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Associated

Pharmacologists &
: . Toxicologists

Or. David Kessler
commiss{ioner

Food & Drug Administration
Rockville, MD

february 27, 1992

"~

Dear Dr. Kessler:

vie originally pétitioned the FDA (copies enclosed) to halt the
sale of the Today Contraceptive Sponge because we suspected it would
be a frequent cause of vaginal irritation and an agent capable of
increasing the user’'s risk of Toxic Shock Syndrome.. Now there is an

f’“x

‘ ‘axtended basis of user experience to suppart these concerns:

1. Data in the the Drug Experience Network as of 1/16/82 indicates
that more than 47% of the complaints filed regarding the Tdday
Sponge included either cervicitis or vaginitis.

These forms of irritation were predictable effects of the use of

the Tcday Contraceptive Sponge because {t’contains more of the .

detergent/spermicide, nonoxynol 9, (1 gram/sponge) than any ather OTC

vaginal contraceptive, and the detergent is left in the vagina, w#th

a polyurethane foreign body, longer than any other product. As was

discussed in the petitions, the Today Contraceptive Sponge was

formulated to contain the maximal feasible amount of N-9 in the
sponge because the use of smaller quantities were gross]y ineffective

{ B . - .
o d as contraceptlives. Yt should 21co be noted that the comolaints

5015 - 14 th Street, N.W. Washington, D.C. 20011 [202] 726-5932

$3P-0197 Le7e




301 594 5493

4,278 12:39 EXEC OPERATIONS CDER » 381 827 2316

ND.358  PB13.-928

APT, 2/27/92
page 2

regarding the ineffectiveness of the Sponge (né drug effect, 102:
pregnancy unintendec, 678) constitute 26% of all! reports in the Drug
Experience Network.

It is also important to note that the current package insert
for the Sponge does not make it clear to the user that cervicitis
and vaginitis are the most common complaints that have bsen

associated with this contraceptive.

2. In 1986, Faich et al reported in the Journal of the American
Medical Association (copy enclosed) that the use of the Today
{”ﬁ, Sponge was associated with an increased incidence of Toxic¢c Shock
Syndrome. | |
Thie report lends further credence to the concerns originally
brought before the FDA regarding the health risks associated with the

Today Sponge.

An additional point raised in the petitions was the possibility

v -

that the continued use of the Sponge might in&rease the risk of
vaginal or cervical neoplastic disease. This concern was based an
the presence of the carcinogen, dioxane, in the spermicide, N-9, and
the unknown risks that may be associated with the intravaginal! use of
a poiyurethane, Clincal data on the possible carcinogenic effects of
the Sononge are both unlikely and undesirceable as a way to investigate

{”&this gquestion. We would point out again thet this matter has not

J ?been investigateo assquateiy 1n Tre aval‘asie z~imzl mocels for

studying vaginal carcinogens,
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In the light of our continuing concerns regarding the possible
carcinogenicity of the Sponge; and the reported adverse effects,
which we cite above, we again request you review the sgfety and
affectiveness of the Today Contraceptive Sponge. As we stated in our
original petitions, we do not believe that this contraceptive product

is safe and effective enough to be on the market .

gdudyEBraimanwLipson;

rmand Lione*

President, President,
Associated Pharmacologists & | Empire State
Toxicologists Consumer ASSoC.

Enclosures:

1. Petition, Empire State Consumér Association, Inc., #83P-0187/cp

-2. Petition, Associated Pharmacologists & Toxico]ogists, #83P~
0187/cp0002

3. Petition Suppliement, (6/25/84), Associated Pharmacologists &
Toxicologists, #83P-0187/cp0002 T, ' : -

4, Summary, Drug Experience Netwprk, Food & Drué Administration
records for the Today Contraceptive Sponge, 1/16/92

5. Faich G et al: Toxic Shock Syndrome and the Vaginal Contraceptive
Sponge. JAMA 255:216-8, 1986,

R P e

*to whom correspondence should be addressed.
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FDA SPONTANEOUS REPORTING SYSTEM

