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the study requirements need to be

changed. :

The prec‘earance reqmrevnent was
revoked in the September 10, 1968
amendment. The agency concluded at
that time that the investigational use of
DMSO could be adequately controlled
by the imposition, by regulation, of the
specific limitations ou the
investigational use of DMSO. Under
those circumstances it was thought that
preclearance was no longer necessary
for the investigation of DMSO.

_In the Federal Register of August 14,
1870 (35 FR 12891), the agency published

a requirement that clinical studies for all

drugs not be initiated unti] 30 days after

the date the agency receives the IND {21

CFR 312.1{a)(2)}. This reqmrement
enables the agency to review IND
submissions, including those for DMSO,
before the studies are initiated, and

- 'thereby assure that the studies are to be

conducted in accordance with all the
appropriate restrictions. For these

"~ reasons, the agency has tentatively

concluded that § 250.107 is unnecessary
and should be revoked.
The agency’s position on the

" investigational status of DMSQG, and
. concern about the safety of human use

of DMSO, is now widely known. I itis

- - goncluded that the information
° concerning DMSO needs further
- publicizing it will be done in the Drug

Bulletin and by press release.

~ "~ "Therefore, under the Federal Food, |
" Drug, and Cosmetic Act (secs. 502, 505,

701, 52 Stat. 1050-1053 as amended,

" . 1055-1056 as amended {21 U.S.C. 352,

355, 371)) and under authority delegated
to the Commissioner of Food and Drugs
{21 CFR 5.1}, it is proposed that Part 250
be amended by revoking § 250.107
Dimethylsulfoxide (DMSO]
preparations; clinical testing amf

- Investigational use. :

Interested persons may, on or before

November 20, 1978, submit tothe =~
Hearing Clerk (HFA-305}, Food and
Dirug Administration, Rm. 4-65, 5600
Fishers Lane, Rockville, MD 20857,
‘writien comments regardino this

- proposal. Four copies of any comments

are to be submitted, except that
individuals may submit one copy.
Comments are to be identified with the
Hearing Clerk docket number found in

- _ brackets in the heading of this )
* documend Received comments may be

seen in the atove office between @ a.m.
and 4 p.m., Menday through Friday.

In accordance with Executive Order
12044, the econoumic effects of this

proposal have breen carefully analyzed, .

and it has been ‘determinsd that the
propos ed rulem.aking does not involve

Major econoiic CONSequUences as
defined by ‘hat order. A capy of the -

regulatory analysis assessment
supporting this determination is on file
with the Hearing Clerk, Food and Drug
Admxmstrahom

Dated: September 12, 19‘?9
Joseph P, Hile, :
Associate Commissioner far Regulafary
Affairs. :
{FR Doc. 79-29016 Filed 9-20-79; 8:45 am]
BILLING CODE 4110-03-M
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Antacid Drug Products for Over-the-
Counter Human Use; Proposed
-Amendment of Moneg—aph

AGENCY: Food and Drug Administration.

ACTION: Proposed rule.

summARY: The Food and Drug

* Administration (FDA) proposes to

amend the labeling requirements for
over-the-counter (OTC) antacid drug
products to permit antacids to be

* labeled for the relief of upset stomach

associated with heartburn, sour P
stomach, and acid indigestion. This
action is being taken because the

- agency has tentatively concluded that

the term “upset stomach” is used by
consumers to describe symptoms
associated with gastric hyperacidity.
The agency proposes that this claim be
permitted in conjunction with the
currently accepted antacid claims.

