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Refercrys nunbers:  Reg/EUP No. 359-EUR-S8. PP # 8G2087. Product Nane:
ROVRAL :

Active ingredient: Iprodione, R.P. 26019, Chemical tame 3-(3,5-
dichlorophenyl ) -h-(1-4ethylethyl}-2, 4—dioxo-l-imidazol 1dmecarboxam1de.

Caswell tumber: 470 A
Chemical Name of the isomer of Iprodione,

(R.P. 20228): 3-(l-methylethyl }-H-(3,5-dichlorcphenyl ) =2, 4~dioxo~1-~
imidazolidinecarboxamide.  Caswell No. 568 D

Applicant: Rhodia, Inc.
P.O. Box 125
tormouth Junction NJ 008852

Chemical and Physical Properties: ‘ o , ' ..
Iprodione

Chemical name: 3-(3,5 dichlorq:henyl)~N—-(1-nethy1ethy1)—2,4—dim

-l-imidazolidinecarboxamide

Common and Proprietary names: Iprodione, Anfor, B3I, Glycq@aze,
R.P. 26019, Chipco

Chemical Structure:

O\ ' N CH
a \C./\N—- H < 3 Iprodicne, H.P. 26019
l Casvell No. 470 A
N“C\\ . . 4
C/ ’
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Cnhemical structure of the iscmer of Iprodicne:

0 a ,
o H = .
w1 g 001519
C)C'N“"Qo R.P. 30228 ‘ 7

Caswell Ho. 568 D

-

Chemical name cf isamer: 3-( l«ztaeWIethyl)—N-(S.S-didmlorqmeny] )~
‘ ' - I.4<lioxo-l-imidazolidinecarboxamide.

‘Pesticide clss-: Funicide vs. Septoria Tilletia spp. = - ~
AT - , Botrytis spp. vheat smut
Mcilia  spp. Fusariun
roseun
Sclenotinia Altermaria spp.

Mol. Wgt. 330.17g Density l.éa/cc M.P. 136°%C
Vapor press. <1x10 ~Smm Hg @ 20°C
Soluble in : wacer, ethanol, ‘acetone, methyl chloride

Physical State: nonhydroscopic powder, off white to cream colored,
L ordorless and stuble. .

-

Formulation: ROVRN..@ a wettable powder.
Statement qf formula: . - o

Ingredients -
3-(3,5 dichlorophenyl)-ti-

(1-methylethyl) - ~ Percent
2, 4—dioxo-l-imidarolidine cart ide - S3 1€
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(R.P. 26019) ard its isower (R.P. 30228) has been tested in the U.S.

prues. .
Recommendation: - L . ' C
Based upon a review of the toxicity studies. especially the sub- .
~ chronic feeding studies, and the calculation of the acceptable
Daily Intake (ADI) and the Theoretical Maximal Residue Contribution
(T.WC) (attatched) the temporary tolerance of 20 p.p.m. Iprcdione.” - -
and its isomer in/on stone fruits (as shown above) is toxicologically
‘supported. ' : , i e
Suunary of Toxicity Data
1. MAcute Sllies .- e
S ; e . "Result . on et
-/ hcute Oral LD SO in mice, Carworth LD 50 = 3050 (2630~ <.
. CF-1, male, 3-10 mice/dose level, 5 . 3540) mg/kg SR
"~ dose levels, 1000-6340 my/kg ; Core Minimm Data -range:
. Technical Iprodione; 99.6% purity. “of LD'S0 exceeds + 10% of
SR T ) Saurce:. | 559-684 Vol IT,
: ' ' Book 1,Tub 3,Access #23270

Iprodicne, active ingredient = ... + - + + « o -93.00%
- ~ : : 100.00%

bo1519-

NOTE: The two batches of technical Iprodione (R.P. 26019) used
for the oncogenic studies in Aat and Mice were stated to. .

saurce of physical/chenucal data: 359-EUP-S58, PP #8G2087

Acc. No. 037200, Tabs A-1 & A-4. : A

pata on Isaner: 359-684 Acc. No. 232781 Vol II, Book 1 Tab. 13

Backgrounci: The product, ROVRAL a SO% We, containing Iprodione

from 1974-1977 as a foliar app:ied furgicide. The present action
js a petition to establish & temporary tolerance for the subject -
active ingredient and its isomer of 20 p.p.m. in/on stone fruits,
apricots, sweet and saqur cherries, nectarines, peaches, plums and .

