxew delepated to

omimissioner of
CFR 2.120).

Dated: Jine 13, 1072,

‘o0d and Drugs (31

~E3nne
Assootate commlasi

nra————

{oESE 8608)

CERTAIN OPHTHALMIC/OTIC
" OINTMENTS

Dn:gs for Human Use; Drug Efficacy

Study Implomen!aﬂon

The Food and Dm:; Administration
Has repox'ts recelved from tho
National A of Solences-National
Research counuu, Drug Effcicy Btudsr
ulmcon the touowlns drugs fox oph-

and/or oticuse.
Ophthaimic-Ole Olnt-
ment with 2olymy:dn B Sulfate contaln-
ing omtetmcycl die 1 hy%roohl orido ang
Hash 424 Btreet, New York, N.¥. 10017

%stm Polymayxin Ophthnlmlo
Oiniment containing
polymyx!n

h Compau River,
&oit, Mich. 48285 (NDA 50-263 )e
Polysporin Ophthalmic Ontment cons
“bacltracin; B mous%smnmﬂ %23
3030 ccmwamsnoad.nes Trinnglo

snd Co

o= ra%nc.mm (MDA 61-280) .

d and Drug Administration

" ¢oneludes that these druzs for ophthal«

wmio and/or otls use aro effectivp for tho
indieations deseribed in the labeling con~
ditions in tmsannom

ave subject to tho sntibiotio procedures
pursuant to section 607 of the Federn

Food, Drug,. and Costnotlo Ack Aftor 00
dmfonowxnsp ubliention of this no-

drugs in the dosm:e ‘Torms™ desoribed
above,torwhich certification s requestod
.should contain iabeling information in
-accord wlth this reevaluation of the
gs published in, this announcoment.
zl'b;:bove—mmedﬂms% m:ly ?thor
‘spplcations approved for o

_drug of the kinds desoribed abovo ave

requested to submib witlﬁn 60 days fol-
lnwingnubnca.tion announc(sment
the TER, amendments

Frorpan Rears
wblblotic appl!canons to provido
for revi.sed eling, 'The lakel for ointe
ments for ophthalmic use should stato
whether the product is or is nob storlle,
.The Jabeling should cotmply with all ro-
quiremefits of the Acb and repulntions,
baa: adequate information for safo and
effective use of the drug, and be in ace
cord with the elines fo

rex of February 6, 1070,
tions” seetion of tho Inbeling should ho
ssfollows:
mnxmmns

xytetraoyoline Hydrookloride with Polys

mysm B Sul[afe Ophtnatmiolom otntmom‘.

for dompttance.

T R g L G B U SR
= .-




interests are urged to consolidate or co-
In the event that the response to this
such that insufficlent

the full

written statements-on the:lssnsmaybe

presented to the presiding officer on

dayoftheheaﬂngtorinolummtothe

administrative record, .
'Iheheeﬁngshanbeopentothepub-

Ho. Any interested person ‘be heard

w;th respech tomatters relevant to the

es under consideration.

Dated.Decemba-sme

P, Hie,
Associate C'mnmtssiona’ Jor
Compliance.

[ER. Doe76-36566 Filed 12-9-76;11:10 am]

* [Docket No. 76R-0472; DEST 6343]
wHYAFURONIGASE™
B for B Drug Efficacy Stu
nl,s%tsplememn Iuwup Naﬁce agg
- Opportunity for Heal

In notlces pn‘bllshedin‘tha.’ﬁhnmr.
RecrsTer of September 23, 1970 (35 FR
148000 (Docket No. FDC-D-235 (now

Docket No. 76N-0472)) and Juns 23,

o trug ap

request 2 hearing may dosoon or before

January 10, 1977.
The notice that follows does not per-
tain tothe indicalions stated in the Sep-
Jack substan-

2 hearing concerning -them,
andtheyaremlongerallowablemlabel
mg.Anysuch mdunt!a.be!edforthose

indications is subject to regulatory
action, -

1. NDA €-343; Wydase Eolution and Wydase

philized; mato:m. mvlslon

American
Phuadelphh. PA 19101.
2. NDA 6-714; ‘Taboral

Aldase; Searle torles,
m@ D, Searle&Co.,Box 5110, Chicago,

-

NOTICES
3. NDA -7-933; Byozyme; Abbott Tahora~
Fhormacentioal cal Produsts Diviston,

