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Ovef-the-Counter Vaginal Contraceptive DrugProdu’cts Contﬁainiyng

Nonoxynol 9; Required Labeling

/AGENC,Y:Food and Drug Administration, HHS. o

ACTION: Proposed rule.

SUMMARY: The Food and Drug Administration (FDA) is proposing new labeling
warning statements for all over-the-counter (OTCj vaginal contraceptive drug
products containing nonoxynol 9. These wa,rningistatements will advise
consumers that vaginal contraceptives containingﬁ nonoxynol 9 do not protect
against infection from the human immunodeficiency virus (HIV), the virus that
causes acquired immunodeficiency syndrome (AfDS), oragamst getting cher
sexually transmitted diseases (STDs). The Wérnin'gs will also advise consumers
that frequen{ use of vaginal contiaceptives containing nonoxynol 9 can |
increase vaginal irritation. Increasv‘ed, yaginal irritétion from usé of nonoxynol

9 may increase the possibility of transmission df theAIDSvu:us ‘(IY—JIIV) and
STDs from infected partners. Thé agency is requeSting publié comment on the
proposed labeling statements and how such mformatmn could best be o
presented in labeling. This proposal is part of FDA’s ongoing review of OTC

drug products.
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DATES: Submit written or e)lectrc:n;'i,c,ﬁ commentsby [insert date 90 days after
date of publication in the Federal Register]. Submit written or electronic
comments on the agency’s economic impact deﬁe?minati'qn by [insert date 90
days aftér date of publication in the Federal Régistér]. Please see section IX
of this document for the effective date of any final rule that may publish based

on this proposal.

ADDRESSES: Submit written comments to the Dockets Management Branch
(HFA-305), Food and Drug Administration, 5630; Fishers Lane, rm. 1061,
Rockville, MD 20852. Submit electronic comments to http://www.fda.gov/

dockets/ecomments.

FOR FURTHER INFORMATION CONTACT: Arlene Solbeck, Center for Drug Evaluation
and Research (HFD-560), Food and‘Drug Administration, 5600 Fishers Lane,
Rockville, MD 20857, 301-827—-2222.

SUPPLEMENTARY INFORMATION:
I. Background

In the advance notice of proposed rulemakiﬁg (ANPRM) fdr OTC vaginal
contraceptive drug products (45 FR 82014, DeCetinber 12,1980), the Advisory
Review Panel on OTC Contraceptives and Other yaginal Drug Products (the |
Panel) placed nonoxynol 9 in category I (éafe and effective). However, the
Panél concluded that the contraceptive effectiveness of active ingredients

cannot be considered separately from the vehicle and recommended that FDA

require in vitro testing to determine the spermicidal effectiveness of each final
formulation before marketing. In the preamble fto_i‘the‘ Eanelfs“report (45 FR
82014), the agency stated that in vitro _te‘sfci,ng aloiﬁe is an ,in;a’dequate meaéure

of a vaginal contraceptive product’s effectiveness,in, humans. The agency
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explained that clinical trials of each product or fi;nal férmulration may be the
only certain predictor of its effectivenes,still humanSTheagency added that -
if clinical trials are necessary, marr'ufacturers may be required to submit a new

drug application (NDA) or supplement an exrstlng NDA

In the notice of proposed rulemaking (NPRM) for OTC vaglnal
contraceptive drug products (60 FR 6892, February 3, 1995), the agency
proposed that manufacturers of OTC vagmal contraceptrve drug products
obtain approved NDAs for marketmg of the1r products The agency proposed

this action because effectiveness of these products is dependent upon the final

formulation. Therefore, the agency proposed that; each product be tested in

appropriate clinical trials under actual Qqnlditi.o‘nsofm,er-.,._,, e

In response to the NPRM, the agency is aware of ongomg clinical trials
of vaginal contraceptives containing nonoxynol 9 (Refs 1,2, and 3) Pendmg
the completion and analysis of these clinical trlals the agency is allowmg the
continued marketing of these products under the ongomg OTC drug review.
These issues were discussed at the November 22 1996 Nonprescrrptlon Drugs
Advisory Committee (NDAC) meetmg NDAC concurred with the agency to
allow interim marketing of nonoxynol 9 contalnmg vaginal sperm1c1des
pending results from the proposed trlals (Ref. 1) However hased on the studles
discussed in section I of this document, the agency believes that vagmal
contraceptive drug products contalmng nonoxynol 9 need to be labeled to o
inform users of these products that nonoxynol 9 does not prevent the
transmission of the AIDS virus (HIV) and other SiTDs;Furtheerre, users
should be informed that frequent use of nonoxymnol 9 can cause vaginal -

irritation and possibly increase the risk of beconiing infected with the AIDS
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virus (HIV) and other STDs from 1nfected partners Thls rulemakmg addresses

certam safety concerns with the use of nonoxynol 9.

Nonoxynol 9 is a nonionic surfactant that w
by damaging the cell membrane of sperm’ It has been shown in certain in vitro
studles to damage the cell wall of certain STD pathogens and to have act1v1ty |
agalnst certain baoterlal and viral STD pathogens mcludlng HIV However

based on the in vivo data descrlhed in SBCthIl I of this document the agenoy

believes that this same cell membrane damaglng effeot can damage the vaginal
and cervical epithelium (cell hmng) Thus, nonoxynol 9 can have a negat1ve
impact on the vaginal lining and may increase the user’s nsk of gettmg STD/
HIV and other genital infections. Irritation includes the range of physical
findings from mild inflammation to epithelial dlSI‘upthIl (damage to cells
lining the vagina or cervix). Vaglnal irritation may he symptomatlc (with
symptoms such as itching and burning) to asymptomanc (no symptoms).
Because nonoxynol 9 kills the AIDS virus (HiV) and other STD pathogens

in vitro, it has been suggested, over the years, that the drug might help prevent

or reduce the risk of transmission of the AIDS virus and other STDs in huma

Information currently available to the general puhlio creates the misperoeption
that nonoxynol 9 might help decrease the risk of ;’becominginfeoted with the
AIDS virus and other STDs (Refs. 4 through 7).6 Thus, the agency believes that
this proposed rule is necessary to provide a ClQ&I‘i, consistent message that
nonoxynol 9 is not only ineffective in preventing HIV transmission, but that
it could facilitate transmission of the disease. _ e
At the International AIDS Conference (July 9-14, 20»0‘0), researchers from
the Joint United Nations Programme on AIDS (UNAIDS) presented the

prelriminary findings of a 4-year study conducted in a very high-risk population
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of 991 HIV negative female sex workers in Afrlca and Thalland to. deternune R -

