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DEPARTMENT OF HEALTH AND HUMAN éERVlCES

Food and Drug Administration”

21 CFR Part 358

[Docket No. 2002N-0058]
RIN 0910-AA01

Pediculicide Drug Products for Over-the-Counter Human Use; Amendment
of Final Monograph

AGENCY: Food and Drug Administration, HHS.

ACTION: Final rule. -
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SUMMARY: The Food and Drug Administration (FDA) is ISSIlll‘lg a final rule B
amending the flnal monograph (FM]) for over—the counter (OTC) pedlcuhelde a
drug products to revise labeling for the statement of 1dent1ty, warnings, o
directions, and other required statements. Pediculicide drug'products are used |
for the treatment of head, pubic (crab), and body lice. FDA 1s 1ssu1ng thlS fmal
comment on its proposed regulatlon and all relevant data and mformatlop that

have come to the agency’s attention.

DATES: Effective Date: This final rule is effective linsert date 1 8 months after

L
P

date of pubbcanon in the Federal Reglster]

Compliance Dates: The compliance date forOTCpedmuhclde drugi R AR
products with annual sales less than $25, OOO is [insert date 24 months after
date of pub]1cat10n in the Federal Reglster] The comphance date for all other S
OTC pediculicide drug products is [insert date 18 months after date of B

publication in the Federa] Register].
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FOR FURTHER INFORMATION CONTACT: Michael T. Benson, Center for Drug. B
Evaluation and Research (HFD- 560) Food and Drug Admmlstratron 5600 v

; R

Fishers Lane, Rockvﬂle MD 20857 301— 827—2222
SUPPLEMENTARY INFORMATION:

I. Background

In the Federa;l Register of December 14, 1993 (5W8FR65452)FDA i i o
published a final rule in the form of a FM in part 358 (21 CFR part 358 subpart
G) establishing conditions under which OTC pediculicide drug products are
generally recognized as safe and effective. The effective date of the final ;ule
was December 14, 1994. Since that time, FDA has determined that ’Iaﬁéiihg‘ o
in the statement of identity, warnings, directions, and certain other requhed

s
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statements in the pediculicide monograph should be amended (
In the Federal Register of March 17, 1999 (64 FR 13254) FDA puhlf,:sh‘ed

a final rule that established a standardized format an‘d’”s}ﬁtandardized éo”ﬁtéht )

requirements for OTC drug product labehng in § 201. 66 (21 CFR 201 66) 'In

that same final rule (64 FR 13254 at 13296) FDA amended the FM for OTC | \

pediculicide drug products and removed the requ1rement in § 358.650(d](1)“ o

that the direction “Important Read warmngs before usmg” be prmted m all

capital letters. The sentence now needs to appear in boldface type with only

the word “Important” and the first letter in the word “Read” Capltallzed
In the Federal Reglster of May 10, 2002 (67 FR 31739), FDA publis}ied

a proposed rule to amend the FM for OTC pediculicide drug products to rev1se

labeling for the statement of identity, warnings, dlrectlons ‘and other reqmred

statements to increase the probability of treatment success with these products. .

In response to that proposal, one OTC \trad\e(as'sociatiohﬁand a professor OJT
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clinical toxicologfy submitted comments, whlchFDAlsrespondmg to m this
document. | o k
IL. The Agency's Conclusion on the Comments =

A. Comments in Agreement with the Proposed Rule

(Coammont
(AP R AWS SRS

proposed Changes' : | f R ’

» New statement of identity (i.e., remove pedlcuhclde” and ]ust state

R S,
B I

“Lice treatment” hy itself);

 Simplified 1ndlcat10ns under the headlng “Uses

e Formatting changes using subheadmgs (i.e., “Do not use,” ‘fAsk a doctorw

before use,” “When using this product,” and “Stop se and ask a doctor if");

* Bulleted statements under each subheading.

B. Comments Wlth Labe]mg Recommendatrons e T

(Comment 2) One comment contended that the proposed addlnonal

dlrectlons are too extenswe to fit on pedrcuhmde product carton Iabels The R

-comment stated that lengthy, detaﬂed dlrectlons for en 1ronmenta] cont ,I of

T
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lice and combing the hair and ¢ other 1nformat1on) ; wou]d be 1 more T

appropnately promded in a package lnsert than on a carton label The

comment agreed that essentlal treatment d1rect10ns should be on the outer

label, but that consumers do not need to be able to read the entlre detalled

instructions at the point of purchase The comment recommended that the

outer package have a statement dlrectmg consumers to an 1nsert for more -

complete dlrectlons The comment suggested “See brochure'\1n31de for ot err /

i

(

important 1nformat10n to help get rid of lice.” The comment also added that
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should instruct consumers to see the package insert for complete dlrectlons

o h ,;;w:v § ctga v At

and could mcorporate a reference to a comb provrded in the package ,
' t

FDA con51dered the length of the addltlonal drrectrons and prov1ded m -
the May 10, 2002 proposal (§ 358. 650(e)) that the detalled lnformatlon requlred

under the heading “Other 1nformat10n may appear 1n a package insert. If that e

S
EE

occurs, the “Other mformatlon sectlon on the outer 1abel only needs to

;, .