" paTE: Comments by November 20, 1979,

ADDRESS: Written comments to the
Hearing Clerk (HFA-305), Food and -
Drug Administration, Rm. 4-65, 5600
Fishers Lane, Rockville, MD 20857.
FOR FURTHER INFORMATION CONTACT:
William E. Gilbertson, Bureau of Drugs

- (HFD-510), Food and Drug

Administration, Department of Health,
Education, and Welfare, 5800 Fishers
Lane, Rockville, MD 20857, 301-443—
4960.
SUPPLEMENTARY INFORMATION: In the
Federal Register of June 4, 1974 {39 FR
19862}, FDA issued the final order for -
OTC antacid drug products generally
‘recognized as safe and effective and net
misbranded (21 CFR Part 331). In the
preamble to the final order, the agency
declined to place the term “upset

- stomach™ in Category I as an allowable

indication in QTC antacid labeling
because the phrase is used by
consumers o describe the symptoms
relieved by completely different
products. The agency advised that to
justify the use of the term “npsat
stomach” in antacid labeling, a
manufacturer would need to conduct

either a clinical trial to establish that the

product is effective in rehevmg the
sv'nptams described by the consumer as

“upbset stomach,” or a statistically valid

copsumer survey to defermine how the
consumer interprets the term “upsst

stomach.”™
During the Category III testmg pm‘md

provided for OTC antacid drug products,

wo firms submijted data in support of

- peftitions to-amend § 351.30{a) {21 CFR
331.30{a}} to allow indications other th'm

eartbum v “sour stomach,” and acid

(TC file No 31—000192] sought to

- include the indication "for the symptoms

ofl upset stomach after too much {o eat
and drink.” Warner-Lambert Co. (OTC
File No. 31-11370) sought to include the
indication “upset stomach” in antacid

fabeling. In the notice of final

. elassification of Category I antacid

ingredients and labeling claims
bhshed in the Federal Register of
eptember 5, 1978 {43 FR 39427}, the
a‘enc:y announced that the final
evaluation of these petitions had been
delayed. These petitions have been
p aced on public display in the office of
the Hearing Clerk {addless gwen
above). -
In support of its pemum, Miles
aboratories, Inc., submitted the results
of two consumer surveys and a clinical
trial. In one consumer survey, conducted
iry Mexico, five different groups of
suhjects were asked to complete a
guestionnaire designed to show the
individual symptoms that the subjects
ased to describe the gastrointestinat
discom{ort that they experienced during
ke study. The five groups consisted of
pesrmal individuals who served as a
control group, normal individuals who
were fed a heavy meal, normal
imdividuals who were given a drug that
auses gastrointestinal discomfort,

“hospitalized patients experiencing

svere drug-induced gastritis, and
hospitalized patients with a variety of

-gasirointestinal complaints. The stated

objective of this study was to
clharacterize a cluster of symptoms

esulting from overindulgence in food
amd drink that was distinguishable from
the symptoms produced by other

gastrointestinal conditions or drugs.

fising statistical methods, invesiigators,.
who were unaware of the identity of the

fmdividuals completing the
gmestionnaire, were able to classify a

ol percentage of the survey subjects

into the correct experimental groups
stmnply on the basis of the frequency

arith which the subjecis cited certain

swmptoms in describing their
gastrointestinal discomiort. The
gemptons named by the normal
imdividuals who were fed a heavy meal,

{ -
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listed in order of freguency of naming,
- weie " fullness,” “heartburn,” “passing
ol gas,” "stomach ache,” “belching,” “a

* rumbling sensation,” “thirsty or dry
mouth,” “sluggishness,” “1aste repeat,”
“nausea,” and "4 bitter or acidic
aftertaste.” The authors of thig study

cluded that a sufficiently distinct
‘ern of symptoms resulting from
vverindulgence in food and drink exists

- to permit overindulgence to be
distinguished from other causes of
8astric discomfort. No information
presented in this study demonstrates

- that the term “upset stomach” was used

* preferentially by one group over another
to describe Symptoms of gastrointestina)
discomfort. . C

-In the second tonsumer survey, 143
. male subjects who had experienced
" “upset stomach” at least once in the last
- 6 months were questioned about the
- cause of their upset stomach, Of the

' respondents, 53 percent listed
overindulgence in food and drink, and

- -another 27 percent listed overeating

“alone, as the cause of upset stomach, -

) € survey subjects were also given a
list of 33 symptoms, compiled from the
Symptoms of gastric discomfort listed by
participants in the Mexican study :
described in the breceding paragraph,

- and were asked to check those that they
usually experienced when they had an

" upset stomach and those for which they

- took medication. The most commenly

checked symptom (72 percent) was a )
i *feeling of fullress.” Other symptoms
~ checked by more than half the subjects

