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April 24, 2000 

Dr. Jane E. Henney 
Commissioner of the Food & Drug Administration 
5600 Fishers Lane 
Rockville, MD 20857 

CITIZEN PETITION 

The undersigned submits this petition under 21 CFR 15 10.25 of 

the Federal Food, Drug and Cosmetic Act to request that you, Dr. 

Henney, the Commissioner of the US Food and Drug Administration, 

withdraw FDA approval for the marketing of the Today Contraceptive 

Sponge because this product cannot be used as recommended without 

frequently causing damage to genital tissues that increases the users 

risk of toxic shock syndrome (TSS) and infection with the Human 

Immunodeficiency Virus (HIV). 

1. The spermicide in the Today Contraceptive Sponge can promote 

the survival of pathogenic organisms in the vagina. 

2. The use of the Today Sponge as currently recommended is likely 

to cause vaginal irritation and tissue damage more frequently 

than any other non-prescription contraceptive. 

3. When used as recommended, the Today Contraceptive Sponge can 

damage the vaginal and cervical epithelium and increase the 

risk of TSS and HIV infection. 

4007 Connecticut Ave., Washlngton, DC 20008 202.244.1384 



Statement of Grounds 

The Today Contraceptive Sponge, when used as directed, is likely 

to cause damage to vaginal and cervical tissue more frequently than 

any other non-prescription contraceptive. Clinical reports on the use‘ 

of this product have shown that it increases the risk of toxic shock 

syndrome, and, when used repeatedly, it may alter the,vaginal 

environment and harm the surface tissues of the vagina and cervix, 

thereby increasing susceptibility to various infections, including 

infection with the AIDS virus. Because of serious defects in the 

design, composition and recommended use of this product, the Today 

Contraceptive Sponge should not be sold as an over-the-counter 

contraceptive. 

Detaiied Statement of Grounds 

The Today Contraceptive Sponge is a round piece of polyurethane 

foam that contains 1 gram of the detergent/spe,rmicide, Nonoxynol-9 (N- 

9) * In our previous petition (and supplements) (APT Petition, 

1983,1984,1992), we cited research showing that this product was 

inadequately tested in animals before being sold for human use, and 

the limited data from clinical tests suggested that the Today 

Contraceptive Sponge would be a frequent cause of vaginal and cervical 

irritation when used as directed. Also in our original petition, we 

speculated that this irritation could be a factor in increasing a 

woman's risk of developing toxic shock syndrome. Since that petition, 

reports by members of the FDA and the Centers ?or Disease Control & 

Prevention have confirmed that this product does increase the risk of 

TSS (Faith et al, 1986; Schwartz et al, 1989). 
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Additional data on the irritating properties of this product and 

other products containing N-9 have grown out of .research into the 

possible role N-9 and the Today Contraceptive Sponge might play as a 

means of controlling the spread of infection with Human 

Immunodeficiency Virus (HIV), the causative agent for AIDS. This 

research has clearly demonstrated that N-9 is not a suitable agent to 

deter infection with the AIDS virus. Rather, available reports now 

show that in adequate doses and with frequent use, N-9 alters the 

vaginal flora to increase the likelihood that pathogens will survive, 

and with repeated exposure this spermicide can erode the tissues 

lining the vagina and cervix, facilitating the entrance of the AIDS 

virus. 

Most of the data available on these matters has been generated in 

studies that used N-9-containing products other than the Today 

Contraceptive Sponge. However, all of the concerns that have been 

raised in tests using other ;Jroducts are li!cely:,to be,most severely 

manifested in association with the use of the Today Contraceptive 

Sponge, since it contains more N-9 (1 gram) than any other OTC 

contraceptive and it is recommended to be left in place longer (30 

hours) than any other non-prescription contracepeive. 

Harmful Alterations in the Vaginal Environment Caused by N-9. 

Since the early 199Os, there has been a growing body of evidence 

that some of the normal bacteria that colonize the vagina, ie., the 

lactobacilli, can inhibit the growth of a rumber of pathogenic 

organisms, including the AIDS virus (Ongradi,et al, 1990; Klebanoff & 

coombs, 1991; O'Conner et al; 1395). The mechanism by which the 

lactobacilli restrict the growth of pathogenic organisms is beiieved 
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to involve the production of peroxide and lactic acid, which are toxic 

to many pathogens (Klebanoff 6 Coombs, 1991). 