ﬁ‘%ﬂ% d Sherldan Rd., D-851, Norih Obleago,
thersu%ﬁgtedi xeviewbyt%e%uuonflni
or fil
Academy of Sclences-ationa) Research has
Counecll nor included in the Bsptems
ber 23, 1970 and June 23, 1972 not!cas
Joub the conclusions deseribed in this no-
“tice apply to it

NDA 6-892; Eydronnse: g Corp., Gol-
Joping Xinl nd,xenuwcw:. ¥ 07033,
Such drugs are regarded as new drags

21 o8.C 921 ln\\ Rnnn‘nmnnhﬂ newr

drug applca d to reise

requ!re P!
the labelingin and o apdate previously
pHeations

approved ap) for such
drugs. An approved new drug applica-
tionis aremcgement for marketing such

drug

In addition fo the holder(s) of thenew
drug applcation(s) specifically named
above, this notice applies to oll persons

who mamfactnre or distributa o drue
product, nob the subjech if an g )sroved
mﬁi;'uz application, that is identical,

similar to g drug produ of
name tgbove.asdeﬁnedmzlmsm.&

emanydmgproducbhemnnutachmor
distxibutes. request an
opinion o! the ax:pneabmw of this no-
txceto aspecKnc drug product he manu-
oo, retated. on sy s miy be Idesy-
or ar to &
uct named in this notice by writing to
the Food and Drug tration, Bu-
reau of Drugs, Divislon of Drug menng
COmpﬁance CHFD-SIO). 5600 ¥Fishers
Leang, Rockville, MD 20852,
A. Effectiveness classiﬂcuiion. The
Food and Drug Administration hes re-
S 2, s o
c) 2 ective for
indications listed in the Inbeling condi-
{ions below. The drug lacks substantial
evldenoeo f effectiveness for the probably
and possibly effective indleations which

‘wers reclassified in the June 23, 1972 &ial

notice,

B. Conditions for cpproval and mar-
keting, The Food and Drug Adminisirg-
tion is prepared to approve abbreviated
“"“m"‘“‘&’a?‘“““:;;‘“ Prored nex
sup; previo approved new

llca,t!ons mder conditions de-
scubed described herein,

1 anojdruv.'rhedmgislnsterlle
solution” or powder for reconstitution
and is siitable for injection.

2. Labellng conditions, @, The label
bears the statement, “Caution: Federal
law proh'i'hlts dispensing without pre-

b. The drug is labeled to comply with
all requirements of the nct and regula-
tions, and the labellng bears adeguate in-
Jormation for safe and effective use of
the drug. The Indications are us follows:

For use ns an ndfunct to inerease the
ahsorpiion and dispersion of other Infected
dmgs' Zor hypodermoclysls; o3 an adjunct

subgutaneons urography for fmproving
f.ha resorption of radiopaque sgenta.

51081
3. Markeling siafus. a. Marke of
drug produets that ave mom s o

such
Jectof anapnrovad or eflective newr
application may be continued m&ei@g
i%t{g. m& o{h before reﬁhoim 8, Imifthe
er e applical submits,
1ot previousiy

gex;t ‘“fﬁﬁfﬁ% as needed o be
eeor! eling conditions
deseribed in this notlce, and complete

container labeling it container
Iabeling has not been ang ¢iis
a supplement to provide updating infor-

mation with respect to items 6 (compa-
usnts), 7 (composition), and 8 tmethods,
mcmues, and conhrols) of newr
cation form FD-S56K (21 CFR 3141
(c)) to the extent required in abbrevizted
applications (21 CFR 314.1(0)).
b. Approval of an abbreviated new drug
application (21 CFR 314.1(f)) must be
obtained prior to marketing snch prod-
ueh l!arkeﬁngprlorto approval of a nevr
drug application will subject such prad-

produets to be marketed, to regulatory

c. Notice of opnortunity Jor hearine.
On the hasls of 211 the data and informa--
t!onnvanabletohnn,ihemrectorot the
Buram Drugsis mvare of any ade-
g ﬂ te and w%n-con zol ed clinical mve::;

gation, condicted by experts qualify
by sclentific traininy and experience.
meeting the reguirements of section 503
of the Federal Food, Drug, and Cosmetic
Act (21 US.C, 855) and 21 CFR 214.111