T




II.

Icute Oral LD 50 in Hice.

fooba

e .

Charles River, CD males and females.
5 M and 5 F/dose level, 6 dcse level
1.3-10 g/kg. - ) ’
Tectasiical Iprodicne -

(99%) purity, implied)

Acute Gral LD 50 in Rats
Charles River, CD males .
and females. 10K & 10F
per dose level, 2 dose levels,
1 g/kg.

Acute Oral LD L0 in p_gg__&
Beagle or cormon dogs, maies

and females. Tech, Iprodione.

2 M & 2 F/dose level, 2 dose levels
1 16 2 a/kg.

rd

Acute Dermal LD 99 in Rats, CD \/

males and females. i0OMo 10 F
/dose level. One dose level:

" 2.5 /kg. Technical Iprodiore.

Acute Dem\al LD SO in Rabbits, .
flow Zealand Wnite e males and females.
rabbits/dose level. 1 dose level:
1 g/kg (in acetone and pearut oil
2:1) Technical Iprodione

Primary Denmnal I-'ntatlon in Rabbe.

m

=

fvd

S,

N

8

001519 - -
CONFIDENTIAL

LD S50 = 4(3.3-4.8)g/kg males

= 4.4(3.3-5.9)g/kg females
Core Minimum_Data-range of LD

‘50 + 10% of LD 50 value,

Source: as above but 'l‘ab. 2.

Atoxic at highest dose admin-
istered, i.e. 2g/kg, R

Supplementaiy-dose too Lo,
Source: as above.

Atoxin at highest dose, i e,
2 g/kg :

SUpplmentary-doses are too
low.
Source: as above.

Atoxic @ 2.5g/kg c
Supplementary-Iprodione wos
in acetone and olive oil.
Source:. as above. .
Atoxic at 1g/kg -
Supplementary-as above.
Source: = as above .

Not an irritant @lg/kg

7 and % F/dose level. 1 dose level: "Supplementaty-abraded area

ty/kg. Iprogione in acetone and
ciive oil.
iprodione Technical

o
&

Primary bermel Irritation

in Rabbit. 6 rabbits/dose

Tevel. tne dose level: 0.5 ml
per rabbit (B.W. 2.5-3 kg)
Suspension of * Iprodlone (Technical)
in acetone: olive oil.

not used.
Source: 359-634

Acc. # 2322041302

Not an irritant

Minimum Data

Source: 359-684 Access #23270
Vol II Book 1 Tab 2

(Study by Rhehe—-Poulenc in
France.)
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Primary Derwal Irritation i Rabbits. |/

0.5 ml/do§e level, One dose leveli 0.5g.
6 rabbits per dose level. »
Iprodione, Technical.

Primary Eye Irritant in Rabbits. L

How Zealard White. Six/dose level 1 .
dose level: 100 mg in left eye.
Cbs.@ 1 hr arxd at 1,2,3, 4 and 7 days
after appl'n
Iprodione, Technical

v

~cute Inhalation LC S0 in Rats

Sprague Dawley, albino. 7M &7 F

per dose level. Single 4 hr. exposure/
per ¢.se level. Two dose levels: 0.653/
M3 & 3.29 g/r:> 14 d observation.
Iprodione Technical L

Dermal Sensitizatior: in Guinea Pig ot

Dunkin Hartley strain. SM & S F
exposed to 0.3 ml;/a X 5 d/w X 2 vks,
waited 2 weeks then challenged with

0.3 ml (dissolved in Dimethylformamide).
Iprodione Technical.

'.«

subchronic Studies \j

Subchronic Oral Feeding in Mice,
CF-1 strain for 28 days. M & 5F
per dosc- level. 5 dose levels:
15,000 3,00, &X0, 1900 & 600 p.p.m.
Ipradions, Technical :
[ ;; » LS ‘/

Subchronic Fcndig} Study in Mice,

Carwoyrth CF-1 strain for 28 days. 10 M
¢ 10 F per dose level, 5 dose levels:
15,000, 9,500, 6,000, 1,900 & 600 p.p.m.
Technical, Iprodiome, R.P. 26018.

