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| nsect Repel | ent-Sunscreen Drug Products for Over-the-Counter
Human Use; Request for Information and Comments

AGENCY: Food and Drug Adm nistration, HHS.

ACTI ON: Request for data and information.

SUWWARY: The Food and Drug Adm nistration (FDA) is seeking information
to fornulate a regulatory position on insect repellent products that
contain over-the-counter (OIC) sunscreen ingredients. FDA is

consi dering anending its nonograph for OTC sunscreen drug products (the
regul ati on that establishes conditions under which these drug products
are generally recogni zed as safe and effective and not m sbranded) to
add conditions for marketing insect repellent-sunscreen drug products.
The insect repellent ingredients in these products are regul ated by the
Environnental Protection Agency (EPA). El sewhere in this issue of the
Federal Register is a conpanion docunent in which EPA is also
requesting informati on and comments on these products. The deci sion on
what requlations, if any, to propose will be based, in part, on

I nformati on and comments submtted in response to this request for data
and i nformation.

DATES: Submt witten or electronic coments by May 23, 2007.
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ADDRESSES: You may submt conmments, identified by Docket No. 2006N- 0479
or RIN 0910- AF43, by any of the follow ng nethods:

El ectroni ¢ Subm ssi ons

Submt electronic comrents in the foll ow ng ways:
Federal eRul emaking Portal: http://ww.regul ations. gov.

Foll ow the instructions for submtting coments.
Agency Web site: http://ww.fda. gov/docket s/ ecomments.

Foll ow the instructions for submtting coments on the agency Wb site.
Witten Subm ssions

Submt witten subm ssions in the foll ow ng ways:
FAX: 301-827-6870.
Mai | / Hand del i very/ Courier [For paper, disk, or CDROM
subm ssions]: D vision of Dockets Managenent (HFA-305), Food and Drug
Adm ni stration, 5630 Fishers Lane, rm 1061, Rockville, MD 20852.

To ensure nore tinely processing of conmments, FDA is no | onger
accepting comments submtted to the agency by e-nmail. FDA encourages
you to continue to submt electronic comments by using the Federal
eRul emaki ng Portal or the agency Wb site, as described in the
El ectroni ¢ Subm ssions portion of this paragraph.

I nstructions: Al subm ssions received nust include the agency nane
and Docket No. and Regul atory Information Nunber (RIN) for this
rul emaki ng. All comments received wll be posted w thout change to
http://ww. f da. gov/ ohr ns/ docket s/ default.htm including any personal

I nformati on provided. For additional information on submtting
comrents, see the ~~Comments'' heading of the SUPPLEMENTARY | NFORMATI ON
section of this docunent.

Docket: For access to the docket to read background docunents or
coments received, go to http://ww.fda. gov/ohrns/dockets/default.htm

and insert the docket nunber, found in brackets in the heading of this
docunent, into the "~ “Search'' box and follow the pronpts and/or go to
the Division of Dockets Managenent, 5630 Fishers Lane, rm 1061,
Rockvill e, ND 20852.

FOR FURTHER | NFORMATI ON CONTACT: Matthew R Hol man, Center for Drug
Eval uati on and Research, Food and Drug Adm nistration, 10903 New
Hanpshire Ave., Bldg. 22, Ms 5411, Silver Spring, MD 20993, 301-796-
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2090.

SUPPLEMENTARY | NFORMATI ON:

| . Background

A. Description of Insect Repellent-Sunscreen Drug Products

FDA and EPA are seeking information to fornulate a regul atory
position for conbination insect repellent-sunscreen drug products for
use on human skin. Because sunscreen drug products are regul ated by FDA
and the insect repellent conponents of these products are separately
regul ated by EPA, both agencies are seeking coments to

[[ Page 7942]]

determi ne how t hese conbi nati on products shoul d be regul at ed.
Currently, approximately 20 conbination insect repellent-sunscreen
drug products are available for consuners. These products consi st of
one of three insect repellents (N, N-diethyl-neta-tol uam de (DEET), oi
of citronella, or IR3535) and a sunscreen conponent (one or nore
sunscreen ingredients). Conbination insect repellent-sunscreen drug
products are available in |otion, cream and spray-on fornulations and
are currently marketed for use by the entire famly. Due to concerns
about the potential conflict in the directions for use and ot her
| abeling requirenents for the insect repellent and the sunscreen
conponents of the product, EPA postponed a regulatory decision on
conbi nati on DEET/ sunscreen products in its Reregistration Eligibility
Deci sion (RED) for DEET (Decenber 1998) until additional information
coul d be obtained. This docunent solicits opinion and comment fromthe
public to assist both agencies in regulating these products.