CAUSE-EFFECT RELATIONSHIP BETWEEN EACH DROG AND REACTION
CANNOT BE ESTABLISHED WITH CERTAINTY IW ALL CASES

DY/1¢ °92

-———

-

TODAY
REPORT COSTART. TOTAL
SOURCE OCCURRENCES
DOMESTIC SWEAT 1
DOMESTIC SYNCOPE 7
DOMESTIC THINKING ABNORM 1
DOMESTIC THROMBOCYTOPENIA 1
DOMESTIC TINNITOS 1
DOMESTIC TREMOR 3
DOMESTIC URETHRITIS 9
DOMESTIC URIN FREQUENCY 3
DOMESTIC URIN IMPAIRED 1
DOMESTIC DRIN RETENT 4
DOMESTIC URTICARIA 9
DOMESTIC UTER DIS 3
DOMESTIC UTER FIBROID ENLARGE 1
DOMESTIC VAGINITIS 345
DOMESTIC VASODILAT q
DOMESTIC VISION ABNORM 1
DOMESTIC VOMIT ' l0
DOMESTIC VOLVOVAGINITIS 5
DOMESTIC WEIGHT DEC 1
FOREIGN CERVIX DIS 2
FOREIGN PREGN URINTEND l
DOMESTIC 2359
FOREIGN 3
2962

THE GRAND TOTAL IS
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Toxic Shock Syndrome and the
Vaginal Contraceptive Sponge

Gerald Faich MD, MPH; Kay Pearson, RPh; Diavid Fleming, MD; Solomon Sobel, MD; Charles Anello, ScD

* Thirtesn confirmed cases of toxic shack syndrome temparally reluted
to uee of the vaginel contreceplive sponge have heen reported. The
obverved risk of toxic shock syndrome In sponge users masy ba slevated
above sstimated background rates, but this risk remaing very low, Tresumatic
manipulation of the spoage, use during mensirustion or the puergerium, and
proiongad retention of the spongs may additionally increase toxic shock
syndrams risk. As with all contraceplives, riska must be balanced agsinst

benefits.
(JAMA 1086;256:216-218)

TOXIC shock syndrome (TSS) associ~
ated with staphylococcal infection
was first recognized in 1978, sl-
though cases undoubtedly occurred
before that time.! Staphylococcus au-
reua has often been isolated from
patients with TSS, particularly phage
group 1. The illness is thought to be

For sditorisi comment
ses p 242.

caused by & staphylocaceal toxin,'
aithough the exact pathogenesis of
the dizease remains unclesr. Host
immune status may slso play & role in
susceptibility to the syndrome’

In 1980, epidemiologic investiga-
tiona of an increase in the number of

Fram the Cemer lor Orugs snd Bioioges. Food
and Drug Adminigiretion. Rochwda. Md {Dre Farch,
Scbal, and Anello and MWe Pesrpon). e the
Raspirerary and- Specist Puthogens Eodemiciogy
Branch, Centers for Digeesw Coanirgl, ‘Aligmis (Dr
Flerming).

Use of irede names is 10r identitcation only and
does nof imply endorsement by the Putlic Mesnn
Servca

fiayrmil teqQuosis 1Q Ceniec r Drugs 8na Beoiag-
ws. Food ang Orug Admuuelrgton, Room 15839
(HFN-700), Rockwile. MD 20857 (Or Feccn)

the reported cages of TSS led to the
deacription of an sssociation between
TSS, tampon usge, and mensteuation.*’
Since that time, most veported cases
of the syndrome have continued to
occus in women during menstruation.t
Nonmenstrual cases related to
wounds, the postpartum pericd, and
vaginitis have been reported.”" Cases
have also been reported in conjunc-
tion with the use of the contraceptive
diaphragm."” The present article
reviews reported TSS cases temporal-
ly related to use of the vaginal contra-
ceptive sponge and discusses risk
implications of these cases.

The vaginal contraceptive sponge
{Today) was first marketed for over-
the-counter sale in July 1983 The
sponge, 3 polyurethane device im-
pregnated with nonoxynel 3 spermi-
cide, has a combination of features
not duplicated by other contracep-
tives. First, because of its over-the-
counter status, it is readily available.
Second. in some patients its efficacy

may approacn that of the diapnragm
and spermicide jellies.” Third, it can

he left in place and provide continual

28 JAMA, Jen 10, 1988—Vol 255, No. 2

contraception for a 24-hour periad.
Preapproval trials of the sponge,

while large.,* were not sufficient to

rule out the possibility of TSS. This

and the experience with tampon-asso-

ciated TSS led to the inclusion of 8
description of the symptoms of TS8 in
the package insert for the sponge.” In
addition, usera were inatructed not to
leave the sponge in place for more
than 30 hours and wot to use the
sponge during menstruation.