.

COONIFIDENTIAS

001519

Not a dermal irritant.
Supplementary- a sumnary

report. ’ 4
Source: as above but Tab, 6.
Study by FDRL. ‘

fiot an Eye Irritant. .
Core Minimum Data .

Source:

As above, but Tab. 2
anc 1a .

7 ..

&

No significant dilfference
between test and control animal:
Core Minimum Data -
Source:  359-684

Acc #232701 Vol. I1I Book 1
Tab. 8. :

No evidence of sensitization
. Supplementary —
‘ Not given by intradermal
-injection, used 2 w instead. of
weeks.

Source: As above but Tab 10.

NOEL= 1900 p.p.m. Dec. wgt. gai
inc. liver wgt and strippled
liver above 6000 p.p.m.
Supplementary-duration too shorg:
“geurca: as above bat Tab 15. B

NOEL = 1,900 p.p.m. Hypertrophy
of liver, 'stippled liver at
dosed above 6000 p.p.m. white
foci in liver at 1900 ppm or
higher. . B
Supplementary.duration too sho

-
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Subchronic Feeding Study in Mice (cont.) Source: 359-684 *
v ' ’ ' Nccess # 232702 Vol 1%
. \ . Book 2 Tab 16

-

Subchronic Dog Feeding Study

Beagle dogs- duration 90 days. 2M & 2 F dogs were used per dose level,
three dose levels: 7200, 2400, & 800 p.p.ms '

Iprodione {R.P. 26019, glycophene) technical was used. Initially
iprodione was mixed with feed; after 6 weeks the 7200 ppm dose was

administered directly using gelatin capsules since it rendered the
food less palatable when mixed with feed.

Parameters cbserved and results

Clinical examination (general condition) . .

General condition and food consumption were monitored daily. No deaths
occurred, one male in 7200 ppm group showed general fatigue with muscular
atory from the .Sth to the last week. Apart fram this one animal there
was no significant difference between test and control animals. Speci-
ficaly, there were no other effects on behavior the CNS or autonomic
nervcus systems or on the digestive system.

4Bodyweight. consumption gg food, eye effects and rectal temperatures. '

.

No significant differences, test vs. control aninals.

Hematological examinations.

The following blood tests were conducted initially and at 1, 2, ad 3 )
- months: :

Hematocrit and Hemagiobin
Erythrocyte and Leucocyte counts
. Differential White cell count

. Reticulocyte and platelet counts
Prolthronbin time

Alsof a3 months bone marrow exaninalions were done. _Hesults:

A slight ancmia resulted in one dog in the hi dose group at two |

months and in the same dog and one additional dog (both in the

7200 ppm group) ab the end of the study (3 months). Other than

the above there was no significant difference between test ard .
control animals. :
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Biochemical blood tests (Blood Chemistry). _ OOI 51 g ’

Results: From the first month to the end of the study (90d) the .
alkaline phosphatase level in 3 out of 4 animals was elevated. In
. one of these 3, the level returmed to normal at 3 months. Also irn
. 2 of the 3 animals referred to above there was an increase in
transaminase activity. '

Urinalysis T : o .

All tests were normal during the first.two xron’chs.‘ Curaing the third
month the following was obseived:

e proteins and bile pigments in one animul in the low dose group.
®» presence of bile pig'nents in one animal of four in group II .
ard in group III.

Necropsy and gross Pathology , Y ’
In the mid dose (2400 ppm) group there was congestion of mesenteric
lymph nodes. In the high dose group, 3 of the 4 animals showed slight
hypertrophy of the liver and the fourth showed: pale liver, anemia,
hypertrophy of prostate and gonads. o

Histological Examination

Only common and trivial changes were apparent- not dose related ‘ .

* General Conclusions

Treatment was well tolerated at the two lower dosage levels i.e.,
. 800 and 2,400 ppm. In the highest dose group only minor effects
Lo . were noted, namely:
* A transientincrease in alkaline phosphatase.

