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June 20, 1983

Dr. A. He Hayes

Commissioner of Food & Drugs

c/o Dockets Management Branch (HFA-305)
Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

RE: Citizens Petition that the FDA approval of the contraceptivs sponge
be withdrawn '

Enclosed are four copies of a Citizens Petition regarding the
safety testing of the Polyurethane Foam Contraceptive Sponge.
Please file the petition and assign it a docket number. Also,

please forward a copy of the petition to Dr. A. H, Hayes, the Commissioner
of Food & Drugs, as soon as possible.

Singerely yours,

Armand Lioge, Ph.D.

Enc..

5510 - 16th Street, N.W. Washington, D.C. 20011 (202) 882~ 3811
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June 20, 1983

Dr. Arthur Hull Hayes
Commissioner of Food & Drugs
5600 Fishers Lane
Rockville, MD 20857
CITIZEN PETITION:

The undersigned submits this petition under 21 CFR 1, 10.25 of the
Federal Food, Drug and Cosmetic Act to request that you, Dr. Hayes, the
f"\ Commissioner of Food and Drugs, withdraw FDA approval for the marketing
’ | of the Polyﬁretbane Foam Contraceptive Sponge until such time that the
manufacturers demonstrate trat adeqﬁate premarketing safety testing,

consistant with the recommendations of the FDA Panel on Vaginal Contra-™.-

ceptives, has been completed and evaluated.

STATEMENT. OF GROUNDS

A. Summary
1. The spermicide used inh the contraceptive sponge contains a demon—
strated carcinogen, dioxahe,
2. The dose of the spermicide, Nonoxynol — 9 (N-9), used in the
contraceptive‘sponge has not been reviewed or approved by

the FDA Section on Contraceptive Drugs.

(contd)

5510 - 16th Street, N.W. Washington, D.C. 20011 (202) 882~ 3811
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Contraceptive Sponge Safety
APT Petition
June 20, 1983, page 2.
A. Summary — Statement of Grounds
3, The vaginal toxicity of polyurethanes and Nonoxynol — 9 for animals
has been repori’:ed but the vaginal toxicity of the contraceptive

sponge has not been studied in animals.

4. The absorption and accumlati on of Nonoxynol — 9 has been demonstrated

in anjmal experiments using radiocactive tracers, but similar
animal experlments have not been done to evaluate how the
regular use: of the contra.ceptlve sponge may cause the accumi-
lation of N-9 in human tissues.

5, Tests to determine the breakdown products of Nonoxynol — 9 in the
contraceptive sponge when it remains at body temperature for
two days have ,,notheé? completed or evaluated.

6. The polyurethane used i‘n‘the contraceptive sponge has not been |
submitted to intravaginal animal studies to evaluate its
biodegradation, toxicity to the vaginal wall or its potential
carcinogenicity.

7. The contraceptive sponge may increase the incid;nce of Toxic Shock

~ Syndrome.

é. A plan for the postmarketing surveillance for harmful side effects

of the contraceptive spohge has not been devised,

idoos
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June 20, 1983, page 3.

Detailed Statement of Grounds
1. The spermicide used in the contraceptive sponge, Nonoxynol - 9, .
contains a demonstrated carcinogen, dioxane, Dixoane is a contaminant of N-9
which forms during the synthesis of the spermicide. FDA chemistis are aware of
the presence of dioxane in N9 and in the related food chemicals, ths poly-
sorbates (Food Chemical Codex, 1981). The methods for measuring the dioxane
in polysorbate: 60 and 80 were first reported by the FDA chemists, T.J. Birkel,
C.R. Warner, and T. Fazio in 1979 (Birkel et al., 1979). Their report reviews
the carcinogenicity of dioxane as follows:
“Several researchers have reported on the carcinogenic activity of
. dioxane (Argus et al., 1965; Hoch-Ligeti & Argus, 1970; Hoch-Ligeti
£ RS et al., 1970; Kociba et al., 1974; Argus et al., 1973). A review of
‘ published data by the International Agency for Research on Cancer
(1976) led to bheir conclusion that '1,4~Dioxane is carcinogenic in
rats and guinea-pigs by oral administration...'. In addition, the
National Cancer Institute has recently reported (1978) that 1,4-dioxane
is carcinogenic in rats and mice when administered in drinking water.®
Since the report by Birkel et al. (1979) was published, a maximum tolerance
1likmit for the dioxane in the polysorbates has been established at 10 ppm (Food
Chemical Codex, 1981}, In the development of the contraceptive sponge the
10 ppm dioxane maximum used for the polysorbate food chemicals has been
™~
arbitrarily epplied to the cbemically similar, Nonoxynol - 9.
. The chronic toxicity or carcinogenicity of dioxane when administered

intravaginally has not been investigated in the premarketing testing of the

contraceptive sponge.
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June 20, 1983, page L.
2. As currently formulated, each contraceptive sponge will contain
one gram of Honoxynol -~ 9. This dose of spermicide is larger than that used
in any other contraceptive product, The safety of this unprecedented dose

of Nonoxynol — 9 for use in a non-prescription contraceptive was not investi-

gated or approved by the FDA Section on Gontraceptive Drugs.

3. There are recent reperts in the scientific literature of animal
studies which evaluate the vaginal toxicity of polyurethanes (International
Agency for Research on Cancer, 1979; Chvapil.et al., 1979) and Wonoxynol-9

(Chvapil et al, 1980). The review paper by Dr. B. Vorhauer (Vorhauer, 1980)

.on the premarketing testing of the contraceptive sponge does not describe any

ihtravaginalaniml studies that were done with this product. The intra-
vaginal testing of the contraceptiﬁ% sponge was rot described in the

Cctober, 1982 presentation given by the manufacturers of the contraceptive
sponge, VLI Corporation, to the Fertility and Materpal Health Drugs Advisory
Committee (1982). Dr, E. Connell, former Chairman of the FDA Panel on:Review

of Contraceptive s and Other Vaginal Drug Products, reported the Panel's

recommendations in 1979. The vaginal application of new vaginal contraceptives,

.
in rabbits, is among the toxicity tests required by Dr. Connell's Panel to

evaluate product safety (see Table below, from: Connell, 1979), Dr. Connell

is pow a.scientific advisor for the VLI Corporation.