B. Regulatory Status of the Insect Repellent Ingredients

EPA regul ates insect repellents under the Federal Insecticide,
Fungi ci de, and Rodenticide Act (FIFRA). Three insect repellent active
i ngredients are currently used in conbination with sunscreens: DEET,
oil of citronella, and I R3535. EPA recently registered two ot her insect
repel l ents, p-nenthane-3,8-diol and picaridin. However, neither is
currently available in conbination with a sunscreen. Both DEET and oi
of citronella have undergone reregistration, which entailed an
eval uati on and anal ysis of the conpl ete database for each ingredi ent by
EPA. | R3535, p-nenthane-3,8-diol, and picaridin are registered
chem cal s evaluated by the registration process, which involves a
simlar analysis by EPA. They have not yet undergone the reregistration
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anal ysi s.
1. DEET

| n Decenber 1998, EPA conpleted its RED for DEET (Ref. 1), which
I ncl udes the active ingredient N, Ndiethyl-nmeta-toluamde and its
I somers. DEET products, which are applied directly to skin and/or
clothing, are available in nunmerous fornul ations (e.g., aerosol and
non- aerosol sprays, creans, |lotions, sticks, foans, and towel ettes) and
concentrations (products range from about 4 percent to 100 percent
active ingredient). DEET is an insect and mte repellent |abeled for
use i n househol ds/donestic dwel lings, on the human body and cl ot hi ng,
on cats, dogs, and horses, and in pet |iving/sleeping quarters.

Based on pesticide usage information mainly for 1990 (Ref. 1), an
average annual estimate of the donestic usage of DEET is 4 mllion
pounds (active ingredient). About 30 percent of the U. S. population
uses DEET annually as an insect repellent (this figure includes about
27 percent of adult nmales, 31 percent of adult fenmales, and 34 percent
of children). Approximately 21 percent of U S. househol ds use DEET
annual | y. About 19 percent of househol ds use DEET on househol d nenbers,
and about 4 percent of househol ds that have cats and/or dogs use DEET
on those pets.

EPA indicated in its DEET RED (Ref. 1):

The Agency i s concerned about consuner use of products that
conbi ne sunscreen and DEET, since directions to reapply sunscreens
generously and frequently may pronote greater use of DEET than
needed for pesticidal efficacy and thus pose unnecessary exposure to
DEET. DEET | abels currently recommend that products be used
sparingly and not be reapplied too often. Sunscreen products,
however, recomend frequent reapplication. No benefits attach to use
of DEET nore frequently than necessary to achieve its purpose.

EPA did not make a regul atory decision regarding these DEET-
sunscreen products at that tinme because it believed that it had not yet
obt ai ned adequate i nfornmation.

2. QI of Gtronella

I n February 1997, EPA conpleted its RED for G| of Citronella (Ref.
2). This decision includes a conprehensive reassessnent of the required
target data and the use patterns of currently registered oil of
citronella products. Q1 of citronella is a biochem cal pesticide. It
IS registered as an animal repellent and as an insect repellent/feeding
depressant. Q| of citronella is the volatile oil obtained fromthe
steamdistillation of freshly cut or partially dried grasses
(Cynmbopogon nardus (Rendal) and Cynbopogon wi nterianus (Jowitt)). Two
varieties of citronella oil exist commercially: "~ Ceylon type'

(derived fromC nardus) and " "Java type'' (derived from C
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W nterianus).

