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HURMAN SERVICES
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21 CFR Part 358

[Docket No. 80n-c238)

Fix 0905-AA08

Wart Remover Drug Products for

~ Over-the-Counter Human Use; Final
" Monograph

AGENECY: Food and Drug Administration,
HHS. . ; -
ACTION: Final rule,

SUMMARY: The Food and Drug
Administration (FDA) is issuing a final
rule inithe form of a final monograph .
establishing conditions under which
over-the-counter {OTC) wart remaver
drug products are generally recognized
as safe and effactive and not ;
misbranded, FDA is issuing this final K
‘Tule after considering public comments
on the agency’s proposed regulation,
which was issued in the form of a .
tentative final monograph, and all new
data and information on wart remover
drug products that have come to the
agency’s attention, This final monograph
is part of the ongoing review of OTC
drug products conducted by FDA.
EFFECTIVE DATE: August 14, 1990,

FOR FURTHER IRFORMATION CONTACT:
William E. Gilbertson, Center for Drug
Evaluation and Research (HFD-210),
Food and Drug Administration, 5600
Fishers Lane, Roclkvills, MDD 20857, 301~
295-8000. )
SUPPLEMENTARY INFORMATION: In the
Federal Register of October 3, 1980 {45
FR 65600), FDA published, under

§ 330.10(aj{6] (21 CFR 330.10(a}(6}), an

advanee notice of proposed rulemaking -

- to establish a monograph for OTC wart
remover drug products, together with the
recommendations of the Advisory
Review Panel on OTC Miscellaneous
External Drug Produets {Miscellaneous
External Panel), which was the advizory
review panel responsible for evaluating
data on the active ingredients in this :
drug class. Interested persons were
invited 1o submit comments by January
2,1981. Reply comments in response to
"~ comments filed in the initial comment
period could be submitted by February
2, 1981. T

In aceordance with § 330.10{a){19), the
data and information considered by the
Panel were put on display in the
Dockets Management Branch {(HFA-
305}, Food and Drug Adminigtration, rm.
4-62, 5600 Fishers Lane, Rockville, MI3
20857, after deletion of & small amount
of trade secret information.

The agency’s proposed regulation, in
the form of 2 tentative fingl monograph,
for OTC wart removear drug products
was published in the Federal Register of
September 8, 1982 (47 FR 39102).

- Interested persons were inviied to fite '

by November 2, 1982, written comments,
objections, or requests for oral hearing
before the Commissioner of Food and
Drugs regarding the proposal. Interestad
persons were invited to file comments’
on the agency's economic impact
determination by July 27, 1987, New daia
could have been submitted until March
27,1988, and comments on the new data’
until May 27, 1988, ‘

In the Federal Register of March 27,
1987 (52 FR 0992}, the agency izsued a
reproposal of the tentative final
monograph for OTC wart remover drug
products to reflect new data and -
information. The agency stated that data’

and comments submitted in responsato -

the tentative final monograph for OTC _
wart remover drug products, published '

in the Federal Register of September 3, -
- 1982 {47 FR 38102}, had not yet been

evaluated by the agency and thai

Ppersons who previously submitted data

and comments may wish to reevaluate
thein in light of the reproposed tentative
final monograph. Accordingly, the
agency stated that data and comments

~submitted in response to the reproposal

as well as.data and comments submitted
in respanse to the tentative final :
monograph published in the Faderal
Register of September 3, 1982 (47 FR
38192}, would be considered by the
agency in establishing a final
monograph. Interested persons were
invited to file by May 28, 1987, written
comumendts, objections, or requests for
oral hearing before the Commissioner of
Food and Drugs regarding the
reproposal. Interested persons were
rvited to file comments on the agency's
ecenomic impact determination by July
27, 1987. New data could have been
submitted until March 27,1988, and
comments on the new data until May 27,

- 1988. Final agency action occurs with

the publication of this fina! monegraph,
which is a final rule establishing a
monograph for OTC wart remover drug
products. All data anid comments

" described above are being addressed in

this document.

The OTC drug procedural regulations
{21 CFR 330.10} now provide that any
testing necessary to resolve ths safety op
effectiveness issues that formerly
resulted in a Category I classification;
and submission to FDA of the results of
that testing or any other data, must be

- done during the OTC drug rulemaking

process before the establishment of a
final monograph. Accordingly, FDA is
no longer using the terms “Category I"

{gensrally recognized as safe and
effective and not misbranded),
"Category II” (ot generally recognized
as safe and effective or misbranded),
and “Category III” {availahble data are
insufficient to classify as safe and
effective, and further testing is required}
at the final monograph stage, but is
using instead the terms “monograph
conditions” (eld Category I} and
“nomponograph conditions” {old
Categories I and I},

As discussed in ths proposed
regulation for OTC wart remover {32 FR
9992) drug products, the agency advised
that the conditions under which the drug
praducts that are subject to this

. monograph will he generally recognized

as safe and effective and not
_risbranded {monograph conditions) will
be effective 12 months after the dale of
publication in the Federal Register.
Therefore, on or after August 14, 1991,
no OTC drug product that is subject to
the monograph and that contains a
nonmonogrash condition, 1.2, a
condition that would cause the drug to
be not generally recognized as safe and
effective or to be misbranded, may be

* initially introduced or initially delivered

for introduction inte interstate
comunerce unless it is the subject of an
-approved application. Further, any OTC
drug product subject to this monegraph
that is repackaged or relabeled after the
effective date of the monograph must be,
in compliance with the monograph
regardless of the date the product was
initially introduced or initially delivered
for introduction into interstate
egmmerce. Manufacturers are
encouraged to comply voluntarily wit}
the monograph at the earliest possible
date, :

in response to the proposed rule on
OTC wart remover drug products, four
manufacturers and one medical
professional submitted comments. No

. requests for oral hearing before the

Commissioner were received. Copies of
the comments received are on public
display in the Dockets Management
Branch. Any additional information that
kas come 1o the agency’s attention since
publication of the propesed rule is also:
on publie display in the Dockets )
Management Branch {address above].
All “"OTC Volumes” cited throughout
this document refer to the submissions
‘mads by interested persons pursuant to
the call-for-data notices in the Feders}
Register of November 16, 1973 (38 FR
731697} and August 27, 1875 (40 FR 38179}
or to additiona! information that has
come to the agency’s attention since
publication of the notice of proposed:
rulemaking. The volumes are on public
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display in the Deckels Management
Branch. o

1 the Agency's Conclusions on the
Comments R

1. One comment applauded the .
reproposal of the tentative final
monograph for its elarity, brevily,
correctness, and the simple and
reasonable definition for a “collodion-
like” vehicle. The comment stated that
clarification of this definition has been
long needed. The comment concluded by
saying that the proposed monograph in
its present form is a paradigm of clear-
thinking and careful rulemaking one
tikes to see coming from FD

9 One somment contended that OTC -

drug monographs are interpretive, as

opposed to substantive, regulations. The

comment referred to statements on this
issue submitted earlier to other OTC

drug rulemaking proceedings. .

The agency eddressed this issve in
paragraphs 85 through 81 ofthe
preambie to the procedures for ,

. classification of OTC drug producis,.

- published in the Federal Register of May
11, 1872 (37 FR 9464} in paragraph 3 of
the preambie to the tentative final

- monograph for antacid drug products,
published in the Fedsral Register of
November 12, 1973 (38 FR 31260}, FDA
reaffirms the conclusions stated in those
documesnts, Gourt decisions have
confirmed the agency’s authority to
issue subsiantive regulations by

‘tulemaking. {See, e.g., Nationa!
Nutritional Foods Association v.
Waeinberger, 512 F.2d 688, 636-98 {2d.Cir.
1975) and Netional Association of
Pharmoceuvtiont Manufacturers v. FDA,
487 F. Supp. 412 {SD.N.Y. 1980}, off'd,
637 F.24 887 {2d Cir. 19811

3. One comment expressed pleasure
that the agency had expanded the
concentration range and dosage form for
salicylic acid to 12 to 40 percent in a
plaster vehicle. Another comment
supported the agency's Category I
classification of salicylic aeid ata 15-
percent goncentration in a plaster ¢

-collodion-like vehicle, -

4. One comment stated that there
were rumors that the combination of

. 16.7 percent salicylic acid and 187
percent lactic acid would be approved
as.a wart remover prodect for OTC
human use. The comment contended
that this would be a serious erpor

- because the potency of sush a
combination makes it necessary to
restrict it to prescription use only.

