


EXHIBIT 1



and ulceratlve lesions resulting -from
trauma.

A supplemental new-drug sppumﬂon
1 invited to revise the labeling provided
for in ths new-drug application for the
above preparation to limit the claims
and present the conditions of use as
Tollows:

Acrions

Trismeinolone acetonidn is » synthetie
corticosteroid and @ ssesses properties of an
anti-inflammatory, antiprnuritic, and antie
allergio nature. The emollient dental paste
acts a3 an adhesive vehicle for upplying the
active medication to oral tissues, The pro-
tective action of the adhesive vehicls may
serve 10 reduce tho pain sssociated with aral
frritation,

. INDICATIONS
. Indicated for adjunctive traatzaent and for
the tamporary relief of symptoms associated
with oral uuhmmnory ieslons and ulcer-
ative lesions resulting from trawma.

CONTRAINDICATIONS

Tungal, viral, or bacterial infections of the
orsl muocoss. Hypersensitivity t0 any oome
pouent.

WARNING

Uss In Pxzorancy: Safe Lse in pregnancy

has not been estadlished,

PAECAUTIONS

Patients with tuberculosis, pcpuc ulees,
or diabetes mellitus should not be routinely

normal defensive responses of the oral tis~
mtndapr-udmpatl-nu rooeiving topi-
cal corticosteroid tharapy. vu:‘mt straine
of oral microorganisms may rmultiply withe
out producing the usual warning symptoms
of oral infertions.

" It significant yegeneration or repalr of
wﬂm«hummrndm'ldmuk
ditional investigation into the etiology of
the oral lesion is advised.

ADvERax RXACTIONS

Pro)
sdymse reactions known 10 coour with sys-
temie sterocid preparations; for example,
adrenal suppression, alteration of glucoes
metsbolisia, protein catadbolism, peptic uloer
activatioas, and others. These are usually
roversible and disappear when the hormons
is discontinued.

DOSACE AND ADMINISTRATION

The drug shouid be applied 3 t0 8 times
s day following mesls and at bediime, If

significant repair or regenerstion has not
ocourred In 7 days, furt

The holder of the new-drug applica~
tion for the drug listed above has been
malled & copy of the NAS-NRC report
together with a copy of the labeling con-
ditions in this announcement. Any man-
ufacturer, packer,
drucof;imﬂncompoﬂﬂonandhbenu
to the drug listed in this announcement
or any other interested person may ob-
tain s copy of the NAS-NRC report by
writing to the Pood and Drug Adminis.
{ration, Press Relations Office, 200 C
Street 8W. Washington, D.C. 20204,

"Written comments regarding this an-
nouncement may be addressed to the
Bpecial Asgistant for Drug Efficacy Study
Implementation. Bureau of Medicine,
Yood and Drug Adminiatration, 200 C

sdminiatration may eliclé the

NOTICES

Btreet W, Washington, D.C. 10204,

This statement is issued pursuant to
the proviaions of the Federal Pood, Drug,

and Cosmetic Act (secs. 503, BOB, 52 Siat,
1050-53, as amended; 21 U.B.C, 352, 358)
and under the authority delegaied vo the
Commissioner of Food r.nd Drugs (21
CFR 2.120),

Daied: June 18, 1968

J. E. Kmx,
Associate Commissioner
Jor Comnliance.

(r.n. Doc, 68-7687; Piled, June 35,.1968;
T 8:80 am.}

DRUGS FOR HUMAN USE -

DPrug. Efficacy Study Implementation
Announcerhent Regording Salt
Substitutes

The Food and Drug Administra~
tion has received reports from the
National Academy of Sciences-National

Ressarch Council, Drug Efficacy Btudy
Group, on the !onovlnl salt substitute
preparations:

1. Diasal, marketed by E. Fongern and
Co.. Ing., East Cantiague Road, Hickye
ville, Long Island, N.Y. 11802,
marketed

quhnl. by Winthrop
Laboutoﬂu.NMAmue.Mka.
N.Y. 10018,

3, Co-8alt, marketed by U8 Vitamin
and Pharmsceutical Corp., 800 Seecond
‘Avenue, New York, N.¥, 10017,

8uch preperations are regarddd by the
Prod and Drug atidn as foods

These preparations are also regarded
udnmmduuthmmblmwmedm:
provisions of the act. They should bear

emuoury

that they ahould not be used without the
advice of a physiclan.