Based on pesticide survey usage information for 1991 and 1992 (Ref.
2), annual oil of citronella donestic usage ranged approximately from
33,000 to 48,000 pounds active ingredient for four sites: Donestic
dwel I'i ngs; ornanental s; human face, skin, and clothing; and
manuf acturing. The | argest markets, in terns of total pounds active
ingredient, for oil of citronella as an insect repellent are: Human
face, skin, and clothing (56 to 74 percent); donestic dwelling
[outdoor] (22 to 41 percent); and ornanentals (1.5 to 2.0 percent). The
bal ance i s used for manufacturing.

In the RED (Ref. 2), EPA required all oil of citronella products
with |abel clains for repelling nosquitoes, fleas, and ticks to have a
m ni num protection tinme of 1 hour. The directions for use nust also
contain the follow ng statenent pertaining to maintenance of repellent
activity: "~ For maxi mumrepellent effectiveness of this product, repeat
applications at 1 hour intervals.'' The RED allows the labeling to
claima protection tinme longer than 1 hour so long as it can be
supported by product perfornmance data show ng an acceptable | evel of
repel l ent activity. Because the principal uses of oil of citronella are
dermal , special precautionary |abeling related to dermal sensitization
and irritation is required for all products wth use directions for
dermal application. EPA (Ref. 2) requires oil of citronella-sunscreen
products for dermal application to bear the follow ng precautionary
statenents regardi ng dermal sensitivity: "~ For external use only. Avoid
contact with eyes. Discontinue if irritation or rash appears. Use on
children under 6 nonths of age only with the advice of a physician."''
These precautionary statenents are consistent with the warnings and
directions (regarding use on children under 6 nonths of age) that
appear in FDA' s stayed nonograph for OTIC sunscreen drug products (part
352 (21 CFR part 352)).

3. I R3535

The third currently registered insect repellent used in conbination
with a sunscreen is I R3535 (CAS nunber 52304-36-6). In 1997, EPA
classified I R3535 as a biochemcal for the follow ng reasons (Ref. 3):
(1) It is functionally identical to naturally occurring beta-al ani ne,
(2) both ingredients repel insects, (3) their basic nolecular structure
Is identical, (4) the end groups are not likely to contribute to
toxicity, and (5) I R3535 acts to control the target pest via a nontoxic
node of action. IR3535 is a technical grade synthetic biochem cal
pesticide that is produced by an integrated process. It is aliquid
contai ning 98 percent 3-[N Butyl-N-acetyl]-am nopropionic acid, ethyl
ester as the active ingredient and 2 percent inert ingredients.

4. p-nent hane- 3, 8-di ol and KBR 3023
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There are two insect repellent active ingredients that are not
currently used in a conbination insect repellent-sunscreen drug
product. However, for the purposes of conpleteness, al

[[ Page 7943]]

currently registered insect repellents are discussed within this
docunent .

The first ingredient is p-nenthane-3,8-diol, a biochem cal
pesticide that is chemcally synthesized, although the natural oil can
be extracted fromlenon eucal yptus | eaves and twigs (Ref. 4). It can be
used in spray and |l otion products to repel insects such as nosquitoes.

The other insect repellent is KBR 3023, which contains the active
I ngredient picaridin. This chemcal is currently fornulated only for
application to human skin. In Decenber 2000, EPA registered a 15
percent punp-spray, 10 percent aerosol spray, 7 percent cream 7
percent punp-spray, 5 percent cream and 5 percent punp-spray (Ref. 5).

C. Regulatory Status of the Sunscreen Ingredients

In the Federal Register of May 21, 1999 (64 FR 27666), FDA issued a
final nonograph for OIC sunscreen drug products in part 352,
establ i shing conditions under which these products are generally
recogni zed as safe and effective and not m sbranded. The nonograph
I ncl udes 16 sunscreen active ingredients in Sec. 352.10; provides for
conbi nati ons of sunscreen active ingredients in Sec. 352.20; specifies
required labeling in Sec. Sec. 352.50, 352.52, and 352.60; and sets
forth required testing procedures in Sec. Sec. 352.70 through 352. 77.
Once the nonograph becones effective, any drug product (including any
conbi nati on i nsect repellent-sunscreen drug product) that contains
unsui tabl e i nactive ingredients or active drug ingredients that do not
conply with the nonograph will be considered a new drug and require an
approved new drug application (NDA) before it may be |egally marketed
in the United States.