& Slight liver hypertrophy. v .

/ The NOEL was 2400 p.p.m.
o
EN ' e
Classification: Core Minimanm Data o

Source: 9084 N, #232702, Vol 11, Book 2, Tob 18 i
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Subchronic Oral Feeding in Rats ' ' 00 [ ] 7 ’

Charles River (Fr.) CD strain. Fifteen male and 15 female per dose /
level, 3 dose levels: 1000, 500, and 150 p.p.m. Administered technical
grade Iprodione (R.P. 26019} in diet for S months.

Examinations carried out: (frequency shown in parentheses)’

General cordition of rats (daily) Blozd (at end of treatment)
Food comsumption {weekly) glucose - . -
Body weights (weekly) . urea nitrogen B
Eye (weekly after 2 months) BSP assay . ) s
. Hematological (at erd of treatment) GOT & GPT (transaminases)
hematocrit o ’
RBC & ViBC count

Urine (at end of treatment)’
Coagulation time

glucose

albunin

urcbilin ‘ .
bile salts

»

Gross and Histopathological examination: *

Weight of principal organs, i.e. these underlined: (at end of treatment)

esophagus : ; spleen
stomach ' mesenteric lymph nodes -

. sm. & 1g. intestine ° ' thymus ; :
liver , © - thyroid *
pancreas ' : parathyroid -

*+ salivary glands ’ . - suprarenals ‘ )

: ‘trachea ‘ : straited muscle N

lungs . kidney L

heart v . gonads ’

aotrta - prostate

bladder uterine horns *

epididymus ' spinal cord :

seminal vesicles 7 optic nerve

brain : :

eye ' :

P

There was no deaths. Behavior (observed daily) was normal.
Food consumption-(obs. daily) of test animals was the same as controls
except that females in the 2 highest dose groups showed a decrease in

food comsumption vhich was less than 15% except during the 6th week
when the decrease was 25-27%.




. ONFIDENT./ 1 ,
: : 001519
Body 1qht { dct,cmmed weeldly)

/
No sxgnlfu_ant- differences in growth of tr-eated ard contrel animals

except for % out: of 00 animals in the 2 highest dose groups, ard the
depression was not greater than 8%.

hmn B r's
Eze Cordition (tested weekly after 2 months). ' ~ .
Ho abnormalities were observed

Organ Weights- ' : : - ’

There were no significant differences in re;.atlve organ welghts of
test animals compared with controls.

Blood tests o ;

.

There were no significant differences between test and control ammals
in the parameters tested (glucose, urea. B.S.P.,transaminases, alkaline
phosphatases) .

Ur'malzsm {biochemical tests)- there was no s1gr.if icant mfference
between test and control animals.

Histological @(ammatmns- no significant dlffere;nces were fourd -
between test ard control anunals.

\V4 'Ihe NOEL was 1000 p.p.m. . Doy .

[

. Classification: Minifhm data- study would be mpmved by using at
least 20 animals of each sex.

- -
- - -

-~
Source: 359-684, Acc. W_Vol. II Book 2, Tao 17 and page 3 of
toxicological summary. ’ o

O IIL Chromc Toxicity Studies in Rats,

r‘harles River, CD outbred albino. 60M & 60 F rats per dose level,
three dose levels: 1000, 23Q ard 125 p.p.m. Duration: 24 months
Iprodlcx'm. TC( chnical, lot 7 “5TCA 7331900 & 46 A 7507700~ pumty Y 99.5

