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ICY Americas had originally submitted a 21-day dermal study
for cyhalothrin on the rabbit in partial fulfillment for the
toxicity data requirements for registration of that insecticide.
At the time, the Toxicology Branch (TB-I) had some reservations
concerning the study zad requested submission of slides from
specific tissues for examination. The slides were submitted and
examined by Health Effect Division®s (HED) pathologist, Dr.
Lynnard Slaughter. Based upon his conclusions, TB's questions
concerning the study were satisfactorily answered. However, Dr.
Slaughter raised some questions concerning the clinical chemistry
data, particularly relating to the values for the serum protein
levels and albumin levels. ICI has responded to Dr. Slaughter's
questions and TB has been requested to comment on the response.

Response:

TB received the Registrant's response and submitted it to
our pathologist, Dr. Slaughter for review. His comments are
provided in the attached memorandum. He believes that the rabbit
plasma protein data provided in the 21~-day dermal study and in /~, V2
the compiled historical control data from the same laboratory T -
indicate that the test and control rabbits (including the -
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historical controls) had severe hypogammaglobulinema and that the
animals were immune-incompetent. He stated that it is not

or not the test chemical would have
of the animals under this particular

jUnfortunately, actual measurements of
] we do not know what these

a repeat of the 2l-day dermal
study on the basis of the apparent discrepancies in the plasma

protein data fori the fcll ing reasonS°

1) There were no s gnifi toxicological effects in the
v 21-day*g dermal sgudy.

2) Effectg on the | e system are not an endpoint which
is examined in j l1-day dermal studies.

3) on theibasis of the existing toxicological data on this
chemical, any effects on the immune svstem would not
likely affect any toxicological endpoints that may have
been observed this study.

It is noted that in f{ Registrant's response, it appears
that the Registrant is der the inpression that the 21-day
dermal study is gtill clagsified as Core Supplementary. This is
not the case. Ir,x the ‘randm from P. Hurley to G. LaRocca
dated 4/27/88, TB stated . based upon our pathologist's review
of the slides, the study has been reclassified from Core
Supplementary tojCore Minjmum. e Registrant should be notified
of thisg; reclassij icatlon. TbT «
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MEMORANDUOM {

- TOz
~ Secti.on I, Toxicology Branch I -
Insecticide, ic:L‘e Support
Health Eff Division (H™~039C)

THROUGH: Robert Zendzian, Ph.D.
Section I, Tdxicology Branch I
Insecticide, Rodenticide Support
Health Effects Division (H75C9C)

FROM: Lynnard J. Slaughter, D.V.M.
Consulting Pathologist
Toxicology Branch
Health Effectd Division (H7509C)

DATE:

SUBJECT: :

3
TABIE I
Adult Rai‘)blt Plasma Proteins
{

The normaZi laboratory abbit has plasma protein concentrations
that approxulate those depilcted in the following table:

male female
gm/lczo ml (%) gm/100 ml (%)
TOTAL PROTEIN 6.11 + .44 6.14 + .54
| ALBUMIN ] 3.L (59) 4.0 (65)
ALPHA 1 GLOBULIN .55 (9) .43 (73
ALPHA 2 .73 (12) .50 (8)
GLOBULIN : ,
GAMMA .79 (13) .55 (9)
GLOBULIN
Bk ! [ i
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The above table gives the dgenerally accepted protein
concentrations £ rabbits as reported in the literature.
Therefore, the iues reported by the registrant for the rabbits
utilized on the Cyhalothrin 2l1-day dermal study and the compiled
historical controi animal albumin concentrations for other rabbits
used om other studies are not representative of the normal
laboratory rabkit.

All of the registrant®s data indicate that test and control
rabbits had severe hypogammaglobualinema, because 100 percent of
their animals' total protein consisted of only albumin. HNormally,
the combined globulin fractions of the total protein range between
28 to 34 percent, and albumin ranges between 60 to 66 percent of
the total protein concentration.

CONCLUSIONS

It appears t the registrant placed immune-incompetent
rabbit on this 21 y dermal study. It seems that the vendor and
the user of these imals were not aware that the animals used may
have been hypog globulinemic, in addition to having hepatic

coocidiosis and phalitozoon imfections. Therefore, it is not
possible to det e whether or not the test chemical would have
affected the i system of these test rabbits.

RECOMMENDATION

Repeat this sl:udy using immune~competent normal New Zealand
White Rabbits. You may contact me at your convenience if I can be
of further assistance.
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