Initially, the final nonograph was to becone effective on May 21,
2001, but FDA subsequently extended that date to Decenber 31, 2002 (65
FR 36319, June 8, 2000). FDA then stayed the effective date of the
nmonograph until further notice (66 FR 67485, Decenber 31, 2001). FDA
has del ayed this effective date as it prepares an anendnent to part 352
to address formul ation, labeling, and testing requirenents for
ultraviolet A (UVA) radiation protection and to revise sone of the
requi renents for ultraviolet B (UVB) radiation protection in a nore
conpr ehensi ve final nonograph.

Hi storically, FDA has used its enforcenent discretion to allow the
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mar keting of insect repellent-sunscreen drug products pending the
I ssuance of the final sunscreen nonograph so |long as the products
cont ai ned sunscreen ingredients included in the FDA rul emaki ng and were
registered wiwth EPA. These types of products were first marketed before
the OIC drug review began in 1972, and FDA has not explicitly addressed
themat any tine in the rul emaking for OIC sunscreen drug products.
Because they have al ways contained a pesticide, the conbination insect
repel | ent-sunscreen products have also historically been registered
wi th and regul ated by EPA

FDA is now interested in determ ning whether it should further
anmend that nonograph to address these conbination products. Once the
final nonograph for sunscreen drug products becones effective, any
conbi nati on product containing an unsuitable inactive ingredient or an
active drug ingredient that is not included in the final nonograph wll
be consi dered a new drug and need an NDA to be legally marketed, even
If the product is also registered with EPA. Thus, one purpose of this
docunent is to gather information to help FDA fornulate its regulatory
position toward these conbi nation products.

D. Regulatory Jurisdiction Over |Insect Repellent-Sunscreen Drug
Product s

In the Federal Register of Decenber 22, 1971 (36 FR 24234), the
Departnent of Health, Education, and Wl fare (DHEW and EPA published a
Menor andum of Agreenent (the Agreenent) regarding matters of nutual
responsi bility under the Federal Food, Drug, and Cosnetic Act (FFDCA)
and the FIFRA. The Agreenent was anended in the Federal Register of
Sept enber 6, 1973 (38 FR 24233). This Agreenent does not explicitly
address products that conbi ne sunscreen and insect repellent active
I ngredi ents. As noted, one purpose of this docunent is to solicit
comrents regarding the conplexities of joint jurisdiction of these
conbi nati on products.

1. Information Requested and Specific Topics for Coment

| nt erested persons are asked to review and comment upon all aspects
of both FDA's and EPA's docunents. Interested persons should submt al
comments to both agencies. Both agencies have potential safety and
ef fecti veness concerns for sone of these products because of the
different intervals of tinme required or recommended between
applications of sunscreens versus insect repellents. FDA is
particularly interested in receiving comments on the follow ng topics:

A. Possi ble Manufacturing Conflicts
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Because they contain ingredients regulated by EPA and FDA, al
I nsect repellent-sunscreen drug products currently need to conply with
both EPA' s testing and | aboratory requirenents in 40 CFR part 158 and
FDA' s current good manufacturing practice for finished pharmaceuticals
requirenments in part 211 (21 CFR part 211). The products wll also have
to neet the testing procedures for OIC sunscreen drug products in part
352, subpart D, when that nonograph becones effective. The agencies are
not aware of any specific manufacturing requirenents that conflict and
Invite specific comment and information on this subject.

1. Are manufacturers of insect repellent-sunscreen drug products or
ot hers aware of any conflicts between the EPA and FDA manufacturing
requi renents for these products? If yes, is there any way to resol ve
the conflict(s)?

2. Approximately 20 insect repellent-sunscreen drug products are
currently registered with EPA. If there is a future FDA rul enmaking for
all conbi nation insect repellent-sunscreen drug products, how shoul d
these currently regi stered products be addressed in the sunscreen
nmonogr aph? What requirenents should be retained, revised, or elimnated
fromthe sunscreen nonograph?

3. Have manufacturers of currently marketed insect repellent-
sunscreen drug products conducted any of the testing described in part
352, subpart D, for their conbination product(s), notw thstanding that
the effective date of part 352 has been stayed? |If yes, what problens,

I f any, have they encountered?

