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manufactirers’ discretion, One example

iz the word “consult™ that #ppears in

ths directions for many CTC drug
monograph ingrediants, {See, for~

example, §§ 333.150(c)(1), 233.350(c)(2),
" and 340.50(c}{z); 21 CFR 333.150(c)(1},

- 233.350[c}{2), end 340.5062){2).) The

- agency believes the simpler term “agk”
could be used in its place. “Ask™ s
shorter and may be better understood by
consumers, Thus, the phrases “consult
& physician,” “consult a doctor,” “ask’g
physician,” and “ask g doctor” would

“bs allowsd interchangeehly.

The agency believes that thase terms,

- and possibly others, could be used
interchangeably, and that 8 provision tg
this effect should also be incleded in
§330.1, rather than in each O7TC drug
monograph, Accerdingly, the egency is
proposing to amend §330.1 to provide
for the use of cartain tarms ,

 interchangeably in the labeling of OTC
drug produets. The agency is proposing
to add paragraph {i) to §330.1 ag
follows:

The following terms msy be used
interchangeably in any of the labeling :
established in partg 331 thraugh 358 of this
chapter: = - . : ‘

{1) “Ask’ or “consuli”, _

(2) “Doctor* or “physician®,

The egency is also aware that other

- terms included in various OTC drug

monographs may be used

interchangeably, The agency invites

- comments and suggestions as to such
other terms. The terms selected should
be general in naturs and appearin more
than one OTC drug monograph. After
considering the comments and
suggestions received, the agency will
issue an &ppropriate proposal in a future
issue of the Federal Register,

The agency has examined the
economic consequences of this
proposed rule and determined that it

. doss not require either a regulatory.
impact analysis, as specified in
Executive Order 12291, or g regulatory
flexibility analysis, as defined in the
Regulatory Flexibility Act (Pub. L. 95—
334). If this preposad rule becomss a
final rule, the lebeling options could be

implemented at very little cost by

o meanufacturers at the next printing of

lahels, for those products for which the
manufacturer chooses to make a change,
Thus, the propesal would have na
significant econemic impact. The.
agency cencludes that the proposed rule
18 not & major rule ag defined in '
Exscutive Order 12261, Further, the

agoncy certiffes that the pProposed ruls, -

ifimplemented, will not have ¢
significant economic impactona
substantial number of small entities ag
definsd in the Regilatory Flexibility
Act,

' The egency has determined under 21

" CFR 25.24(cj{s} that this action is of z

type that does not individually or
cumulatively have q significant effect on
the humen snvironment. Therefors,
neither an environmen s} assessment
nor an environmental impact statemant
is reguired, : :

Interestad persons may, on or before
June 4, 1993, submit i the Decksts

. Menagement Branch {address above)

written comments regarding this
proposal. Written comments on the
8E8NCY's sconomic impact
determination may be submitted on gp
before Juns 4, 1203, Three cepies of ail
comments are to be submitted, except
that individusls may submit one copy.
Comments ars to be idsntified with the
docket number found in bracksts in the
heading of this document and may be
accompanted by a supporting
memorandum or brief. Received
comments may be seen in the offica
above between 9 a.m. and 4 p.m.,
Monday through Friday.
List of Subjects in 21 CFE Part 330

Over-the-counter drugs.

Therefers, under the Faderal Food,

Drug, and Cosmstic Act and under
autherity delegated to the Cemmissioner

" of Food and Drugs, it is proposed that

21 CFR pert 336 be amended as follows:

PART 330—OVER-THE-COUNTER
(QTC) HUMAN DRUGS WHICH ARE
‘GENERALLY RECOGNIZED AS SAFE
AND EFFECTIVE AND NOT

- MISBRANDED

1. The authority citation for 21 CFR
part 330 continues to read ag follows:

Authority: Secs. 201, 561, 502, 503, 505,
510, 701 of the Federal Food, Drug, and
Casmetic Act (21 17.5.C. 321, 351, 352, 353,
358, 360, 371}, . :

- - 2. Section 330.1 is amanded by

adding new paragraph (i) to read gs .
fellows: )

§330.¢ Generat coenditions for gonerat
recognition as safe, effective end not
misbranded, )

* w * w ® -

(i} The following terms may be ussd
interchangeably in any of the labeling
established in parts 333 through 358 of
this chapter:

{1} “Ask” or “‘consuit’, ‘

(2) “Doctor” or “physician”.

b d *® » k. ] &
Dated: january 15, 1993,
Michael R. Taylor, i
Deputy Commissioner forPolicy.
{FR Doc. 937770 Fileg 4-2-83; 8:45 am])
BILLING CODE 4160-01-¢

21 CFR Part 358
[Dockat No. 82M4-0214)
RN 0905-3406

Dandruff, Seborrhelc Dermatitie, and
Pscrias!is Drug Producis for Overtha-
Counter Human Usg; Progosed
Amendment to the Monogragh

AGENCY: Faod and Drug Administration,
HHs. ’ -

ACTION: Notice of Proposed rulemaking,

SUMMARY: The Food and Drug
Administration (FDA) is issuing & notice
of proposed rulemaking to amend the
final monograph for over-the-counter
{OTC} dandrufs, seborrheic dermatitis,
and psoriasis drug products to include
0.8 parcent micronized selentum sulfide
for the centrol of dandruff This
Proposal is part of the ongoing review
of OTC drug products conducted by
FDA. ‘ v
DATES: Written comments by June 4,
1593; written comments on the agency's-
economic impact determination by June

-4, 1993. The agency is proposing that

the final rule based on thig proposat be
effective 12 months after the date of its
publication in the Federal Register,
ADDRESSES: Written comments to the
Dockets Management Branch {(HFA- .
305), Food and Brug Administration,
rm. 1~23, 12420 Parkiawn Dr., ’
Rockville, MDY 20857,

FOR FURTHER INFCRMATIOM conTacT:
William E. Gilbertson, Center for Drug
Evaluation and Research (HFD-8140),
Food and Drug Administration, 5600
Fishers Lane, Rockville, MD 2685 7,
301-285-8000,

SUPPLEMENTARY INFORMATION: |

L Background

_In the Federal Register of December 4,
1991 (56 FR 63554}, FDA issued a fina]
monograph for OTC dandruff, N

sebarrheic dermatitis, and psoriasis

drug products in subpart H of part 358
{21 GFR part 358, subpart H), The
monograph lists selenium sulfids 1
percent in §358.710(e)(5) 2z an active
Ingrediont that is used for the contrel of
dandruff. The selenium sulfide included
in the monograph is not micronized
(reduced to a fns particle size),

In develeping this monograph, the
agency considered data from five
studies conducted io demonstrats the
safety and effectiveness of 0.8 percent
micrenized salenium sulfids in the
control of dandruff and seborrheic
dermatitis (56 FR 63554 at 63559]. Only
two of thoss studies (Protocols CP- ~
CA83 and CP-CA70} can be regarded as
well-designed controlled clinieal trials.
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Each study involved & double-blind
comparison of the entidandruff efficacy
of 0.6 percent micronized selenium
sulfide, 1 bercent nonmicronized

slenium sulfide, and shampoo vehicle
<&t treating dandrgff symptoms. Ons

-study (Protocg! CP-CAB3) showed g
- Statistically significant mean reduction

of total dandruff scoreg from bassline
that was greater in subjects using 0.6
bercent micronized seleniym sulfide
and in subjects using 1 percent
nonmicronized selonium sulfide than in
subjscts using the shampoa vehicle, The
study also showsd that 0.8 percent
micronized selenium sulfide is ag

. offoctive as 1 percent nonmicrenized

selenium sulfide, The other study =
(Pretocol CP~CA7q) showed that 0.6
percent micronized selenium sulfide
Wwas statistically equal in effsctiveness
in reducing dandrufr to the 1 percent
nenmicranized formulation, byt failed

to demonstrate thas 0.6 percent

micronized selanium sulfide was
statistically more sffective than the
shampoa vehicls, The other three
studies wers not regarded as wel]-
designed centrolled clinical trigls for
several reasons, One study {Protocol 84—

active control used did not provids very
convincing results, Qpe study {Protoco] -

- 82-728) was a dosa-searehing clinical

| mtincluded neither g placebo nor
- «JA-approved active control. The
ther study (Protacg] 81013} compared
the antidandryufr efficacy of 5 shampeo

‘ ‘containing 0.2 percent micronized

selenium sulfide with a shampoo

-containing 1 percent nonmicronized

selenium sulfide, The agency found that
study to be irrelevant because it did not