METHODS

Surveillsnce for sponge-rolated TSS
casey is based on information received by
the Adverse Drug Reaction Reporting Sys-
tem at the Feod and Drug Administration
{FDA)" the Centers {or Disease Control
(ICDCY 1TSS Surveillunce System,” and
postmarketing surveillance conducted .hy
the manufacturer (VLI Corp, lrvine,
Califi. The Girst two of these surveillance
sources weee in place hefore (he nponge
wan marketed. The manufacturer'y aur-
veillance is primarily based on reports il
receives from heslth care providers and
consumers through a toll-free telephone
hot line, which is listed in the packaye
insert supplied with the product The
manufacturer is requized (o LTAREMIL BRY
reports of adverse reactions to the FLA."

Eack TSS case report is recorded by the
FDA and the CDC on a CNC TEN surveris
1ance form and Is reviewed and clonsdfiect
hy the CDC. A sponge-relsted caxe 3o
defined a3 one in which the wandurd
criteria,” “ s outlined in Table 1. are met
and i whick the ynset of itiavys wccury
within 40 houra following sponge ine
xertton For repurts that only noted the
date of sponge uee, It was assumed that

Spange-Fatated YSS —Facch of ¢l
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- Tetis 1.—Cass Dehnton of Toae Shocn Table 2. ~—Sponge-Rulated Casee of Tozic Shock Syrwirome
Syndrome***
; . Cate of Oapet, Inserttan-lo-Onset Prediaposing - A o o
Tover Tomporsturs. £58.8 °C me/yr Inlecvel, hr Canditions Bltoulty __ Fregreenistion
i Rash Diftuse Mecuiar eryiivadarme 10183 24 Poat pertum No ]
E Dooaaegrmataas. Pairrg 4R gilee § 90 7 WA 11+83 " ... Yeos v
: ey, Gyeitc B <80 mm Hy o 11783 Py " mrolonged retemtion e Yoo
{ e ne drog 0 & e BF > 15 mm 1184 12 e o Mo
! HQ or crhastatc Gt senese’ 1,08 14 Yoo Yor
Wiumpveasm rwotvernnrd (3 of V@ Talitn- 384 24 . Mo [
| ) ~w Vamitng or Ganes 184 ° Menstruation Yoo [
21 arast T84 @ o N
l Macier Wyeigis of slewted ew- 784 - 3e > o
e praporress wvel
: Mucam memtrene VYS!, or pros ::: ;: : ::
] 1] -
l :::.W o canuncivel hyper 10/84 24 [ o
Rergt Elevetod ssrum wee NOgen 10784 24 Foyt partum o Mo
o oreslNng \WSvails Or aseptic
s
. Mepeic: Evvaled bilindin, $GOT, or o
i M'...m % 100,000 /o0 in this analysis. Four of these cases  ducted in Utah snd Minnesota. For
‘ oo were briefly reviewed elsewhere.” Utsh, during the two-ysst period
)  eres o ?‘.m'z A1l 13 of the patients with sponge-  from 1980 through 1381 when surveil-
' col neurologc Sne related TSS were haspitalised and lsnce was most intense, one case of
i teugstive reary for the following, § recovered; all had vaginsl cultures nonmenstrual TSS in 8 woman was
nge, “'m or Staphyk awe that were positive for S aureus.  detected that was not sssocinted with
¢t to Vo). hroat. Or GeredIrospingl fuld Patients ranged in age from 18 to 37 & wound or the poltptnum'punod.
Fhis cutras: fiea & ter to Rocky years (mesn, 24.6 years) and resided  Surveillance covered the state’e popu-
480+ e, .‘.':‘...'3." oo fover. eplaspe in nine states. Four of the cases had  lation of 240,000 women 19 ;‘o 29 z,rnnl
of s . ) potentially predisposing factors (Ta- of age (C. R. Nichols, MPA, ora
Sin T e vane. ble 2F one patient ueed the sponge  cammunication, Nov 15, 1684). Thus.
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the sponge was inserted st 10 Py so that an
insertion-to-onset intarval could be esti-
mated.