B. Possible Fornulation Conflicts

During conpletion of its DEET RED, EPA solicited information from
regi strants of insect repellent-sunscreen drug products on the
possibility of fornmulation conflicts. At that tinme, EPA received
I nformation that suggests a potential fornmulation conflict is
encount er ed when sunscreen and insect repellent are used separately (or
sequentially applied) (Ref. 6). It is unclear whether this fornmulation
I ssue poses a simlar or related probl emwhen these ingredients are
conbined into a single product. The agencies invite specific comment
and information on this subject.

C. Possible Labeling Conflicts

| nsect repellent and sunscreen products each have different
| abel i ng
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requi renments that may conflict when both are conbi ned and packaged in
one product. The insect repellent conponent is subject to the |abeling
requirements in 40 CFR 156.10 entitled " "labeling requirenments and the
active ingredient specific requirenents.'' For each registered insect
repel lent, these requirenents are listed in the registration or

reregi stration docunents. The sunscreen conponent of the product is
subject to the labeling requirenents in Sec. 201.66 (21 CFR 201. 66)
and part 352. However, FDA has stayed these reqgulations for OIC
sunscreen drug products until we issue a sunscreen final rule (69 FR
53801 (Septenber 3, 2004) and 66 FR 67485).

The agencies are concerned that the |labeling format and sonme of the
content requirenments vary between the EPA and FDA requirenents. For
exanpl e, FDA uses the word ~"warning'' on |abels, while EPA uses the
word ~“caution'' and only uses the word ~“warning'' as an indicator of
toxicity level on pesticide |abels. Many of the required warning
section headings are also different. In addition, the application
directions for the sunscreen and the insect repellent conponents may be
significantly different. For exanple, the application directions for
sunscreens state to “apply liberally (or generously) * * * as needed'
and provide for application to nore areas of the body than do the
application instructions for insect repellents, which tend to restrict
the frequency of application and where and how t he product can be
appl i ed.

EPA requi rements for DEET include | abeling that states: "~ Apply
sparingly around ears.'' and " "Do not apply to children's hands.'' The
directions for sonme DEET products require a 6-hour interval between
applications and state: "~ Use just enough repellent to cover exposed
skin and/or clothing'' and " " avoid over-application of this product.’
Al so, a currently marketed insect repellent (DEET)-sunscreen drug
product states in its labeling " frequent reapplication and saturation
IS unnecessary for effectiveness.'' Wile frequent reapplication may
not be necessary for the effectiveness of the DEET in this product,
frequent reapplication my be necessary for the effectiveness of the
sunscr een.

Hence, there are many differences between the | abeling required by
FDA for OTC drugs and EPA for pesticides. The | abeling formats,
| abeling content, and the order in which information is presented are
quite different. FDA and EPA are exploring whether they can reconcile
these differences, safeguard the public health, and still adequately
nmeet the requirenents of FFDCA and FI FRA.

1. Concerning an integrated |abel, can the different instructions
for the two conponents (regarding frequency of application and where
t he product can be applied) be reconciled into a single direction that
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does not lead to inproper application (i.e., incorrect |ocation), over-
application of the insect repellent, or under-application of the
sunscreen? |s there |abeling that would reflect the differences in
reapplication intervals for DEET when conbined with sunscreen
I ngredients? QI of citronella when conbined with sunscreen
I ngredi ents? | R3535 when conbi ned with sunscreen ingredients?

2. The FFDCA requires that all OIC drug products list the
est abl i shed nane of each inactive ingredient on the outside container
of the retail package (see section 502(e)(1)(A) (iii) of FFDCA (21
US C 352(e)(1)(A)(iii)); also see Sec. 201.66(c)(8)). EPA does not
require a conplete declaration of "~“inactive or inert'' ingredients and
normal |y does not require insect repellent manufacturers to list the
identities of inert ingredients on product |abels. However, under
FIFRA, if one inert ingredient is disclosed in product |abeling, then
all inert ingredients nust be disclosed. EPA is currently discussing,
wth a wde spectrum of stakehol ders, how to nmake i nformation
concerning inert ingredients nore wdely available. The results of
those discussions will affect conbination insect repellent-sunscreen
drug products as well as other pesticide products. Failure to list all
of the inactive ingredients in the product's |abeling, including al
such ingredients in the insect repellent, would cause a conbi nati on
I nsect repellent-sunscreen drug product to be m sbranded under the
FFDCA (see section 502(e)(1)(A) (iii) of FFDCA). |Is there a way to | abel
conbi nati on sunscreen-insect repellent drug products that satisfies
FFDCA' s requirenents under section 502(e)(1)(A) of FFDCA but does not
violate FIFRA? Are those ingredients that are " “inert'' under FIFRA
al so necessarily " “inactive'' under FFDCA?

