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CONCLUSIONS:

The explanations and addition information submitted =y t
sponsor are adequate. The one-year feeding study in dogs shoul
be ungraded from supplementary to core minimum. The referrsd t
study was reviewed in Document Number 007122 and the subnitted
report is referenced below.
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Hellwiqg,J Report on the Study of the Toxicity of
Vinclczolin Beagle Dogs After a 12-Month Administration
Via the Diet, by BASF Aktiengellschaft, Dept. Toxicolegy,
5700 Zudwigshafen,/Rhein, West Germany, §Study Number
87/0447 of Octcober 1587 (MRID No. 408595-01).

ACTICN: Toxicology Branch 1 has been rsguested to respond to th
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sponsor's comments on the required additional information outlined
in the DER (Document Number 007122) for a l-year dog feeding study,
Study No. 87/0447, MRID 408595-01.

CETAILS: The requested additional information is listed below. A
raraphrase of the sponsor response will follow, and the response
cf The Toxicology Branch 1 IRS (TBl) will immediately follcw the
sponsor's response.

The Requested Information:
1. The quality assurance statement must be signed Ty an

zppropriate quality assurance official and submitted to the Acency.

2. The results of the data found in the blood smears other than
the reticulocytes must be subnitted.

2. The source of the dogs used in thez study must be submitted.

. The historical incidence of spontaneous corneal opacity In the
train of dogs used must be submitted.

[

If possible, please explain the high wvalues for the
eticulocytes noted in the dogs prior to initiation of treazment.

"

. Were there any detectable differences between the control group
nd the treated group(s) in the male reproductive organs.

AT

T. The numbers in Table C of this DER are assumed to reprssent
razticulocyte counts per 100, but this is not clear in the subzitted
report. On page 30 (bottom page number) of the submitted report,
~he unit for reticulocytes are given as unidentifiable swmbol,
which appears to be "$" sign and (19 erythrocytes). This should
e clarified.

:¢. The sponsor sh>uld present historical control data ¢ the
rz=ticulocyte count from the colony cf dogs used in thzs stuZyv.

S2CNSCR'S RESPONSE TO YUMBER 1
The Quality Assurance statement is sukbnitted.

T31 RESPONSE: The signed gquality assurance statsment s an
adequate response o Number 1.

SZ2ONSOR'S RESPONSE TO MNUMBER Z:

The values for thzs whitz2 and red blzsod cell cczcunt =
Tables B 261 - B 300 Zfor males and B 301 - B 340 Zcor ferales.
“here were no dose related 2ffzcts.

TB1 RESPONSE: The datza referred tc should hzwve ks=n in
summary tables anZ in ths index or tazle of contants . The
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response is adequate.

SPONSOR’S _RESPONSE TO NUMBER 3:
The source of the dogs was the breeding facility at BASF
Aktiengesllschaft, D-6700, Ludwigshafen, FRG.

TB1 RESPONSE: The response is_adequate.

SPONSOR’S RESPONSE TO NUMBER 4:

The historical data on spontaneous corneal opacity in these
dogs. Since corneal opacity occurs in controls the one which occur
in the HDT can not ke considered dose related.

TB1 RESPONSE: The historical control data submitted indicates
that unilateral corneal opacity has an incidence of up to 2.7%
(range 0~8.3%) in untreated dogs at the beginning of one-year
dog studies, and approximately 1.9% (range 0-8.3%) in controls
at the end of one-year dog studies. The incidence of corneal
cpacity in the study on the dog at the HDT of 1/6 (8.3%) and
0/6 (0%) in controls could possibly be compound related. This
is especially true considering that corneal opacity occurred
in a rat chronic study. However, the incidence of 8.3% in
historical controls is at the high end of the range and does
not answer the gquestion of whether or not compound related
corneal opacity occurred in the dog at HDT.

SPONSOR’S RESPONSE T2 NUMBER 5:

A high reticulecyte count for young dogs is not uncommon. When
compared to the historical control range the reticulocyte count in
dosed groups does nct differ from controls.

TB1 RESPONSE: Considering the response to Number 7 kelcocw, the
apparently high reticulocyte was normal The explanazion is
accepted.

SPONSOR'’S RESPONSE T2 NUMBER 6:

There were nc histological effects on the seminifercus
tubules, or the pros=ate. The results on the seminiferous %tubules
are in Table 166. P=zthological examination of the epididymides is
not required by the zuidelines, but macroscopically, they were not:
affected.

TB1 RESPONSE: The sponsor’s explanation that Table 166 refers
specially to hListological effects on seminiferous =zTubules
acequately clarifies the prcblem. With the sronsor’s
clarification, zthe hyperplasia referred to in the sutmitted
report was to the seminiferous tubules and not to the Leydig
cells. Witk regard +to guidelines and  Thistoclogical
examination, tnhe guidelines, 83-1 e(12)(C), indicaze tha=
histopathology should be conducted on all target organs in all
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animals. The histology seen in the Leydig cells indicates
that all male organs of reproduction should be examined
histologically. However, the explanation is considered is

considered adequate, and the histclogy is considered adequate
for this study.

SPONSOR'S RESPONSE TO NUMBER 7:

The numbers in Table C of your data evaluation xreport
represent reticulocyte counts per 1000. The symbol in the report
is "%" which again reprecents counts per 1000.

TB1 RESPONSE: According to the explanation of Table C in the
original 1l-year dog study and the report submitted for this
action the data should be divided by 10 for conversion to
percent. Under these circumstances the apparently high wvalues
for the reticulocyte count reported for young dogs when
divided by 10 is less than one percent which is neither high
nor abnormal. For futur: reference the symbol "%" refers to
the Latin percentum or per hundred, and should not be used to
indicate counts per 1000 without an explanation. Ir this
connection, the tables and data in general were ill defined
in the submitted report leading to unnecessary amblgulby and
/or page flipping.

SPONSOR'S RESPONSE TO NUMBER 8:
The historical control data for reticulocyte count orn that
Beagle dogs from the laboratory is in Appendix 3.

TB1 RESPONSE: The data submitted are adequate to clarify.the
problems with the interpretation of the reticulocyte ccunts
in the one-year dog study (MRID No. 408595-01).

TBl response to sponsor comments cn thne 1l-year dcg stuody/B:
\VINCLOZ3.23C\RESSP1YD.0G/D Anderson/9/10/89.




