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May 23, 1983

Dr. Solozan Sobel,

Product Development & MNew Drugz Approval
Meteholic & Eandocrine Drugs

HSN -~ 130

Food and Drug Adzinistration

Rockville, MD 20857

Dear‘Dr. Sobel:

There ere ssverel questions I have rogarding the safety review of the
Polyurethare Foam Contraceptive Sponge (PFSS), The enclosed reprints and
literature cited will provide you with-some of the deotailed dsta on which
my questions ere besed, |

First of ell, the publicetion by Slade and Peterson (1) is probebly
too receat for previous review by ycur staff, The article describes the
total diseppeerence of the polyurethsne cover Irox an implented btreast pros-
thesis.  Slede & Peterson also review the research litérature on ths biodegra-
detion of polyuretkenes end discuss the hreakdown of implanted polyfrethanes
as dasc:;%ed in several previocus reports. With régard to the safety review of
the PFGS, were ary eninzl studies perforzed tc evaluate the intravaginal degra-
dation of ths polymer used in thnis pfoduct?

The WiC publicetion (2) summarizes the work dope by Volfson (196%, 1976)

- which suggests that the twice weekly insertion of polyuretban2 spongs tampons - .
~ as well as rubber spcnge tampons caused precancerous and melignent leslons

in the veacinas end overies of mice.

(contd)
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I understancd that Dr. Elizabeth Coanell is now a scientific edvisor for
the compeny developing the PFCS (VLI Corporztion, Coste Masa, CA), &s the
former Chairman of the FDA OTC Panel on Contraceptives and Other Vaginal
Drug Froducts, Dr. Comnell published a summzry of the Parel's recocmsndations
in 1579 (3). In Dr. Connell's erticle, the epizal cercinogenicity stuites
recommsaded by the Panel for new products include the vaginal application of
new contraceptives in rabbits (see table 22-5, ref. (3)). &r. Vorhauer, the
Presigent of the VLI Corp., hes reported elsewrere (4) a summary of the safety
studies dore during the development of the PFCS, The vaginel application of
the product in test enimals wes rot described in that article. I bave elso
revlewad the transcript of the recent VLI pressztation to the FDA regarding tbe
PFCS (5) and have not uncovered ary references to such studies, Unfartunately,
the Summery for the Basis of Approvel for the PrCS is not currently availeble,
and no otzer date con animal tests perfermed with the PFCS have been made avail-
able to me, Thereforse, ; would like to know if the intreveginel &pplication of
the FFCS hzs been used in anizme) tests to evaluste its carcingenicity., If so,
how does this dsia coapare with the previous reporis by_?olfsén (2)2

-

One of the erticles enclosed with this submission (6) discusses the carcino-

-

genicity of severel polyurethsnes, I believe that the epeczific polyurethane
used in the PriS is a methyl diisocyanete polymer. 1 wouid be interested in
leerning if the polyzer termed "Y-302" in the report by Autian et al, (“Carcioo=-
gepesis from Polyurethans" (6)) is the same polymes used in the PFCS. If so,

was this carcinogenicity data considered in the safety review of the polyuitiledsc

contraceptive sponge?

{(contd)
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As you mey know, & polyurethens foan was incorporeted into the Rely
tampon when it was first formulstad and test-marketed in Rochsster, N.Y. 4o
1975, A review of the carcinogenicity dsta sveiladble at thaﬁ tize, led the
Proctor & Gazble Corp. to reformulete Rely and remove the polyurethane before
it was marketed nationally. This incident detmonstreted ons of the manj practical
advantaga$ that cen follow from the intfoducﬁion of a new vaginal product in
a few limited markets besfore it is distributed netionally. Anong the chiefl
adventeges of this appreoach is the possitility of monitoring users for adverse
effects thet c=n not be uncovered in clinical research, =Recectly, Stoiley et
al. (7) describsd an epideaniological systsa for the post-marketing surveillance
of‘adverse effects of vaginal contracéptives. What plans bave been msade to have
e survelllance sgystem in place whea the contraceptive sponge is tréught to
merket? 1 did not ses any referernce to a surveillance plen, if it exists, in
the trenscript of the FD: meeting held Cct. 28, 1982 to review the PFCS,

In light of the recert biodegradstion end carcinogericity dsta I have
briefly reviewsd sbove, as wall es the appareat sbsence of some fundamental
anizal tests on the safety of the PFCS ard a suitable post-marketing surveillance’
plan to‘gbnitor for edverse effects, it would seem that thie new product may not
satisfy the sefety requirezents esteblisked by the FDi for noa-prescription drugs
end medical devices, 1 would arpreciste your review of the enclosed data end &

proxst response to the sefety questions discussed in this subzdssion,

Sincerely yours,

Armand Licne, Fh.D.
rresicent
APT

Erc.

NO. 352 PBeg-832
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