For risk estimates, two asssumptions
were made. Firet, it was sssumed that riek
{s independont for each use of the sponge
and that sponges are used on nonmen-
strual days. Second, it was assumed that
the average monstruating woman iu “non-
menstrual” Rve sixthe of the time, or 304
days per yesr.® Thus, W convert annusl
incidence rates per 100,000 women to rates
per nonmenstrual dey, the annual rate
was divided by 304 and multiplied by §0 to
give & cate per million women-nenmen-
strusl dsys.

RESULTS
Case Review

As of Nov 1, 1984, seventeen cases
of TSS in sponge users had been
reported. In two of these, onset had
occurred more than 48 hours after
aponge ingsertion and in two the incu-
bation period was unknown. Thus, 13
cases of sponge-related TSS were
identified. An additional ten cases of
probable TSS in sponge users were
reported; these lacked one eriterion of
T8S (Table 1), most commonly des-
quamstion. Oz the  confirmed
sponge-related TSS cases were used

JAMA, Jan 10, 19B88—Vol 266, No. 2

during menstruation, two were past-
partum {37 and 56 days), and one left
the sponge in place for more than 30
hours {four dsys). In four of the 18
cazes, difficulty with spoage removal
was nated, and in thres of these the
sponge was fragmented when finally
removed.

Risk Anslysis

As of Nov 1, 1984, aecording to the
manufacturer, 20 million sponges had
been distributed. For this anslysis it
is assumed that a maximum of 80%
(16 million} of distributed sponges
were actuslly used, while the remain-
der either went unused or had not yet
been purchased. Using the aponge-
relsted TSS cases withoot pousible
predisposing factors as a numerstor,
the observed rate of sponge-relsted
TSS was nine cases per 16 million
sponges. Since a case, by definition
could oceur within 48 houra {twe
days) of sponge use, this is equivalent
to nine cases per 32 miilion nonmen-
struzl days of susceptibility for =n
ohserved rate of 0.28 cases per 1
million nonmenstrual days.

Precise estimates of background
rates of nonmenstrual TSS do not
evist Best approximations derive
fram surveillunce programs con-

the observed incidence wea 0.21 per
10° women-yesrs, or 0.00T per 10
nonmenstrual days.

In Minnesots, ten nonmenstrusi
TSS cases without predisposing fac-
tors in women 19 to 89 years of age
were detecied statewids from Jenu-
ary 1980 to June 1981 Uslag &
deneminator population of 000,000
women sged 19 o 39 yesrs, an annus!
rate of 1.1 per 100,000 women-years
can be easlculsted. This sdjusts tr
0.036 canes per )0 nonmenstrus!
days.

Dividing the oheerved spange
velated rate (0.2%) by estimatad back:
ground rates gives u crude risk fatio
Using the Utsh {0 007) snd Minnesots
{00361 beckground rates produce:
estimated crude nisk ratios of 404
and 78, respectively. Put anothet
way, TSS risk on nonmenstrual day:
is estimated to be 78 o & time
greater for sponge users than fo
nonusers.

One ynpublisked study provides a
estimate of nonmenstrusl TSS de
tived from retrospective chart re
views of hospitalized patients witl
diagnoses possibly compatible wit’
TSS. T. Halpin, MD, and L. Konchal
MPH (written communication, No
i0. 1884) found one confirmed non

Spange-Related 158 —Fakch et ¢t 21
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menstrual TSS ecase in & woman in
the child-besring years without pre-
dispozing factors by such a review of
more than 3,000 hoapital records rep-
resenting all such hospitalizations for
3 year's period of time for & popula-
ticn that contained 214,927 women
aged 13 to 39 years. From this a
nonmenstrual TSS rate of 0.015 cases
per 10° nonmenstrunl daye can be
caleulated. Using this as s compari-
son rate, 3 crude risk ratio of 18.6 for
spange-related TSS is obtained.