¥ “passing of gas,” “belching,”
' 'ng sensation,” “mild heada__che,” -
& 2artburn.” ;

“Subjects in the clinical study
submitted by Miles Laboratories, Ing,,
were given a heavy meal accompanied
by alcoholic beverages to induce an

" “upset stomach.” The ability'of an OTC
antacid drug product marketed by Miles
to relieve the symptoms of this :
overindulgence was compared to that of
two other products and a placebo. Based
on the subjective responses of subjects

"in this study, the sponsors concluded
that the Miles product was superior to
the placebo and to the other products in
relieving 9 of the 10 upset stomach
symptoms that constitute the
overindulgence syndrome. o
On the basis of the results of these
consumer surveys, Miles Laboratories,
Inc., contends that the symptoms of
gastrointestinal discomfort induced by
Gvereating or drinking too much are
distinguishable from GJ symptoms
arising from other causes. Miles has not
attempted, however, to determine
whether consumers use the term “upset
stomach” to describe symptoms

e TR RPN

B i e

resulting from causes other than
overinduigence, - T e

" The agency has concluded that the
data submitied by Miles Laboratories,
Inc., do not definitively establish a link
between overindulgence in food and
drink and hyperacidity. It may be, as
Miles claims, that the cluster of
symptoms referred to as “upset
slomach” is, in fact, caused by
overindulgence in food and drink. That
is not the issue here. Part 331 includes
only those ingredients that are generally
recognized as safe and effective for
relieving symptoms known to be
associated with gastrig hyperacidity,
specifically the symptoms of heartburn,
sour stomach, and acid indigestion; and
Miles has failed to demonstrate that
overindulgence is related to or produces
gastric hyperacidity. Accordingly, FDA
is denying the Miles petition to amend
Part 331 to include the claim “for the
Symptoms of upset stomach after too
much te eat and drink.” Even if Miles
had shown that the symtoms that
Consumers call “upset stomach"” are due
to overindulgence in food and drink, that
claim may not properly be inchided in
this monograph, in the absence of proof
that overindulgence produces gastric
hyperacidity. | '

FDA recognizes, however, that terms

such as “heartburn” may also be used
by consumers to describe v
8astrointestinal distresg resulting from
other causes, such ag overindulgence in
food and drink; and that antacid
ingredients may also be effective in
relieving some of the symptoms referred
to by those terms. The agency has
referred the review of ingredients for the

* “relief of gastrointestinal distress from _
- causes other than gastric hyperacidity to

the OTC Advisory Review Panel on
Miscellaneous Internal Drug Products,
Among ingredients to be reviewed by
that Panel are those that are claimed to
relieve the Symptoms resulting from
overindulgence in food and drink.
Therefore, the agency believes that it i3
proper for the Panel to review the data
contained in the Mileg Laboratories,
Inc., petition and tg recommend
appropriate labeling indications for such
products. The agency will make no
decision regarding the use of this claim
for categories of OTC drug products
other than antacids until the QTC
Advisory Review Pane] on
Miscellaneous Internal Drug Products
has reviewed the data and FDA has
published its conclusions in the Federal
Register. .

in support of its petition, the Warner.

" Lambert Co, submitted the resujts ofa

combined patient survey and clinicaj
study. Approximately half of the

"\ e

“heazthurn,”

. terms 4

" by itself

- antacid dinig products,

© providing fo

~ this proposal. &

Patiemis surveyed used one or more of
the three approved antacid claims, j.e,,

; “sour stomach,” or “acid
indigestion,” to describe their “upset -
stomach.” More than 8o percent of the
subjects described their condition by

at included at least one of the
followsing symptoms: “heartburn,” “acid :
indigestion,” or “gas” {or terms judged
by the sponsor to be synonyms of these
termg}. o R

- The ag

ency is denying the Warner-
Lambest petition to amend Part 331 to
include the indication “upset stomach”
when # js unqualified by any further
descriptive language for two reasons,
First, the petition did not demonstrate