D. Safety |ssues

FDA is aware of only two studi es exam ni ng percutaneous absorption
when conbi ning an insect repellent with a sunscreen. One study invol ved
hairless mce (Ref. 6) and the other study involved piglets (Ref. 7).
Bot h studi es denponstrate increased absorption of the insect repellent
DEET and different sunscreens when the conponents were conbi ned. Thus,
FDA woul d |i ke nore information concerning the safety of insect
repel | ent-sunscreen drug products:

1. Is there data avail able to show whet her increased absorption of
t he sunscreen ingredients(s) does or does not occur as a result of
bei ng conbined with an insect repellent ingredient? If so, please
provi de. For exanple, is there any evidence that absorption increases
as the particle size of titaniumdioxide and zinc oxi de decreases (down
to a few nanoneters) in insect repellent-sunscreen products? If so, is
there evidence regarding the health or safety effects associated with
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the increased absorption?

2. Are there reports or other information relating to skin
irritation resulting fromuse of a conbination insect repellent-
sunscreen drug product are manufacturers of these products or others
aware of? Provide a summary of the types of events reported and, if
possi bl e, estimate an incidence of occurrence.

E. Effectiveness |ssues

For sone insect repellent-sunscreen products, FDA has effectiveness
concerns because of the interval of tine required or recomended
bet ween applications of the product. EPA identifies reapplication tines
on insect repellent |abels so consuners can nmaintain the maxi num
protection against insect bites but avoid over-exposure. This
reapplication tine relates to the effectiveness of the insect repellent
portion of the product and not to the sunscreen protection. The
di rections for sunscreen products, which encourage frequent
reapplication of the drug, relate to the effectiveness of the sunscreen
conponent of the product and not to the insect repellent conponent.

The differences in directions for use for the insect repellent
conponent and the sunscreen conponent need to be resolved to ensure
safety and effectiveness of both conponents and the conbi nati on product
as a whole. For exanple, the directions for sone products containing
DEET require a 6-hour interval between applications and state " use
j ust enough repellent to cover exposed skin and/or clothing'' and
"“avoid over-application of this product. In contrast, the directions
for sunscreen drug products in Sec. 352.52(d)(1) and (d)(2) state to
““apply liberally, generously, snoothly, or evenly * * * before sun
exposure and as needed,'' and " "reapply as needed or after towel
drying, swinmng, or (select "sweating' or “perspiring').'"' Section
352.60(d) of the sunscreen nonograph al so states that ~ when the tine
intervals or age limtations for adm nistration of
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the individual ingredients differ, the directions for the conbination
product may not contain any dosage that exceeds those established for
any individual ingredient in the applicable OIC drug nonograph(s), and
may not provide for use by any age group |lower than the highest m ninmum
age limt established for any individual ingredient."’

Concerns about effectiveness also stemfroma study (Ref. 8)
i ndi cating that separate application of sunscreen foll owed by DEET
resulted in a decrease in sun protection factor (SPF) after application
of the insect repellent. Thus, FDA is soliciting coment on the
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fol |l ow ng questi ons:

1. Is there additional evidence suggesting that application of a
sunscreen product followed by application of a separate insect
repel l ent product results in a decrease in the sunscreen's SPF? |s
t here evi dence suggesting that sequential application of the products
has no adverse effect on the sunscreen?

2. |Is there evidence suggesting that conbining a sunscreen and
I nsect repellent in a single fornul ati on adversely inpacts the
ef fectiveness of the sunscreen? |Is there evidence suggesting that such
a conbi nati on has no adverse inpact on the sunscreen conponent ?