include a statement that refers to the package insert for addltlonal 1nformatron
The information ahout use of a comb 1s part ‘of the essentral treatment | . |
directions (§ 358. 650(d)(5)) and, thus needs to appear on the outer label i
the product does not have a comb wrth it, consumers would need fo know

at the point of purchase that they may also need to purchase a spec1a1 co;mp e

to use with the product FDA is clarlfymg the 1ntroductory paragraph ln

§358.650(e) to read that ifa package lnsert is used the “Other mformatlf)n

section on_the outer label shall 1nclude a statement referrlng to the package e

insert for add1t10nal lnformatlon

(Comment 3) One comment recommended that the d

following prov151ons
. Apphcatmn directions for shampoo or nonshampoo products

e Directions for a followup treatment

e Instructions to see doctor 1f the 1nfestation/Eéﬁﬁ;ﬁééw L
¢ Instruction to consult ¢ a doctor for Chﬂ dren under 2 years Of age 1

FDA agrees Wlth the comment Directions that appear on the outer package

label in accordance wrth § 201 66(0) may be restated 1n a package

(Comment 4) One comment dlsagreed Wlth the agency ’s change from 2

weeks to 4 weeks for the time 1tems that cannot be washed should be sealed

{
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in a plastic bag (§ 358.650(e)(1)). The cemment stat ‘V \t F_ Aagave no

rationale for doubhng the time and pediculicide manufacturers know of no -

R L M

evrdence showing more than 2 weeks is needed to prevent remfestatlon

FDA initiated the change for seahng 1tems that cannot be washed rn a

plastic bag from 2 to 4 weeks for greater assurance of preventrng head hce o

t

reinfestation. In the last few years, pedmulosrs fact sheets have recommended B

longer sealing times. One sheet (Ref 1) instructs to pack the 1tems 1n a sealed

plastic bag for a mlnrmum of two weeks Another sheet (Ref 2) 1nstructs to o

“pack non-washable items in a sealed plastrc hag for 7\2 )
; [
risk from dormant nits.” Based on 1 these recent recommendatrons the agency

has determined that a 4-week trme period wrll grve greater assurance of
b

preventing head hce remfestatron i

t

(Comment 5) One comment stated that the amended final monograph

should allow for spemal 1nstruct10ns spemflc to'partrcu ar pro ducts to’ enhance £

ays to thmmate the T

product-specific dlrectlons The'« comment gave examples of “shake the product -

bR ‘{

well before use, apply to dry ha1r or cond1t10ns for storage The comment

requested that the monograph state that “a reasonahle degree orlﬂexrbr ity

be given to companles choosrng to arnphfy the d1rect10n“s appropnately.

The agency drsagrees with the need to mchrde the comment s suggested

s ot o

statements in the FM for 0TC pechcuhcrde drug produc s. Tha monograpy

does not prohlblt manufacturers from mcludmg statements such as “shake well
before using” or mformatlon about conditions for storage in the product s

labeling. The direction under the headmg “Treat” for shampoo and

nonshampoo products in § 358. 550(6{)(4)(1)}51{8 (d)(

is dry before the product is first apphed FDA'ls amendmg these sectrons to T

give the option of addmg the Word “dry before “halr S

N
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ii 1mp1y that the ‘ alr



Same Time as the Monograph Prod ucts?

(Comment 6) One comment asked FDA to coordmate th o
labeling for OTC pedrcuhcrde drug products marketed under NDAS and&f’\ nder

the OTC drug monograph The comment stated that the 1mplementatlon for ’

t
vgv, CL

all products should occur at the same tlme

FDA strives for consistency in Iabehng of 31m11ar products that are

marketed OTC under an OTC drug monograph or an NDA The effeotlve date R

changes can be Completed by the effectlve date

ITL. The Agency’s ,Fmalp Conclusmus .

