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INERT INGREDIENT INFORMATION IS NOT INCLUDED
1. |

ecarding proposed Ridamil 2 EUP an

Y

2. Toxicolegy Branch po
iolerance for potatocs

a. If an EUP is granted for R‘tdomﬂ 2t con'rammg

(I‘ wn

tion r

1

A oo, b ofoar destvociion of 2l frosted oreps should b

il

Ridomil 2t is satisfactorily resolved. or
- is delected from the Ridomil ZE formulation, an EUP
without a request for crop desiru iction. ~

3. Prior to estatlishing a permanent ‘tolerance for use of R1d,uil 2L as @
K - 1Y
[V B

systewic fungicide on potatees, additional required inforimation sh
1nc1u;f, but not be limited to.

a. Chronic feeding stud1es in the.rat.
b. An oncogenic study in two species.
c. A reproduction stucy.

d. A metaboiism study.

4. The ADI has not been exceedod by the proposed temporvary tolaranie; cetrrimed
froa subacute rat feeding studies and tie THIC: -
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a. HMIRC of 0.0053 mg/day, docs not excocd the NPT of 0,378 mq/dev.
Pyt J R

b. The HiRE on/kg basis: 0.6733 = 0.000088 mg/ka/day is less than
the ARI of 0.0062 mg/kg/day.

Substance ldentification
1. Chemicel Ware

H-(2,8-dimethylphenyl)-Ii-(rmothonyacetyl)-alenine =othyl ester

2. Suruciure: P
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3. Purity of technical material

Lomponent % by veight
i-(2,6~dimethylphenyl)-i- (methoxyacetyl)-alanine 90.0¢
meihyl ester ‘

erir o ' : . 16,0

T
T




Moo 4. Other physical/chemical data:
a. Density 1.21 g/cm? @ 200C

i
: b. Color/physical state white to beige, crystalline state.
c. Vapor pressure 2.2 X 10-6 Torr. 8 209C
d. Solubility Water 0.7%
Peshioned GHY
Baiizenic L
lexane 0.9%
Isopropanol 27:
MothyTer > Chloapide 75%
Referenced patitions ’
~(- No references petiticns; a new chemical.

Formulation

1. Activ-_ingredient .
b

- (2,6- d1mct!y1puenyi)~ —(mgthoxyacsty])—a]anine methyi ester  27.89

i

2. Ine?t 1ngreé7gpts - clearances
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Uses. pmnosed . INERT INGREDIENT INFORMATION IS NOT INGLUDED

R cp Tications of h]u&;l] 20 are intended to conirsy potete Tate bligh:
- and foliar blight. i : ;

1 |  REST DOCUMENT AVA! ABLE




: = (8)
Latg blight - 5, to 1 pts. Ridosil 2E/acre whed pla:
- 14 day intervals throughout seasci.
ggfjﬁigpjwlgggﬁpljghg.— Ridomil 2E mixed with other fungic
£ % to % pt. mived with lebel rat
pifolatan 4, Dithanc H-£5, oY langate
day intervel treatmenis.
1‘1__ . v'-“."‘f“,’ S}L»"’ -
A. Submitted studies previously reviewed. See roxicology revie
d=1-d hov. 3, 1078. All were acceptable:
Acute Studies
1. Acute oral LZcns rats = 1889.5 mg/ka.
95+ C.L.-1427.8-2590.4 ry/Kg.
“Tox. Categovry 111
o pcute dermal LD5g, rabbit = 3,571.5 mg/Kg-
95% C.L. 1.515.1 - 8.402.6 mg/ g.
Tox. Catesmyy I 1

N

Primary eve irri
Corneal opacitys
Tox. Soien. o X

ration study, rahbits
conjunctival irritet
m {‘Lg;(?;.’e P
primary. skin jrritation, rabbit.

primary skin irritation score =
Tox. Catecary 1V

wle ®

on pers

s

4.
0.5/6

Teratoloay Study - Acceptab1e(ﬁechnical chemicai}

imovrminam - B

B. Subwitted studies reviewed in present repoits

1ts are 6" high.

g-'?' - Rt
&t .

v B

Repeat

Ridomil 2E
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1. ﬁgg}g_jgﬁglg&jgpﬂ§ﬁudy, rats. performzd by Hazetion 1zhs. Amarica. Submitted
by tiba-Geigy. June 23, 1978 = Project Ko. £83-152. EPA fice. Ho. 238AZ%.

ats exposed to one concentration
tion of formulation was 6.35 pal
abnormal hehavior 14 day

6 male & 6 female r
Analytical concentra

for mortalitys toxic signs,

Results - 507 particles from nebulizer 5. Rowe
A11 4 & F raus cained wt. durinag 14 davs.

i
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Classification - Sup

plemental Datd

animals Tor emparisen.
by oLy neing iha

a. Ho entreated contre)

aceulats i-balnvion tryict

of 3.38
Loair.
S.

mg/L for 4 houvs.
Aninials observod

ytality, no clinical sians.
Gross pathology Fipdnse
Ao oerisaon.