After reviewing two studies that
involved a combination product
containing salicylic acid 16.7 percent
and lactic acid 18.7 pereent in flexible
collodion and a third study that
involved a combination product

containing salicylic acid 5 percent and
Jactic acid 5 percent in flexible
collodion, the Panel concluded that the
lactic acid does net coniribute greatly to
the effectiveness of the combination and
that selicylic acid is the active
keratolytic ingredient (45 FR 65808 at

65617} The Miscellaneous External

Panel placed this eombination in
Category [ for effectiveness and .
conchuded that data were needed to

demonstrate that lastic acid contributes -

to the increased effectiveness of the
combination over that of salicylic acid
alone. '

The agency agreed with the Panels
conclusions in the tentative final
monograph for OTC wart remover drug
products (47 FR 58102 at 39203}
Following publication of that document

on September 3, 188%, no additional data

were received 1o support tne
combination of salicylic acid 5 to 17
percent and lactic actd 5 to 17 pergent.
Thersfore, this combination is not
included in the final monegraph. (See
also comment 8 below.) S
5. One comment supported the
repropesed tentative final monograph
classification of 15 percent salicylic acid

- in & plaster or collodion-iike vehicleas a

Category | warl remover ingredient. The
comment stated that its product, which
contains 15 percent salicylic acidin a
hydroscopls karaya gum pad with
polyprepylene backing, appears {o
comply with the reproposed monograph
erd should be masketable without new
drug application (NDA] clearance. The
product’s labeling described the
adhesive pad as being composed of
natoral nonsensitizing karaya,

polysthylene glycol-360 US.P.

propyiene glycol US.P. and guatarmivm-
15 and called the product a transdermal
deliver system {Ref. 1} : C
The agency agrees that this product

meeis the definition of a plaster vehicle
in § 358.103(c} of this final rule but Bnds
that the produst is not a transdermal
delivery system, Transdermal delivery
systems, such ag those gsed to- ‘

_administer scopolamine, clonidine,
estradiol, or nitroglycerin, are applied to/

the skin and the drug is absorbed
continueusly through the skin inte the
systematic circulation to provids
therapentic serum levels (Ref. 2). The
comment’s own labeling statements
{e.g;, the delivery systems provides fer a

- . ¥ROTE steady release of the drug into the |
‘ siratumn cornewn, and the drug's activity

appearstobe dueto a keratolytic action
which results in mechanical removal of |
stratum corneumn cells infected with the:
papilloma virus) argue againsta
transdermal designation because
systemic abaorption does not occur and
the clinical effect is not a systemic one.

* The pharmacological activity resulis

from a keratolytic action that leads to
mechanical removal of siratum cornevm
cells infected with the papiiloma virus in
the same manner as other producis
gubject to this rulemaking. After this
eomment was submitted, the company
was informed {in a pending NDA for ihis
product) that the reference to 2
transdermal wart removal system
should not be included in the product's
labeling (Ref. 3). Accordingly, it is not
necessary to proceed with approval of
the NDA. However, in order fobe
marketed OTC in aceordance with this
final monograph, the product must
comply with these lableing provisions
and not be labeled a transdermal
“delivery system. (See comment 13
below, fox additional dizcussion of
labeling.)

References
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(2} “Paysicians’ Desk Reference,” 44th

Ediden, Medlcal Economics Company, ing.,
' Ovadell, Ni, pp- 685-685, 853-853, 2042, 2070~

2071, end 2181-2182, 1990,

- (3) Lettex from E. Tabor. FDA. to k
Neveaux, Minnetonka, Inc., dated Mareh 7,
1988, included in OTC Volume 18CFM, )
Docket No. 800228, Dockets Managemend
Branch. )

8. One comment asked about the
future of a produst containing 37 percent
galicylicacid ina collodion-like vehicle
{hat 1 claimed fits the definition of an
OTC wart remover but is currently being
marketed as a prescription product.

. Contending that advertisements for the
. product strongly suggest that it containg
“lactic acid as well as salicylic acid, the

comment stated that marketing of this-
produst has been particularly confusing
for physiciens.

The ageney is aware that the preduct
veferred to by the comment is currently
heing marketed 28 8 prescription
product. However, there is no indication
from the current or previous lableling
(Refs. 1, 2, and 3) that this product also
contains lasticacid. The agency isnot
aware of any advertisements that stata
or strongly suggest that the product
contains lactic acid, and the commen
did not provide any exampies of
advertisements to support its
contention. The agency also'is not
aware that this product’s marketing has
been particularly confusing to
physicians, and the comment éid not
provide any evidence to support is
position.

_ Similar products can be marketed

. both prescription and OTC before a

final monegraph becomes effective. The
agency will examine the labeting of this
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_product when the monograph becomes.

_effective and determine the product’s - ocati
.. made. Ateach follow-up visit-(weeks 2 -
“and 3), the size and thickness of each -~

. tompliance activity following
" “establishy

o slatus at that point.as part of normal

: Y g1§i'at01'3';§cilon'wiil be. . .
R cqns_ﬁdei‘ed:ax’ that time, » ;-

.;'Réf_éfﬁnlﬁ.eéir:-. '

+ Medical Ecoromics Co., ng..

o gabical Bconomics Co., Inc., Oradell, N, p,
986, 188G, o o o
(3] “Physicians’ Desk Referonce.” 458 By
Medical Economics Co, Inc., Oradel], J, p.
€07, 1088, ‘ : o .
7. One manufacturer subniitted new
data on 17 percent salicylic acid'in what
it described as a polyacrylic film :
vehicle, The data ave from'a bt
center, double-blind, controlled clinical
trial to evaluate the safety and
~effectiveness of 17 percent salicylic acid
in this polyacrylic film vehicle versus
the: polyacrylic film vehicle without the
active ingredient (Ref. 1). Subseguently,

- the manufacturer submitted additional
information stating that the peiyacrylic
vehicle is already classified in Category
L'int the tentative final monograph (Ref.
2). The manufscturer explained that its

" vehicle contained pyroxylin -

- {mitrecellulose}, volatile solvents

{alcohol and toluene), and & plasticizer.

(acrylates copolymer), and the vehicle -

meets the description of flexible
collodion contained in the T
Miscollaneous External Panel's report -

(43 FR 65600 at 65612). The manufac:mmr :

&dded that all ingredients but one
(polyester resin) are listed in the
Cosmetic, Toiletry and Fragrance '
Association’s Cosmetic Ingredient
Dicticnary, and that polyester resin is
compozed of trimellitic anhydride,
adipic acid, neopenty} glycol, and
cyclohexane dimethancl 70 percent in
normal buty! acetate. The manufacturer:
--also stated that polyester resin is a
component of a number of widely used
- comumercially available nail polishes -
{Ref. 3). S
Subsequently, additional data were
cbtained for a total of 62 subjects, of
which 89 were acceptable for efficacy
evaluation (Refs. 1 and 4). Subjects were
divided on a random basis to either the.
active treatment group (30 subjects) or
the vehicle treatment group {29 -
subjects). Treatments were blinded to -

bioth the subjects and investigators. The .

subjests were instructed to soak each
watt 'with warm water for at leasts -
mirutes,.to dry the area theroughly, and
then paint the surface of the wart.

- Bubjects were advised to discontinue
use if excessive irritation coourred. At

7 ests ment of & final monograph: Any
| ngcessary reg cii

) “Physicians Desk Refereiibe,” 44t B,

the initial visit, a description of each - -
warl’s location, size, and thickness wag

wait were determined and compared to
- baseling values, Additionally, at each

follow-up visit, each wart's response fo. -

;. medication was assessed as cured,.

resolving, same {failires), or worss, For

“the 30 subjecis who received active drug -
 treatment for 3 weeks, 8 (30 percent) e
were rated as cured, 12 (40 percent] -
~were rated as resolving, 9 (30 percent} .

were raled a8 same, and G were rated as

- worse. For the 29 subjects who received.

placebo for 3 weeks,1 (3 percent] was
rated as cured, 4 {14 percent} were rated
as resclving, 23 (79 percent) was rated o
as same, and 1 {3 percent) was rated as
worse. Differences in mean wart areas ,
ror baseline to week 3 were not
statistically significant, bu? difference

In mean wart thicknesses was

- statistically signficant for the active

medication group {p <0.61}. ;
Nore of the subjects experienced an

‘adverse reaction severe enough fc be

taken out-of the study. Cnly 3 adverse

-reactions were reported——all in the

active medication group. One subject
manifested red and raw areas of a mild -
degree surrounding treated warts, which
lasted for 2 days, Another subject was

. being treated for five warts, cne of

which kept breaking cpen during

therapy and manifested a moderate

amount of bleeding for 3 {0 4 days. The
investigator reported that this resction
had an unknown etiology, but
discontinued treating that one wart. The
third subject complained of a mild
burning and itching in interdigital areas
for about 15 minutes during 1 day of
treatment. Eticlogy was unknown and
study medication was continued,

The agency has evaluated the
manufacturer's vehicle described above
and determined that it meets the
cefinition of a “colledion-like vehicle”

" included in § 358.103(b) of this final

monograph. The Panel designated :
collodion as the vehicle for liquid wast
remover drug products containing
salicylic acid (45 FR 65609 at 65618).
Collodion is an official article in the
United States Pharmaccpeia {U.S.P.)
{Rel. 5). The Panel noted that salicylic
acid used in the treatment of warts is
usuaily formulated in flexible colledion,
which contains pyroxylin {a- ’
nitroceliulose derivative}, volatile
soivents (ether, acetons, or aleshol), and
plasticizers {campher and castor oil] {45~
FR 65612). Flexible collodion is also an -

- official article in the U.S.P. (Ref. 5). .