A. Summary of Ma]or Labelmg Changes )

“lice treatment” and ehmmated the term pedrcuhmde

» Warnings.

PR IR LI

(2) We rev1sed one warning for greater clanty by addlng a few words afterﬁ

é=
» m31de nose

mouth, or vagma . on hce in eyebrows or eyelashes

present in these areas.
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e Directions. We added the followmg
(1) Two 1ntroductory statements entltled “hnportant Read warnlngs before\ -
use”’ [statement shaH appear first and 1n bold type] and “adults and ohlldren ) S
2 years and over” [in bold typel;

(2) Headings entltled “Insoeot” “Treat”

(nits)’’;

(2) We expanded the time for seahng 1tems 1n a plastlc bag from 2 to‘ /A
, ,A; /»z "

weeks.

(3) We added the statement “e vacuum all carpets mattresses upho]stered

B. StatementAbout Warnmgs
Mandating warnlngs 1n an OTC drug monograph does not requlre a fllndmg

that any or all of the oTC drug produots cove\red&by the monograph actually

caused an adverse event, and FDA does n\otAso‘find.wNor does FDA’s . |

,.&z« .

requirement of warmngs repudlate the pI‘lOI‘ OTC drug monographs and

«x;’»z«’»'

monograph rulemakmgs under Wthh the affected drug products havembeen ; y

lawfully marketed. Rather as a consumer proteotron agenoy, F DA has

%\

determined that warmngs are necessary to ensure that these OT C drug products \\ / \
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FDA’s deczslon to act in thlS 1nstance need not meet the standard of proof

?
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required to prevatl in a private tort action (G]astetter V. Novartzs oo

i

Pharmaceuticals C’orp 252 F.3d 986, 991 (8th CII‘ 2001)) To mandate i

warnings, or take 51mllar regulatory action, FDA need not show nor do we(\ - |

allege, actual causatlon For an expanded dlscussmn ofcase law supportlng

FDA’s authorlty to requlre such warnings, see Labehng of Dlphenhydramme—

72555, Decemberﬁ, 2002).

C. Marketing Condftjorts
No OTC ped1cul1c1de drug product that 1s marketed under part 358

subpart G, and that contains a nonmonograph condltlon may be 1n1t1ally

Ce' f C

introduced or 1n1t1ally dehvered for 1ntroductlon 1nto 1nterstate commer

unless it is the sub]ect of an approved NDA

* 24 months after the date of pubhcatlon of thls fmal rule in the Federal

g A
Register] for products with sales less than $25 000 e

* 18 months after the date of publication in the Federal Reglster for all

other such drug products , & e o 1,"5 % e

SN el l Gy R R e g e

Further, any OTC drug PI‘OdUCt SUbJeCt to tlllS flnal rule that is repackaged o

- Eﬁ,ﬂ(@;z;_a* s , ot 3‘:,* o
with part 358, subpart G regardless of the date the product Was 1n1t1ally
introduced or initially delivered for 1ntroduct10n into 1nterstate commerl} L

- l

Manufacturers are encouraged to comply voluntarlly as soon as p0331ble

l
13

IV. Analysis of Impacts / o I

‘r\‘” P

FDA has exammed the 1mpacts of the fmal rule under Executlve Order l - -

12866 and the Regulatory Flex1b1hty Act (5 U. S C Gﬁl 12) and\ e C nl:u : ded

Mandates Reform’ Act of 1995 (2 U S C 1501 et seq ) Executlve Order 12866 |

e
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alternatives and, when regulatlon is necessary, to se]ect regulatory approachesy
that maximize net benefits (1nclud1ng potentlal economic, env1ronmental |

public health and safety, and other advantages dlstrlbunve lmpacts and

equity). Under the Regulatory Flex1b1hty Act, if a ru]e has P sx‘gmflcant 1mpact R

on a substantial number of small entzties an agency ‘;;Au‘st analyze regulator y

o R ¥

inflation adjusted statutory threshold is a%out $110 mllflons i

£
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The purpose of this final rule is to revise and 1mprove the statement ( f :
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information on the proper use of the product and should 1mprove consumers
self-use. * o

!

