Dockets Management Branch (HFA-305), 

Food and Drug Administration

5630 Fishers Lane, Room 1061

Rockville, MD 20852

Dear Sir/Madam,

I am pleased to submit these comments on behalf of the Global Campaign for Microbicides regarding the proposed new labeling warning for all over-the-counter vaginal contraceptive drug products containing nonoxynol-9 [21 CFR Part 201]. 

The Global Campaign for Microbicides is an international coalition of over 150 non-governmental organizations that work to mobilize support among policymakers, opinion leaders, and the general public for increased investment in microbicides and other user-controlled methods of HIV protection.  Through advocacy, policy analysis, and social science research, the Campaign works to accelerate product development, facilitate widespread access and use, and protect the needs and interests of users, especially women.  The Campaign pursues its work through a small core staff, headquartered at the Program for Appropriate Technology in Health (PATH), and by funding partner groups to pursue activities that directly advance the Campaign goals and objectives.

The Campaign wishes to congratulate FDA on its effort to provide users with accurate and reliable information regarding the benefits, limitations and potential risks posed by OTC contraceptive products containing N-9.  We believe that the decision to add warning labels to these products represents the appropriate balance between preserving women’s access to an important non-hormonal contraceptive option, while countering the widespread perception that N-9 provides protection against STDs and HIV.  Vaginal spermicides containing N-9, either alone or in combination with cervical barriers, presently represent the only non-hormonal, form of contraception that is fully within the control of women.  Thus, despite the risks posed by N-9 to some users, we believe that it is important to maintain vaginal spermicides on the market until a safe and effective alternative becomes available.  

At the same time, we share the FDA’s concern that women may be inadvertently putting themselves at risk, either because they falsely believe that N-9 products provide protection from HIV and/or STDs or because they are using N-9 birth control products with a frequency that could exacerbate any underlying risk of HIV infection.   Thus we endorse the FDA’s decision to provide additional information to users via the product label and package insert.

We welcome the opportunity to give input on the FDA’s proposed strategy for re-labeling N-9 containing contraceptives.  We have a number of observations, suggestions and concerns that we outline below.

1. STD Alert:  We strongly suggest that the proposed “STD Alert,” as worded, appear on the package carton in addition to the product label.  It is our belief that consumers are more likely to see and acknowledge a warning that appears on the box rather than the tube or package insert.  

2. Proposed Warning on Frequent Use:  We support a warning regarding the possible danger of frequent use of N-9 containing contraceptives for women at risk of HIV.  The data available to operationalize “frequent use” for the purposes of guiding behavior are admittedly sparse; nonetheless, we concur that the label should provide some concrete guidance to help women interpret what might constitute frequent use.  We believe the proposed qualifying statement (more than once a day) is a reasonable way forward in the absence of more specific data to guide action.

The challenge in constructing this warning is that the risk evolves from a combination of the woman’s underlying risk of HIV/AIDS and the prospect of frequent use.  Presumably if a woman is not at risk of HIV (because she is in a mutually monogamous relationship with an HIV negative partner), then frequent use of N-9 poses no additional hazard.  Thus women at low risk of HIV could safely use N-9 on multiple intercourse occasions in single day (e.g. a woman in a stable, mutually monogamous relationship with an HIV-negative partner who is using N-9 and a diaphragm for contraception). In order to reassure such women, FDA may wish to add a qualifying statement to this effect (see below).

3. Vaginal Irritation.   The current warning language refers to “vaginal irritation” --a term that in common usage connotes physical symptoms and discomfort.  Since epithelial disruption and inflammation often occur in the absence of perceived symptoms of “irritation,” we recommend that the label avoid reference to this term.  Women who do not experience what they subjectively perceive as “irritation” may be left with the mistaken impression that they are safe.  An alternative wording might be:

a. “Frequent use of this product (more than once a day) can damage the cells lining the vagina, a condition that may increase one’s risk of becoming infected with HIV or other STDs if exposed to an infected partner. 