COMMENT

We have identified 13 cases of TSS
temporaily reiated to sponge use.
Three cases involved use during the
puerperium or menstrustion, both of
which are contraindications for use of
the sponge. One case occurted in
woman who kept the sponge in place
for more than the 30 hours recom-
mended by the manufacturer. Sponge
ugers should be encouraged to care-
fully follow instructions in the pack-
age ingert.

Four of the TSS cases involved
difficulties with removing the sponge.
Vaginal trauma and sponge fragmen-
tation may increase TSS risk. Thus,
sponge users should be particularly
alert for {liness following traumatic
removasl of the sponge.

Nine of the 13 TSS cases relsted to

1. Todd J, Fishaut M, Kapral P, ot al: 7SS
axsociuted with phl'l-wup 1 staphylocoeri.
Lancet 1978:21118-1118.

2. Stevens FA: The accurrence of StapAviococ-
cus aurevs infoction with & scarlettinifarm rash.
JAMA 1827:88:1957-1058.

3. Altemeir WA, Lawis 8, Schiievert PM, et al:
Studies of the staphytococsi causation ol TSS.
Surg Gynecal Obster 1981153 451483,

4. Bennett JV: Tnml‘ind TSS. J Infect Dis
1984:143:831-633.

8. Bergdal! M3, Crass BA Reiser RF, ¢t al: A
new staphylococrs! entevatoxin sssocisted vith
TSS. Lawcet 1981:1:1017-1021.

8. Shandes KN, Schmid GP, Dan BH, «t ok TS8
In menstruating women: Associstion with tam-
pon use. N Engé J Med 1080,303:1438-1442.

7. Davis JP, Chasney JP, Wand PJ, ot ul:
Tozxic-shock gyndrome wpid gic .
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sponge use were not sssocisted with
predisposing factors. Using seversl
estimates of the background rate of
nonmenstrual TSS, we have shown
that the crude risk ratio of sponge-
related TSS may be elevated. This
risk analysis does not control for
several biggses. Diagnosis and rve.
porting of sponge-related cases prob-
ably are higher than non-sponge-
relsted nonmenstrual caves becsuse
of the mention of TSS in the package
insert, litigation, and medis atten-
tion. In addition, non-sponge-related
nonmenstrual cases may be less likely
to be recognized because the diagnosis
may not be considered in the absence
of menstruation or tampon use.”

Ta some extent, the use of compari.
son data from Minnesota and Utah
may leasen the degree of bias in our
analysis. In both states, physiciana
were informed about clinical charae-
teristics of TSS a3 part of an inten-
sive surveillance effort There was
also considerable mass media stten-
tion given to the disease for several
surveillance years. Active searches
were made for diagnosed cases for all
or part of the surveillance period.

Qur conclusion is that the risk of
nonmenstrual TSS may be incressed
by sponge use. Thie is based on the
tempors! association, the posaible
increase in the rate of occurrence of

Referances

recurrence, risk {actors and prevention, N Eagl J
Mrd 135003 1429-14388
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nonmenstrual TSS sboave estimated
beckground rates, and the snslogous,

established sesociation found be- §

tween TSS and tampon ase. It must
be emphasized thet while the risk
may be clevated, it still represents o
small risk. To date about one case
(withaut predisposing factors and
octurting within 48 hours of use) per
2 million sponges used has been
reported.

1t is importsnt to consider this risk
in the proper perspective. Decislone
about contraceptives must taks into
account comparstive efficscy and
safety (nformation, (e, benefits muat
be halanced agsinst risks. Risks from
one contraceptive method muost be
compared with those sssoelsted with
other methods. Risks sasocizted with
pregnency far exceed thes triske of
most contraceptive means.

Physiciana ahould be slert to ths
possibility of TSS even {n nonmen-
struating patients. When diagnosed,
TSS esees should be reported to stats
health departments. When the con-
traceptive sponge is involved, wre-
porting to the manufacturer or FDA
{s encouraged.
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5600 Fishers lane
Rockville, MD 20857
CLINICAL REPORTS ON VAGINAL TRRITATION & TOXIC SHOCK SYNDROME

 ASSOCIATED WITH THE USE OF THE TODAY CONTRACEPTIVE SPONGE

Supplement to Citizen Petition 83P-0187/CPO002

SuU !'E!{A.RY

5’"& One year ago, this organization petitioned the Food & Drug Adminiatration
- to w1thdraw its preﬁarketlng epproval of the Todey Contraceptive Sponge
because the intrevaginal animal tests recommended by ths FDA Penel on Vag-
Jnal Contreceptives had not been completed end evaluated for the Sponge.