The final rule requires relabehng of OTC pedrcuhmde drug product

»ma,m\

containing pyrethrum extract with prperonyl butox1de FDA s drug hstlng

system identifies about 23 manufacturers and 36 marketers of approx1mately
75 stockkeeping units (SKU) (1nd1v1dual products packages and 31zes) of OTC o

pediculicide drug products. There may be a few addrtlonal marketers and

;;;;;;

ﬂ{
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products that are not identified in the sources FDA revrewed

FDA does not beheve that manufacturers Would need to mcrease the
package size to add the addltlonal labelmg 1nformat10n Almost all of these -

products are marketed in an outer carton whrch should have adequate space

e g et

for the additional 1nformatlon Tn addltron Thanufacturers may mclude t e T

“Other 1nformat10n sectlon of the labehng ina package lnsert WhICh

generally has a nommal cost Assummg that there areﬁabout 75 affected OT C

SKUs in the marketplace FDA est1mates (based on mformatlon prov1dedlby
T

OTC drug manufacturers) that the rule Would impose total one~t1me

w»ﬁ(&

compliance costs on industry for relabehng of about $3 000 to $4 OOO pe% SKU

for a total cost of $225 000 to $300, 000

FDA believes the actual cost, could be lower for several reasons. Flrst, most

of the labeling changes will be made by prlvate label small manufacturers that e

tend to use 51mpler and less expensrve labehng

Second, FDA is prov1d1ng a perlod of 18 months (24 months for Products A

with annual sales less than $25 OOO) for manufacturers to 1mplement the new

F

labeling. Thus, manufacturers should be able to use up eX1st1ng labehng stocks pl

and to make the labeling changes in the normal course 0 busmess Furt er, S

manufacturers w1ll not 1ncur any expenses deterrmnmg how to} state the




rule does not requ1re any new reportmg and recordkeeplng act1v1tles

Therefore, no addltlonal professmnal skllls are needed

)“‘
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longer 1mp1ementat10n perlod and (2) an exemptlon from coverage for sgnall S

entities. While the agency beheves that consumers Would beneflt fro:rn havmg

¥
wel

FDA con31dered but re]eoted several Iabehng alternatlves (1

S T S e R M SR

comphance costs and these costs Could be passed throu /h to consumers A B

consumers who self~medlcate Wlth these drug produc?g

j . \.@ M 0

significant econonnc unpact ona substant1a] number of smeﬂ entltles /
further analysis is requlred under the Regulatory Flex1b1hty Act (5 U S C
605®). o
V. Paperwork Reduction Act of 1995

i B n
S S

FDA concludes that the éIabehng requlrements 1n thlS document are not o




Act of 1995 (44 Ué S.C. 3501 et seq. ). Rather the statement ofldentltyfwarmngsl R

i v
directions, and other 1nformatlon are a publlc dlsclosure of mformatlon B |

originally supplied by the Federal government to the rec1p1ent for the pL%lI‘pOSB ;

of disclosure to the pubhc” (5 CFR 1320 3((:)(2)) Cobe e

x~*~** IRRRIIN FAIRG 0 A SR
VI. Envrronmental Impact

FDA has determmed under 21 CFR 25 31(a) that thls actlon IS of a type o
that does not 1nd1v1dually or cumulatlvely havea 31gn1f1cant effect on the -

human env1ronment Therefore nelther an env1ronmental assessment n?r an |

environmental impact statement is requ1red

VII.F ederahsm

FDA has analyzed thrs fmal rule in accordance wrth the prmctples g
o
forth in Executive Order 13132. FDA has determrned that the rule does not

contain policies that have substantlal dlrect effects on the States on the

relationship between the National Government and the Sta@:‘ \s or on thr

distribution of power and responsrblhtles among the varlous levels of J |

government. Accordmgly, the agency concludes that the rule does not contam j : 4

policies that have federallsm 1mp11catlons as defmed 1n the Executlve order

and, consequently, a federahsm summary unpact statement is not requlred

VI References IR e

The followmg references are on dlsplay in the D1V1sron of Dockets

- lx oy

Management (HFA—-SOS) F ood and Drug Admmlstratlon 5630 F 1shers Lane

PR R S N

B T RN
H

rm. 1061, Rockville, MD 20852 and may be seen by 1nterested persons between T

9 a.m. and 4 p-m., Monday through Frlday (FDA has verl ed the Web

addresses, but FDA 1s not respon31ble for any subsequent changes to the Web |

g\.

site after this document pubhshes in the Federal Reglster )
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2. Fact sheet from ng County, Washlngton State Government Servtces

