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MEMORANDUM

SUBJECT: Review of SC-0224 Two-Generation Reproduction
Study in Rats, Addendum I: Response to EPA
Comments Submitted by Stauffer Chemical Company.
EPA Reg. No.: 476-2225/476-222€
TOX Chemical No. 893C

TO: Robert Taylor, PM 25

Herbicide/Fungicide Branch jim

Registration Division (TS-767) s Yieh

. . 'D/n'u"‘ /

FROM: Brian Dementi, Ph.D. .£,4Lﬁk

Review Section #1 ‘

Toxicology Branch/HED (TS-769)

S 17

THRU: Robert B. Jaeger, Section Head rfuy. iai

Review Section #1 i

Toxicology Branch/HED (TS-769)

Applicant: Stauffer Chemical Company
1200 S. 47th Streec
Richmond, CA

Stautfer Chemical Co. has provided & company response to
questions raised in our 5/30/86 review {Dementi) regarding the
2-generation reproduction study. TOX Branch concluded in that
review that ro NOZL had been established, on the basis of
finding reduced relative spleen weight in F2B weanling males at
the lowest dose level of 150 ppm. A NOEL for increased platelet
count in F2B adults (M,F) was estimated at the lowest level
administered (150 ppm). Additionalily, TOX Branch noted a
statistically significant reduction in thymus weight (absolute
and relative) for F2B adult males at 2000 ppm. In view of
these effects, TOX Branch expressed concern that SC-0224 may be
exerting an acdverse effect on the reticuloendothelial system.
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In the present sudmission, Stauffer provides results of
additional stuady and suggests that these data support their
pPrevious conclusion that a NOEL of 150 ppm was established.

The following resnonses are provided for eadh concern
raised in our 5/30/86 review:

1., Reduction in Relative Spleen leight

Stauffer claims, that statistically significznt decreases
in relative spleen weight which were evident at 150, 800 and
2000 ppm in F2B weanling males is attributed to stypically
elevated mean absolute spleen weight and low mean body weight
for the control animals. Stauffer compared splezn weights of
F1B and F2B weanling males and females to help illustrate this
point.

Absolute Spleen Weight, Grzms

Group F13 F2B
M F M r
Control .329 . 315 .474 .354

Spleen wsights of F2B males are numerically greater thzan
F1B males, ané except for F2B males the other control values
are womparabls to absolute spleen weights ¢ the Low Dose ¢group.

Furthermre, Stauffer arqgues that body weickts of control
F2B weanlings (M,F) were relatively low, perhiaps due to increased
litter size c¢Z this group:

Body Weight, grams

Group M F
Control FlB Wsanlings 78.9 79.3
" F£2B " 70.2 66.6

in addition to these data purporting ts expiain the reiuced
relative splesn weights in the various dose grouzs, Stauffer
provided addi-ional data on body weights an splsen weights of
control animals. In 53 weanling male rats Zaving a mean boly
weight of 81.3 grams (a figure comparable to F1B weanling mean
weight of 78.2 grams), the mean spleen weicht was 0.339 greas.
This figure does support Stauffer's positioa that a mean spleen
weight of 0.474 grams in rats of comparable size is unusually
high. Conseguently, a relative spleen weigat of 0.418 as csrived
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from the supplemental spleen and body weight data appears to o
a more reliable control value than that reported for weanling
F2B male controls (U.e76) in the original study.

o»

70X Branch is satistied that Stauffer has adequately
addressed this concern and that SC-0224, at dcses evaluated in
the previous study, did not exert an agverse effect on spleen
weight at 150 ppm.

I1. Thymus

In our previous review we noted that for F2B male adults,
absolute and relative thymus weights were reduced, being
statistically significant at the high dose.

The Registrant has tabulated thymus weight changes for the
dif ferent generaticns at the various dose levels. Statistically
significant absolute thymus weight decreases are noted for Pl
(4,F; at 800 and 2000 ppm and for PO (M), F1B weanlings (F) and
F2B (M) adults at 2000 ppm. When expressed on a relative weight
basis, the only significant decreases were for grcups PO (M),

Pl (F) and F23 adult (M) at the 2000 ppm dose level.

TOX Branch agrees with the Registrant that a NOEL = 150 ppm
has been demonstrated for thymus weight dhanges in this study-

I11. Platelet Counts

In our review of the original 2-generation study, TOX
Branch identified significant increases in platelet count at 800
and 2000 ppm in both sexes of F28 adults. (Appendices 103, 114)

ppm Level Males N Females N
0 855 + 169 5 863 + 87 5

150 888 + 65 5 899 + 178 5
800 1017 + 69 5 1042 + 49 5
2000 1092 + 68 4 1107 + 162 5

In Addendum 1, Stauffer provided historical platelet count
control data for male and female rats in the age groups 1-3
months and 4-14 months, and notes that all of the platelet
values for animals in the 800 and 2000 ppn dose groups fall
within the reference range for the laboratory. Furthermore,
Stauf fer emphasizes that one of the male reference ranges usecd
has a skewed distribution. The petitioner also points out
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that the study controls appzar Lo e atypical ang that this

particular group of controls is derived trom the same oroup of
animals in which the atypical spleen weichts were observed.
For these reasons Stauffer would nave the Agency accept that
an apparent dose related in.rease in platelet count in both

sexes has no biological significance.

Tox Branch acdheres to the conclusion reached in our
original review that the inLreases in platelet count observed
in both sexes at 800 and 2000 ppm are significant. Therefore
NOEL=150 ppm for this biological effect. Since platelet count
was altered at the higher doses and there is uncertainty as
to what cdose represents the LOE., any additional studies whidh
include assessments of this and/cc related parameters should

be carefully evaluated. e i
N1 = 153 fper, Lesl = Sefrm
TOX Branch conclusions: XOEL <153 ppm’1reduued feed
intake and body weight in both parents and pups; reduced absolute
thymus weight, Pl (%,F); platelet count increase, F2B adults
(4,F)]
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