3. Are there effective concentrations of the insect repellent
I ngredi ents that could be used to allow for |iberal application and
frequent reapplication of the insect repellent-sunscreen drug products,
as directed by the sunscreen directions, w thout jeopardizing the
safety of the consunmer? How does this vary by insect repellent
I ngredi ent? Whuld any of the insect repellent ingredients be effective
at such concentrations?

4. |s there information avail able to show whether there are any
chem cal or physical inconpatibilities between insect repellent and
sunscreen active ingredients when used in conbi nation products or when
used separately? Are there any sunscreen ingredients that should not be
used with a specific insect repellent ingredient?

5. If an insect repellent ingredient (e.g., DEET) is | abeled for 6-
hour intervals between applications, can the effectiveness of the
sunscreen be assured if the product cannot be applied nore often than
every 6 hours? Is there a need for a mninmal SPF to assure the
effectiveness of the conbination product considering the wide variation
in mnimal erythemal dose (MED) between individuals and the need for
reapplication due to physical stress such as toweling or rubbing of the
skin? If the answer is yes, what m nimal SPF val ue shoul d be required,
and what is the basis for that SPF val ue?

6. Is there information available to denonstrate that there are
product performance benefits [other than the conveni ence of using one
product instead of two] derived fromthe concurrent application of the
I nsect repellent and the sunscreen (as opposed to sequenti al
application of these products separately)? Please submt any data that
you reference.

7. Ol of Gtronella products are | abeled to repeat applications at
1 hour intervals for maximumrepellent effectiveness. Is it possible
that i nsect repellent-sunscreen drug products can be fornulated in such
a way that the insect repellent reapplication intervals coincide nore
closely with the sunscreen reapplication intervals? Can this be done
Wi t hout jeopardizing the safety or effectiveness of these products?
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I11. Request for Comments

| nterested persons may submt to the Division of Dockets Managenent
(see ADDRESSES) written or electronic comments on this docunent. Three
copies of all witten comments are to be submtted. I|ndividuals
submtting witten comments or anyone submtting electronic conmments
may submt one copy. Comments are to be identified with the docket
nunber found in brackets in the heading of this docunent and may be
acconpani ed by a supporting nmenorandum or brief. Received comments may
be seen in the Division of Dockets Managenent between 9 a.m and 4
p. m, Monday through Friday.

| V. References

The follow ng references are on display in the Division of Dockets
Managenent (see ADDRESSES) and may be seen by interested persons
between 9 a.m and 4 p.m, Mnday through Friday.

1. EPA Reregistration Eligibility Decision for DEET, 1998.

2. EPA Reregistration Eligibility Decision for Ol of
Ctronella, 1997.

3. EPA Biopesticide Registration Eligibility Docunent for
| R3535, 1999.

4. EPA Biopesticide Registration Eligibility Docunent for p-
nment hane- 3, 8-di ol , 2000.

5. EPA Deci sion Menorandum on KBR 3023, 2000.

6. Ross, E. A et al., "~“Insect Repellent Interactions:
Sunscreens Enhance DEET (N, N-Di et hyl - M Tol uam de) Absorption,'' Drug
Met abol i sm and Di sposition, 32:783-785, 2004.

7. GQu, X et al., "In Vitro Evaluation of Concurrent Use of
Commercially Avail abl e I nsect Repellent and Sunscreen
Preparations,'' British Journal of Dermatol ogy, 152: 1263-1267,

2005.

8. Montemarano, A D. et al., "“Insect Repellents and the
Ef fi cacy of Sunscreens,'' The Lancet, 349:1670-1671, 1997.

This request for information and comment is issued under sections
201, 501, 502, 503, 505, 510, and 701 of the Federal Food, Drug, and
Cosnetic Act (21 U S. C. 321, 351, 352, 353, 355, 360, and 371) and
under authority of the Comm ssioner of Food and Drugs.

Dat ed: Decenber 5, 2006.
Jeffrey Shuren,
Assi stant Conm ssioner for Policy.
[ FR Doc. E7-2890 Filed 2-21-07; 8:45 an
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