the effectiveness of a nonoxynol 9 gel (versus placebo) in preventmg the ,
transmission of HIV and STDS (Ref. ,8). The test product contained 52.5
milligrams (mg) of nonoxynol 9 and a polymer with bioadhesive properties.
The placebo contained only the polymer. Part1c1pants could be enrolled in the
study if they did not use intravenous drugs or 1ntravagmal spermicides other
than the study drug. The participants reported. an average of 3.6 partners per
day and about 70 coital acts per month during the study. Condom use was
encouraged. The preliminary study findings shqwed that women who used
nonoxynol 9 gel had a higher incidence Qf new HIV infections (59) than those
who used the placebo gel (41). Further, the more;frequently Women u’sedon”ly
the nonoxynol 9 gel (without a condom to protect themselves), the higher theif
risk of becoming infected. Researchers also found that women who used
nonoxynol 9 had more vaginal lesions, which might have facilitated the HIV
transmission. Based on these preliminary study findings on August 4, 2000,
the Centers for Disease Control and Prevention (CDC) 1ssued a letter (Ref. 9)
stating “‘given that N-9 [nonoxynol 9] has now been proven 1neffect1ve agalnst |
HIV transmission, the pos31b1hty of risk, with no beneﬁt, indicates that N-9
should not be recommended as an effective means of HIV prevention.” The
final results of this study were recently published (Ref. 10) and substantiate

the preliminary findings. The 1nvest1gators stated that their data support the

following conclusmns (1) Nonoxynol 9 1ncreased the risk of HIV infection

compared to placebo; (2) nonoxynol 9 had an adverse effect on vaginal
epithelium when used frequently, thus increasing Wbmen’/s susceptibility to
HIV; and (3) at low frequency use, nonoxynol 9 had no effect, either positive

or negative, on HIV infection.
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Earlier studies (Refs. 11 through 14) suggeistéd that n(')no,)'cynol 9 vaginal
spermicides may reduce gonococcal and chlamytiial cervical infection and may
even reduce the incidence of HIV infection. Hgy\fjeyer, most of these studies
did not assess the risk of acquiring HIV and the i;nve‘stigator's" stressed the need
for more definitive randomized clinical trials. More xegently, the International
AIDS Conference report and the CDC letter (Refs. 8 and 9) have raised concerns
that frequent use of nonoxynol 9 can increase ,Va;ginal' and genital irritation
and increase the risk of HIV transmission. ,B,a(sed,;on ‘the_»se safety Cbncerns/, the
agency has reviewed studies on nonoxynol 9 co‘nducted in Africa, Thailand,
South America, Belgium, the Netherlands, and tfle United States’,,tha’t, address
the toxicity of the vaginal use of nonoxynol 9 i;n frela’tibn to dose, frequency |

of use, and the risk of becoming infected with STD/HIV.

Amaral et al. (Ref. 15) studied nonoxynol 9 1n 18 women who were
randomly and blindly assigned to an acid—buffertng bioadhesive gel containing
either 0 percent, 2.5 percent (125 mg), or 5 percent (250 mg) nonoxynol 9.
Exclusion factors included a history of STD in:th:e last 12 ,mqnths, using any

vaginal product within 7 days before admission to the study, or a known

allergy to nonoxynol 9. Sub]ects were asked to abstaln from sexual intercourse

48 hours before admission and during the study and not to use any other
intravaginal products during the study. One dose of the a531gned gel was
administered vaginally daily for 6 days. No irritation or symptorn’s Were |
reported by users of the acid-buffering bioadhesiye gel without nonoxynol 9.
Erythema in the vulva, cervix, and vagina was ‘n(t)ted in all subjects using the :
acid-buffering vehicle containing nonoxynol 9 (2 5 percent and 5 percent) No

signs of de-epithelialization or ulcers were seen. 1n any of the subjects.
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However, the authors concluded that the acid bufferlng vehlcle dld not protect

the cervix, vagina, and vulva from the 1rr1tat10n Caused by nonoxynol 9

Stafford et al. (Ref. 16) studied the effects of dally use for 7 days of a |
nonoxynol 9 (100 mg) containing gel versus placebo gel in 40 women Who
were not currently using any'infravaginal preduets, did not have a current
STD, had no history of genital ulcerative disease, aIidWerenOt known to be
HIV seropositive. The subjects were asked to avoid, sexual intercourse during
the treatment period. The nonoxynol 9 group had increased symptoms of
irritation. Colposcopic (use of a magnifying instrument) and histologic
(microscopic) examination of vaginal and cervijcel tissue showed evidence of
inflammation in the genital tract. Also, a temperdry ‘reduct;io’n_irjl’ the number
of lactobacilli (bacteria found in the normal ‘vagirilal 'ﬂora'that'appear to offer
protective effects against the overgrowth of certai;n organisms that cause
infection) was seen more frequently in the Wor;nein usi‘ng the nonoxynol 9 gel.

Rosenstein et,al‘, (Ref. 17) studied the effect en normal vaginal flora of
three intravaginal microbicides_(dextrin sulfate, fxon‘yoxynel‘g, or decusate
sodium, in a gel dosage form) in three separate placebo-controlled studies. In
these studies, women using dextrin sulfate gel Wei:e ‘asked to insert'5 millilit‘ers
of the gel intravaginally for 4 consecutive nights and women usmg nonoxynol
9 gel and docusate sodium gel were asked to 1nsert the respective gels for 7
consecutive nights. A reduction of lactobacilli occurred in 56 percent of
women who used nonoxynol 9 and 63 percentfoff women who used docusate
sodium. Women using nonoxynol 9 were alsoﬂsiéniﬁcantyly;mere likely to
become colonized abnormally than those using.plaeebo.w It appeared that

women were more likely to have their vaginal flora return to normal after

nonoxynol 9 treatmei;t if the la‘c,,t(_)l,)“,a;(:illi‘‘ha'd'h‘nfoti been depleted;'The euthors
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expressed concern that continuous use of nonoxynol 9 would can’se the vaginal
flora to be altered persistently and, together withf an increas‘ed risk of vaginal
mucosal inflammation, could induce su,sceptibili;ty to urinary and
gynecological infection. The authors noted,that 1t was essential that potential
microbicides be examined for activity against normal vaginal flora.

In a single-blind crossover study of 33 women, Poindexter et al. (Ref. 18)
compared three OTC vaginal spermicide formnlations ccontaining nonoXynol
9: A polycarbophil-based gel w1th 50 mg of noﬁo%ynfow; a cellulose—based
gel with 100 mg of nonoxynol 9, and a polyurethane sponge with 1,000 mg
of nonoxynol 9. The subjects refrained from cmtus for 3 days prlor to and
during the 7 consecutive days of the treatment perlod There was a 21- day
washout period between each treatment New gynecologlcal abnormahtres
occurred in all three groups usmg nonoxynol 9. Abnormahtles observed
included redness, white epithelium, ulceratlon mosalc petech1ae and :
squamous metaplasia. Redness was the most corr;mo,n, abnormality. Ulceration
was noted in 2 of the 31 users of the nonoxynol 9 cellnlose'—baSedyge}l‘ " o
formulation. The authors noted that the abnormal effeCtS of the Yagiiiai
spermicides were more profound on the cethcatémucosa than the vulvo-
vaginal mucosa. | |

Cogglns et al. (Ref. 19) studled the safety of three vaginal spermlcrdes
containing nonoxynol 9: Film (70 mg), supp031tor1es (150 mg), and gel (200
mg). Each woman used each product for a 4-week period and reported to the
study center every 2 weeks. The authors d1d not 1ndlcate if there was a
washout period between treatments To. aV01d the potentlal for 1rr1tat10n from
frequent use of nonoxynol 9 contammg products;, only women whose average

coital frequency was one or fewer acts of intercourse per day were eligible
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to be enrolled. In this study, no ulcers ‘or geni‘tald;le"sion’sWere detected and
clinical 31gns of 1rr1tatlon were falrly uncommon and not frequent when
compared to baseline. The authors concluded that these products are safe for
low frequency use.

