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3. TOxiCologv s

woy < o a. Acute oral tox1c1ty s tudy w1thﬂrats is acceptable (P*oject‘hok483 128).
‘~#A; . b. ACdLe dermal toxicity study w1th rabbits is acceptable (Project No.
L , 453-149) . .
AR S N c. Primary ecye 1rr1tatlon study w1t* rabbits is acceptable (Project No.
- 483-150).

d. Frimary skin 11r1tdt10n ctudy with ravbits is accegtable (Project tio.
483-151) ., : i




4. The teratology study using technical grade product with rats is acceptable
(Bxpt. No. 227716). :

5. Prior to registration additional required information shall includs but not
be limited to:

a subacute smoke inhalation study, especially if it can be determined that
residues remain on cured tobacco. :

roview of Data

A. Studies using the product formulation:

Ridomil 2E - EPA ACC. No. 234429 SR Ltk

a. Acute Oral rToxicity, Rats. verforued by Bazelton 1abs. Americana, May 30,
1578, Submitted by Ciba-Geigy. FProject No. 438-148.

5N & S5F rats/dose level {yecated with 312.5, 625, 1250, 2500, or 5000 mg/kg.
Animals obsérved daily thxough 14 days post treatment. Kecropsics performed

on all animals dying and sacrificed.

a

f
Tev

Conbined acute oral Lig, = 1889.48 my/kg (5% C.L. of 1427.8 to
250014 mg/kg) .
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Acuteoral Llgg males = 2341.9 mg/kg {95% C.L. of 1550.9 to 3536.4 ”
ma/54f) - .
Acute oral IDg, females = 1520.4 mg/kg 695% ¢.L. of 1010.2 to 2288.1 ..

mg/kg) . ) ' .

Toxicity Categery ILI

Classification — Core Minimum Data. Untreated control aninmzls not
included.

b. Acute Dernal Toxicity, Rabbhits. Performed by Hazelton Labs. Anerican,

Eéy 30.m 1578, submitted by Ciba-Geigy. Projcct No. 483-1459.

e
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Two rabbita/sex/cach of 4 dose levels; one rahbit/sex abraded skin 625, 1250,
2500, or 500C mg/kg applied under wrap paintained 24 hours. Opserved 14 days.
Dcrmal responses obzerved focr surviving animals 2t 1, 3, 7, 10, and 14 cays
according to Draize.

Resulis: Acute dexmal LDgg = 3571.5 mg/kg (95% C.L. of 1518.1 to 8402.6 ma/kq)
Toxicity Category IIT
Classificaticen - Core Minimun Data. Should have used 4 animals/soex/

dose.  tntreated controls ol

included.
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37. Performed by flazclton Labs. Americas,
mitted by Ciba-Geigy. Project RO- 483-150.

0.1 ml test matcrial instilled 1 eye each of 9 rats. 3 treated eyes
washed 30 seconds post instillation, remaining uowashed. Examined at
24, 4& and 72 nours, 7 days, 10 & 14 days if persistent injury at
day 7. :

Results - Unwashed eves - Slight corneal opacity in three rabkits to day
7. Comjunctival irritation through 48 hours all rabhits through
day 7 in 4 rabbits. Washed cyes - Corneal opacity in one
rabbit at 24 hours; at 24 & 48 hours in a second rabbit, conjunci-
jval irritation persisting through 48 & 72 hours. Corneal opacity iia

and conjunctival irxritation through 7 days in a thixd rahbit. qét
) . s 'l."'r)L \
Toxicity Categorv: & JT _ ::)CLQENT AVA\L}'\V'"" ) ¥ ‘Jl
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Classification: Core~Guicdelines Data

d. Primzrv Skin Irritation study. Perfermed by Hazelton Labs. americap, May

24, 1975, submitted by Ciha-Geigy. Project No. 483~151.

, o
0.5 =1 undilvted material placed on one intact and one abraded skin sit/
each of 6 rabbit| sites occluded 24 houvrs.

Res .lts — Very slicght erythema'for all animols at 24 hours. Slight edera 2
rahbfits at 24 hours. Ko dermal irritation at 72 hours. Primary
irritation score = 0.5. A vexy slight jyvitation agernt.-

Torxicity Category: IV
Classification: Core-Guidelines Data
B. Teratoloay study using product Technical Chemical. Performed by Ciba-Geigy

Basle, Switzerland, February 7, 197¢, submitted by Ciba~-Geigy. Expt. No. 22771
EPA ACC No. 234428.

20, 60 of 12C mg/ko b. wt. administercd by intubation to groups of 25 rat-
daws from day 6 throuagh 15 of pregnancies. A fourth group of 25 pregnant
dars served as venicle controls. . . ’

.Juv-lr‘l:‘:;: s

Results - No matornal mortelity./ Higher doses (60 & 120 wa/kg) did elicit toxic

: -

effects in dams; dimivied food consumption, wt. gain depressici,
during lst 15 days of treatrent.

Ratios of implantations and resorptions were compaxable in treatiaent
and contrel groups. Sex yatios ot live fetuses from troatnment groups
unchansed from vehicle controel aroup. Ne malformations in fetuse .,

av. wi. of fetusces from treat.d guoups not significantly changa.l

coentrel febuses.
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(continue from page 3}

number of incompletely ossified 5th stermbrae occcurred in fetuses from dams

treated with 120 mz/kg; this finding not consilered sigaificant.

No dams aborted, no corpz#s luteae. Fetal resoxptione: 0.3, 60 mg/kg;
0.7120 mng/kg; 0.0, 2C mg/kg aund untreated controls.

No positive contrel chemical evaluation
was included.

Classification - Core~Minimum Data.
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