TABLE 22-5. Vaginal Contraceptives: Animal Toxicity Studies

TYPE OF TEST ) ANIMAL SPZECIES TESTING REQURED
Acute Rat or mouss LDy,
Subacute and/or chrenic Non-rodent 12 mo of exposura
Rodent 24 mo of exposure
Local Rabbit Vaainal appiication

Guinea pig Intraderma! or cutaneous

Goo7



06/13/00 TUE 15:50 FAX 3018276870 D

'

3818276870

DMSP/DMB @ o00s

Cohtraceptive Spohge Safety

APT Petition

. June 20, 1933, page 5.

4+ The absorptiohn énd accumlation of Nonoxynol — 9 has been demonstrated

in animal experiments using radioactive tracers (Chvapil et al., 1980). These
stu@ies demonstrated that N-9 is readily absorbable f:om bhg vagina into the
blood stream. Measurable quantities of radioactivity could be found in the
urine of test animals six days after a single intravaginal dese of H-9, The
radioactive tracer from N-9 was also found in the milk of test animals that
were lactating., Animal experiments. using radioactive tracers have not been

done to monitor the absorption of N-9 from the contraceptive sponge.

5, VWhen used in the contraceptive sponge, one gram of Nonoxynol — 9

will be placed in the vagina and remain at body temperature for at least

48 hours. Tests to determine the chemical stability of N-9 at elevated
temperatures are currently underway. The results of the tests may be
reported by July 1, 1983. If the contraceptive sponge is allowed to be
sold beginning on July 1, 1983, this product will be available for human

use before the resulis of these tests can be compiled or evaluated.

6. A substantial number of reporis are available on the biodégradation’
of polgg?ethanes when in chronic contact with animal and buman tissues
{reviewed in: Slade & Peterson, 1982),. &s well as the acute toxicity of
polyurethanes to the vaginel tissues of rabbits and rats (Chvapil et al., 1979)
and the induction of cervical and ovarian tumors bj intravaginal polyurethane
(International Agency for Research on Cancer, 1979). 4 sizable literature
also suggests that some polyurethanes can cause tumor formation when implanted

in human tissues (Autian et al., 1975; Hueper, 1964).
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6. {contd) A summary of the preceding data on the intra-
vagipal toxicity and carcinogenicity of polyurethanes was recently trans-
mitted to Dr. Soloman Sobel, Head of the FDA Division on New Drugs, who
supervised the FDA safety review of the contraceptive sponge. {copy enclosed)
In light of the existing literature on the vaginal toxicity of poly-
urethanes and the absence of intraveginal snimal tests with this preduct,
_despite the recommendations of the FDA Panel on Vaginal Contraceptives
{Connell, 1979), the premarketing safety testing of the contraceptive

sponge appeaf;wgb Bé'grossly inadequate.

7. The contraceptive sponge may increase the incidence of Toxic

.“Shock Syndrome. In testimony before the Fertility and Maternal Health

DrﬁgsbAdvisory Committee on October 28, 1982, Dr. Hoi Leung, a  FDA statis—

tician, said, " The first issﬁe iéfwhether the use of the spenge during

menstruation will increase the risk of contracting toxic shock syndrome,

and my answer to this question is that based on the results of the study,

we don't really know, because the number of women in the study was small..."
Later in the same presentation, Dr. B. Vorhauer, P;;sident of the company

marketding the contraceptive sponge, referred to test results which showed that

the Nonoxynol-9 on the contraceptive sponge could kill bacteria that were

innoculated into a clean sponge, if the sponge was allowed to sit in a cleaw

bezker for varying amounts of time. These reéults are not clearly relevant

to concerns about toxic shock syndrome., They do not demonstrate that N-9

can keep bacteria from growing in a sponge that has been worn for two days

and absorbed menstrual blood.
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8. Recently, Stolley et al. (1979) described an epidemiological system
for the post-marketing surveillance of adverse effects of vaginal conbra-
ceptives. Based on comments made by members of Dr. Sobel's group on June 8,

1983, there are no plans to have a post-marketing surveillance systea in place

when the contraceptive sponge is scheduled to be marketed on July 1, 1983.

Conclugion

The preceding statement of grounds summarizes the existing literature

on the toxic effects of polyurethanes,'Nonox&nol - 9 and the carcinqgenic

N-9 contaminant, dioxane. The intravaginal tests that are necessary to

evaluate the safety of the contraceptive sponge have been described in a
gﬂnx rr,J previous report by a FDA Panel (Connell, 1979). Until these studies are
completed and evaluated, a judgement that the contraceptive sponge is safe
enough for sale as a nhon-prescription contraceptive weuld seen to be
ill-founded.

In light of the available informationh on the presence of a carcinogen
in Nonoxynol — 9 and the existing reports of acute and chronic damagesthat
polyurethanes and N-9 can cause when administered intravaginally to test |
animaiE; this petition requests that the FDA withdraw approval for the
marketing of the Polyurethane Foam Contraceptive Sponge until these safeby

questions can be addressed in detail,

(See below for a list of Scientific Reference firticles & Certification)
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Certification

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

Armand Licne, Ph.D.

Presicdent,

Associated Pharmacologists & Toxicologists
5510-16th St., F.W.

Jashington, D.C, 20011

(202) 8823311