Attention i3 directed to the public

that was scheduled to June 20,
1888, in Room 513}, Hea.lth Education,
and Welfare Buﬂdlnz Nonh 330 Inde-
pendence Avenue SW., W DC.,

involving iassues that will- relaie to: thh

of April 2, ma. IS PR. 5288,

Al s Jater date it will be proposed that
the subject preparations be added to
paragraph (b) of § 130.302 List of drugs
Jor human wuse that do not now require

notice proposed rule-
mnkm: published in the Froemal Reo- -
moﬂ(w!t. 1968 (33 F'R. 7762),

:ur drugs "
malled & copy of the NAS-NRC report. plece

mtwuueam"

Any other manufacturer, packer, or dls-
tributor of such drugs or any other L.
terestid person may obtain a copy of the
NAB-NRC report by writing to the Food
and Drug Administration, Press Rela-
tions Office, 200 C Street SW., Washing-
ton, D.C. 20204,

This notice is issued pursusnt to the
brovisions of the Federal Food, Drug,
and Cosmetic Act (secs, 502, 505, 5. Stat.
1060-83, as amended; 21 U.B.C. 352, 355
and under the authority delegated to the
Commiasioner of Food and Drugs (21
CFR 2.120).

Dated: June 18, 1988,
J. K Enx,
Associate Commissioner
Jor Compliance,

KP.B. Doc. ca-'ma: Piled, June 35, 19€8;
8:30 aun.)

DRUGS FOR HUMAN USE

Drug Efficacy Smi!y Implementation

~ Announcsment Regarding Certain
gon Preparations for Paum!
so

and Drug A
has reviewed and evaluated reports from
the National Academy of Sciences—Na~-

menfﬂuedmuﬁmmtmmt
%hdr inugrltym'!;nc}mndmt to a large
egree upon aemrlncmeedum.
mch preparstions continue to be re-
garded as new drugs (21 US.C. 321(p)).

approved
new-drug appiications for these articles
sre herewith exempted, pursuant to
§ 130.358¢1), from the annual reporting
Tegquirements of §§ 130.35¢e) and 130,13
{b)(4) of the new-drug regulations (21
CFR 130.13(b) (4), 130.35 (e}, (1)).
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WaARNTNG: The parenteral use of come
plexes of iron and carbohydrates has -

resulted in fatal anaphylsctie-tyTe .
rasntions, Deaths associstad with

such sdmlnhmuon have been n-
Therefors, ceweorconcns®
ahould be used only In those pa-
tents where clearly establiahed
indications exlst, confirmed by ap-
propriats laboratory investigations
corroborating iron deficiency ane-
mis pot amenable to oral iron
therapy.
*Name of drug. ,

AcTiOoNs

\Perric iron administered parenteraily is
mmpotud by transferrin and incorporated
into hemoglobin.

INDICATIONS

Por the treatment of iron deficiency ane-
mia: Intramuscular Or intravenous injece
ﬂomdmanadmu solely for use in
those patients in whors iron defictericy ane-
mhhprmnt.mcsuuhubeendw
mined sad, if possible, GoFFecisd, and I
whom oral mm-m of iron. is unum-
factory or impossible; for exampie: .

Intolerance to oral preparations;

Resistance to oral iron therapy;

Rapid replenishment of irofi stores in se-

lected patients in whom oral therspy is

Ianctor):
'x‘o ) mﬁnww

I.n thau pmonh whbo cannot be relied
upon to take oral medication.

CONTRATNDICATIONS

Bymmmvlty to the ptodmt.
All anemiss than fron deficlency

anemia.
WARMNINGS ’

This preparstion should bo used with exe
treme care {n the presence of serious impaire
ment of liver function.

A risk of carcinogenesis may sttend the
{njection of
Buch complexss have been found under ex~

tal conditions to Produce sarcomas
when injected in rets, mice, and rabbits,
and possibly in hamaters, in very Jarge Goses.,
The number of tumors produced was rela-
tvely small, and such tumors bhave not been
o8

of iron-carbobydrate complexes. -

NOTICES

DOSAGE AND ADMINISTRATION

Periodie hemrtologic determinations sre
10 be used a3 & guide In therapy, bonring in
mind that irun mrm may 1ag bebind the

0353

appearance of normal blood morphology. The
total cumulative amount required to re-
store hemogiobin and replenish iron stores
may be approximated from the formula:

Patient's baraoglobin in gram peresnt X 100

0.3 X Dody weight In pounds X (100=

3 e MilHigrams totsd fron 40 be In-
wa T Joeted

DOBAGE FOR INTAAMUSCULAS PREPARATIONS

Each day’s dose should ordinarily not ex-
coed 35 milligrams for infants under 10
pounds, 50 milligrams for children under 2¢
pounds, 100 milligrams for patients under

* .110 pounds, and 250 milligrams for others.

