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On June 9, 1988 at 1:00 PM a meeting was held at the
request of Mr. Charles A. O’Connor, III of the law firm McKenna,
Conner and Cuneo on behalf of the Centre International d'Etudes

du Lindane (CIEL). Present at the meeting were:

’CIEL'and associates: EPA:

Peg McMullen, Rhone Poulenc Co. Dana Pilett, Reg. Div.
Glenn Simon, Rhone Poulenc Co. Ted Farber, Tox. Br. HED
David Brown, Hazleton, UK Ed Budd, Tox. Br. HED .
Nikolaus Wilhelm, CIEL . o John Doherty, Tox. Br. HED

Mark McGrath, McKenna, Conner-
*and Cuneo

The meeting was requested primarily to discuss the
protocol for a rabbit dermal toxicity study but other issues
related to the toxicity testing of lindane were also discussed.



- The meeting was initiated by Dr. Simon briefly stating
that the rat subchronic dermal toxicity study is expected to be
submitted to the Agency on schedule (due in July of 1988). Dr.
Simon also briefly discussedssome of the problems related to
testing lindane in a subchronic inhalation study in mice. The
original high dose level (10 ug/m3) of lindane used for this
study resulted in death to some of the mice and the high dose was
thus reduced to 5 ug/m3. The mice apparently tolerated this dose
level. The final report for this study is expected to be sent to
the Agency in October of 1988. The rat chronic feeding study is
also currently underway and there have been no further
complications and the study is expected to be completed on
schedule. ‘ :

Dr. Brown, the toxicologist associated with the
Hazleton Laboratory, then proceeded to describe how the lindane
would be applied to the rabbits and kept in place using an
aluminum foil backed gauze patch and system of bandages. The
lindane will be suspended in carboxymethyl cellulose (5% in
water) and kept in contact with the rabbits skin for 6 hours.
After this time the bandages and foil will be removed and the
area washed with an infant soap and rinsed to prevent infection.
Dr. Farber suggested that the aluminum foil patch might be -
perforated to promote ventilation and Dr. Brown agreed to
consider this suggestion. The issue of using carboxymethyl i
cellulose was raised with regard to whether or not this material
would compromise the study by damaging the skin. All agreed
(including EPA staff) that experience with carboxymethyl
cellulose does not indicate that its use would compromise the
study.

The question arose as to how many kidney slides would
be read to assess for the effect of treatment on this organ. The
protocol called for preparing three slides per kidney but implied
that only one slide per animal would be read to start with. It
was agreed that all six slides per rabbit would be assessed for
the control and high dose treated rabbits for the first reading.
If there are indications of effects in the high dose group, the
six slides from the mid dose group would be assessed and so on
until a clear NOEL is established (or the extent of kidney damage
in the low dose group is established). It was also agreed that
the protocol is sufficient in its current form with regard to the
procedure to be used for staining the kidney slides. For
example, thescurrent protocol-calls for staining with
haematoxylin and eosin and at the pathologist'’s discretion with
other appropriate special staining techniques if required. It
was suggested by J. Doherty that the protocol should contain a
discussion as to how the pathologist intended to assess
for the types of kidney lesions previously noted in the rat
subchronic feeding study. For example, any alternative staining
techniques and the rational for using them might have been
included in the protocol.

The issue of the time at which sampling the blood for



lindane content (which is critical to demonstrating that the
lindane was absorbed) was also discussed. The time indicated in
the protocol (after at least 18 hours of fasting and after an
undetermined time since the last application of lindane) would
not give an accurate estimate of the maximum blood level of
lindane attained during the exposure period because the
elimination of lindane from the rat is fairly rapid (half-life in
hours). Toxicology Branch (TB) suggested that some of the
rabbits (for example 5) be bled just before the lindane '
application is removed (about five hours) and this blood sample
be used for lindane analysis. The CIEL group agreed to modify
the protocol based on this suggestion.

TB also agreed that it was advisable to stagger the
starting times for the different phases of this study such that
- the number of rabbits requiring daily applications of lindane
or vehicle control would be reduced. TB considers that such
staggering would help to reduce the strain on the rabbits since
at some times during the course of the study as many as 320
rabbits would have been treated. Staggering the staring times
Wwill reduce this number to 160 rabbits.

The CIEL was reminded that TB previously requested
(J.Doherty review dated April 17, 1987) that product information
for the "BM-test-7" sticks to be used for the analysis of the
urine be provided to the Agency so that the limits of detection
and differences indicated by these "sticks" can be obtained by
the Agency. Dr. Brown agreed to send this information.

The CIEL group agreed to submit a revised protocol
incorporating the suggestions and discussions made at this
meeting. TB stated that it had no objection to the study being
started immediately. '

Meeting Afterward

After the meeting J. Doherty had a discussion with Dr.
Leonard Slaughter, TB consulting pathologist, regarding the
overall problem of conducting a subchronic dermal toxicity study
of 90 days duration with rabbits. Dr. Slaughter stated that the
organism Pasteurella multocida is a common infection in rabbits
that should be manageable. He suggested that the original source
of rabbits may have had an unusual high titer of this organism.
Dr. Slaughter also implied that good laboratory practices such 'as
proper ventilation and better efforts made to not spread the
infection abbut the laboratory Oor the research facility should
prevent serious infection with this microorgamism. Interest-
ingly, Dr. Slaughter suggested that the rabbits could be made
specific pathogen free by delivering the rabbits by cesarian
section and immediately transferring the pups to a clean
environment. Such a procedure would be expensive and time
consuming.
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The material not included contains the following type of
information:

Identity of product inert ingredients

Identity of product impurities

Description of the product manufacturing process
Description of product quality control procedu;es
Identity of the source of product ingredients;
Sales or other commercial/financial information

A draft product label

The product confidential statement of formula
____Information about a pending registration action
;5; FIFRA registration data

The document is a duplicate of page(s)

The document is not responsive to the request

The information not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.