In the tentative final meonegraph for
OTC corn and callus remover drug

* products, the agency noted that, in

addition to collodion and Hlexible

colledion, seme formulations contain

- other inactive ingredients or varying
amounts of solvent which previde-for -

increased spreadability and increased
pliability of the product after it dries 'on

the skin (52 FR 5412 at 5414}, The"ag“encg

proposed the term “collodichdike” ™
instead of “coliodion™ in specifying'the . .
vehicle for liguid formulations . "
containing salicylic acid and defined
“collodion-like” as follows: “A sslution:

~ containing pyroxylin {nitrocellulose) in -
' 'an appropriate nonagueous solvent that | -
:leaves a transpatrent cohesive filmwhen - - -

applied to'the skin in a'thin: layer.” The.: -

‘agency also proposed this same -

definition for salicylic acid used in
liguid formulations as OTC wart. o
remover drug products (52 FR 9992 at .
$093). : e
The manufacturer's vehicle in the - -

- salicylic acid product usedtin the -

clinical trial described above contains

-pyroxylin {nitrocellulose) in a

nonagqueots solvent that leaves g
trarisparent cohensive film when - ‘
applied to the skin. The vehicle also
contains a plasticizer as does flexible
collodion. The agency has determined
that the clinical trial described above

- shows that salicylic acid in this vehicle

is effective and the vehilce does ngt -

- cause adverse reactions that would

cause it tc be considéred unsafe.

.+ Further, the vehicleis s common nail -

polish formulation (Refs. 2 and’6), which
the agency considers to be safe. Thus,

the agency concludes that 17 percent -
salicylic acid in the manufacturer's -

" vehicle is generally recognized as safe
- and effective as an OTC wart Temover

drug product when labeled according to.

the conditions of this final monograph,
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8. One comment requested that lactic

acid be considered an inactive . -
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ingredient rather than &s an active
ingredient in-QTC wart remover drug
products. The comment asked that'

- §358.110 of the tentative final
monograph be rewritten to include the
phrase "or in a lactic acid collodion
vehicle” as follows: “The active
ingredient and its concentration in the

product is as follows: salicylie acid 5o

17 percent in a cotiedion vehicle orina
lactic acid collodion vehicle.”

. Alternatively, the comment reguested
that the phrass “ina collodion vehicle”
not be included in § 358.116 of the final -
monograph. L

The comment contended that “lactic
acid (5 to 17 percent} when added to
salieylic acid {5 to 17 percent} in a
collodion base results in a drug
formulation of better quality than the
same formulation without the salicylie
acid.” The comment explained that a
topical collodion vehicle containing &
therapenticalily active ingredient must
have thres primary characteristics: {1}
Act as a protective agent to the drug, (2]
adhere to the skin after iis solvent has
evaporated, and {3} retaina residual
nonvolatile Bguid content sufficient te
enable the active ingredient to retain
enough solubility to permiit molecular
transfer into the skin. The comment
further explained that when salicylic
acid alone is dissolved in flexible

sollodion and applied ta the skin, a dry
" film is created as & result of
evaporation, causing poor adhesion of
the salicylic acid as well as inefficient
drug mobility. The comment stated that
it has found that including 15 to 28
percent lactic acid in the product will
overcome these deficiencies because
jactic acid satisfies the following
criteria: {1) Its oil/water solubility
¢haracteristics permit improved
adhesion of the drug to'the skin, and (2)
lactic acid daes not evaporais from the
film. The comment also stated that the
solubility of salicylic acid in lactic acid
is 3 peroent, so that the lactic acid
remains saturated with salicylic acid
throughout the treatment period, with
suffigient solubility for efficient
molecular transfer into the skin.

In further support of lactic acid’s
enhancement of adhesion of salicylic
acid in collodion, the comiment cited an
unpublished in-vitro study carried oul ‘
with salicylic asid eoliodion . . .

- preparations containing-18.7 percent - -
salicylic acid and varying amounts of

“lactic acid in order to demonsirate the:
concentration of lactic acid which would
be most bensficial to the finished '~
product {Ref. 1). Baged on visual ’

-gvaluation of adhesion properties, 15
percent lactic acid provided the best
adhesive characteristics with a coherent

filmm on the walls of the glass:tubes.
Concentrations of lactic acid ranging
from O to 10 percent and from 20 to 25
percent were rated for adhesion a3

“either nil or stight (Ref. 1)

The comment stated thal its product
contains salicylic acid and lactic acid
15,7 percent each, and flexible collodion.
§5.6 percent in order to oblain a4
weight-to-weight ratio of the acids in the
flexible collodion. The somment
asserted that lactic acid’s safety has
been clearly established, citing the

 Miscallaneous Externs] Panel’s report

45 FR 65609 at 65615; Oclober 3, 1980)
and the tentative final monograph on
OTC wart remover drug products {47 FR
39102 at 30103; September 3, 1982] as
support _

- The comment stated that the use of
laciic acid as an inastive ingredient is in
accord with 21 CFR 330.1(e}, which
provides that monograph products may
contain only those suitable inactive
ingredienis which are safe in the v
amounts administered and which do not
imterfers with the preparation’s
effectiveness or with suitable tests or
assays to determine if a drug meets its
professed standards. The comment
mentioned that salicylic and lactic acids
san be quantified separately in the same
formulation; thus, there is no interaction
between them. The comment added that
the Panel conciuded from the Bunney
study (Ref. 2] that salicylic acid rather
than lactic acid is responsible for
effectiveness and that lagtic acid is not
interfering with the salicylic acid when
ehancing the formulation’s

- pharmaceutical gualities {45 F’RB\%@GQ at

65617}, ) v

The comment further contended that
neither the Panel nor FDA considered
whether laclic acid was a suitable
inactive ingredient in wart removal drug
products and that there was no reason
to do so because the OTC diug review is
concerned almost exclusively with
active ingredients. The comment noted
that lastic acid was reviewed as an
active ingredieal. '

The comment cited a8 precedent an
agency letter (Ref. 3] notifying another
manufaciurer that oil of turpeniine could
be included as an inactive ingredient for
organoleptic reasons in an antifussive
drug product when oil of turpentine had-
been classified in Category it as an
antitussive active ingredient. )

The comment contended that if the
tentative final monograph for OTC wart.
remover drug productshad not specified
tha inactive ingredient, Le,, ina
colloflion vebicle, for wart remover drug
products, lactic acid could have been
included as an inactive ingredient in &
wart romeval drug preduct without the

necessity of oblaininga medification of
the monograph. The comment claimed
that the tentativefinal monograph a8
presently written ‘would permit the
inclusion of lactic acid aleng with the
collodion s g snitable inactive
ingredient pursuant to 2% CFR 330.1{e).
Howaever, in order to remove &ny
embiguity with regard to the issue, the
comment urged that the tentative final

_ monegraph be amended to include lactic

acid as an inactive ingredient or, in the
alternative, that no inactive ingredients
be speeified. .

The agency disagrees with the
comment's requests. The Panel reviewed
lactic acid as an active ingredient in
QTC wart remover drug products (45 FR

' 5809 at 65615). The comment’s

statement about the Panel’s.conclusions
from the Bunney study {Ref. 2] is out of.