A
.
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~10- ‘ ' :
Examinations conducted: : - .001519
General condition - ¢ cholinestarase activity .
Food censunption dec'd in M & F ’ «
i - @ all doses. .
Body weight dec. in hi dose Necropsy, Gross & Histopathology ’
~ M & in F. : ’
Eye cordition no effect. Organs- weight & micro exam.
Clinical testing, : - adrenals lung - bone ’
’ Hematology C, brain heart pituitary
hematocrit (Hct) sl. dec. M & F liver kidney' prostate .
. hemaglovin- sl. dec. M & F pancreas spleen
erythrocyte count-N.S.D. : aorta testes
total leucocyte count-N.S5.D. Tissues : o
differential leucocyte count N.S.D. bladder, urinary salivary gland
' bone marrow spleen
Blood Chemistry o eye , sciatic nerves
. calcium potassium esophagus skeletal muscl
‘phosghorous chlorides skin stomach
glucose (fasting) : thyroid - thymus
: sodium - trachea spinal. cord
urea nitrogen (BUN) prothrambin mammary gland ovary
total protein bilirubin large intestine cecum
Hepatic enzymes cholesterol - small intestine uterus
serun alkaline phosphatase . main stem bronchi ..
. serum glutamic-pyruvic transaminase (GPT) mesentary lymph nodes
serun glutamic-oxaleacetate transaminase (COT) ‘ *
Urinalysis, . seminal vesicles
. e glucose : growth of tissue masses
' : albumin ' : : . o o
microscopic elements C ' - ST
: specific gravity N.S.D. = no sig. diff.

Results: : ' : ..

Clinical observaticns- incidental findings which were not treatment
related. Animals were observed daily. '

Einical Taboralory Lirelings— (det'd & 3, 12, 18 & 24 months) control
arel 125 ppn qgraups had hio glucose values which resulted in an apparently
significant decrease in glucose values in the 250 arxl 1CO0 p.p.m.

male grouns . : .




- | 001519

At 18 months one male in 125 p.p.m. group had elevated SGOT & died -
about 3 months later arxl was found to have a liver mass. .

Onset of Pélpab}_g Tissue Masses— (ébserved weekly)

- T Jumor incidence ircreased with age and was not related to treatment
with iprodione. :

Mortality and Hecropy findings- No significant difference between treated
and control groups. , ) :

. ~

Organ Weights- ’ i

None of the or‘g;‘xn weight changes appeared related to treatment ex-;eét )
the decrease in spleen weights for treated males, (at ail dose levels).’

.

Histopathology Finding's- .

There was no pathclogy which =ppeared to be tre§bnent or dose related.

NOEL= 1000 p.p.m. ‘ , -

Classification: Core Guidelines (// ‘
Source: 359-EUP-53 PP # 8G2087 Acc. # 097201 Vol. II Sec. C, Book 1
TAB C-3. A :

Chronic Toxicity and Oncogenicity Study in Mice, Carworth CF-l albino.

60 M & 60 F per dose level, three dose -levelsi':/ 1250\/500' and 200
p-p.m. Duration: 18 months, using Iprodione, technical, purity 99.5%. .
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S 001519 .
Examinations carloclead: . .
General ovnvlitiion Chelinestarase activity A . .
Food constmplion .
: 3oy vk et ; *  Necropsy, Gross & Histopathology
Eyo co wlition COrgans-~ wieight & micro exanm.
Clinieal bestinyg adrerials lung  bone femur
Hovolopy brain - . heart pituitary
hesnalocril liver "kidney prostate -,
hemvierlo in pancreas spleen . .
crthirexsyle coimb aorta testes -
Lotal loteooyke ool Tissues gall bladder N
- diflerentinl larocyle count bladder, urinary salivary gland
rel i.C(.llf)(:ytc count if oncmia is e nw n*rcsw‘ Spl ocen .
Biod Choistry prasent) eye sciatic nerves -
caleiuan ’ esoriagus skeletal muscle
phonphorous skin stamach
glucose (fasting) thivroid thymus
: tLrochei spinal cord
urer niLreaen (B3U71) masary glaned ovary
Ltotal protein large intestine cecum  jejunum
< Hepatic auwvnes , . anall inbestine uterus colon
serum alkaline phosphatose anin ston bronchi ‘guodenum
sern glutamic-pyruvic bransaminase (GPT) ’ :
sorvm glutimnic-oznloacctate transamisinse (GOT
. Urinalysin R mescnteric lymph node .
ojluecosse - o » -
albunin .
. * wicroscopic clements ) .
. P : -
specific gravily ) / 5{8! AVA]L&RLE WPY
Results j -
NOEL £ 1250 p.p.m. :
Animals were observed dialy and tests conducted as indicated.
Body Weights and Food Consumpt Lon- ’ .
e
5
Mo sifg. diff. belween Lesh and conbrol groups. Body weights were
- determined weckly and Food-Consumption was det'd daily.
Clinical Observations- no sig. dif. in appearance, behaviaqr and general
condition between test and control animals.
Clinizal Laboratory findings— hematology and urinalysis (Det'd @ 3,6,12mo.) :
- - . ." 1 9
L o g e o e St A S
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Values for homatocrit, alkaline phosphatase, serum GOT, BUN, were )
significantly different for certain test animals when compared with
controls, ,but the values were considered within the normal range of
values for the Hess and Clark lab *(where the study was conducted).

