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SUBJECT: Addendum to TB Review of PP#1F2482 (A Reevaluation of the
Blazer Two year Rat Feeding Study).

FROM: Salvatore F. Biscardi
Review Section #1 .
Toxicology Branch/HED (TS-769) .

T0: Mr. Richard Mountford, PM #23 g}/ﬂ

Registration Division (TS-767)

THRU: Bruce Jaeger; Section Head

Review Section #1 69) ﬂ/{?w/pldf %fﬁflﬂ

Toxicology Branch/HED (TS-

The rat, 2-year chronic feeding/oncogenicity’study for Blazer was
reevaluated with respect to biochemistry, hematology, bone marrow
differentials, urinalysis, food and body weight measurements, neoplastic
and non-neoplastic lesions, relative and absolute organ weight data,
mortality and survival. All parameters examined indicated that this
two year rat study is valid both as an oncogenic study and a feeding
study. However, because of the experimental design employing multiple®
shifts in dose levels and duration within each of the four basic
dosage levels (copy attached), it is difficult to establish at what
point in time and at what dose level changes in biological perameters

. if any, would occur. While this is not a conventional protocol and
one which is generally recommended by TB, it does provide some useful
information.,

No obvious toxicity was shown which could be related to test compound
at any of the doses tested. TB has chosen the high-mid dose level

as the no observable effect level, using the initial dose given the
animals in this group - 90 ppm. The rat at 90 ppm or 4.5 mg/kg, is
not as sensitive as the dog with the no observed effect level at 1.25
mg/kg for chronic toxicity. The dog therefore will continue to be
used as the animal of choice to establish the ADI.

Classification:

This study is considered core minimum, NOEL for chronic toxicity =
90 ppm.
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Three and Twenty-FouT Month Cral Safery Ivaluation
Study of RH-6101 In Rats
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. * The test ccopound* was incorporated into fresh leed wveekly,and the

cixture was available ad 1ih{tum, The ccatrals received a basal diet,

The =a.es -and fesales cf eacn proup received the saze treatzent, Feed =

test conpoundféamples were collectad weekly from each docsage group and
forwardc. to the sponsor for analysis. . = ~

. . - The greup diets were prepared at a concentration of parts per
’ ctllion (ppm) of active ingredient (A.I.) according to the following
charts

Dietary Level (prz} of REmb201e*
Dey +1 ¢ Lay +lé | . say +i8
to +13 ! e +27 l zo (designated)

[ﬁ;reatment Groug

@ Low Doset**® 2.5 e 3054 5.0 (to Day +225)

Low->H1igh Dose 1080 (Day =216 to

termination)

Low-Mid Dose 15.0 21.20 30,0 to cermination

. High-Mid Dose 90.0 - 127.30 180.0 to termination

" 1090.0 (te termination

.« High Dose . 549,0 736.60f
: at +3 month)

The compound councentration was adjusted after the second and fourth
. weak of treatment to maintain a mere constant ccepound intake as 100d
. . congumption on 8 g/kg/day basis decreases with grouth of rats, The
’ dosage was incressed from S to 1060 ‘ppm in the low dose group at Day +226
becsusa 00 definita effect had been seen 20 any of the groups.

* See Addendum II
ax Lot PL 76/8C17 (39.%% A.1.), days +1 to +364
Lot FL 76/8077 (39.4% A,L.}), davs +365 to terzination,
ae» This group is referred to as the Lew— Bigh Group (fvem Day +226),
f Due to a transposition eIIer, the dosage was 735,60 ¢p= rather than
@ the intended 753,6.ppm.
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