Watts et al. (Ref. 20) evaluated the effe_ctsof nonoxynol Qdon the vaginal
flora and epithelium of 48 women (16 in each group) after application of a
single dose and in the absence of sexual 1ntercourse Quantltatlve vagmal
cultures and colposcopy were done at basehne and at 0. 5 4, 24 48, and 72
‘hours after insertion of one of three commercrally available Vagrnal
spermicides containing nonoxynol 9 (200-mg gel 52. 5-mg gel or 70-mg film).
Symptoms and colposcopic abnorrnahtreswere rare afteruse ofnonoxynol 9,

. The proportion of women with Escherichia co]i (E coli) inoreased with the

gel containing 2,0,0 mg of nonoxynol 9 per dose and the colyl,cnéntration of E ,,
coli increased with all of the test products. The authors noted that the transient
decreased concentration of lactobacﬂll and mcreasedlevels Of E. CO]I seen with
‘all three test products are of concern and likely are intensified and perpetuated
with repeated use of nonoxynol 9 as a microbiCide. ‘The,authors ,suggested that
adverse effects may be enhanced with frequent dr chronic use and that chronic
use may cause changes in the Vaginal flora that néaajlead to uri‘nvary‘traot | |
infection and other resultant;C,ompli“cations. N |

Niruthisard et al. (Ref. 21) conducted a double-bhnd, local toxicity study
on the effects of frequent use of nonoxynol 9 in 20 womnien Who Were not
considered to be at high risk for STDs Flfteen Women used 150-mg nonoxynol '
9 containing suppositories and 5 women used plaoebos (lubmcatrng
suppositories) inserted vaginally hourly for 4 consecutlve hours eaoh day for

14 consecutive days. The study concluded that none of the women who used
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the placebo suppositories ,;hajd abnormal physicai fmdmgs Slxwomenwho
used the nonoxynol 9 suppositories had physical findings, including epithelial
disruption and/or bleeding. In fouj: women, the hreak 1n fhe i}eervicel’; S
epithelium appeared to be the result of the sloﬁghing of a thin layer of cells.
One woman had bleeding and sloughmg of her vaglnal mucosa and another
had a severe reaction on her cervix that was bleedmg and edematous All of
these adverse events resolved within 1 week of stopplng nonoxynol 9 use. The
authors cautioned that this pilot study should be confirmed by Qt}her‘ trials and
that these findings may not be extrapolated to other situations of nonoxynol
9 use.

Roddy et al. (Ref. 22) followed up with a sfudy in 175 women to evaluate
effects of dosing on vaginal and cerv1cal 1rr1tat10n usmg a Vagmal supp031tory )
with 150 mg of nonoxynol 9 at various dosing frequenmes for 2 weeks The

women agreed to refrain from sexuaﬂlvmt_ereoursve;jand douchmg durlng the

study period. Clinical signs of genital irritation included erythema and
epithelial disruption. Erythema in the vagina 'vivaisythe major clinical sign noted.
Epithelial disruption was defined as a break in the epithelium lining of the
vulva, vagina, or cervix. Women withvulvar 1rr1tat1onalso had vaginal and
cervical irritation. The Symptoms that were_attiributed to genital irritation
included dysuria, genital itchirig, and bumin’gt The :}imj‘i’ga:tfivon from ,‘us‘i;ng‘ '
nonoxynol 9 every other day was no different than using the p‘leeebq. Use of
nonoxynol 9 once or twice a day increased the re\te‘,ef]epithelial disruption.
Use of nonoxynol 9 four times a day increased the rate of epithelial di’srupytion’
about five times that of the placebo. However, the authors noted that having
symptoms f’v'vas not predictive of clinical signs and ,W(:)’mve,n’ with obvious _

clinical signs did not always report symptoms. "ljhe authors stated that there
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is no conclusive evidence of a dose response, but the data suggest a stepwise

increase in signs of irritation with an increasing number of doses per day.

Van Damme et al. (Ref. 23) conducted a multicenter, randomized, double-

blind, controlled trial with three groups (52.5-mg nonoxynol 9 gel, placebo gel,

and a no-treatment control), examining the use of a lower dose of nonoxynol

9 in 534 women at low risk of HIV infection. The 'subjects were healthy women

with no evidence of STDs and no. cl1n1ca1 or colposcoplc abnormahtles The .

subjects were to apply the study products once dally at the same tlme each

day for 14 days and were allowed to have sexual intercourse. Inc,,lglgncestotft i

genital symptoms such as vaginal discharge, erythema, lesions, and petechial
hemorrhage (the most frequent abnormality reported) were mgmﬁcantly greater
- in the group using the nonoxynol 9 gel than the other groups. Women i in the
group using the nonoxynol 9 gel were significaintily’ rnore hkely to developa
~ lesion than those in either the pl“a‘cebo or no-treatment group; The authors .

noted that the clinical significanCe is unclear Wlth regard to the excess

incidence of petechial hemorrhage in the nonoxynol 9 group and of other types

of lesions that were not associated with epithelial disruption. The authors

stated that, in theory, it is possible that any type of genital lesion may increase

a woman'’s risk of becoming infected with HIV, efspecially if'it serves as a focus

for the recruitment of HIV-infectable mﬂammatory cells. However they stated

that whether this is of significance will need to be ascertained by large scale

intervention trials in populations at high risk of HIV infection.

The incidence of ulceration, abrasion“and STD or other"genital infections
was low for all three treatment groups The authors suggested that these
findings were the result of the once a day apphcatlon of the nonoxynol 9 and

that at this frequency of use the nonoxynol 9 gelfcan be consrdered,safe.?The; N
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authors also stated that havmg established the safety of a smgle apphcatlon
it was important to evaluate the effects of multlple doses. They noted that a
study, which was not cited, 1nvolv1ng the apphcatlon of the same nonoxynol
9 gel four times daily had recently been completed.