Onset of Palpable Tissue Masses- (checked weekly)

The incidence of neoplasms was low and was comparable between the
treated and the control groups.

Mortality .

No sig. dif. between control and treated animals. {checked daily
. or more often if necessary). ‘ ,

Gross Necropsy {5137 AVRILESLE €08

: . Coriducted on animals that died and @ 6, 12 ard. 18 months.

' There was no significant differences in gross necropsy findings
during the first 12 months of the study when control arxl treated anirals
were compared.

. e

Animals necropsiéd during -the last 6 months ard at the end of the
. study (18 month) revealed the following:

~ + significantly enlarged livers among treated female mice compared
with controls. Most of these enlarged livers were due to metastasised
lymphosarcoma . However since the incidence of .ynphosarcoma was the .
same in treated and control groups the liver enlargement was not con—

+ sidered to be treatment related. : ’ SR

*

¢ Male nice in the 200 p.p.m. treatment group had significatly

-‘enlarged lymph nodes, spleens, and lungs with white nodules compared
with controls. The enlarged spleens and lymph nodes was due to micro-
scopically confirmad lymphosarcoma. Alghough there was no occurrance
of lymphosarcoma in control males at 18 months the overall incidence

of lymphosarcoma was camparable for treated and control male mice.

Also, the pumber of neoplastic amd non-necplastic findings in the

lungs were conparable between 200 p.p.m. treated mice and control males.

Ve eetaninalion-
hye paanitkrL 170l

Exanined initially and at 6, 12 and 19 months. No significant diff-
; erences between teost arid control animals.

Organ Weights (Detenmined at 6, 12 and 18 months).

Significant differences did occur in the mean absolute and relative
. organ weights in different treatment groups during different time
periods (1st-6 mo, 2rd-6 mo, at sacrifice at 18 months) compared with
controis. However, the findings appear to be random and not treatment
or dose related. ’
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Histopalhiological Findings (Det'd at 6, 12, ard 18 months) ' *

Analysis of the total necplastic findings did not reveal a significantly
greater frerpency of benign or matignant neoplasms in the treated group

- conpared with controls. )

) _ Treated animals had a greater frequency >f malignant neoplasms than

) . controls vhich, however, was not statistically significant by Chi-Square.
In Sumnmarv— there were numercus norn-neoplastic processes present, tne
most camon findings were focal interstitial inflammatory cell infilration
. of the kidney, stomach, lung, salivary gland, and bladder. The

distribution of these findings showed no apparent dose relationship.

. Lymphosarcoma was thé most common malignant process involving the spleen,
lymph nodes or thymus gland with metastases to many other organs. Adenama
of the lung was a common benign tumor.

Based on the data inrodione (R.P. 26019) is not carcinogenic. The No
Observable Effect Level = 1250 p.p.m.

Classification: Core guidelines

Source: 359-FEUP-58, PP # 8G2087 Acc. # 097201 vol II, Sec. C, Book 1
p o Tab C--3 ' _ ‘
l} (/ﬁ Study Conducted by: Hess & Clark Laboratories of Ashland, Chio. A
d : division of of Rhodia, Inc.,vhose parent carpany is Rhone-Poulenc, of
Vitry, France. Study No.: Project CH-42 Report No. SEH 75:133 of.6
March 1978. . .