- involve the testing of 0.6 percent

micronized selenium suifide, The
&gency determined that the data

. submittad were insufficient to establish th

the effectiveness of 0.6 percent
micronized selenium sulfide in the
control of dandruff ang seborrheic
dermatitis. The agency stated that one
addi‘zi@zzai_weﬂ-mmmﬂed study of
adeguate sample size was needag to
show that 0.8 percent micronized

selenium sulfide is effactivs foy the

control of dandruff ang that data fram
separate studies are needed to show itg
effsctiveneggs for the contro] of
seborrheig dermatitis (55 FR 83554 at
£3561).

Subsequent to the closing of the
administrative record for thg submission
of data to the noties of Proposed

* rulemaking for OTC dandruff,

“sborrhsic dermatitis, and psoriasis
ug products, ane additiona} study
<af 1} was submitted on April 30, 1961

<" v9 show the effectiveness of 0.6 percent

micronized selenium sulfide in the

control of dandruff Mptoms. The
agency has processed the submission ag
& request to amend the manograph,
Refersnce

{1} Comment No, RPT 3, Docket No. 62N~

.0214, Dockets Mapagement Branch,

I The Agency’s Tentative Conclusions
en the Submitted Datg

1. One comment submitted data from
a randomizad, dou le-blind, paralle}
group, pﬁaceboocommllad clinical study
{Ref. 1) ta show the effoctivensgs af 0.8
bercent micronized ssienjum sulfide s
an OTC activa ingredient for the contrel
of dandruff, The study was conductsd at
a single study center for 8 weeks. The
study was designed tg compare the
efficacy of an antidandyuff shempoo
containing 0.8 percent micronized
selenium sulfide (described in Comment
2} te: (1) The shampoc vehicle without
the antidandruff ingredient, and {2} an

.- antidandruff shempoo containing 1 -
‘Percent nonmicronized selenfum sulfids

fa monograph ingredient), .
Two hundred and iwanty potentia}
participants wers selected for the study.
Participants wers to bg st least 18 years

of age with a diagnosis of dandruff, but
with no history of adverse rsaction to
antidandruff shampgo ingredients and
with no other skin diseasa, open lesions,
Crusts, or excoriations {scratchesor
abrasions) on the scalp. Participants
could not be Pregnant, bre*asi—f@edmg, ar
less than 4 weeks post partum,
Participanis using oral €oniraceptives
had to be on the same preduct for at
Ieast 6 weeks, Participants agreed 1o use
anonantidendruff shampos for the first
2 weeks of the study (to eliminate the
effects of previously used antidandruff
shampoos) and 1ot to use any other hajr
grooming products except hair spray for
& 6-week duration of the study, .
Swimming was not allowed, and only

- ne meniber per household could

Farticipate in the study. Afier the 2.
week wash-out period, potential ‘
participants were sxamined for both
leose and adherent dandruff and were
scored separately in sach of five areas of
the scalp using numeric scores ranging
from 6o 4, representing no readily
apparent dandruff (9) to Very severe
dandruff (4), Thus, ifa participang
scored 4 on ail five areas of the scalp for
both loose and adherent dandruff, &
total score of 49 was possible. A tota]
dandruff (looga and adberent) scorg of

- 21 or more wag required for enroliment

in the study. S
Of the potential Participants, 169 met

-the enroliment eriteria, The subjects

ranged in ags from 19 to 76 years olg,
with a mean of 43 years. Thirty four ..

percent of the subjects were male and 66

percent were females; 3.5 percent wers

caucasian; 4.5 Percent were black, and

Z percent were kispanic, IR
g‘he subjscts were assigned at random

to one of the three g aImpog o

Proparations, which were similar in

-8ppeerance. All subjects and the
- Investigator were blinded to which -

shampoo the subjects received during
the treatment peried. Subjects used the

assigned shampoo twice waak]

(Wecinasd&y and Setur;ﬁay} for 6 weaks,
Dandruff was assessed waekly by the
investigator pricr to that day's
scheduled shampao, : -
Deandruff sceres were enalyzed both
for reduction in tota} dandruff and for

of the subjects missed either week 1 or -
week 2 evaluations bscause they fell on
& raligious boliday. Therefore, weeks 1
and 2 were not analyzed. Further, 13 ,
subjects did not retum after baseline
pssessment and were excluded from
both analyses {reduction in total

subjects missed at least one visit durin

@ treatment phass and ware exciude
only from the rate of reduction analysis.
Thus, data from 141 subjects wers
included in the rate of reduction
analysis, and data from 158 subjects
were inchided in the change in tota)
mean dandruff analysis,