‘context. The Panel staled it could find

a6 data on the use of lactic acid alene in
the treatment of warts, and that data.
showing that lactic acid contributes to
the increased effectivencss of ithe
combination over that of salicylic acid
alone are needed to upgrads the
combination to Category I (45 FR €8827).
VWhen the Panel concluded that lactic’
acid does not centribute greatly to the
combination’s effectiveness, it did not
regard lactic acid as aninactive .
ingredient bul as an ingredient for which

1o data were found to support its use 84

a wart remover. -
The Panel mentioned a study by Van
Seott and Yu (Ref. 4), which stated that
lactic acid is one of a group of :
compounds that modify keratinization in
ichthyosis. Histolegically. preparations
of biopsy specimens taken from treated
and untreated skin reveal distinot
changes that suggest that these
compounds may cause an immediate
effect on epidermis keratinization. One
change that ocours is abrupt loss of the
entire siratum corneum. This is seen
clinieally by sudden separation of thigk
scales io reveal a normal skin surface.
Another change noted in this study is_
that significant shedding oocurs,
reducing the thickness of the epidermis
{45 FR 65610} These micrescopic and
chinigal changes atiributable to lactic
acid cleazly fall within the siatutory
definition of the effects produced by a
drug. The act defines a “drug” in part as
an article “intended to affect the
structure or function of the body” (22
U.8.C. 321{2}{1}C)). Another submission
{Ref. 5} supporting the use of 5 percent.
lactic acid in combination with salicylic
acid described lactic asid as being 2
caustic agent, having keratoylic activity,

‘and as having coirosive properties. The

study by Van Seott.and Yu and the
submission (Ref. 5} clearly indicate that
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-lactic acid is an active ingredient, i.e, e
. deug, when.used in these types of ’

L. products. o SR T e s
- The somment presently marketsa .. . -

prescription-wertremover drug product -

i containing salioylic scid, 16.7.percent .

and }acticfacid 16.7 percent 85 active. g
- Ingredients in a collodion vehicle (Ref. - .

-pharmacologic activity is severally .
- atiributed to the keratolytic,actionof .
~bothlactic acid-and: salicytic acid (Ref.

€).Another ompany alsomarketsa- ..
e - comment’s description.of the study as
the gole basis to determine the inactive -
- ingredient status of lactic acid ror can
- the agency ignore the keratolytic

+ product containing the'same active |

ingredients in‘the same concentration .-

Wwith the same labeling statement of -
pharmacelogic agtivity (Ref, 7}: Lactic -

OTC ingredient ard also be an aglive
ingredient &t the same concentration in

- similar products. e

The agency regards lacticacid tobe

an active ingredient in products labeled

. for the removal of warts and is'not

incliding lactic scid in the Binal ~

. Inonograph as an optiotal inactive )

- ingredient as suggested by the comment
because of & lack of data demongirating
its effectiveness. Fiirther, in a Proposed

~rule on inactive ingredients {April12,”

. 1977 42 FR 16156 ai 19157); the agéncy

. stated the following: ~ LT

. Various OTC drug panels bave questionsd
~ whether an OTC drug may.retaings an. .~

- inactive ingredientan.ingredient that was
formerly listed as an active ingredient, but
which was found'not 1o be generally’ -

_recognized as safe and effective {Calegory 1) -
or io require ade tional lesling (Category 11},

~ ¥ these ingredignts.have been promoted hy

. manufactarers for an extended time, there is
@ potential {or misleading consumers if the
‘gevieral recognition of the safety and v
effectiveness issue is unresolved and the
name of the ingredient is retained on the

~ label or in the labeling with an ubivarranted
degree of prominence. The Commissiener - -
believes this should fot be permitted, and
this propesal is intended to.preclude the. -
‘retenition and rédesignation of an'active E

. ingredient as an inactive ingredient unless it
Bserves an gecepiable fanclion as pninastive
Ingredient. As a result, manufacturers of OTC _
drug produtts containing an ingredient in” .

- Category T oz Category i shail, at the énd of
the time period permitted for marketing, or if -
Tound to require further testing before a

~ determination as fo general recognition of

safety and effectiveness can be made for

“such ingredients, be required by the effective -

‘date either to feformulate e producito

remiove the ingredient orif it igretained in’

‘the product as an inachive ingredient, t6* - -

establish that the ingredient fulfills the - )

reguirements for use'as an inactive ingredient .
in the prodact, R

if lactic acid is refained in a wart —
ingredient, the manufacturer must 77 -

requitements for'use-as an intactive

-8} Freduct labeling states that s oo

- acid 18.7 pércent cannot be an inactive. .-

. “ingredient. The intended uses of lactic . ,
-acid, as the.comment-stated, are as F: DR
- protective agent to the drug, as an - -
-adherentto the skin after the solvent

-has evaporated, end as a retentive of
residual nonvolatile liquid sufficient to
reiain enough solubility to permit -
molecular transfer into the skin. The,
ph¥sicsl characteristic of adhesion 6f

:ported in the commient’s description of

. anunpublished in-vitro study’s results

{Ref. 1). The agency cannot use the

activity of lactic acid, as noted above. -

Despite the comment’s contention that EE
lactic acid is a protective and adherent,.

lactic acid is still an active ingredient

~that has not been shown te produce an
effective Jeve! of keratolysis sufficient to :

“be included in this final moncgraph, »
Furthermore, the agency’s proposed rule

on inactive ingredients lists a number of

uses of inactive ingredients {42 FR 16136
&t 161606). It does not include the

protective and adherent uses of lactic

" acid as the comment described. it does

include under proposed § 330:3(p)
Usolvents and vehicles™: “Substances
used 1o dissclve or extract ancther

' 8ubstanice or used as carriers of other

substances.” However, the agency .
considers that mechanism as being
different from retaining a residual
noavolatile lignid, as mentioned by the

-comment. Therefore, the agency does
--not consider lactic acid an inactive.

proposal at 42 FR 19160

With regard to the comment's
argument about the dual status of oil of
turpentine, data were submitted to the

ingredient for any use listed in its

.- Cough-Cold Panel on the uge of oil of
turpentine as an active antitussive

ingredient combined with menihol,
campher, eucalyptus oil, thymol, and
myristica oil in & petrolatum ocintment )
base for application to the chest. Based
on submitted data, in the final

~monograph for OTC antitussive drug

products {52.FR 30042 ! 30054; August
12,1987}, the agency made a final
determination that oil of turpentine was

- @'nonmonograph active ingredient,

Publication of the final moenograph
supérseded the agency’s letter of
February 16, 1983 (Ref, 3} discussing oil
of turpentine. In addifion, in the :
tentative final monograph on cough,
cold, allergy, bronchodilétor, and
antiasthrhatic combination drug'
products {53 FR 30522 at 30647 August

12, 1988}, the agenicy determined that il

of firpenting at 4.5 perceni was an

", 'active ingredient but classified thymol

O.1'pertent, cedarleaf oil 6.38 percent,”

- camphor 47 percent, and eucalyptus oil
“1.2 percent, were considered agtive -

- pending further proceeditgsin 1
_ « congh-cold combinations rulemaking, ..
various coneentrations of lactic acidis - ..

percent) a nonmonegraph active -
~ingredient in this final rule ‘

- 0238, Dockets Manhgement Branch.

‘Dermatology, 110:586-590, 1674,

. 621, 1988,

-and myristica 0iL-0:485 percentass . .
<inactive ingredients because'oftheir low -3 - -

concentrations. Menthol 216 percent, .«

ingredients {53 FR 80547}
of turpentine in‘@'combitia

the-agency considers'the statusof G;'ioi_' e
turpenitine an active ingredient, and the

- agency's position on that ingredient -
dees not support the ‘Comment's g
“‘argument that lattic acid is aninactive.
cingredient, o < oo oL

For the reasons siated above, the

" agency is classifying lacticacid (510 17

Sy

Rﬁf?téﬂees”n S ,

{2) Comment No. C60062, description of
unpublished in-vitro study by Dermal :
Laborgtories; Ltd., py. 3-4/Bocke! No, 60

ey, MH, MW, Nolan, and D.A.

RS 3P <
Willi +“An Assessment of Methods of

18 Viral Warts by Comparative

Treatment Trials Based on a Standerd

Design,” British Journal of Dermatclogy; - -

94667-679, 1976, - . ..o
(3} Letter from W.E, Gilbertson, FDAtw: .

G.F. Holfnagle, Richardsen-Vicks, no., coded ,

ANS 1, Dockat No, 76N-0527T, Dockets
Managemenit Brench: o

(4] Van Scott, By, end R Yu “*Control
end Keratinization with a-Hydroxy Acids .~
and Related Compounds. Topical Treatment 9
of ichthyotic Disorders.” Archives of B

(8} OTC Volume 160358, pp. 5, 59, and 60. .
{6] “Physicians’ Desk Reference,” 43d Ed.,
Medical Econemics Co., Inc.; Oradell, N, p. -

(7) “Fhysicians’ Desk Reférence,” 4ath £d.,

Medical Feonomics Co., Inc., Gradell, NI, p.

2163, 1990..