« Teratogenicity Study in Rat,

! sprague Davley females. 30 F, (N“B\M j Ko eviderce of teratogenicity . [

. [l( 30_F_& 25 F per 400,. 200 & 100 MNOEL = 20Q_mg/kg/day” gore Minimum
”ll[['}:!t"} ‘\ pre~m..-respectively. T X Source: 35 ‘-686--/¢ '

,l +
oy

Fodione, technical Acc # 232712, Vel. II, Book 3,
: 7/, ;%”fﬂ, Batch GD 5740 99.6%-100% ' Slight decrease in food consumption,
; / ,7,7/” R : . . . ) . conception rate & mean no. of

i /} \ ] . iqplantationl in hi dose group
/‘/ 2 g | deraogpmicity by gdbit, - :

P "Wj;,zo'\‘ ‘. :
'11 ” Hicer Zoeabasd sidbino. " Jo ¥ 15 W
Y

tio evidoenee ol toralogenicity
P L1210 al, e Levelss A0, 2X) dy wegfheg dordian Lo hi since

O(Ww & 100 p.pand respeclively. 9/17 fanales dicd,  Animals in
M Ipm;:}t?‘ tectvrical low and med. dose groups showed

decreased or {(in gp II) loss of

: \Y { . weight. Grogp 1 fetuses normal ‘

: . N‘/L}) \\ , Group II 3/13.resorption of litter. -
. One fetus showed nultiple mal-

, - ‘ formations out of 68. WOEL = 10Q4
mg/kg/day. Core Minimanm.
I Source: 359-684 Acc # 232712
”"m“w,ﬁﬂg—:—mﬁ Vol II Book 3,.Tab 20 ‘
1A alhihdng £ ] |

wa

14
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. S ase CONF:DEN]‘IA'L\

: t:k:tagcn.‘.::ity Study in Mice, Carworth CF-1 Males were treated (25 M/dosé g -
" .level, 2 dose levels: 6000, & 1500) and each male was mated with 2 females §
(mtreat:ed) Iprodmne techriical.
Study by Hec.s & Clark Labs. Div. of Rhndia Inc. Ashland, OH. (Parent Co.
is’ Mwne-Pwlenc. Vithey France)

RE . * Conducted Dy : Centre de Recherche et d'Elevage des Oncins.

. / No evidence of :mtagemmty or ad\erse effect on fertlllty

Result:s. o SRR : .

Clinital' _‘obsemation_s—-- There was no related difference in average body
- weight gain between control and test animals. Male mice in high dose
group showed shght depr&ss}\_m from day 8 through day 15.
: v hek A pedy »L. T, .
. Postmorten observatmn— There was no significant reduction in the nurber .
" of early fetal deaths per pregnant female nor was there a reduction in the

number of mplants per pregnant female where treated and control mice were .'
,cmpared
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kCore Miru'm,m’Data' Sounce 359—684 e # 232512 Vol' II Boock 3, TabéS».

L " Reproduction St__l 3-Generation, Rat, Sprague iXwley, 10 M & 20 F per / ':
, “dose level. -3 dose levels. 2000, 500 & 250 p. p.n. Ipmdione. techrncal

N . \/, ‘
WD ( '}f/l- No evidence tetc»ucbty of..doses used Postnatal pup growth frcm m dose ,'( L -

/Jh,/ females was dec. 7%. . ‘ , A o el B
b ' '

' }’ Core Mininm Data Source: 359—684 Acc # 232712, Vol II Book 3, ‘rab 24.'

;"X ‘ - 'tmtagemmty study in mxcmbmloglc system, . (Bacillus subtilis stra:ms ,
ST CH17 &M 45, E. coli & Salamonella typ{mmnun. ~prodione, technical .
;(99.4% pur‘lty) DUl e e / e

. Rec-assay test was nega{lve., Reverse Mutation testénegative. Ho'.:.t R
. Mediated I\sc.ay—negatxve. , L . v R

_ Su;.q;](xm:nl,ury Source: © 395 5-684 l\cc # 232712 vol II, Book 3, Tab 26. '

: -ROVRALW(}L&:_I’)I«_: povxlcb—’iragrc-rlimts as shown below:

- - -. Mh‘““n “v . “ L4 - ..‘ ) - ° 53.

- of ADI & 'mnc. 2

INFORMATION WHICH MAY. REVEAL' A PRODUCT INERT INGREDIENT IS NOT INCLUDED
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s Temporary Tolerance Petition 8G2087.
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