.that the

by the terms for describing BN
. 8ymptams that are currently allowed ag SRS
indications in the labeling of OTC B
antacid drug products, Second, the s
clinicat study submitted by Warner- T, '
Lambert indicated that its antacid
product was no more effective than a )
placebs relieving those symptoms of
upset stmmnach described by the test
subjects. B e
Although the term “Upset stomach”
%t inappropriate as an .
in the labeling of OTC
the agency
acknowlediges that consumers
frequently wse the term “upset stomach”
to describeg sysmptoms associate with
gastric hyperacidity such ag
“heartburm,” “sour stomach,” and “acid
indigestiom” As reported by ane of the
petitioners, half the subjectsinone R
study used @t least one of these
symptoms #io describe “Upset stomach.”
In such spewifi i
may safely y
product to reli
regarded ag
agency beligves that better consumer
understandimg of the uge of OTC antacid
produetis cam be expected hy
an additional antacid
claim that imtludes the familiar term
@ch.” Therefore, FDA
Proposes omiits own initiative to amend
the antacid n #onograph to permit OTC
g Iproducts to be labeled for
the relief of mpset stomach associated ) NS
i . sour stomach, and acigd R
indigestion. Manufacturers of QTC - ¢ «
antacid drug products may adopt this SR
labeling as of the date of publication of ‘
ubject to. the possibility
hange it:3 position, or
g of the «zlaim, as a
ents filed-in response {o

indicatiom

f

that FDA may
alter the wordi
result of compm
this propasal. -

The agency i alsg proposing to
amend § 331.3@ o include a "/Statement




- the following:”} “heartburn,
" stomach,” “acid indigestion.”

* * * * *

G
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of Identity” paragraph to conform with
the format of other recently proposed
monograph. T
FDA has determined that this
document does not contain an agency
aciion covered by § 25.1{b) (21 CFR
25.1{b}), and consideration by the .
agency of the need for preparing an

" environmental impact statement is not

required.
Therefore, under the Federal Food,

. Drug, and Cosmetic Act {secs. 201, 502,

505, 701, 52 Stat. 1040-1042 as amended,
1050-1053 as amended, 10551056 as

* . amended by 70 Stat. 919 and 72 Stat. 948

{21 U.S.C. 321, 352, 355, 371)} and the
Administrative Procedure Act (secs. 4, 5,
10, 60 Stat. 238, 239, 243 as amended {5
U.S.C. 553, 554, 702, 703, 704)) and under
-authority delegated to the Commissioner
-of Food and Druﬂs {21 CFR 5.1}, it is

“proposed that Part 331 be amended in

'§ 331.30 by revising paragraph (a);
redesignating existing paragraphs (b},
(c). {d), and (e) as (c), {d), {e}. and (f),
respectively; and adding new paragraph

- (b] to read as follows:
, § 331.30 Labeling of antacid products

({a) Statement of identity. The labeling
of the product contains the established
name of the drug, if any, and identifies
the product as an “antacid.”

(b} Indications. The labeling of the

o product contains a statement of the -

indications under the heading
“Indications” that is limited to the

~ following:

(1) “For the relief of” {optional, "*any

~ or all of the following:”} “heartburn,”

“gour stomach,” “acid indigestion”; and/
{2) “For the relief of upset stomach
associated with" (optional, “any or all of

» e

sour

- Interested persons may, on or before
November 20, 1979, submit to the
Hearing Clerk (HFA-305), Food and
Drug Administration, Rm. 4-65, 5600
Fishers Lane, Rockville, MD 20857,
written comments regardmg this
proposal. Four copies of any comments
are to be submitted, except that '
individuals may submit one eopy.
Comments are to be identified with the
Hearing Clerk docket number found in
brackets in the heading of this

~ document. Received comments may be

seen in the above office between 6 a.m”
and 4 p.m., Monday through Friday.
In accordance with executive Order

" 12044, the economic effects of this

proposal have been carefully analyzed,
and it has bee:r determined that the
propo:nd rulemaking does not involve
major economic consequences as

- defmed by that order. A copy of the~

" regulatory analysis assegsment

supporting this determination is on fi!P
with the Hearing Clerk. Fzmd and Dru
Administration.