, dem the effectiveness
of the dmg(s) for the indieation(s) lack~
ing substantial evidence of

xererredto!npamgrapha.ot this notice.
Nolice is given o the holder(s) of thz
nawdmg‘appﬁeeﬁonrs) and to sl ather-
interested pexsons, that the Direcﬁor of
the Bureaun of Drugs proposes to issue an
order under seotion 505(e) of the Federel
Food, Drug, and Cosmetic Act (21 TSC.
355(e)), withdrawing of the

sether the
avaﬂnbletolﬂmatthaﬁmeotappmva!
gfat:hemnmﬁm(s) showsthereiiha.
e
drug productes) wiil have all the effects
it purports or I5 represenfed to have.
under the conditions of use prescribed.
not Issue with respect to any applica-
Hon(s) supplemented, in accord with this
notice, to delete the plain(s) lacking sub-
stantial evidence of effectiveness.

In addition to the ground for the pro-
posed withdrawal of approval stated
above, this mnotice of oppo:tlmity for
hearing encompasses all issues relating to
the legal status of the drug products sub--
Ject to 3t (including Idemtieal, related,

or similar products as defined fn 21
CF.R 310.6), e.g., any contention that eny
suc'n product Is not a new afty becanse
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. anelectlonbysunh

- of fact that requires

’:r; v’
2>
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it is generally recognided as safe and ef-
fecuggnwlthinthe%!ng of section

ted prior to June
25, 1938, contained in mﬂon 201(p)- of
the act, or pursuant o section 107(0) of
{ Amendments of 1862; or for

accordance with the provisions of of
sect!on 505 of the ack (21 U.B.C, 356) and

the rezulations prom: | therexm
(21.CFR Parts 810,314) theappnmnt(s
and dt:% r&t&g persons who mannfaoturi:
or 8 drug product which'
identical, related, or simflar to o

~drug
product noamed above (21 CFR 31&6).
&

- Nomess

foch which preeludes the withdraval of
approval of ‘noatlon. or when o

1 feﬂ“ﬂ@f}ﬁ i1z not mede in theé
. xequired formal or” with the

am!ys'es,'thé‘dommissmmwmentet
against the per-

June summnty judgment
son(s) whoraqueststhehaaﬂng  making
 findings and  conclusions,

denslng' 8

opanbmisgo:is H thlsnoﬁee
portunity for eaﬂng be Hled
in’ quintuplicate, Such snbmissxons, X~
ca'p'-' for dats snd information drohibited
rom public disclosure pursnant to
n‘:s.c. 38135 or 18 USC. 1905, may bé
seent in the earing Clerk’

(address given balow) dur}ng wor
hours, Monday HIg

o1 bytho?an  After reviewing th

inatio diugs are gene:
safe and aﬂeotivo hnd nod: misbrmdﬁ:l, .

orally recognized 28

based on the

Pangl, The lo to
wp:eambe thepmsbsq nlss

beeh limited to preseription wso or
had been elassified ror OTO use ab o dosy

age level an thet recommendod

(&) providing for thi the ref DEST 6343, nel recommended tha
claim(s) invqlved should nob be with~ directed to the attention :xfxd the appro~ dally dosage be 100 to 200 miligrams

administrative determina
reIa.t!ng to ths lezal s&turof a drug
related. orsimﬂardrugproducts.

January 10, 1877, & written notice of gp-
pearance snd request for hearlng, and,
(2) ‘on or before I"ebnmy 77, ‘the
ta, Information, an; analyseson

a hearing, as

ty. (identity as such) s Divisien of Gererl
Sy ) 3

to and -.Admmistraﬁonﬁ
“5600 Fishers L.ane, Rockville, MD 20852,

plemsnts (Mantity wm:mknmm :
(BFD-180), mn. m;-og. Bureax of Drugs.
Orlalnal) ebbreviated now drugnppucaﬂon:
Gerieris Drug
Baqg:nt for Bumag (idenﬁfy wlh Docknt
noﬁce) %.m Clerk, !bod. ana *Ahdu
ministration oo, T E