NOTE: Women at low risk of HIV (i.e. those in a mutually monogamous relationship with an HIV negative partner) can safely use N-9 (with or without a diaphragm) on multiple intercourse occasions in single day.  Frequent use of N-9 is only problematic for women exposed to HIV and other STDs.
4. Reference to physician consultation. The current language begins by exhorting women to seek guidance on N-9 use from a physician.  We believe a more productive course would be to help women draw appropriate conclusions from the safety data provided and empower them to act upon it directly.  For example, rather than saying “Ask a doctor before use,” we suggest the label explicitly state: “Women who may be at risk of HIV and who plan to use the product more than once a day should consider another form of birth control.  Vaginal contraceptive products containing N-9 (either along or in combination with a diaphragm) remain a safe contraceptive option for women who are at low risk of HIV and do not use the product more than once a day.” 

We further support the additional language proposed to reinforce condom use: “Correct use of a latex condom with every sexual act will help reduce the risk of getting the AIDS virus and other STDs.”

5. For vaginal use only.  We strongly suggest that this language be reframed to offer an explicit warning against using these products rectally.  Even though the products are designed for vaginal contraceptive use, they can and are used occasionally for lubrication and/or “extra protection” during anal intercourse.  Studies confirm that Nonoxynol-9 is even more toxic to the delicate rectal epithelium than to the squamous epithelium of the vagina.  Research by Phillips and colleagues confirms that products that contain even small amounts of N-9 when used rectally cause massive, short-term sloughing of the rectal epithelium in humans, mice and monkeys (Phillips et al, 2000; Phillips et al, 2002; Patton et al, 2002).   Given the high likelihood of harm posed by the misuse of OTC contraceptive products rectally, we recommend that the label include an explicit warning against rectal use of these products.  Possible language includes: “Products containing Nonoxynol-9 should never be used rectally; to do so may substantially increase one’s risk of contracting HIV from an infected partner.” 

6.
N-9 as an additive to condoms and lubricants.  Although not within the purview of this particular rulemaking, we respectfully request FDA to take action to address the potential health risks posed by N-9 as an additive on condoms and in sexual lubricants. 

The N-9 added to lubricants and condoms is not necessary to the functioning of these products either as lubricants or, in the case of condoms, as physical barriers against pregnancy and disease.  Correct and consistent use of condoms provides excellent protection against both pregnancy and HIV even without the addition of N-9.   Moreover, all lubricant and condom manufacturers who market N-9-containing versions of their products also market parallel versions of their products that do not contain Nonoxynol-9. 

Given that N-9 can cause serious epithelial damage when used rectally, there is no justification for the continued marketing of the N-9 versions of these popular products.

In 2002, the Global Campaign spearheaded an effort to get manufacturers of sexual lubricants and condoms to voluntarily discontinue adding N-9 to future lots of their products.  Over 90 eminent scientists and health organizations--including Planned Parenthood, National Women’s Health Network and American Foundation for AIDS Research (amFAR)—endorsed the “Call to Discontinue N-9 for Rectal Use.” A number of prominent manufacturers of condoms and sexual lubricants have responded positively to the Call, although others—including the top three condom manufacturers—have not agreed to take voluntary action (See enclosed). 

According to the recent WHO consensus statement on Nonoxynol-9: “There is no published scientific evidence that N-9-lubricated condoms provide any additional protection against pregnancy or STIs compared with condoms lubricated with other products. Since adverse effects due to the addition of N-9 to condoms cannot be excluded, such condoms should no longer be promoted.” (WHO 2002)  

The US Centers for Disease Control and Prevention has issued similar statements. 

Because these products offer no proven benefit to any user group and pose substantial risks to some users, we feel that the risk/benefit ratio argues for eliminating the risk rather than relying on a “labeling” solution.

By contrast, we endorse the proposed labeling option for vaginal spermicides containing N-9 because these products can be used safely by and provide a demonstrable benefit to a known group of users.

For a complete description of our reasoning in this regard, please see the enclosed “Explanatory Background Memo for the Call to Discontinue N-9 for Rectal Use.”

6. Urgent need for new vaginal contraceptives and microbicides.  In closing, we would like to emphasize the urgent need for products that, unlike Nonoxynol-9, do hold promise for providing safe and effective protection against sexually transmitted infections, including HIV.  Additionally, given the complex safety profile of Nonoxynol-9, we need new vaginal contraceptive products that can be used alone, or in combination with the diaphragm or other cervical barrier, to prevent unwanted pregnancy.

Thank you for the opportunity to comment.

Sincerely,

Lori Heise

Global Campaign for Microbicides

PATH

1800 K Street NW, Suite 800

Washington, D.C. 20006
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