In recent tests, investigators have evaluated how various doses 

of N-9 in the vagina may affect the normal growth and activity of 

lactobacilli (McGroarty et al, 1990; Rosenstein et al 1993'; Stafford 

et al, 1998). For example, McGroarty et al (199Oj studied the 

possible effect of N-9 on lactobacilli and pathogenic bacteria in 

vitro. Their data showed that most lactobacilli were either inhibited 

in growth or killed by concentrations of N-9 equal or greater that 1% 

(McGroarty et al, 1990). Pathogenic bacteria, such as E. coli and 

Staphylococcus aureus (the causative agent of'toxic shock syndrome) 

were shown in this study (and elsewhere (Kramer & Nickerson (1984)) to 

be far more resistant to detergent effects than were the lactohacilii, 

suggesting that the presence of the detergent/spermicide, N-9, may 

fat ilitate the survival of scme pathogens in the vagina; 

In one clinical study, Rosenstein et al (1997) found that 100 mg 

doses of N-9 on four consecutive nights decreased vaginal lactobacilli 

and significantly increased the likelihood of vaginal colonization 

with abnormal bacilli. They concluded that the continuous use of N-9 

could increase susceptibility to urinary and gynecological infections 

(Rosenstein et al, 1997). Stafford et al. (1998) performed a 

clinicai study in which women used a daily dose of 100 mg N-9 for 

seven days. The researchers found that this use of N-9 was associated 

with a reduction in numbers of vaginal lactobacilli. They also 

reported on the signs of vaginal irritation and tissue disruption that 

were associated with the.daily use of N-9. 



N-9 Irritation and Erosions of the Vaginal Epithelium 

The preceding article by Stafford et al. (1988) is only one of 

several recent articles on the vaginal irritation caused by N-9 

(Niruthisard et al, 1991; Roddy et al, 1993; Patton et al, 1999). 

Although this detergent/spermicide has been in commercial use for 

nearly 60 years, details on its adverse effects on the vaginal 

environment and vaginal tissues have largely been re;oorted in the last 

decade. Attention was particularly focussed on this topic after the 

publication of a 1992 article by Kreiss et al (1992) that reported an 

increased incidence of HIV infections in Nairobi prcstitutes who used 

the Today Contraceptive Sponge. Although subsequent observations did 

not implicate the use 0: the '.?osay.Sponge as the cle.ar culprit in the 

increased incidence of genital ulcers and HIV infections in the sex 

workers (the placebo used in this study may have been a superior 

lubricant and actively decreased the likelihood of vaginal 

irritaticn;, this article did bring needed attention to the possible 

role N-9-containing contraceptives may play in vaginal pathology and 

the acquisition oi an HIV infection. 

The study by Stafford et al (;933) on the vagirial irritation 

caused by N-9 involved two 

100 mg N-9 for 7 days. 

The second group used a 

placebo gel. Genital 

irritation was reported by 

10 women using N-9 and 5 

women in the placebo 

group; colposco~~ Showed 

erythema in 9 of the N-9 

groups of 20 women, in which one group used 

Older Irritatzion Data 
I The absence of clinical data on the 
safety of repeated use of the Today 
Sponge was cited in the original petition 
as one of the reasons it was not safe 
enough to be sold as an OTC 
contraceptive. The limited data 
available at the time of its first 
approval (in 1953), shcwed that in 15 
women studied by the manufacturer, one- 
third of them developed vaginal 
irritatio:l after using the sr;onge fcr 
seven consecutive davs !?3A. i983al. 
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group and 2 of the placebo group; tissue inflammation was found in 7 

of the N-9 group and 2 of the placebo group. Based on the tissue 

reactions they observed, these investigators concluded that a daily 

100 mg dose of N-9 is unsuitable as a microbicide. 

- 
The Amount of N-9 Released by the Today Sponge. 

The manufacturer has-adopted a convenient fiction that the 
Today Sponge releases only 125 mg of N-9 during each use. Since 
each Sponge contains a reservoir of 1,000 mg of N-9, the suggestion 
of a single number for the amount of N-9 released is immediately 
suspect. As was pointed out by Dr. William J McCann, in his 
Medical Officers Review of the Today Sponge for the FDA (FDA, 
1983b): "there is substantial variation in the amount of N-9 eluted 
from the sponge over time in the individual patient, due in great 
part to the variation in the amount of vaginal fluids absorbed, 
seminal fluid absorption, menstrual blood absorbed, numbers of 
coital episodes and the measure of wetting of the sponge prior to 
insertion." Despite the broad array of factors that contribute to 
Usubstantial variationN in the amount of N-9 released, the FDA has 
left unchallenged the assertion that 125 mg of N-9 represents the 
typical N-9 exposure associated with the use of a Today Sponge. It 
would seem inherently more credible if the amount released.was 
represented by an upper and lower range of values for a typical 
user. 125 mg of N-9 is far too small to represent the center of 
the typical range of exposures derived from.tke Sponge. 

Niruthisard et al. (1991) performed a clinical study to determine 

the effects of frequent insertion of a 150 mg dose of N-9 over a 14 

day period. The frequency studied here was four insertions per day. 