Subjects in the 0.6 Percent micronized
and 1.0 percent normicronized
selenium sulfide Broups exhibited s
greater statistically significant reduction
{p=0.05) in the total dandruff scoraes
and in the rats of reduction in total
dandruff scares than the subjects in the
vehicle 8roup. There was no significant

total mean dandruff score or the rate of
reductien scores observed betwesn
subjects in the 0.5 bercent micronized
and 1 percant nonmicronized sslenjum
sulfide groups. There Were-ng
significant differences among the three
treatment groups in ege, baseline
dandruff score, Face, hair length, or
scalp condition. The baseline difforsnce
emeng groups with respect o sax was
significant. Ap expleratory analysis
with terms for treatment, sex, and
treatmani-by-sax interaction revealad
nsither a significant main effect dys to

- 8ex nor & significant inferaction between

trestment and gex, This was true for

- baseline dandruff scores as well ag

reduction in dandruff score from the

‘baseline to weeks 3,4,5, and 6. At

baseline there wag no indication that
any of the three groups differad with
respsct io total dandruff score. An

- exploratory analysis was done of the

differences 8mong treatments in
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dandruff scores from baseline to week 6,
using sex, 1ace, hair length, and scalp -
condition as blocking factorsand
continuous variables age and total
dandruff scores at week 0 as covariates.
‘Tha sponsor found no indication that
any of those factors affected the - :
rasponse. Although the difference due
1o sex was significant at baseline,
‘further analysis showed no difference in
the change of total dandruff score
between sexes, nor was. there an effect
dus to sex and treatment interaction. -
Comparisons of the 0.6 percent
micronized selenium gulfide and the 1
percent nonmicronized selenium suifide
with the shampoo vehicle showed that
both active preparations wers superior
to the vehicle in reducing dandruff. The
mean reduction from baseline in total
Aandruff scores at week 6 for the thres
groups were as follows: -48.3 percent for
the 0.6 percent micronized selenium
sulfide group, -47.4 percent for the 1
percent nonmicronized selenium sulfide
group, and -23.8 percent for the placebo

group. The p velues for pairwise

comparisons were as follows: p = 0.049

for 0.8 percent micronized selenium
sulfide versus 1 percent nonmicronized
selenium sulfide, p = 0.001 for 0.6
percent micronized selenium sulfide
versus placebo, and p =0.001 for 1
percent nonmicronized selenium sulfide
versus placebo. The rate of reduction in
total dandruff scores in log units per
week were as follows: -0.056 for the 0.6
percent micronized selenium sulfide,
*p.085 for the 1 percent nonmicmnized
selenium sulfide, and 9023 for the
~ placebo, The p values for pairwise
comparisons of rate of reduction wers as
follows: p = 0.062 for the 0.6 percent
micronized selenium sulfide versus 1
percent ponmicronized selenium '
sulfide, p = 0.001 for 0.6 percent
micronized selenium sulfide versus
»placabo’,vand p=0.001for1 percent
nonmicronized selenium sulfide versus
1acebo. Statistically significant results
were found at week 3, 4, and 5 betwesn
0.8 percent micronized selenium sulfide
and vehicle (p = 0.005, £.0005,.and
* 0.007, respectively) and betwesn. 1~
percent nonmicronized selenium sulfide
and vehicle (p = 0.0001, 0.0001, and
0.0001, respectively). .. :
No serious adverse events were
reported in the study. One adverse
event, itching of the scalp end hair loss,
. was reported in the 0.6 percent ,
micronized selenium sulfide group, but
the investigator noticed no .
inflammation or hair loss. Several
adverse events {e.g., itching, burning,
rash) were reported in two subjects in
. the active control group and in two
subjects in the placebo group- The
number of adverse events reported in

the 0.6 percent saleninm sulfide group.
in this study (Ref. 1) and in the earlier
studies (Ref. 2} were minimel. The
agency conciudes that the reported
adverse events did not indicate any
safaty problems with this ingredient.
Thus, based on this additional study
(Ref."1) and cn the studies previously
submitted (Ref. 2), the agency

tentatively concludes that 0.6 percent

micronized selenium gulfide is safe an
affective for OTC use in the control of
dandruff.