Kreiss et al. (Ref. 24) studied 138 HIV 'seronegatl\re' fernale sex Workers
at very high risk of HIV seroconversion who Wer;e,randomly assigned to a
nonoxynol 9 (1,000 mg) containing vaginal sponge or plaoebo (glycerin Vaginal
suppository containing mineral oil, subsequentlypa water-‘based vaginal cream
was used). Subjects were instrnotedutp insert asponge befOre rhe flrst eex |
partner each day, replace the sponge after every lwoto three partners, and
remove the sponge 6 hours aftezr the last sex partner All sub]ects Were‘ -
intensively counseled and u,rge;d to have,eaohy:se;)malpartner nee ,condorns’.'
Women in the study used the sponge an average:;of 1‘4o,times, per week. Women
were asked to return for followup at monthly‘iintiervals or more frequently if
needed. The duration range for followups Wasvbetween ’1 and 46 months. The
mean (average) duration period of followup was 14 months for the nonoxynol -
9 group and 17 months for the placebo group. Sperm1c1de attrlbuted
complaints, mostly vulvar 1rr1tat10n burning, and ulcera‘uon were reported in

47 percent of the nonoxynol 9 users and 7 percent‘ of the placebo users. There

was a higher seroconversion (i.e., testing showing conversion fromHIV.

negative to HIV positive) in women using the nonoxynol 9 contalmng sponge
than the placebo product. Because of concern regardmg the adverse local
effects of the nonoxynol 9 (1,000 mg) contarnlngf sponge, and its potentral for
increasing the risk of HIV transmission, rather than being protective, the study

was prematurely terminated.
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Martin et al. (Ref. 25) studled the use of a nonoxynol g gel (52 5 mg) in
52 HIV seronegative female sex workers. Sub]ects had to be free of STDs and |
any evidence of genital epithelialdi'sru'pt’ion and had to report 100'percent
compliance with condom use. Sub]ects were randomlzed to the nonoxynol 9 "
gel or to a placebo group and used one apphcatorful per day. After a14- day |
washout period, the subjects used the other treat;ment for 14 days. Sub]ects
were evaluated by a questionnaire and physmal exarmnatlons including
colposcopy. The authors concluded that daily applrcatlen of the 52.5-mg
nonoxynol 9 gel was safe, but they made no extrapolations to nlore frequent
use. However, the authors acknowledged the shortnessof the duratlonof nse ,’: B ,’
and that the power of this study to detect a smali ’increa‘se Lin'epitheIiaI tnxieity -
might be limited. |

Roddy et al. (Ref. 26) studied the use of a nohoxynol 9 containing film
“as a vaginal microbicide in 1,295 HIV—negatiVefem‘ale sex workers. In a double-
blind, placebo-controlled study, the subjects Were instructed to have their Inalev'
sexual partners use latex condoms and were randomly assigned to use either
the nonoxynol 9 film or aplacehe film. At monthly followup visits, the Wemen
were examined with a colposcope for genital teStons and :Were; tested for |
gonorrhea, chlamydia, and HIV infection. Seﬁvent;y—threepercent of the Women
remained in the study for 12 months with a mean follyowup period of
approximately 14 months. The authors conclude”d that the use of the

nonoxynol 9 vaginal film did not reduce the rate of new HIV gonorrhea or

chlamydia infection even in those that used. latex condoms and who recelved L

treatment for STDs.
Van Damme et al. (Ref. 27) looked at more frequent use of the nonoxynol

9 (52.5 mg) gel among 320 HIV-seronegative female sex workers who did not
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have clinical STDs, genital ulcers, or abrasions, did _not‘us,e illicit drugs, and
participated in a 100 percent condom-use program. The study Was designed "
as a randomized, placebo-controlled, triple—blind trial to assess the effect of
nonoxynol 9 gel in the prevention of HIV/ STDlnfectlonSub]ectswere -
instructed to apply the test product or the placeho (gel Vehicle without the
nonoxynol 9) and to have their male sexual partners use a condom for every
sex act. There were major differences in condomiuse between the study

centers. The mean number of applicators of the daily gel use was 1.2 and 1.3,

respectively, in the treatment and placebo groups. Colposcopy examinations -

showed that vaginal irritation, such as ulceratiorrs, abrasions (on the cervix
and external genitalia), lesions, and erythema, was observed in both the
treatment and the placebo groups. However, based o’n the number and
incidences of colposcopic lesions per followup periOd of up ‘to 12 Weeks, the |

incidence of colposcopic lesmns was low and there was no difference between

the treatment groups. The authors reported that 1n both groups the chance of
having a lesion increased with an increase 1n'the mean daily use of the
product. The authors concluded that multlple dally use of the nonoxynol 9

contalmng gel did not show an increase of local tox101ty over the placebo gel

Rustomjee et al. (Ref. 28) studied a vaginal contraCeptiveﬁfil‘nr containing/' \
72 mg of nonoxynol 9 versus a glycerin placebo film in a randoirrized, double-
blind, crossover trial. The 20 subjects were female sex workers, and HIV
infection was not an exclusion crrterla Sub]ects used elther the treatment fllm
- or placebo film for 1 month and after a 1-month frlm free washout per1od
used the other film for the last month. Condoms were provrded The
differences in signs and symptoms of genital lesmns from use of the nonoxynol

9 film and the placebo film did not reach statls,trcal ,s,tgnlflcance. However,



the authors cautioned that the clinical findings df an increése in minof
erythematous genital lesions in the nonoxynol 9 ggro,u»p, together with an
increased HIV viral load associated with the preéence of a minor genital lesion,
1s worrisome. |

In summary, many of the studies (Refs. 8, 15 through 18, 20 through 24,
and 28) suggest that nonoxynol 9 vaginal contracﬁeptﬁive formulations can
increase the chances of vaginal and genital ti'aét ‘iirr‘it'a’tibn‘,‘ and jcailse c"liérﬁf)ttion |
of the vaginal epithelium or the vaginal flora. Sofme studies (Refs. 8, 20, 22,
and 23) suggest the risk of these adverse events can be increased by frequent
and/or chronic use. One study (Ref. 25) conclUdej:d that once a day use was
safe, but noted that the‘ power to detect a small iriicrea’se‘ in;ep’i’the};l_ialy toxicity
may be limited by the short duration of use. ,Infvefsti"gé’tors; in one study (Ref.
27) concluded that multiple daﬂy ﬁse of nonothoI 9 (52.5 mg) gél Was yﬂsaf‘e,
but in a previous study (Ref. 23) of nonoxynol 9 (52.5 mg) gel in women with
low risk of HIV infection, the investigators concl!ude‘d’ that Womeﬁ using k
nonoxynol 9 gel were significantly more likely to develop lesions than those
in the placebo or no-treatment groups. The authors stated that large scale |
intervention trials were needed to determine if g‘ienitaly lesions increase the risk
of acquiring HIV infection. .