8. One eomiment urged the agency fo
consider requiring a package insert for.
OTC wart remover drug products that-
would clearly describe, in layman's o
terms; the type 6f warts-on which the -
drug could be-used, s simple . - S

“explanation of how the drug works, how -
it should be used, the potential side
-effects; and the precautions and -

contraindications, especially for the
elderly. The cemment did not feel that
the labeling proposed in § 358.150.was
sufficient for the lay population to safely

- .and effectively self-medicate with these

products. Noting that salicylie acid is
“not without side effects or risks,” the
conunent was specifically concerned
about risks in the elderly population'
because of the highe? incidence of

- diabetes mellitus, peripheral vascular.

disease, and decreased visual acuity.
The agency appreciates the

comment’s concern; but does not believe-
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that it is necessary to require a package
insert for OTC wart remover drug
products. The agency is aware that the
*discellanecus External Panel '
onsidered self-medication by the
elderly with OTC wart remover drug
products and, accordingly, proposed

_certain warnings, which the agency has
adopted. These warnings address
several of the concerns raised by the
comment. The Panel recommended the
following warning “Do not use if you are
a diabetic or have poor blood circulation
because serious complications may ‘
result.” (See 45 FR 65602 at 65618.) The
agency concurred with this '
recommendation in the tentative final
monograph 47 FR 39102 at 39104 and in
the repropossad tentative final
monograph (52 FR 9992 at 9993).
However, in this document the warning
has been revised and is included in
§ 358.150{c}{1)(ii) of this final
monograph. See comment 11 below.

The Panel noted that systemic
absorption of salicylates occurs whether
the salicylates are administered orally,
rectally, intravenously, or cutaneously
{(through the skin) (45 FR 65609 at 65612].
However, the Panel stated that it was
unaware of any report of salicylism
{toxic reaction) occurring from the
cutaneous use of salicylic acid as a wart
remover. The agency also is not aware
of any such reports. Therefore, the
agency concludes that the labeling

nformation required by § 358.150 of this
final monograph should provide for the
safe and effective use of OTC wart
remover drug products by all
populations, including the elderly.

The agency is aware that wart
remover drug products are marketed in
small containers and that it is difficult to
print all of the required labeling
information on the immediate container
label in a print size that can readily be
read by elderly consumers. The agency
encourages manufacturers of these
products to provide a consumer package
insert or outer container that provides a
larger size print for all consumers,
particularly for the elderly. The agency
has no objection if manufacturers
provide additicnal information of the
type requested by the comment in
addition to the required monograph
labeling. Manufacturers are also :

- encouraged to printa statement on the
produgt container label, carton, or
package inseri suggesting that the -
consumer Tetain the carton or package
insert for complete information about
the use of the praduct when all the
required labeling does not appear on the
product container label.

10. One comment recommended that

ihe definition of “collodion-like vehicle”

in proposed § 358.103 be slightly
modified to read as follows: “A sclation
containing pyroxylin or film-forming
vehicle in an appropriate solvent that

leaves a transparent cohesive film when

applied to the skin in a thin layer.” The
comment contended that this proposed
definition weuld clarify that “any’
appropriate vehicle similar to a
collodion {e.g., collodion-like) would be
acceptable,” and that this flexibility of
choice of vehicles allows for scientific

improvement and refinement beyond the

vehicles commonly used today, without
necessitating amendment of a final
menograph. The comment added that its
request comports with the agency’s
rationale for expanding the definition
from “collodion” to “collodion-like” {52
FR 9992 at 9993} and i3 consistent with
the broad definition the agency gave to
“plaster vehicle,” which allows for
improved topical patches utilizing
technologies beyond those specifically
in use today.

While the agency has tried to be .
flexible in the moncgraph definitions to

" allow for reasonable product

improvement and innovation, it does not
agree with the comment's proposed
modification of the definition of a
collodion-like vehicle. Addition of the
words “film-forming vehicle” in the

definition would make the definition too

broad, would expand the definition
beyond vehicles that are similar to
collodion, and could allow any “film-
forming vehicle” to be used. If this
occurred, it could result in the. |
introduction into the market of a wide
variety of natural and synthetic film-
forming compounds whose impact on
the safety and effectiveness of salicylic
acid is unproven. It is possible that such
compounds could eventually be
included in the final monograph, but
data would be needed tc support their
interaction with salicylic acid used in
wart remover drug products.
Ascordingly, the agency is not revising
the definition of “collodion-like vehicle”

in § 358.103 at this time, but will

consider doing so in the future if

. vehicles of the type requested by the

comment are found to be acceptable for

_inclusion in the monograph.

11. One comment suggested “a slight

" variation” to the warning proposed in

§ 358.150{c){1){ii}, to read as follows:
“Do not use if you are diabetic or have -
poor circulation or if there is any -
inflammation or irritation of the affected

‘area.” The comment stated that this

propesed revision is preferable because
it combines the warnings in

§ 358.150{c){1) (ii) and (iii) and is
stronger in its exhortation against use
by diabetics and those with poor -

girculation, The comment contended
that advising diabetics against the use:
of salicylic acid is medically sound and
standard physician practice. The
comment concluded that, for medical
and product liability reasons, it would
prefer to retain its label warning
{suggested above} that it has used in
recent years on its wart remover drug
products.: The comment did not include
any documentation in support of the
more siringent, combined warning:

' The agency notes that the comment's
suggestion involves more than the
combining of two warnings. The
warning against use by diabetics that
the agency proposed in the tentative
final monograph reads as follows: “Do
not use this product if you are a diabetic
or have poor blood circulation, except
vnder the advice and supervision of a
doctor.” The other warning proposed by .
the agency in the tentative final
monograph reads as follows: “Do not
use on irritated skin or on any area that
is infected or reddened.” The first
warning to “diabetics” allows use of the
product under a doctor’s supervision.
The second warning describes a “de not
use” condition and is not dependent on
advice or supervision by a docior. The
warning suggested by the comment
would eliminate use of the product by a
diabetic even under a doctor’s
supervision. ,

The Panel, in its review of keratolytics

{chemical agents used to treat warts),

considered the safety issues concerning
the use of salicylic acid by diabetics and
those individuals having poor bleod
circulation. After reviewing the data
available at that time, and considering
its mémbers’ experience, the Panel ,
stated (45 FR 65609 at 656’11]:

However, persons with poor circulation or -
diabetes should not use OTC preparations for
removing warts except on the advice and
under the supervision of a doctor, The Panel
feels that such individuals are more prone to
infections which may result from injury to '
surrounding skin by the OTC preparation or
by mechanical atiempts to remove the wart.

In evaluating the comment’s.
suggestion, the agency reviewed a
number of commonly used reference
books (Refs. 1 through 4] but found that .
the references do not support the

- comment’s contention that diabetics and

individuals with poor circulation
absoclutely should not use wart remover
drug products. For example, Basic &
Clinical Pharmacology mentions that
“Particular care must be exercised when -
using the drug on the extremities of
diabetics or patients with peripheral
vascular disease,” (Ref. 1). Drug

. Evaluations (Ref. 2} states that caution ‘

must be exercised when a 40-percent
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plasterisused, particularly on e
extremities, in-disbetics, erin pabar

with peripheral vasoular dis*eam sinve
acute inflesmetion and wlesration 3 may-

occur sfter exvengive vse” The United
States Dispensatory [Ref. 3) siztes that
p!asm‘s containing 45 percent of
salicydic acid mey cause acute
inflammation and vloerafion in diabetivs
or in-persons with peripheral vascular
disease “if no! used with cauiien” Drug
Informetion for the Hleslth Care Provider
(Ref, 8), indts discussion ofithe topical
use of salicylic.acid, stelos thet products
containing 25 percentor more of
salicglic acid are not recommende? for
use on inBamedskin* * *orin
individuals with diebetes oreiroulstory
fatlure {impairment) sinoe‘soute
inflammation o ulceration may ocour.

In d”‘mﬁs&mg factors that lead to
tissue necrosis in'the diebetic fost,
Edmends (Rel. 5) slates that “chemical
trauma-can result from the use af
keratolytic agents-such es ‘vorn
plasters.” They often contsin salivylic
acid which causes uleration in the
diabetic foot In providing gensral
advice on foot care forthe “at risk”
digbetic patient, Boulion [Ref. 6) statos
“Do not-use vhemwdcal agents
{keratclytics) to treat-celluses orcorns™

Theagency also reviewed the labseling
for keratolytic drug products containing
salicylic acid that appears in e
Physician's Desk Reference Tor
Nonprescription Drugs {Ref %and
found that the labsling For the listed
warl remover drug preducts conizina
warning that the product #snot
recormmended foruse by disbetivs or
individuals with impaired orpoorbloosd
circulation,

Based on the sbove, the agency has
determined that there is adegquate
support fora sironger warning, as
requested by the comment. In eddition,
based onthe serions vensequences that
can result frem misuse, the agency
believes it is better'to err on the side of
caution and to have the labeling of thess
OTC drug products state that the
product should not be used under
cerlain conditions rather then statean
“exceptunder” condition for use.
Therefore, the agency #s agreeing with
the comment’s %ngesteﬁ approach to
combineg the Wammgs in §'358.180{c) ()
s‘nd ;m} bm is remsmg m; Tecommended

[

mgs ftnai mﬂ“’togmphas fex}ews
‘use thispeo i
area thatis infected or eéwﬁsd 4f ’yma
are a dxabeim, orif you! EYR poor bload

circulation.” This revised wardingnew
cor -

18 the same informa

i3,

and that warning s notincluded in this
fired monograph. Accordingly, the
warningsin paragraphs fe}(1) Hvland-
{v) erexedesignated ss fii)and fiv)in
this final mﬁﬂﬁgia}ﬂ'&,
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12. One comment stated that the
directions for use of most currently
marketed wart remover drug prodacts

centaining salicylic acid suggest that the

user soak the area before application of
ihe product. Noting that it has no data
that soaking is mendatory, the comment
mqwsted that “permissive soaking” be
allowed in the directions and suggested
the following language be included in

§ 358.150(d):

(1) For products containing salicylic
acid identified in § 358.110(=). “Wash
affected area [sooking wart for seversl
minutes, if desired] before drying
thoroughly.” {If appropriste: “Cut-plaster
to fit wart.") “Apply medicated plaster.
Repeat procedure every 48 hours &s

needed | {uﬁﬂ wart is removed) for up o
12 weeks.”