At that time, there were scientific reports available to suggest that if
intrevaginal animsl tests were performed with this coatraceptive product, ths
Todey Sponge might be shown to be a frequent ceuse of vaginal irritation, and
to increese the incidence of toxic shock syndiome amoéé its users, Available
reports also suggastedvthat, after long-term use of the Sponge, the incidence
of tumor formation among users might increase because of the intravaginal

exposure to a'pblyurethane end dioxene, the carcinogenic contaminant of the

Sponge speraicide, Nonoxynol-S.

There ere now clinicel reports, which will be ocutlined in cetail he S 0w

ﬁ'"\ thet suggest es many as 12% of the women who use the Contraceptive Sponge

erxperience vaginal irritation from this product. when compared to other

S$510 - 16th Street, N.W. Washington, D.C. 20011 {202) 882~ 3811
O~ 12 ¢ D~
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vaginel contreceptivas, the Today Sponge kes been shown to be significantly
more irritating than the dlaphragm end one type of foaming suppository contre-
ceptive, At this time there sre nine cases of toxic shock sypdrome (TSS) among
Todey Sponge users confirmed by the Centersfor Disease Control (Atlanta, GA),
and‘several additional reports that have been classified as "near-shock" because
available information was. not sufficient to meet all of the established criteria
to confirm these cases as TSS. The carcinogenic potentinl of the polyurethape
and dioxane in tke Contraceptive Spenge are still untested in available animal
models, Clinical data on side effects such as tumor formation are impossible'
to monitor at this point.
Toxic shock syndrome can be a lethsl disease. If & women can buy &

’Coptraceptive Sponge, use it asvrgcommended, end risk developing a fatel disease
while using this product, the standerds for safety of over-the-counter drug
products, which have been established in the past by the FDA, are nof being

met for this product.

Although'it is specified in the U.S, Cade of Federal Régulations that

the Commissioner of the FDA "shall furnish & response to sach petitionear

within 180 days of receipt of the petition" (21 CFR 10.30 (2}), no response

has been mede to the original petition con this matter submitted one year age.
A% this time, we request that'you consider the material submitted inh the
original petition along with the clinical date reviewed below, to provide a

basis for removing the Today Contraceptive Spoage from the CTC drug merket,
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Detailed Statement of Grounds:

1. Vaginsl Trritation )

A small clinicel study on the vaginal irritation caused by repeated use
of the Contraceptive Sponge was reported to the FDA by Dr. Gerald Bernstein
of 'the Univ. of So. Calif, Masd, Ctr.. A sunmary of this study was obtained
through a freedom of information request as part of a Iqtter written June 10,
1982 by Dr. Williem J, McGann, the Medical Officer in the Office of Metabolic
and Epdocrine Drugs, FDA., Dr. Bernstein rsported that when 10 women wore a
Contraceptive Sponge for more than 2 days, 3 of the women compleined of vaginal
irritation aod 4 expelled the Sponge. (1) In & second study involving 15 women
who attempted to weer contraceptive sponges on 7 consecutive days, 5 of ths
wozen experienced vaginel irritation. At the end of the study, four of these
women presenﬂed with Class II Pep amears.’(Z)

A lerge clinical study, involving 1,400 women, which wes completed here
in tbe U.S., has shown that the Coatraceptive Sponge caused significantly more
vaginal irritation thet the disphragm. After one year, . 12 wamen per
100 spopge users discontinued use of the Sponge because of vaginal irritation.
This was significantly more than the discontinuation rate among d}aphragm users,
which was 3,7 per 100 women, This date wes suawerized in = recently published
report by the Population Information Program at the Johns Hopking University (3).