Tt is douhtrut i an
product 18 possibies
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(continue from last paue)
a crystailine colid with V. P. of 2.2 X 10-6.
b. Only one dose level used.

c. Active ingredient gose level too low, no mortality (may be non-toxic
by respiratory route in an acute test).

2. Acute .nt”oper1toneal 1Bcns rats. Performed by Ciba-Geigy, Basle, Switerland,
June 22. 1976, Project No. Siss 5323,

vin foe. Foo 230020
Resuits
oot 4 O oferuie et foman o2l odniecioe 1TOp. wAth forgaistion, ohszy
14 days
ma/kg ~ dead/live
100 0/10
215 0/10
276 3/7

. .

359 S 7/3 e
7 * ""‘\.

e e [N

~ Ho substance related gross organ changes ‘seef. survivors recovered within 13-12
days.

I.P. LDy = 312 mg/kg. 95% C.bL. = 282-345 mg/ka.
Clas »1f‘catﬂon‘ Core Guidelines Data

BEST DOCUMENT AVAILABLE

3. Acute oral LDgn, technical chemical in rats:

performed by Ciba-Geigy, Basle, Switerland, June 28, 1976. Project No. Siss
5305, EPA hce. Ho. 238428.

5 male & 5 female rats/dose treated with technical chemical suspended in 2.
carboxyiethylceliulose, observed 14 days.

ma/kq dead/1ivc
. 01
464 3/7
775 7/3
1000 7/3
3250 8/2
2len HU
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Pozulite
> L S |

heute oral LDgy vats = 669 mg/kg.

95~ C.L. = 515-863 mg/kg.

Toxicity Category III

Cicn-ification - Cove Guidriincs Bata

4. hcute dermal LDsO‘technical chemical, rabbits

P SR A P N L T cn £ e 2 PN
ST S Cotend, flrch 10, 107 Prejoect 0.
GUG-310 318D (SIS TN Frm RLC. wU. Loamcu.

Results

[

Slindsoe au o5 SUs Sotulion in pulr-Claysing giycoi and saling. < groups
of 3 malz end 3 fomwale pabhits. Trestmont sites occluded 24 hrs., animals

chserved 14 days.

ma/kg - | dead/1ive
’ et T
1000 0/6 : N e
UNLEWT fos e
BEST DOCUMES

S 0/6

Acute dermal iD 7 technical in rebbits = 6000 mg/kg. Ne toxic svmptoms, slight
erythema after-uncovering sites in 6000 mg/kg group.

Toxicity Category 111

ng;sificatiqg'— Core Minimum Data

Only 3 animals/scx/dose tevel., only 2 dose Jevels, test material diluted *.

5, Acuvte dermal LDep technical chemical, rats.

Perforned by Ciba-Geigy, Basle, Switerland, July 22, 1976. Project Ho. Siss
5323, ErA Acc. No. 234428,

Technical chewical suspended with o carbony methyl cellulose. 3 male and
3 female rats/dose level treated under occluded sites 2% hrs., observed
14 days.

Pesults

:

et Coped D soetical chesacal an poin = oo R170 ma/ko. RO signs or texic
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Taxicity Category il

Claefxfxca iln: Core Hinirum Deta

Only tuo dose Teyels, RUPE opimala/sox/dose levels cheuld have been used.

6. Skin irritation, rabbits. Performe d by Ciba-Geigy, Basie , Switerland,
May }3, 1976. FProject Ho. Stss 5383, EPA No.

’L' i

0.5 g tecinical chemical p’ace* urder occluded intact and b
ri scored

eo(n of 3 na}e ana 3 female rabbits for 24 hours. Skin irr

s 2R N
o

aded skin sites,
teti on

Prooiig

Primary skin jrritation index = 0.1/8; a mild skin irritant.

Toxicity Category IV
“Classific:tion - Core Gui gelines Data

7. Primary eye irrl itation technical chenical, renbiis.

L0 e o e S e 1o

\

performad by Ciba-Geigv, Basie, Switericid, tay 13, 1976. project Ho. Siss
f':“-") [r = - Lot o .

DN P . B
.

1ud itlo! technical chemical p]ach in coajunctivel sac. Teft eves, 3 mxle and 3
- female robbits.

Result

llo effect on eyes of femz Te rabbits. Corneal involvemant in 3 male rabbits
tested, complete clearing 3 days post-treatment.