(2} For p[’Wurfs containing salicylic

acid identified in § 358.11675). *Wash

- affected area {soaking wart for several

minutles, if desired) before drving
thoroughly.” Apply one drop st a fime'to
sufficiently cever each wart. Let drv,
Repeat this procedure once-er twice
daily asneeded {t,n‘iil wartds removed)
for up to 12 weeks.”
Ancther comment addressed the

lirections included in § 358.450(d) of the
first tentative fingl monograph on QTC
wart removergrog products (87 FR

39102 wt 39164 tu 39105). These

directions included seakin,, g the wart for
5 minutes befors applying the sslicylic
acid product. The comment contendsd:

- that this procedure s unnecessary

because any productcontsining salicylic

-affected area and sogk wartfors:

ackd asa keratelytic would be ¢ffe
without soaking. The comment
requested that the sentence “Wash
minutes” be deleted from the directiems.

The agency has reviewed the Panel's
discussion of wart remaover drug
products-and notes that the Panel stated
that “the therapeutic eHectivenessof
salicylic adid in wart therapy-depends
upon the presence of motsturs; therefore,
salicylic acid is vsually inccrpc‘ra%aé
into vehicles {plasters, flexible
collodiens, occlusive pintments) that
occlude the area and promete hydration
(taking up of water), causing macerztion-
of the skin™ {45 FRB5BOY at 65612).
Although the Pane! did not.discuss
whether test subjects did or did netsoak
the affected area before applying the
wart remover product containing -
salicylic acid, it did ineclude sosking of
the wart for 5 minutes before application
of the product as part ofits
recommended dsfertz@ns {45 FR 653809 at
65613),

In the -tﬂﬁtati\ve final m@ﬁ@gmp‘h for
OTCcorn and callus semoverdmug
products, published din the Fedesal

. Register of February 28, 1987 {52 FR

5412}, the &ESemw reviewed the zesults of
& double-blind placebo-centrollad sindy
in which the effect of goakmg a5 2
means ef i increasing etficacy of salicylic
ascid in remeving soff corns was !
evaluzted Ref. 1) At that time, the
agenuy determined that it was
unnecessary to soak the affected mrea
and revised the previously-proposed
directions 1o eliminate “soaking” {52 FR
5416}, The agency has re-evaluated this
study and determined that it did nost
inciude @ “non-soaking” group, but that
sl test subjecis soaked the cornfor 5
minutes before applving the medication
and soaked for either 5 minuies or 15
minites before atlempting removel of

‘t; 1@ corn. Although this study did: r»f:i

how that sca k.nc g 5 minutes prior
ayp}ﬁng the selicylic acidds rtacesm*:};
for selicylic.acid to be effactive, 4t alse
did not shew that any adverse effects
cecur if the corn is soaked before the
area is drisd end the coin remover
product appimﬁ ‘The sgency notes that
a‘t hough this study was conducted on
soft corns, the same findings are
relevant to the removal of hard corns/
calluses-and waris bevause the ta‘%emn’y
I active ingredient, &&imyhb acid, and its
mode of action, keratelysis, arethe
same for ail three wﬂd{h@;& His
possibie that soeking increases the
presence of moisture in the.corn er waert,
which then may premote kydration and
aid the therapeuticeffevtivensssof
al&cyﬁic acid, ez the Panslindicated. |
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The agency has examined the
directions for use for a number of
currently markéted wart remover drug
products and notes that some include
soaking the wart for varied periods of
time ranging from several minutes up to
30 minutes before the product is applied.
Some of the products include directions
to soak in hot water and some say o
use warm water, while others do not
specify temperature {Refs. 2 and 3}.

There is no evidence that using
giffarent soaking times or temperatures
is likely to alter the effectiveness of the

_wart remover drug products. The agency
believes that while hot water may cause
burns, warm or cold water could be
used effectively for scaking but that
warm water would be more comfortable.
Based on the panel’s recommendation,
the agency’s re-evaluation of the study
discussed above, and on the historical
and current use of wart remover drug
products, the agency is including
soaking of the wart in warm water for §
minutes befere application of the
salicylic acid as an cptional direction
for those manufacturers who wish to
give consumers the option to do so.
Agcordingly, the agency is revising
§ 358.150{d} in this final monograph to
read as follows: :

(1) For products containing selicylic
acid identified in § 358.110{a). *“Wash
affected area.” {opticnal: “May scak
wart in warm water for 5 minutes.”}
“Dry area thoroughly.” (If appropriate:
“Cut plaster to fit wart.”") “Apply
medicated plaster. Repeat procedure
every 48 hours as needed {until wart is
removed] for up to 12 weeks.”

(2) For products containing salicylic
acid identified in § 356.110{b). "Wash
affected area.” (optional: “May soak
wart in warm water for 5 minutes.”)
“Dry area thoroughly. Apply one drep at
a time to sufficiently cover each warl.
Let dry. Repeat this procedure once or
twice daily as needed {until wart is
removed) for up to 12 weeks.”
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13. One comment suggested three
modifications to the directions proposed
in § 358.150(d){(1) for wart remover drug -
products in a plaster vehicle to :

accommodate its salicylic acid product
in an adhesive pad delivery system. (See
gomment 5 above.) The comment
requested the following additions
{italicized) to the proposed directions:
“Wagh affected area and dry
thoroughly.” (If appropriate: “Cut plaster
material to fit wart.”") “Apply medicated
plaster as directed. Repeat procedure
every 24 to 48 bours as needed {until
wart is removed] for up 1o 12 weeks.”

The agency notes that the definition of
“plaster vehicle” in this final monograph
refers to a “fabric, plastic, or other
enitable backing material * * *.”
Accordingly, adding the word “material”
after the word “plaster,” as suggested by
the comment, would provide no

additional useful information to the user .

of the product.

The agency also does not see any
benefit to adding the words “as
directed,” as suggested by the comment,
because these OTC drug products are
intended for self-diagnosis and
treatment and are not dependent on the
receipt of directions from a doctor. I
there are any special directions that
relate to using a particular product, then
suck information should appear as part
of the manufactarer's additional
directions for the product. The
moenograph provides the minimum
directions necessary for use of the
product. Manufacturers may supplement
these directions with additional
information necessary to use their
specific product. For example, the
agency notes that the manufacturer’s
directions for its specific product o
include stetements to “keep plastic film
on the top of pad facing up and to apply
sticky bottom side to the wart.” The
agency finds ne need to incude such
directions in this fina! monograph:
however, manufacturers may add such
information, as appropriate, to the
labeling of their products.

Neither the Miscellaneous External
Panel's report {45 FR 65609) nor the first
tentative final monograph for OTC wart
remover drug products {47 FR 39102]
included salieylic acid in a plaster
vehicle. The directions for salicylic acid
in a plaster vehicle that were included
in the reproposed tenfative final
monograph for OTC wart remover drug
products were based upon data and
comments submitted to the rulemaking
for O'TC corn/callus remover drug
products (52 FR §992). In developing
those divections, the agency recognized
that, although the etiology and -
pathology of corns and calluses are
gifferent from that of warts, the
Category T active ingredient, salicylic

acid, and its mode of action, keratolysis,

are common to both rolemakings {52 FR
9992). The studies that supported the

effectiveness of 40 percent salicylic acid
i a plaster vehicle for the treatment of
corns and calluses utilized a 48-hour

' treatment interval (47 FR 526}.