Several studies suggested é causal link be'tiwfeen]the frequency of use of
nonoxynol 9, increased vaginal irritation, and the possibility that vaginal
irritation (such as the disruption of the vaginal epithelium) may increase the
risk of transmission of the AIDS virus (HIV) and other STDs. The preliminary
findings of a study on nonoxynol 9 (52.5 mg) gﬁelf p];eseryxjtéd atthe International |
AIDS Conference vin,]uly 2000 (Ref. 8) suggested i‘that‘ nonoxyho'l 9 does not

prevent the transmission of HIV and other STDs and may facilitate the



transmission of these pathogens. Another étudy (Ref 2’6)'canc1ufdéa that the
use of a nonoxynol 9 containing film did not reduce the rate of new HIV,
gonorrhea, or chlarnydia infection even When_latexic,ondornsWere used. Other
studies (Refs. 20, 24, and 28) also suggeSted that the adverse effeCtS of
nonoxynol 9 on the,_vaginal ﬂora and epitheliumf may increase the risk of
transmission of the AIDS vir,ush(HIV)‘, certain other STDs, and/ or genital
infections. The studies in high risk populations (sex workers) (Refs. 8, 24, 25,
27, and 28) suggested the p0351b111ty that the frequency of use of nonoxynol

9 can increase vaginal irritation and eplthehum dlsruptlon Such 1ncreased |
irritation may increase the risk of becoming 1nfeoted with STDs, including the

AIDS virus (HIV) from infected partners.

- The CDC, on May 10, 2002, published a report contalnlng a
recommendation that women, particularly those at risk for HIV or STDs, be '
informed that nonoxynol 9 contraceptives do ,not protect against these
infections (Ref. 29). The CDC report described thie extent of nonoxynol 9
Contraceptive use in women in11999 and sumnlarized recent publications on
nonoxynol 9 and HIV/STDs. According to this report most women in the
Unlted States with HIV become infected through sexual transmrssmn Thus
the report underscores the 1mportance of alertmg women about the safety
concerns surrounding nonoxyn01 9.

On June 28, 2002, the World Health Organization (WHO) issued revised
public health guidelines for the use of nonoxynoi 9 for HIV and ’STD
preventlon and for pregnancy preventron in populatlons at hlgh risk for HIVk B
(Ref. 30). The gurdehnes were based on a review. of current chmcal safety and
effectrveness data on nonoxynol 9 (Ref. 31). The WHO guidelines advrsed that

“Spermicides containing nonoxynol 9 do not protect agarnst HIV 1nfect10n and’
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may even increase the ri‘skof HIV infection in w 6menusmgtheseproducts
vfrequently.” The guidelines also advised womenathlgh risk of HIV infection
against using nonoxynol 9 spermicides for contraception.

Based on safety concerns, the agency consfid;ers,it important to alert users .
of OTC vaginal contraceptives containing nonoxynol 9 that these products do
not prevent transmission of the AIDS virus (HIV) and other STDs, and that
frequent use of these products can increase Vagiriial 1rr1tat10n,wh1c:h may ‘_
increase the risk of getting certain STDs, including the AIDS virus (HIV) from
include a statement to encourage the use of condoms asa method to help
reduce the risk of becoming infected with the AIDS virus (HIV) and other‘ |

FDA'’s proposal to require these warnings and other information does not
require a finding that any or all of the OTC drug products that contain |
nonoxynol 9 actually caused an adverse event, and FDA does not so fmd Nor -
does FDA'’s requirement of warnmgs and other 1nformat10n repudiate the OTC
drug monographs under which the affected .drlﬁlg products have been lawfully |
marketed. Rather, as a consumer protection agen:cy, FDA has determined that
these additional warnings and other mformatmn are necessary to ensure that

these OTC drug products continue to be safe and effeotlve for their labeled

indications under ordinary Condltlons of use as those terms are. defmed in the
Federal Food, Drug, and Cosmetic Act. This ]‘udgrment,balanees the benefits

of these drug products against their potential rlsli<s, and reflects our conclusion
that even a potential link between,/theuseqff nonoxynol 9 and serious adverse

health consequences warrants this action (see CFR 330.10(a)).



FDA’s decision to act in an instance sueh asithis one need not meet kt"he |
standard of proof required to prevail in a prlvate tort action (G]astetterv
Novartis Pharmaceuticals, Corp., 252 F 3d 986 991 (8th C1r 2001) To mandate
a warning, or take similar regulatory action, FDA need not show nor do we
allege, actual causatlon. . .

In the NPRM (60 FR 6892 at 6901), the agen}(%:y“s'tated that consumers
should be warned about possible allergic reactions such as bufning and itching
of the vagina and penis that may occur when using Vaginal contraceptive drug’
products. The agency recommended that the fellnwing warning‘be inclnded -
in the labeling: “If you or your partner develops iirri‘fation, such as burning
or itching in the genital area, step using this plf'ocﬁluct‘.k 'If ‘ilyfi:itat‘ionkcont\inues‘,
contact your physician.” At the November 22, 1996 NDAC meetmg (Ref. 1)
the committee also noted that pemle irritation Could oceur. The agency is
aware that the labeling of most OTC marketed vagmal spermlcldes contaml‘ng o

nonoxynol 9 bears a Warnmg to stop use and ask a doctor 1f 1rr1tat10n of the

vagina or pems occurs or contmues In this document the agency is proposmg S

a similar warmng The agency is not aware of any data that sugg’est mcreased
penile irritation from frequent use of nonoxynol 9 may 1ncrease the I‘lSk of
getting STDs from mfected female partners. However the agency encourages

more research and studies to evaluate this potentlal ,safety concern.
I1. The Agency’s Proposal

The agency is proposing to amend part 201 (21 CFR part 201) by adding
§ 201.325 entitled “Overfythe-co,unter’ drugs forrvaginal ’cont_]‘:aeeptive use
containing nonoxynol 9 as the aefcive“ingfedient; ireqnired Warninga.”‘ This
section would require new warnings for all OTC vaginal contraceptive drug

products containing nonoxynol 9 as the active ingredient, whether marketed
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under an NDA or the ongoing OTC drug review. The agency is proposing to

require the following warnings be added to the labeling of all marketed OTC =~~~

vaginal contraceptives containing nonoxynol 9: “Sexually transmitted diseases

(STDs) alert [heading in bold type]' This product' does not [this”‘word“ S

highlighted in bold type] protect against the AIDS virus (HIV) or other SeXually“‘” .
transmitted diseases (STDs).” - o |

Based on the studies, the agency is also proposing a warning to inform =
users of OTC vaginal sperrnicides”containing nonOXYnol 9 that frequent use
- can increase vaginal 1rr1tat10n and may mcrease the nsk of gettlng the AIDS
virus (HIV) or other STDs from 1nfected partners The statements Would also
quantify the def1n1t1on of “frequent use” hy addlng “(more than once a day)”.