The results of a lerge international study undertaken in Bangledesh, Tajwan
and Yugoslavia were also summarized by the Johns Hopkins group. (3) In that
study the effectiveness and acceptebility of the Sponge was coapared with a
foaming éuppositor}; the Neo Sampoon, which is not sold in the U.S, The dis-

continuatien rate because of vaginal discomfort for the Weo Sampoon wes relatively
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high at 9.4 per 100 woanen, howsver, even this discontimuation rate was signifi-
cently lower than the rate reported for the Contraceptive Sponge, 12.7 per 100
WJor ttg Soonge
wozen (3). Thus the incidence of vaginal irritationi%n n both of these clinical
studles ranged between 12 and 13%.
r When discomfort and problems reaoving the Sponge were grouped with all
other reesons cited for discoatinuing the use of the Sponge, the overall
rate wes ebout 50% (3),
The voluntary reports that have been submitted to the Sponge manufacturer
(VLI Corp., Irvine, CA) and the FDA Drug Experience Network (4) now number in
the hundreds the women who have experienced vagina] pein, fever and distress
because of the Contraceptive Sponge. These reports include som: categorized B

as "pear Shock" because information was inadequate to confirm the occurreance

of tbxic shock syndrome.

2. Toxic Shock Syndrome mnd the Contrecevtive Svonge

Vaginal infections with various strains of Staphylocgccus gureus ha§9
been associated with the ongset of Toxic Shock Syndfome (7sS)., Llaboratory
tests on the growth of S. sureus in the preseace of componeats nf the Contra-
ceptive Sponge have_pfoduced conflicting results, A report prep&redifor the
menufacturer of the Sponge (VLI Corp,, Irvice, CA) did find that the growth
of S. esureus was ilnhibited by the Sponge's spermicide, Nonoxynol-9, when clean
sponges were innoculated with bacteria end incubsted ip beakers (3). However,
a 1933 study by Dr. Elizabeth Beehler at the State University of New York at
Buffalo (5) indicated that N-9 had no inhibitory activity Ab'qtapnywpcunaa“nw o

group B streptococc;, but it was highly effective against St reptococcus pneumonias.
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At this time the Centersfor Disease Control (CDC),4n Atlaﬁta, GA, hasg
confirmed reports on nine cases of TSS among users of ths Today Contraceptive
Sponge., In the CDC report on th; first four TSS cases (6), it was noted that
two of the TSS victims had left the Contraceptive Sponge in place for longer
then the recommended 24 hours,* Of the five more recent ceses of TSS, the
tims the sponge wes left in the vegina has been détermiqed for four of the
woxen, In these four cases, the Sponge was left in the wvagina 12, 13, 14
and less then 2/ hours (7). One woman was menstruating. Despite the growing
number of Sponge users who have become victims of TSS, the effect of the
spermicide detergént, Nonoxynol-9, on the intraveginal absorption of TSS

toxins elso awaits inovestigation ;n experimental) animls,

Conclusion

The origina) petition on the inadequacies in the safety testing for
the Today Contraceptive Sponge summarized the availsble research reports
that suggested that if the Sponge had been subjected to the recommended
intravegine} enimel tests, it would fregueatly be associated with vaginal
irritetion end it might increase the incidence of TSS and tumor formation
ewong woen winc used this veginal contraceptive. Although it is too soon
to expect that clinical data will shed light on the potential carcinogenic
properties of the lngredients in the Sponze, after ore year of widespreed use,
clinical data is now available that suggests the Sponge is frequently essociated
with vaginal irritation and 9 confirmed cases of toxic shock syndromg E?X?“pﬁfp.

identified among women who were using this product.

*The mepufacturer claing that the Sponge is epproved for 48 hour use in England
end Switzerland (2). The FDA limited the product to 24 hour use in Jan., 1983,
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There ere a mumber of alterncte forms of veginal contraception with
greater gafety and effectivanesé than the Contraceptive Sponge that are
available to women, Once, again, we request that this product be withdrawn
bedause it has not been shown to be safe enough for sale on the over-the-~

counter drug market.

Certification

The undersigned certifies, that, to the best knowledge mnd belief of the
undersigned, this petition includes all informetion end views on which the
petition relies, and that it lncludes representetive date and information
known to the petitioner which are unfavorable to the petition,

g’*ﬁ_ i : - | o o / ,w{ <::f§2;;r«4i

Arzend Lione, Ph,D,

President,

Associated Pharmacologists &
Toxicologists

5510-16th St., N,W,

Waghington, D.C. 20011

{202) 882-3811
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