In a group of 19 women, 14 used N-9 containing products, and 5 used 

placebos. The investigators found that six of the 3.4 women who used 

the N-9 inserts (43%) had vaginal and/or cervical epithelial 

disruptions, which included blood loss. It should be noted that none 

of these women experienced s.flptoms that prompted them to discontinue 
. 
the study. The investigators concluded m . ..as with any medication or 

device, N-9 may be appropriate at one frequency and dosage but 

inappropriate at a higher level." 
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The study by Niruthisard et al. (1991) was followed by a phase II 

dosing study to determine the signs and symptoms of genital irritation 

produced by different frequencies of N-9 use (Roddy et al., 1993). 

Using suppositories like those used by Niruthisard et al. (1991), 

containing 150 mg N-9, 5 groups of 35 women applied the suppositories 

at the following frequencies: once every other day; once a day; twice 

a day; four times a day; and placebo four times a day. The women 

agreed to refrain from sexual intercourse during thfe study. The 

investigators found that women using N-9 every other day had an 

incidence of epithelial disruption comparable to that in the women who 

used the placebo product. Use of N-9 once or twice daily produced 

epithelial disruption more than twice as much as the use of placebo. 

N-9 use 4 times a day increased the rate of epithelial disruption to 

about 5 times that associated with placebo use. The investigators 

focussed attention on the incidence of epithelial disruption because 

it had been de'fined as a critical factor for increasing-the risk of 

HIV transmission. 

In this study, as well as in the preceding study by Niruthisard 

et al. (19911, no relationship was found between reports of symptoms 

by women and the presence of vaginal and cervical epithelial 

disruption. The authors pointed out that this fact "makes it 

difficult to obtain reliable information from simple interview surveys 

among women to determine the prevalence of important signs cf 

irritation, such as epithelial disruption." 

More recently, Patton .et al. (1999:, working in the pigtailed 

macaque (monkey), applied intravaginal doses of 60 mg of N-9 for 3 

days, then left the animals untreated for 2 days, and again treated 

the animals with the same N-9 dose for 3 additional days. This 

exposure schedule resulted in vaginal and cervical erythema in all 

---..-_..-c_-.- -- .._-- 



four N-9 treated animals, cervical papillae in 3 of the four, and 

cervical petechial hemorrhage in one animal. The investigators 

concluded that their data "confirm that the repeated use of N-9 is 

detrimental to epithelial tissues in the lower reproductive tract." 

N-9, Tissue Disruption and Increased Risk of HIV Infection. 

In an article published in December of 1999, a small study done 

in sex workers produced data that indicated the absence of vaginai 

lactobacilli was associated with an increased risk of HIV infection 

and gonorrhea (Martin et al, 1999). 

Even more provocative findings were reported by Rustomjee et al. 

(1999) who found that women with genital lesions were much more likely 

to have vaginal HIV-RNA {an indicator of vaginal shedding of the AIDS 

virus) than were women without genital lesions. Although preliminary, 

these data suggest that when used by women previously infected with 

the AIDS virus, the Today Contraceptive Sponge may increase the viral 

exposure of the sex partners of HIV infected women. 

General Concerns 

Cumulative experience with the previous sale of the Today 

Contraceptive Sponge has shown that removal problems are among the 

most commonly reported (APT Petition 1992). In the course of removing 

this product, prolonged exposure of the vagina to spermicide and 

additional vaginal damage may occur as a women attempts to probe her 

vagina to remove the Sponge. 

Observations by investigators such as Niruthisard et al (1991) 

and Roddy et al (1993) indicate that the twical user of this product 

may not be aware cf the tissue damage that has been done to her vagina 

or cervix. Thus, consumer complaints from users of this product only 
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represent a small fraction of the women who may have experienced harm. 

It must also be kept in mind that an OTC product such as the Today 

Sponge may be purchased and used by young people who do not wish to 

publicly acknowledge their contraceptive practices. Therefore, 

complaint reports from users may often be stifled by fears of public 

embarrassment and compromised privacy regarding sexual activity. 

Conclusion 

The predictable irritation and vaginal damage caused by the Today 

Contraceptive Sponge, when used as currently recommended, is likely to 

be far greater that that caused by any other OTC contraceptive. 

Because this damage increases the risk of life-threatening infections 

due to toxic shock syndrome and the AIDS virus, this product should 

not be approved for sale as an over-the-counter contraceptive. 

Certification 

The undersigned certifiers, that, to the best knowledge and 
belief of the undersigned, this petition includes all information and 
views on which the petition relies, and that it includes 
representative data and information know to the petitioner which are 
unfavorable to the petition. 

fl Judith Brarman Armanld'VLione, Ph.D.* 
President, 
APT 
Washington, DC 
202.244.1384 

Empire State Consumer Assoc. 
50 Landsdowne Lane 
Rochester, NY 14618 

*Please address all correspondence to Dr. Lione. 
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