Dated: September 12, 1979.

joseph P. Hile, -
'Associote Commissioner for Reguiatory
Affairs. )
{FR Doc. 79-20015 Flled 9-20-79; B:45 amj
BILLING CODE 4110-03-M

EQUAL EMPLOYMENT OPPORTUNITY
COMMISSION

{25 CFR Part 1613] B

Extenéicn or Retroactivity for

Allegations of Handicap Discrimination

AGENCY: Equal; Employment
Opportunity Commission.

ACTION: Proposed rulemaking.

suMMARY: This amendment will require
agencies to process certain allegations -

- of handicap discrimination which they

are not required to process under
current regulations. Specifically, the
amendment would require an agency to

- process an allegation which was the

basis of a grievance or a discrimination
complaint which was pending with the
agency, the Commission or in a Federal
Court on April 10, 1978 regardless of
whether the acts or personnel actions
occurred prior to the one year period
‘identified by 29 CFR 1613.709(b),
formerly 5 CFR 713.709(b}, 43 FR 12295.

"pATE: Comments must be received on or
before November 20, 1979.

" aApDRESS: Comments should be directed

to: Marie Wilson, Office of the
Executive Secretariat, Room 46750, U.S.
Equal Employment Opportunity
Commission, 2401 E Street, Northwest,
Washington, D.C. 20508, (202) 634-6750.
FOR FURTHER INFORMATION CONTACT:
John Rayburn, Director, Technical
Guidance Division, Office of Field
Services, U.S. Equa! Employment
Opportunity Commission, 2401 E Street,
Northwest, Washington, D.C. 20506,
(202) 634-6863.

SUPPLEMENTARY INFORMATION: Section
713.709{b} of the Civil Service

* Commission regulations required

processing of complaints of handicap
discrimination which were based on
actions that occurred during the one
year period prior to the effective date of
the regulations {April 10, 1878). The Civil
Service Commission reviewed and
evaluated the suggestion that the
procedure be made available to persons
alleging handicap discrimination based
on acts of personnel actions that
occurred on or after September 26, 1973

. days from the publication of this

{date of Rehabilitation Act). After
mn&dermg the administrative
irgplications of such an extended
etroactivity period, the Civil Service
>ommission determined that the
proposal was not feasible and decided
q establish the one (1) year period
Hpwever, in reexamining the issue, the
Civil Service Commission found
1bstantial basis for requiring agencies
tg process allegations of handicap
" discrimination which were pending and
therefore curfent in the administrative
pr judicial process on the effective date -
of the regulations (Apnl 10, 1978}, even-
when the action giving rise to the
allegations occurred prior to the one
year retroactivity period provided by 5
TR 713.709(b}, 43 FR 12295.
A proposed amendment of this kind
was pending on January 1, 1979, when
the Equal Employment Opportunity
Qemmission, pursuant to Reorganization
an No. 1. of 1978, assumed jurisdiction
er federal EEO responsibilities and
a opted as its own at 29 CFR Part 1613
e *Civil Service Commission
gulatmns on complaint processing. See

-?éFR 60901. The EEOC reviewed and

ecided to adopt the Civil Service
ommission’s proposal adding language

to clarify that it is the responsibility of

& claimant to initiate the complaint

d providing a time period within
hich such action must be taken.

The Commission recognizes the
ossibility that the matters pending on
pril 10, 1978, may have been

subsequently addressed and disposed
their merits in accordance with the
omplaint procedures adepted on that
ate. In such a case an agency could
cject a complaint in conformity with 28
2FR 1613.215 (former 5 CFR 713.215, 43
R 60901). The complainant who
believes the rejection was inappropriate’
culd appeal to the Commission under
2 CFR 1613.231{a){1).
Accordingly, it is proposed to amend
CFR Part 1613 {formerly 5 CFR Part
~713) to add a new § 1613. 709'0) as set

©
d;
by
Q

out below: v
$[1613.709- Coverage
. 4 * * * *

| {c} Notwithstanding the provision of
aragraph (b} of this section, a

miuist be brought to the attention of the
agency EEO counselor not later than 180