The proposed warning states:

Ask a doctor before use if you have [heading in bold type] a new sex partner,
multiple sex partners, or unprotected sex. Frequent use (more than once a day) of

this product can increase vaginal irritation, which may increase the risk of hecoini'ng

infected with the AIDS virus (HIV) or other STDs from infected partners Ask a doctor A

or other health professmnal for your best b1rth control method

The agency is also proposing_ a warning to stop ujse and ask a doctor if irritation
of the vagina or penis occurs. The agency recomrnended a similar warning in
the NPRM (60 FR 6892 at 6901): “If you or your partner develops irritation,
such as burning or itching in the genital area, stop using ‘this product. I
irritation continues, contact your physician.” The vagenwc'y is revising that
warning in this document to state: “Stop use and ask a doctor if [heading in

bold type] you or your partner get burning, itching, a rash, or other irritation'

of the vagina or penis.” Further, the warning that reads “For vaginal- use only”

needs to be included in accordance with the requ1rements in § 201. 66(0)(5)(1)
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Because of the public health concerns regérdin‘g the’trans‘m'ission "of SThs

and the AIDS virus (HIV), the agency believes that manufacturers should
inform consumers as soon as possible that nonoxynol 9 does not protect agamst
the AIDS virus (HIV) and thatfrequent use of nonoxynol 9;,Can increase vaginal
irritation. FDA encourages manufacturers of all OTC vagmal contraceptlve drug
products containing nonoxynol 9 to implement the agency’s proposed labehng
warnings voluntarily as soon as possible, sub]ect to the p0531b111ty that FDA
may change the wording of the statements, as a result of comments submltted
in response to this proposal. The agency _consl,ders thesewwarnmgs important

to the safe use of OTC vaginal contraceptive drué products containing
nonoxynol 9. I

Because there is no final monograph for these products at present H
manufacturers of OTC vaginal contracept1ve drug products contalmng :
nonoxynol 9 are required to follow the labeling requlremeints in § 201-66'38
of the first major labeling revision after May 16, 2002 ‘The agency intends to
consider the labeling revisions 1n this proposal when fmahzed to be the flI‘St -
major labeling revision after May 16, 2002 for products that have not already |
“converted to the “Drug Facts” labehng format, and to requlre  those products
to conform to § 201.66 at that time. For products that have already converted
to the “Drug Facts’ format, the agency will requlre the labehng revisions in
this proposal to be implemented by the effectrve date of the fmal rule.

In addition, the agency is pr“oposm‘g to requrre ‘addltlonal labeling
information which would convey to consumers that studies have raised safety
concerns that increased yaginal irritation (i.e., irritation or damage to the cell
lining of the vagina that may or may not producesympto‘m‘s) caused by |

frequent use of nonoxynol 9 may make one more_susceptibleto the risk of
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getting the AIDS virus (HIV) or: other STDs from ;i‘n‘feCted,"p‘artnerS‘jand that

consumers who use these products frequently shoiil\d”‘seek“fnrthe‘r advice from

a doctor or other health professional for their best birth control method. I~~~

the interest of public health, the information Wonld also include a statement ,’
to encourage the use of a latex Condom Wlthevery sexual act to help tb reduce
the risk of getting the AIDS virus (HIV) and other STDs. The agency is
proposing that this labeling be included either on the outside container or

wrapper of the retail package under the “Other ithrmati’on"’ section of the

“Drug Facts” labeling in accordenoe with §20166 orin ’a"pa,c'dkeg‘e 1nsert Many

of the marketed OTC vaginal contraceptive drug products already havea
package insert that contains information on how to usethe product and thlS b
new information could readily be incorporated 1n thét paokage insert. The
agency is proposing the following labeling:

. Studies have raised safety concerns that freciudnt use (more than once a aay)_‘ -

of products containing nonoxynol 9 can increase Vagmal 1rr1tatlon ‘which may

increase the risk of getting the AIDS virus (HIV) or other STDs from 1nfected partners.

Vaginal irritation may include symptoms such as hurnmg, itching, or a rash, or you

may not notice any symptomsy at all. If you use thesei'products‘ffe‘qnentl'y énwd/ or ‘héye' .

a new sex partner, multiple sex partners, or unprotected sex, see a doctor or other

health professmnal for your best birth control and methods to prevent STDs

e Correct use of a latex condom with every sexual act will help reduoe the I‘lSk

of getting the AIDS virus (HIV) an‘d other STDs.

The studies suggest a possﬂ)le correlatlon between mcreased Vaglnal
irritation from frequent use and the risk of transmlssmn of the AIDS v1rus (HIV]
and other STDs. Because of this significant safety concern, the agency is asking

for comments on how to best present this inform;ation“in'the product labeling.



I Questions to be Addressed

The agency is concerned with how well consumersunderstand the

language in the proposed warnings and WhethertherPOSBdwammgsconvey o

the safety concerns for nonoxynol 9 adequately. The age_ncy‘inyites public
comments on the following questions: |

1. Do the proposed warninge under the headmgs “Sexuallytransmltted |
diseases alert,” ““Ask a doctor before use if you h%ave,”r and “Stop use and ask
" a doctor if” adequately convey the safety C.OHC??I,%I,S to consumers? Whatu
revisions, if any, would be useful? | - o |

2. Are there other data to snpport, expand,: or refute the proposed
- warnings? | N |

3. Are there addltlonal data to. further clarlfy or spec1f1cally quantlfy the

term ‘‘frequent use” in the proposed warmng that states: “Frequent use (more -

than once a day) of this product can increase V:agilnal irritation, Wthh may
increase the risk of getting the AIDS virus (HIV) or other STDafrom infected
partners’”? - |

4. Are the symptoms of vaginal ir'ritationadequately defined? Are “there_
other symptoms ‘thatklsho,uld,,..b,elinclude,d? N |

5. Are there additional data to correlate an incre‘a’se in Vaginal irritation
with an increased risk of transmlssmn of HIV and other STDS? If so, how
should such 1nformatlon be conveyed in labehng? B |

6. Is a package insert the best way to prov1de add1t10na1 1nformat1onvto o
consumers or should this information appear on the outer carton?

7. Are the proposed statements for the package 1nsert appropnate? What |
revisions or additional 1nformat10n if any, Would be useful to make the

package insert more 1nformat1ve and consumer frlendly'f’
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- 1V. Analysis of Impacts

FDA has examined the impacts of this proposed rule under Executive
Order 12866, the Regulatory Flexibility Act (5 U.S C. 601-612) and the
Unfunded Mandates Reform Act of 1995 (2 U S. C 1501 et seq ) Executlve

Order 12866 directs agencies to assess all costs and benef1ts of available

regulatory alternatives and, when regulation is rxecessaryzt@select regulatorx S

approaches that maximize net benefits (including potential economic,
environmental, pubhc health and safety, and other advantages distributive
impacts; and equity). Under the Regulatory Flex1b1hty Act ifa rule hasa
significant impact on a substantial number ofwsmal,,lc Qm,l\(tlﬁ&an agency must
analyze regulatory options that would,minimizeiany Significant impact of the
rule on small entities. Section 202(&) of the Unfdnded Mandates Reform Act

~ of 1995 requires that agencies prepare a ertten statement of ant1c1pated costs
and benefits before proposing any rule that may: result in an expendlture in
any one year by State, local, and tribal governments in the aggregate orby

the private sector, of $100 nnlhon (adjusted annually for 1nﬂat1on)