_ The comment submitted data from
three double-blind, placebo controlled
clinical studies {Ref. 1). The purpose of .
two of the studies was to investigate the
efficacy of 5 percent and 15 percent
concentrations of salicylic acid in the
treatment of common warts when
administered in a karaya gum, glycel
patch. The control patch was a polymer
of karaya gum plus glycals without the
salicylic acid. The amount of the glyeols
was increased to compensate for the
missing salicylic acid. The treatment
peried of the studies was 12 weeks, with
dermatologist evaluation at weeks 2, 4,
8, 8, and 12. Subiects were directed to
apply the patch at bedtime, to leave it
con at least 8 hours, and remove and
discard the patch in the morning.
Treatments were repeated daily. The
came protocol was used at studies at
two sites; 86 subjects completed one
study, and 52 subjects completed the
other study. No subjects wers dropped
from either study because of adverse
reactions. The agency soncluded that
only one of the studies showed
superiority in both the number of
subjects cured and the number of warts
gured. The other study indicated that,
for warts cured, the 13 percent .
conceniration of salicylic acid was not
statistically different from placebo. The
third study evaluated only the 15
percent concentration of salicylic acid
versus its karaya gum glyeol placebo
vehicle. A total of 61 subjects entered
the study, but 8 were excluded from
evaluation for compliance reasons.
Subjects again applied the treatments
for & hours at bedtime on a daily basis.
Warts were evaluated at 4, 8, and 12
weeks. The data indicate that the
product is superior to placsbo in the -
treatment of warts (Ref. 1).

Based on the abave, the agency is

. adding this formulation to the final
. monograph by revising proposed

§ 358.110 to add paragraph (c) for the
active ingredient, “Salicylic acid 15
percent in a karaya gum. glycol plaster
vehicle.” The agency is also revising
proposed § 358.110 to add a new
paragraph (d}{3) as folilows: “For -
products containing salicylic acid
identified in § 358.110(c). "Wash affected
area.’ (Optional: ‘May soak wart in
warm water for 5 minutes.') ‘Pry area
thoroughly.’ (If appropriate: ‘Cut plaster
to fit wart.) “Apply medicated plaster at
bedtime, leave in place for atleast 8
hours: in the morning, remove plaster
and discard. Repeat procedure every 24
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hours asmesded (uniil wart is removed)
forupto 12 wesks, k

Reference

(1} Comment-No. RI'T 2, Docket No. 80N-
6238, Bockets Management Branch.

14. Une comment noledits continuing
position that FDA cannot lagally end
shouldnol,.as amatter of policy,

e exclusive lisis of terms from
ch indications for use Jor QTC drug
products must be drawn and prokibit
alternative OTC drug labeling
terminoclogy 4o describe such indications
which is truthfiil, not misleading, end
inteiligible to fhe consumer, The
comment referred to its oral and written
testimony submitted to ¥DA In
connection with the September 29, 1852
hearing on the exclasivity policy.

In'the Federal Register of May 1. 1956
FR 16258), the agency published a
final rule changing fts labeling palicy for

stating tire indications for use 0T OTC
products. Under 21 CFR B3040,
bel and labeling of OTC drug

i ey
&t
pucy

products are reguired to contalnm &

prominent and conspicueus logation,
eilher () the specific wording on
indications for use established under an
OTC trug monograph, which may
appear within a’boxed area fdesignated
“APPROVED UBES”; {7} other wording
‘esoribing such indications foruse that
eets the stahitory prohibifons againat
alse or mislending labeling, which ghell
either appear within a boxed wrea nor
be designated “ APPRGYED YSES";or
(3} the approved monograph Iengunge-on
indications, which may sppear withina
boxed area designated “APPRGVED
UBES " plus sltermative language
describing indiations For isse that is not
false orgnislending, which shafl sppoar
elsewhere in the dubeling. Al vther QTC
g required By a menograph
or ciner regulation {e.g. slatementof
identity, warrings, and directions] nmst
appearinthe specilicwording
under the!DTC drug
pherother regulation where
uage hes been-established
identified by gaot ks, e
338.3g). The fimaloule
- sublectdo the
abeling provisgiens in § 2883032,

15. Gne comment requested the
deletion on of the dirertions
proposeddn § 858.45651, The comment
contended that directing patients 4o
“Gently remove sofiened arens-
wart by rubbing with & wash clsthier
emery boaid,” and "o not rub hard
ensugh 1o vanse bleadine " was mat
hecessaty end may netbe inthe hest
interestaf thecomsumer. The.comment
explained that the-gonsumer.Qid not

‘need to remove sofiened arens.of the

L~ RS

o B

5

2R 85

21 CFR 2618301

a this decumen

k) .

[ e

wart by rubbing end that the product
would be effective without rubbing the
wart as prepesed in § 358.150{d). The.
corament soniended that improper-use
of an emery board or washoleth vewld
easily cause bleeding and subseguent
infection, g

This comment-addreseed directions
proposed in the teniative Bna
monograph peblished on Ssptenber 3,
1582, and was recetved prisrie
publication of the reproposed tentative
final monegraph en March 27, 15687{52
FR 9992}, in that reproposal, the agency
revised the directions proposed in
§ 358.450(d) &xd no longer included.any
directions about removing softened
areas of the wart by rabbing, Thus, the
comment’s request was taken cere of by
the reproposed tentaiive Hnal
menograph.

16. One comment requested the
deletion of the phrase in proposed
§ 358.156{d} tha? reads “preferably by
encircling the wart with a ring of )
petrolatum.” The conunent comended
that incleding only “petrolatum” inthe
warning may create the mistaken belig!
that petrolatum is the only acceptable
protection. The comsment added that
such was not the Panel's finding, and
many other types of protection could be
used. Further, the comment argued that
the word petrolatum may not be
undersiood by consumers and, hence,
may cause confusion. The comment
conciuded that the first part of the
proposed directions sigtement, is.,
“Keep product away from surrounding
skin” is sufficient 1o provide the
consumer with directions fo ensure
correct usage ofthe product.

This comment addressed directicns
preposed in the tentalive final
monograph published on September 3,

"1982, and avas received prior to

publication of the proposed teniative
finalimonograph on March 27, 1087 {82
FR 2052}, In that repropesal, the agency

‘nelenger included any directions abont

encircling the wart with.a ring of
petrolatum. In addition, the agency also
did not inclede a direction to “keep the
product away from surrounding skin.”
This decision was based:on a discussien
that appeared in the fentative final
moenograph for OTC corn and callus
remover drug products, where the
agency stated that recent.etudies onthe
effect of salicylic acid-on normal skin

 bave demonsizated that salicylic zcid

primarily reduces the intercelhular
cohiesiveness of the horny cells.andhas
no effect on the mitofic activity.of the
normalepidermis. {See 52 FR 5412 at

5418.} Thus, the agency determined that
the warning regarding zvolding contact

with the surrounding skin is not
gl

necessary. Acverdingly, the comment!

1

request was taken care of by the

reproposed tentative final menegraph,

I, Survmary of Bignificant Changes
From the Proposed Bule

4. The agency has determined that a
hydroscepic karays gum pad with
polypropylene backing meets th

definition sfa “plaster v

s o rue TR wrvrerm s ot 5
final monograph. 1S¢s comment 5

35

LG

above,} Tha,

ingredients in § 358110 and dizections
for this ingredient in § $58.150{d). {See
comment 13 shove.)

2. The agenvy has deb
vehicle containi
solvenis, and a plasticizer.
definition of & “colledion-like’
this final monvgraph. {See comment 7
above)

3. The warnings propozed in
§ 258.350(CH(1) {3 and [#i] are being
combined, revised, and redesignated
§ 358.358{ci{Ti). The warnings
proposed in § 35515011 v) and )
are nowredesignated as paragraphs{i
and (iv}. (See comment 11 gbove)

4. The agency is revising the
directions propesed in § 358150(d) f1) -
and {2} to give manufacturers the optien
of including informstion about sozking
the wart Tor'5 minutes in warm water -

&3

-prier to application of the wart remover

drug preduct. {See comment 12 shove]

HiL The Agency's Finsl Conclusiouson
OTC Wart Remorer Drug Prodacts

Based on the available evidence, the
agency is issuing a final monograzh
establishing conditions under which
OTC wart remover drugproducts are
generally recognized as safe and
effective and not misbranded,
Specifically, the agency has determined
that the only ingredients that meet
monograph condiiions are salioylic acig
1Z to 40 percent in a plaster vehicle,
salicylic acid 5 to 17 percent ina
collodion-ltke vehicle, and salicylic acid
15 percent in a karaya gum, glycal
plaster vehicle. All other ingredients for
wart remeval thal were considercd dn
this ritemeking are considered
nenmonograph ingredients, L., acetic
acid, glacial acetic acid, ascorbic acid,

‘benzocaine, caloium panicthenats,

camphor, castor ofl, iedine, lactic acid,
and menthol. Any drug produst
marketed for use as an DTG wart
remover that is'not inconformance with

¥

v

the monograph {21 CFR part 358, subpat 7

B} is considered a new drug within the
meaning of section 201{p) of the Faderal
Foed, Drug, and Cosmetic Actifthe avt)
(21 U.8.C. 323 {p)) and misbranded undar
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section 502 of the act (21 U.S.C, 352} and

can not be marketed for this use unless
it is the subject of an approved
application. An appropriate citizen
petition to amend the menograph may
also be submitted under 21 CFR 10.30,

Mo comments were received in
response o the agency's regquest for
" specific comment on the economic
impact of this rulemaking {52 FR 9983}.
The agency has examined the economic
consequences of this final rule in
conjunciien with other rules resulting
from the OTE drug review. In a notice
published in the Federal Register of
February 8, 1583 {48 FR 5808), the agency
announced the availability of an
agsessment of these economic impacis.
The assessment determined that the
combined impacts of all the rules -~
resulting from the OTC drug review do
not constitute.a maier rule aceording to
the criteria established by Executive
Order 12201, The agency therefore
eonclndes that no oneof these rules,
including this-final rule for OTC warl
cemover drag products, is a major rule.