{(H#O-20), Rm.
ts for the of the Natlondl
mques o X :eporb [:3

hours, not to exceed 800

tha.t altgomd ¢ choll th
o no o
Judgment of the Panel T

g tho
- safety of ﬂzeophyﬂkxe, hemd that

there was % sclentific Jssue ag to whethor
the racommended dosage levels tvoro
therapeutically aitectlve for & significant,
'ilqk?‘&efore. th aommlssiozfer bedattliﬁfé
e no
theophyliine was

was currently ‘undergolng

extensive zevlew ‘within the agenocy und,

@ Ponel's xecommendne -

om;xeu ey 2?053 314.200, Any m m. g:uncn- mbnozmom -nabowmmt Cen- tion mipht be subject to modifiention In

appearance and
quest for heaﬂng & submission of data,
ana.n!yses to justity a
hea.ring, other comments & granf or
‘denial ¢f hearing, ave conbalned a2t
CFR 814,200
‘The fallure of an appucant any
other pe g subiect to
muw) 1 emalo.eboﬂ!eﬂmelywrlt-
appearance and request for hearing
required by 21 cm 314.200 oonstﬁutes

himself of the opportunify for & hesring.
concerning the action proposed with ze-
specthmhdmmductandawdver

reguls remove such
products from the market. Any new drug
product maz) _without an approved
NDA is subject to regulatory action at

any thue,

A requesb for agearmg may nok rm
upoxt mere allegationy or denials,
must set; forth specifie facts showing that
there Is 3 genuine and substantial
2 heaving. If it con~ °.
clusively appears from the face of the
data, information, and mchxa! anﬂyses
in the request for the hearing that there

isnosenuineandsubstantla“ssueot

-

person. Yot t6 avail

3 © Decision On‘llhe

e
as'n H
Issue fegulatory action,

({HFC-18), nm.ua.

h ‘eommnn!pa :cgudlngthh‘nﬁ
tice: Drug Ificicy Study tation.
mﬁ mnam (EFD-501), Burenu of

505,528 IOSO—IﬁES asméhded [€)4
. US.0. 363, 855))andnndetth author-
mwegaéeatomenmmamenu-
mummm

tion published in the Froenar
-of June 15, 1978 [¢¢) FR 24232) ).
Dated: Dwunber 1, 1973/

mem ROUT,
Director Burear of Drups.
IFE noc.':e-ecoumod 19-9-76;8:48 am]
. ——e

znome No. 76M-0052] :

WER‘!’HE»OOUNTER DRUGS
lnne AsA Single

‘The Food and Drue Administration

(FDA) aﬂﬁiﬁﬁﬁé@s‘“that, as n vesult of
the Cohimission-

'e‘rotrbod and,brugs disagrees with the

ation of the Cold, Cough, Al-
lergymonchoana.torandAnﬂasthmaﬁo
(“the Panel”) to sllow theophyl~
llnetabe:nadao.vanameover-

ter (OTCS as & single Ingreds
TC drug product con phyl-

- immediate

mamﬂeepubnshedinthemm R

RecisTer of September 9, 1976 (41 ¥R ©
38312), ¥DA proposed to establish con-
dit!ons mnder which OTC cold. cotigh,
a'nergy ronohodﬂatg. antlasth

-

the-coun~ ritk of toxlel

e ative final monograph,
‘Since publication of the Panel's reo-

This addl ¢ which way

not avallable during the Pansel's deliberne

tes that the recommended

thmeuﬂu dose may be toxic to somn
individuals, Information sugpesty

" that the safe and effective use of this

réquires caretul dosage titration

‘ ﬁ‘ﬁ‘;a on theophylline serum conventine

) Ina:rccentreporbbyMﬂesWelnbergor.

MD. and Iesle X deles Phar. D,

Asthmn.” ‘“Tho

Medical Assooin-

ﬁun.” ‘9, 355-266. Beptomber 1976, the
reporied the onship bes

- authors rolatl
tweentheophymn dosage and the 1iizell-

achdevmz both therapaublo efw
£ect and toxieity. The report states that
atb the msd!n.n effectivo doss (50th per-
centile) of 26 miligrams per kilogr
ver day (mg/kg/day) in 4 dlvlded doses
tor children (or 1000 rg/day in 4 divided
doses for adults), abnut 25 peroant of
the patient pomﬂu.ﬁon Itkely to bo ab
ity. The report shows that at
%l?anel.i 3?1%0 /dx?lgrcah etn;lt;mel;z
2., 800 mg/day, about 40 p
tent populatl Jhi

cent o: the pa
s, therapeutic eneot: howevor.
boutﬁ‘spemnusnkelym ba ab risk of
toxicity, At the lower adull dosaps roo-
“ommended by the Panel. 1.0, 400 me/dny,
the report shows that nione of the pati«
ent populaﬁon iz Hkely to be at risi¢ of
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stated, however,