The agency believes that this proposed rule 1s con31stent with the

principles set out in Executive Order ,1,zc86.6,,and in these two Statutf::s.ﬂFDA o

has determined that the proposed rule is not a significant regulatory action

as defined by the Executive order and 80 is not Sub]ect torev1ew underthe |

Executive order. \ o , k
The Unfunded Mandates ReformActdoeSJ'fmtrequlr CFDA to prepare .

statement of costs and benefits 'for this proposedt rule, because the proposed

rule is not expected to result in any 1-year expend1ture that would exceed $1 OO

million ad]usted for 1nﬂatlon The current 1nﬂatron ad]usted statutory

threshold is about $110 mllhon



The purpose of this proposed rule is to requ1re add1t10na1 labehng for OTCT‘: | | “
vaginal contraceptive drug products contammg nonoxynol 9 The labehng | |
includes new warmngs and other 1mportant 1nformat10n about us1ng these
products These products are currently packaged 1n an outer carton that should

have sufficient space to accommodate this addltlonal labehng The agency is

aware that most of the currently marketed products already 1nclude a consumer S

package insert. Therefore, to allow firms greater ﬂex1b1hm

allowing almost half of the new information th»appear 1n} ‘the package insert.

There are a limited number of products currently marketed that will be affected

the agency is e e

by this proposed rule and the 1ncrementa1 one- tune costs are mmlmal The . . . ...

one-time costs include de51gn1ng the new carton de31gn1ng anew package
insert, and the inventory loss of any unused current labehng. The agency |

assumes the same weighted average cost to relabel (1 e., $3, 600 per stock

keeping unit (SKU) (1nd1v1dua1 products, packages and 31zes)) that 1t est1mated ' | " -

for the final rule requiring uni‘form label formats' of OTC drug products (64

FR 13254 at 13279 to 13281, March 17, 1999) Inventory loss was estimated
using data from a study supportmg the fore mentloned rule W1th a 6-month
implementation period, inventory loss was es:trmated, to hewhetween $500 and |
$3,000 per SKU, depending on product sales, or an cstimated woighted
average inventory loss of $2,050 . The inventory loss ’an,d redesign costs for
the package insert are,,es'timated to be about $1‘,3f’80’ per SKU;

The agency’s Drug Listing System identifies:'15 manufacturers and.
distributors of OTC vaginal contraceptlve drug products conta1n1ng nonoxynol
9 that together produce approximately 40 SKUs. At a relabehng cost of $3 600
per SKU and an 1nventory loss of $2,050 per SKU estunated total one- t1me ) |
costs of relabeling could be $266 000 (40 X ($3 600 + $2 050)) Even if all
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required wording is revised on the outer carton, manufacturers may revise their

package inserts as well to conform to the revised language. This adds another

$55,200 (40 x $1,380) to the one-time cost, for an estimated total of $321,200.

As the agency is providing: the language of thelabehng to be used,all o

firms should have the nec_essary skills and personnel toperformtherequrred B

relabeling either in-house or by contractual arrangement. Theprdesedrule
does not require any new reporting or recordkeeping actip/vipties. No "addivtiOnal
professional skills are needed. - B
About 9 firms affected by thrs proposed rule meet the Small Busmess
Administration’s definition of a small entity (fewer than 750 employees). The
actual impact on these flrms will vary depending on the number and nature -
of the products they manufacture or drstrlbute All nrne ent1t1es market

additional types of products and have only one or two SKUs affected by thrs

proposed rule. The average 1ncremental cost per SKU to comply withthis

proposed rule is estimated to be $8,030 ($321, 200/40 SKUs). Actual costs to
the small entities will likely be lower because drstrrbutors of low sales volume ,
OTC drug products usually market their products in packagmgthat costs less

than the industry average.’

minimal, the potential benefi‘ts,toconsumers Who use, these p‘roducts are
substantial. The agency considers it essential that users be aware thatthese R
products do not protect against the AIDS virus (}fJIIV) or other STDs. The
monetary benefit of potentially preventing any ca‘sesﬂfof AIDS or STDsis
significant compared to the minor cost of relabehng these products to provrde

the new required 1nfor1nat10n ,
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The agency has tentatively considered but rejected ’several labeling f
alternatives: (1) A shorter or longer 1mplementatlon period and (2) an
exemption from coverage for small entities. The agency consrders it 1rnportant "
that this information appear in product labeling as soon as possible, but
acknowledges that 1rnplementat10n in a timeframe any less than 6 months
would be very difficult for affected manufacturers However because of the -
- importance of this new labehng 1nformatlon the agency consrders a period'h o
of 12 months too long to 1mplement this new labehng The agency re]ected |

an exemption for small entities because the new labehng 1s also needed by

consumers who purchase products marketed by those ent1ties Further because' o

of the 1mportance of this information, the agency is not proposmg a longer
effective date for any products with annual sales, less than $25,000.

The analysis shows that this prop‘osed rule 1s noteconomically significant |
under Executive Order 12866 and that the agency has considered the burden -

to small entities. Based on this analy31s the agency does not believe

manufacturers will incur a significant economic 1mpact Therefore the agency |

certifies that the proposedrulewrll not have a signlficant economic nnpact | i |

on a substantial number of small entities. No further analysis is required under

the Regulatory Flexibility Act (5 USC. 60_5"(b))i

The agency invites public comment regarding any substantial or significant

economic impact that this propOsed rule Would llave on cornpanies marketing

impact may include, but are not llmited to, costs assoc1ated With relabeling
or repackaging. Comments regarding the 1rnpact of this proposed rule should
be accompanied by approprlate documentation. }The agency is providing a

period of 90 days from the date prublication;of; this proposed rule 1nthe -



Federal Register for comments on this subject "tof be developed and submitted.

The agency will evaluate any comments and supportmg data that are recelved

and will reassess the econor

c;,,ilmpact of thls proposed rule in the preamble

to the final rule.
V. Paperwork Reduction Act of 1995

FDA tentatively concludes that the lahelirig requirements proposed in this |
document are not subject to review by the Office of Management and Budget
because they do not consti,tute,fa “collection Oflnformatlonunder the
Paperwork Reduction Act of 1995 (44 U.S.C 35013tseq] : :‘R‘,‘ather,v theproposed .
labeling statements are a ‘f,public dis’closure’ of mformatlonorlgmally supplied
by the Federal government to the recipient for t}re ptlrpose of diS’closure to

the public” (5 CFR 1320.3(c)(2)).
VI. Environmental Impact

The agency has determined under 21 CFR'ZS .31(a) that this action is of
a type that does not 1nd1v1dually or cumulatwely have a mgmfmant effect on
the human environment. Therefore neither an env1ronmental assessment nor

an environmental impact statement is ,requlred.
VII. Federalism

FDA has analyzed this proposed rule in accordance with the principles
set forth in Executive Order 13132. FDA has determlned that the proposed rule
does not contain policies that have subst_antlal, drrect,ief’fects onn,the ’S,tates, on
 the relationship between the Natianal.deernmént and the States, or on the .
distribution of power and‘resp}onsibi’litifés'ar‘ridngiithe Various IeVels of |