The economic assessment also
conciuded that the overall OTC drug
review was not likely to have a
- significant economic impact on a
- gubstantial pumber of small entities as
defined in the Regulatory Flexibility Act
{Pub. L. 95-354). That assessment
included a discretionary regulatory
flexibility analysis in the event that an
individual rule might impose an unusuaal
ar-disproporticnate impact on small
entities, However, this particular

rulemaking for OTC wart remover drug

products is not expected to pose such an
impact on smalb-businesses. Therefore,
the agency certifies that this final rule
will not have a significant economic |
impact on a substantial number of small
 entities. :

The agency has determined under 21
CFR 25.24{c}{8} that this astion js of &
type that does-net individually or

cumulatively have a significant effecton

. the human environmen!. Therefore,
neither an enviropmental assessment
nor an environmmental impact statement
is required. C

List of Subjects in 21 CFR Part 358

. Labeling, Over-the-counter drugs,
. Wart remover drug praducts.

Therefore, under the Federal F@Cd,

- Drug, and Cosmetic Act, subchapter D of

chapter I of title 21 of the Code of
FoderalRegulations is amended by
adding new part 358 as follows:

PART 358—MISCELLANEQUS

EXTERNAL DRUG PRODUCTS FOR
OVER-THE-COUNTER HUMAN USE
Subgart A—{Reserved] '
Subpart B—Wart Remover Drug Predusts

Sec, )
353.101
358.103

Seaope.
Dafinitions. :
358,110 - Wart remaover active ingredients.
358150 Labeling of wart remover drug
products.
Autbority: Sections 201, 504, 502, 503, 555,
510, 701 of the Federal Food, Drug, end

Cosmetic Act {21 U.8.C. 321, 351, 352, 383, 355,

389, 371} :
Subpart A—{Reserved]

Subpart B—Wart Remover Drug
Products

-.€ 358.101 Scope.

{a} An over-the-counter wart rerovsr
drug product in-a form suitable for

. topical application is generally

recognized as safe and effective and is
rot misbranded if it meets each of the
conditions in this subpart and each of
the general conditions established in
§ 330.1 ef this chapter.

{b} References in this subpart to
regulatory sections of the Code of

‘Federal Regulations are to chapter T of
-title 21 unless otherwise noted.

§358.193 Definitions.

As used in this subpart!

{a) Wart remover drug product. £
topical agent used for the removal of
common or plantar warts.

. (b} Collsdion-like vehicle. A solution

containing pyroxylin (nitrocellulose] in
an appropriate nenagueous sclvent that

. leaves a transparent cohesive film when

applied to the skin in a thin layer. ,

(c} Plaster vehicle. Afabris, plastic, or
other suitable backing material in which
medicalion is usually incorporated for
topical application to the skin.

§ 358.110 Wart remover active

ingredients.

The product consists of any of the
following active ingredients within the
specified concentration and in the
dosage farm established for each
ingredient. S

“{a) Salicylic acid 12 to 40 percent in a
plasier vehicle: :

(b} Salieylic acid 5 to 17 percent in a
collodion-like vehicle.

(¢} Salicylic acid 15 percent in a
Laraya gum, glycol plaster vehicls,

§35&’$5@" Labeling of wart remover drug
products. : )

(a) Stotement of identity. The labeling

-of the product contains the established - -

name of the drug, if any, and identifies
the product as a “wart remover.”

. (b} Indications. The labeling of the
product states, under the heading
“Indications,” any of the phrases listed
in paragraph {b} of this section. Other
yruthful and nonmisteading statements,
describing only the indications for use
that have been established in paragraph
{b} of this section, may also be used, a3

‘provided in § 330.1(c}{2} of this chapter,

subject to the provigions of section 562

 of the Federal Food, Drug, and Cosmelic

Act (the act) relating to misbranding and
ihe prohibition in section 301(d] of the
act against the introduction or delivery
for introduction into intersiate
commerce of unapproved new drugs in
violation of section 505{a) of the act.

{1} “For the removal of commen warls:
The common wart is easily recognized

" by the rough 'sauliflower-like’ -

appearance of the surface.” :
(2} “For the removal of plantar warts
on the hottom of the foot. The plantar

wart is recognized by its lecation enly

on the boitom of the foot, its tenderness,
and the interruption of the footprint’

pattern,” g

{c} Warnings. The labeling of the
‘product contains the following warnings
under the heading “Warnings™

{2} For products containing-ony
ingredient identified in § 358.118. {i} "For
external use only.” ’

{ii} “Do not use this product on
irritated skin, on any area that is
infected or reddened; if your are a
diabetic, orif you bave poor blood
circulation.” .. '

{i#3) “If discomfort persisis; see your

- dogtor.”

{iv} “Do not use on moles, birthmarks,
warts with hair growing from them,
genital warts, or warts on the face or
miucous membranes.”

(2) For any product formulated in

- flammable vehicle. (i} The labeling
. ‘should contain an appropriaie
. fiammahility signal werd, e.g.

“extremely Hammable,” “flammable,”
“sombustible,” consistent with 186 CFR

. 1500.3(b){10}.

(i) “Keep away from fire or flame.”
{3) For eny product formudoted in o
voiatile vehicle. “Cap botile tightly and
store at room temperature away from

heat.”
{4} Far any product formuiated in ¢
sollodion-like vehicle. {1} *'1f produst

gets into the eye, flush with wates for 5

minutes.” .

{11} “Avoid inhaling vapors.™

{3} Directions. The labeling of the -
product contains the fellowing
information underthe heading
“Directions™ : .



. removed) forup 612 weeks” oo
: - (2} For products containing salicylic. ..

.- acid identifiéd in § 358.110(b). “Wash @
. affected area.” (Opticnal: “May soak -
o watt ihwarm water;for 5 minates.”) . ..
. “Bry area thoroughly. Apply one drop: -
o ata time to sufficiently cover each wart,
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. biﬁly’Rai:prod&‘cté ebn%diﬁifig'sd]icy'ljé-r :

acid identified in § 356.110(a). “Wash

‘ aff@ie‘dfa&éa,"f‘(‘Opt_i(‘)nalzvf’May soak’
o wart in warm water for 5 minutes.”’} .-
o “Dry. aféa’,thomughly.‘f'(Ifcappm}pri‘a;te:‘! i

- "Cut'plaster to fit wart.”"} “Apply.

medicated plaster; Repeat procedure. +

ot

every 48 houts as needed {until wart:

“Let diy: Repeat this procedure once or

twice daily as needed (until wart ig =

- removed) for up to 12 weeks.” = .
{3} For products-containing salicyclic: -

acid identified in § 356.170(c). “Wash -

.. affected area.” (Optional: *May soak =

- wartin warm water for 5 minutes.”)

.. Dry area thoroughly." (If appropriate:~ ~
. “Cut plaster to fit wart.”) “Apply

~medicated plaster at bedtime, leave in -

.- place for at least 8 hours; in the morning,
wremove plaster and discard: Repeat - g

» procedure every 24 hours as needed -

- {until wart is removed) for upto12 - %

weeks™ - oo

*: () The word “physician” may be -
* substituted for the word “docter’ in any -

-section.

- of the'labeling statements in this . -
“ () The ﬁhr_ése?“or’ podié‘irist"‘_maﬁ,} be.

used in addition to the word “dector i
- any of the labeling statements jn this ~~
- section when a product is labeled with

. the indicatien identified in - .
§sseasob)z). .
“Dated: June 27, 1990,
 Jemes S. Benson, B
" Acting Commissioner of Food and-Diugs. "+
" PR Dec. 90-19029 Filed 8-13-00; 8:45 am|

7 UBHLING CODE £180-040. : .