B d‘«}"?' HESSTERS SS é*’t%‘t"ﬁ”&”f%%

“Communicable ﬂlsease Fact Sheet Head Llce (PedICUIOSlSj ” http // ; R

www.metrokc. gov/hea]th/ prevcont/headhce htm o

List of Subjects irf 21 CFR Part“358

Labeling, Ovdi*»the-counter drugs
m Therefore, under the F ederal F ood, Drug, and Cosmet1c Act and under

authority delegated to the Commlssmner of F ood and Drugs 21 CFR par

v-ﬂ,ﬁwﬁ» F'h.:wh Bam e s i oo e e gy Zon e

is amended as foHows

PART 358—-——MISCELLANEOUS EXTERNAL Dnue eednuc*ts Fo“h OVEF
THE-COUNTER HUMAN USE

£
m1.The authorlty mtatlon for 21 CFR part 358 contlnues to read as follows:
il

Authority: 21 U.-s.c.*s*za “351, 352, 353 , 355, 360, ;3\7;‘1}’ fi N
m 2. Section 358. 650 is revisedwte read as follows: e

§ 358.650 Labelmg of pedxcuhcnde drug products

(a) Statement of 1dent1ty The labehng of the product contams the o :

established name of the drug, if any, and 1dent1fres the product as a “11cew’

;; ‘;u P A N
P A

treatment.” o i .

(b) Ind1cat10ns The labeling of the product states under the headmgi:' A

“Uses,” the followmg “treats head pubic (crab) and body hce ” Other truthful

i

and nonmrsleadlng statements, descrlbmg only the uses that have been

established and hsted in this paragraph (b] may also be used as prov1ded n

?’?

§ 330. l(c)(z) of thlS chapter sub]ect to the prov151ons of se

"o; sozofthe

Federal Food, Drug, and Cosmetlc Act (the act) relatlng to mIsbrandlng and’ « B . i “
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cause breathmg d1ff1culty or an asthmat1o attaclé~ "

(4) “When usmg thlS product [bullet] keep ”‘ dose

eyes with a washcloth or towel [bullet] if product get: ;m\eyes ﬂush AWlth Water "‘

right away [bullet] scalp 1tch1ng or redness may occur ‘
(5) “Stop use and ask a doctor if [bullet] breathlng d1ff1culty occur_s [bullet
eye irritation occurs [bullet] skin or scalp irritation contmues or mfectlolf o

occurs”’

(d) D1rect10ns The labehng of the product contams the followmg
information under the headmg “Dlrectlons o e o .

(1) The labehng states * [bullet] Important Read warmngs before use

[statement shall appear first and 1n bold type]
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lice or nits are found treat wrth thls product” T s ”

(4) Select one of the followrng

(optlonal may add “dry ) halr or other affected area For head lrce flrSt/ |

s

apply behind ears and to back of neck [bullet] allow product to remaln éfor . o

remain for 10 mmutes but no longer [bullet] Wash area thoroughlyl w1th warmm o
water and soap or shampoo [bullet] for head lroe towel dry halr and Comb

out tangles”.

Vv.m

(5) “Remove lrce and thelr eggs (mts) [ ine-

in bold type] [bullet] use a f

b with




-16 ) %\

after combrng thoroughly recheck for hce/mts Repeat combmg 1f uecesSary

g

10 days to krll any newly hatched hce

] e

(7) The labehng states [buHet] if mfestatron co'rrtrnu :

othertreatments’”. v A T

(8) The labelirlg states“chr]drenunder 2 yearS”[ln bold ‘%ypé]’f"*aék a o

doctor”’.

(e) Other 1nformat10n The labehng of the product contalns the follong

L O Y I

statements, as approprlate under the headlng “Other mformatron ” Thrs

:fw

information may appear ina package 1nsert If a package 1rrsert 1s used t

v s

“Other 1nformat10n sectlon on the outer carton or contamer label shaH

R Sl s o ] E{m G SN
on hair shaft c]ose to scalp [buﬁet] n1ts are most ea31fy found‘t on back of neck

and

] s B ot e e
LT s i

sealed ina plastlc bag for 4 weeks Athen removed outdoors _and zshaken out )

e




(2) “Pubic (éli‘éb)" ]ice [hlghhghted in bold’ type%

w/w‘

the short hairs of grom thlghs trunk and underarms and occasmna _V/on‘t e

DN W N TG

beard and mustache [bul]et] disinfect undei‘Wear by machlne washlng in hot

’y«\’*“
¥

water (above 54 °C (130 °F)) then usmg hottest dryer Cycle for at Ieast 2

minutes”’

et e

(3) “Body hce [hlghhghted in bo]d type] [bu et]

%dif T1ce and their eggs

R

(nits) are generally found in the seams of Clothlng partlcular y gEg waistlin Vaﬁd

awﬁx il

armpit area [bullet] body hce feed ‘0 sI?m then return toiclo hmg tov lay their
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