government. Accordingly, the agency tentative_ly_condudes that the proposed
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rule does not contain policies that have federalism implications as defined in
the Executive order and, conseq\u’ently‘, a feder:altsrn esnmmaify impact state‘inent} |

has not been prepared.
VIII. Request for Comments

Interested persons may suhmit written or electroniccom‘ments\ on the )
proposed rule, the agency’s specific questions 1n section ‘III‘fof ,thistdQCuIiient,‘ o
and the agency’s economic impact determina.tion to the Dockets Management
Branch (see ADDRESSES) by [insert date 90 daya after date of pnblication'in
the Federal Register]. Three copies of all written Com?%??}????? tobe
submitted. Individuals_submi,tt;ing written comntents or anyone submitting
| electronic comments may submit one copy. Colnmentsf ai‘e to be identified with
the docket number found ,in,,br,cfickets, in thev,head;inwg of thlsdocumentand may
be accompanied by a supporting mernot'anduna or bnef Recelved comments |
may be seen in the Dockets M'anagementBranchgbetween 9am. and 4 pm.,

Monday through Friday.
IX. Proposed Effective Date i‘

Because of the 1mportance of the proposed warnmgs to the safe use of
OTC vagmal contracept1ve drug products contalnmg nonoxynol 9, the agency a
is proposing that any final rule that may pubhsh based on th1s proposal |

become effective 6 months after 1ts date of pubhcatlon in the Federal Reglster

X. References

The following references are on dlsplay 1n the Dockets Management -
Branch (see ADDRESSES) under Docket No. 80N——0280 and may be seen by

interested persons between 9 a.m. and 4 p.m., Mon_day through Friday.
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List of Subjects in 21 CFR Part 72‘0’1
Drugs, Labeling, Reportmg and recordkeepmg requ1rements

Therefore under the Federal Food, Drug, and Cosmet1c Act and under
authority delegated to the Commissioner of Food and Drugs, it is proposed

that 21 CFR part 201 be amended as follows:

PART 201—LABELING

1. The authority citation for 21 CFR part 201 continues to read as follows:
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Authority: 21 U.S.C. 321, 331, 351, 352, 353,‘355,'3‘58‘}'édéob‘,waf’édgg;aédéé;‘"57‘1;
374, 379; 42 U.S.C. 216, 241, 262, 264. - ,

2. Section 201.66 is amended by adding paragraph (c)(5)(11)(H) to read as
follows: = ‘
§201.66  Format and content requirements for over—the-counter (01C) drug ;
product labeling. i | |
% % * % *

(C) * k%

(5)* * *

(ii) * %k

(D) Sexually transmitted diseases (STDs) waming for vaginal contraceptive

drug products containing nonoxynol 9 set forth 1n §201.325(b)(2). This
warning shall follow the subhefading, “sexually transmltted diseases (STDs)
alert:”

3. Section 201.325 is added to subpart Gto read as follows
§201.325 Over-the-counter drugs for vaginal contraceptlve use contammg

nonoxynol 9 as the active mgrednent requnred warnmgs

(a) Studles indicate that use of vaginal contraceptlves contalmng o -

nonoxynol 9 does not protect agarnst 1nfect10n from the human
immunodeficiency virus (HIV), the virus that causes acqulred
immunodeficiency syndrome (AIDS), or against the transmission of other
sexually transmltteddlseases(STDs)Studlesalsosuggest that frequent useof
- vaginal contraceptives containing nonoxynol 9 can i,ncrease "\(aginaly irritation,
such as the disruption of the vaginal epithelium | These effeCts may increase

the risk of transmlssmn of the AIDS virus (HIV) and other STDs from an

infected partner. Consumers should be Warned that these products do not - )
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addition, frequent use of these products can 1ncrease vagmal 1rr1tatlon Wthh
may increase the risk of getting certaln STDs, 1nclud1ng the AIDS virus (HIV)
from infected partners. ) | | | o .

(b) The labeling of OTC Vaginalcontraceptixfepdruzyg/prOdu‘cts'}contai’ni‘ng -

nonoxynol 9 as the active ingredient, whether subject to the ongoing OTC drug

review or an approved drug application, must :cofntain, the followmgwarnlngs .

under the heading “Warnings,” in accordance ‘with §201.66.

(1) “FOI' V‘aginal use only [thls headlng 1n led type] D OB A B BSOS S U

(2) “Sexually transmitted dlseases (STDs) alert [th1s headmg in bold type] |

This product does not [this word in bold type]gprotect agayl_nst the AIDS" Vlms, e

(HIV) or other STDs.” .

(3) “Ask a doctor before use if you have [headmg in bold type] [optlonal
bullet] a new sex partner multlple sex partners or unprotected sex. Frequent |
use (more than once a day) of thlS product can 1ncrease vagrnal 1rr1tatron
which may increase the risk of gettlng the AIDS v1rus (HIV) or other STDs
from infected partners. Ask a doctor or other health professional for your best
birth control method.” S

(4) “Stop use and ask a doctor if [heading in ibold type] [optional, bullet]
you or your partner get burning, itching, a'ras‘}r, or other 1rr1tatlonof the vagma
or penis”. | ' . |

(c) The labeling of this product must 1nc1ude the followmg statements

either on the outside container or Wrapper of the retail package, under the -

“Other information” sectlon of the Drug Facts labehng 1n accordance W1th
§201.66(c)(7), or in a package insert. |
(1) “[Bullet] Studies have rai‘s,ed 'safetyconceierns'that frequent use (more

than once a day) of products containing nonoxynol 9 can increase"vaginal



irritation, Wthh may increase the rrsk of gettmg the AIDS v1rus (HIV) or otherw
STDs from infected partners. Vagmal 1rr1tatron may 1nclude symptoms such “
as burning, 1tch1ng, or a rash, or you may not notroe any symptoms at all If
you use these products frequently and/ or have a new sex partner multlple |
sex partners, or unprotected sex, see a doctor or other health professronal for |

your best birth control and methods to prevent STDs.”

(2) “[Bullet] Correct use of a latex condom Wlth every sexual act wrll help “

reduce the risk of gettmg the AIDS virus (HIV) and other STDs from 1nfected "

partners.”

~ (d) Any drug product sub]ect to this sectron that is not Iabeled as requ1red o

and that is initially introduced ¢ or 1n1t1ally dehvered for 1ntroductron 1nto

interstate commerce after [date 6 months after date of pubhcatlon of the frnal

rule in the Federal Register], is mlsbranded under sectron 502 of the Federal -

Food, Drug, and Cosmetic Act (the act) (21 U. S C 352) 1s a new drug under -

section 505 of the act (21 U.S. C 355), and is sub]ect to regulatory actlon
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Dated: / Z[/ Q/ J ’Z/‘

Deceﬁber 19, 2002.

v
Marg%ret M. Dotzel,
Assistant; Commissioner for ,Poli‘cy.
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