DOSACE FOR INTRAVENOUS PREFARATIONS

To minimize “toxic resctions, the initial
dose should be limited to 15 to 30 milligrama
followed by daily increments for 2 or 3 days
untll & 100-milligram daily doss is reached.
This larger dose should be given alowly (1
minute per 20 to 50 mmizrum)

The holders of the new-drug applica=

tions for the drugs listed above have been
m-llul & copy of th. NAQ.N‘I:!!'

This notice s hmed pursuant to
provisions of the Federal Food, ng;'
Act (secs. 201(p), 502 a),

and Cosmetic

(), 505, 53 Btat. 1041, 1050-33,
amended: 21 U.B.C. 32i(p), 353 (a), f!).
385) and under the authority delegated
to the Cominissioner of Food and Drugs
(21 CFR 2.120).

Dated: June 18, 1068,

Jaxes L. Goboanp,
Commissioner of Food and Drugs.
[P.R. Doe. 63-7589; rmd. June 28, lm.
8:50 am.}

‘tion

. ad

“,

ing of January 16-18, 1968, tor intended
effectiveness June 1, 1966:°*

Resolved, that effective Juns 1, 1968, sece
X11.8.1, ution 80.10, de mlnm
10 read as follows:

“Advertised Alr Tour’ means a complsie
package, a8 set forth in Parsgraph O of this
saction, advertised in & Tour Foider, ofiered
for sale to the public, and pnpud in full by
the purchaser: Provided, That in connection
with travel to or from oonnnum or mset-

g program
part of the ‘complete package’™ .
An advertised air tour, to quality for
the 10 mmt eommission muost inslnde.

in uldlﬂon to lodm for a minimum of
two nights, at least two meals per day

. and at least one sdditional feature such

the transportation

the effeat of the amendment is to make

it more dificult for s tour connected with

& convention or meeting to quality as an
vertised air tour and thereby entitle

the azmtwulomntmrthmn

§ or 7 percent commission.
The American Boclety of Travel Agents

{ABTA), Don Travel

‘ Service, Ine, New
. York, and Belts Travel Service, Inc., San

Francisco, opposs the amendment. ATC
clarification and

It appears from ATC's letier that the
resolution is based on the ssrumption
that persons atiending meetings and con-
ventions ¢o 80 for reasons other than the
promotional efforts of the agents. As 8

0! mmumwmm
to a 10 percent commission but rather
the 'normal commission nm should

apply. ATC also attempted to give mean.
ing and content to the words convention
and meetings,

ASTA and the individual ageats con«
tend that over the years agents bave
promoted and developed tours associated

. The'
g AN { omncmmodmr-

[ ynppemwbtmmlylm:n.mmr
uulonn latent period between the injection
of a potential carcinogen wnd the appear-
ance of & tumor makes it impossible as yet
10 measure the risk in man.

PRECATTIONS

Improper therapy with these agents will
cause storsge of fron with the consequent
possibility af sxogenous hemosiderosis. Such
iron overlioad Is particularly apt to oocur
with patients with hemoglobinopathies lud
other refractory anemias which might be
erronsously dunoud as irob defictency
anemia.

ADVERSE REACTIONS

Intramuscular injection: Variable degres
of sorensss and inflammation; brownish dis-
coloration in the arca of injection.

Intramuscuiar and intravenous injections:
Ansphylactold and anapbylactic resctions,
including fatal anaphyisctic reactions; severe
febrile reactions.

CVIL AERONAUTICS BOARD

{Agreement CABD 5044-A138; Order E-20048]

‘AIR TRAFFIC CONFERENCE OF
AMERICA

Ovder Deferring Action Imrdln
Advertised Tours v

Adopted by the Civil Aeronautics
Board at its office in Washington, D.C.,
on the 20th day of June 1968,

On March 19, 1968, the Alr Trafiic Con-

ference of America (ATC). filed pursuant
wmaoniuutuum«nitmﬂw~

Act of 1958, as amended, the following
amendment o the Agency Resolution ¢
adopted at the Agency Committee meet-

benefit of all concerned, including the
airlines. According to the objectors, by
reducing theoommimonmdul wum
thedcﬂﬂﬁondanudmﬂud
thoruolntbnwmmake:tmondmm
for the agenis to promote domestie tour
travel. It is argued that such » result
s contrary to the efforis of all concerned
wprombudomuucmvel

On she basis of the record to date,
the Board is unable to aet upon the mat-
ter. Except for the submission of several
brochures deseribing advertised alr tours

'A‘lvhuw»bomammbm
to withhold mp!umntatlon « the amende
-a;“umm tion n bs Wed which permita

on v
the Advertised Alr Commities of ATO
M:];pmo any m!lco by two-thirds mee
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