References
(1) Comment No. RPT 3, Docket No. 82N-

~ ©214, Docksts Management Branch.

{2} Comment Ms. LET007, Docket No. B2N—
0214, Docksts Management Branch.

2. The comment also described the
micronized selenium sulfide used in the
study as follows: «gelenium sulfide
which has been finsly ground to have a
median particle size of approximately 5
microns with not more than 0.1 percent
greater than 15 microns and not more
than 0.1 percent less than 0.5 microns.”

The agency finds that this
specification provides for a more
uniform particle size than the example
provided in the preamble to the final
monograph for OTC dandruff,

_ seborrheic dermatitis, and psoriasis

drug products that stated: 90 percent of
particies should be less than 10
microns; 99 percent should be less than
20 microns; and no particles should be
greater than 20 microns (56 FR 63554 at
63561). The agency hes reviewed the
specification for micronized selenium
sulfide described by the comment and
tentatively concludes thet it is adequate
for this monograph. However, when
describing the particie size, the term
micron (i) should be replaced by the
term micrometer {um) to conform to
present-day pomenclature. Therefore,
the agency is proposing to define
calenium sulfide ‘micronized according
to the specification described by the
comment {using up-to-date terminoclogy}
by adding new paragraph {e) in ‘
§358.703, &8 follows: +‘Salenium sulfide
that has been finaly ground and that has
a median particle size of approximately
5 micrometers {um), with not more than
0.1 percent of the particles greater than
15 pm and not more than 0.1 percent of
the particles less than 0.5 pm.”

Based on this additiona study, the
‘previous studies submitted, and the
commaent’s definition of micronized

 gelenium sulfide, the agency tentatively

concludes that 0.6 percent micronized
selenium sulfide is safe and effective for
OTC use in the control of dandruff.
Accordingly the agency is proposing to
amend the final ronograph for OTC
dandruff, seborrheic dermatitis, and

" resulting from this proposed

psoriasis drug products to include 0.6
percent_micronize'd selenium sulfide in
§ 358.710{a) as an active ingredi,ent for
the control of dandru ! o
containing this active ingredient should -
bear the appropriate lebeling found in
§ 358.750. The agency is also proposing
to add a definition for selenium sulfide,
micronized to § 158.703, based on the
specifications described by the :
comment, as follows: vselenium sulfide
which has been finely ground and that
has a median particle size of .
approximately 5 micrometers (um), with
not more then 0.1 percent of the

particles greater than 15 um and not
more than 0.1 percent of the particles
less then 0.5 pm.”

Tha agency advises that any final rule
rule will be
effective 12 months after its date of

ublication in the Federal Register. On
or after that date, 8By OTC drug product
that is not in compliance may not
initially introduced or initially
delivered for {ntroduction into interstate
commerce unless it is the subject of an
approved application or abbreviated

_ application. Further, any OTC drug

product subject to the rule that is
repackaged of relabeled after the
effective date of the rule must be in
compliance with the rule regardless of

" the date that the product was initisily

introduced or initially delivered for -
introduction into interstate COMMeI&e
Products containing 0.8 percent o
micronized selenium sulfideasan .
active ingredient used for the congral ©
dandruff may not be marketed OTC
until a final monograph amendment is
issued, unless the product is the subject
of an approved application of '
abbreviated application.

The agency has examined the ~
sconcinic consequences of this
propesed rule in conjunction with other
sules resulting from the OTC drug
review. In & notice published in the
Federal Register of February 8, 1983 (48
FR 5806), the agency announced the -
availability of an assessment of these
economic impacts. The assessment -
determined that the combined impsacts
of all the rules resulting from the OTC
drug review do not constitute a major

rule according to the criteria established

by Executive Order 12291, The agency

 therefore concludes that no one of these

rules, including this proposed rule for
OTC dandruff, seborrheic dermatitis,
and psoriasis drug products, is @ major
rule. ‘

“The economic assessment also
concluded that the overall OTC drug
review was not likely to have a
significent economic impect on 8
substantial number of small entities as—
defined in the Regulatory Flexibility Ast »