’

Primary eye syritation index tec hnical chemical = g.5/110 - a m

—Ja

1¢ eye irvitant.
¥
/

< T

. 'y e ae { 1 Y e .
Toxicity Categovy ilp 144 Cetenery L1 Leceerirns 2 il

REST D750 T JVAILABLE

Classification: Core Guidelines Data

8. Skin sensitizaticn technical chemical in guinea pigs.

Pe\forMOd hy C1b>—Gb1vl, pasle Switerland, Sept. 13, 1470, Projicct Ro. Sius

[N A P

10 male and 10 female quinea pigs treated with 0.1 m aF (.17 sugpension of vehios
slone, vairolo and D‘W!l!J\L;P?\;. crene (ONLEYL or vehicle and chnng\ e

1.0¢. = every othar dar. 10 injecttors. Faieeie chatlonaed 14 daye pooi aand

ingsection.
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Dosage employed was excessively low; 0.1 ml of a 0.1% suspens

Resuylts

Treatement ' Reactions P

DB 20/20 0.001

polvethylene 1/20 0.01

“ =

- . I I
cioo and sS850

technical 7/20 0.02
chemical

i (.01 coneidoed Sigaiticint Gt Tuvents. Rouits considared negatives
no skin sensitizin¢ petential in ouinez pias.

Clessification - Core-Hinimum Data
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9. Three month dietary study technical chemical in ra.s.

porformed by Geigy Phartieceulicals, Toxica%egg Dept. s winslow, heshisie,
England. EPJK Acc. lo. 23442&. ~

e
e o f 7

171 pats -

U YW
: Sl RGNS

? andt 27 feﬁéle cmet, end 2 groups of 20 male and
20 veanle cedn.

Group _ ' Diet Dosages

1 . unireated control

2 - 53 ppw

3

Z250 ppm

E2)

1250 ppm

Test material was 99% technical chemical. Blood and urine samples takeon at
5, 9, 13, end 17 weeks. Clinicel symptoms - daily, body wits. - weckly,
opthalmic examination on 10 male and 10 fernle from group 1 and 4 during weoks

of 5, 9, end 13; Recovery animals during weex 17. Tevwinal studics; autopsic

< organ/brain wt., OF body wt. Histonatholegicel examinations mde:

k]

r s T EC L R SRR
- . 3,
malcs Heeiks

Group o 6 ) 18
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BESL DOCUMENT By e

fenales ' Heeks
Giroup 0 6. 3

147 255 300

155 258 302
147 265 310
g 254 51

€3 Snowed fuwer Wi. gein lhen Lieles, howovery, no yeal discreponcies Lllurive.

Food Consumption

A slicht decline in foocd consumption by mele rats cccurred ¢ anirals
troated with highest dese (1250 nam).  Food convirsinn in males rats
ticeted vi.a Bighes o dose {a/Toue, kg b. wi.) was unvadged Tron control
animals, refjecting foud intake reduction. '

]

ematolooy values for the 3 treatment groups almost jdentical tc contreis,
and were considered unaffected after 5, 9, and 13 weeks of trea

Clirnical Chemistry

Clinical chemistry exhibited by treated animals remzined norimal.
Urine Analysis

No differences were noted between control and treated animals for specific
gravity, prctein content, on phosphates.

1.
LR

>
o
o

Autopsy Findings

A11 treatmant groups showed a slight increase in absolute or relative 1evcr??
weights at & p of < 0.05. A1 other orgaus nerual.

=T UNNEE E P A

a. Organ woights as © brain wts. Treatment group values did not differ
from unircated control velues.

b, Orgen wt. as & hodyowts. These calculations did not roveal differences
¥ N - . ¢ HE

SN N L Yo .

s
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H. Histopathology
20 ¥ & 20 F rats were examined for each of eroups 1 & 4.
Resulis

Minir=] cc!1n1?r h#ﬁbrtrcn&v in ’“““thrpl cells o“ erved in 5 female rats
oo Ry oo Lo vl e Lo CviLe, the
hyperirephy in parwqc”vu~x ce%is vas considerca work hjpertropﬁj" cause of
the cysis wes unlnown. Mo other changes uttr buted to treatment observed.

~1 L Y PN -

Performed by “az
Rep:ort Ho. 653/3
234428

z1ton Labs. . EFurope, LTD. submitted by Ciba-Geigy.
29/4, Jan., 1977. Technical chemical. EPA Acc. Ho.

Technicai cherrical adrgnuétcted {¢ 3 M & 3 F dogs/each of 2 groups; 50 or
: LML 4 Foeac

P A ] cach feosiedrgren with 1250

puri, OF se;ved as, unireaoed Cuhb;uls.

/’ £
3% & 3 F dogs from 128 & nrmr oreiss, or contrals sacrificed at end of treat-

BT ael ey e . [N R Y

for one menth without vrcatimant.

Results

No moriality, no chenges in animel} bnhavio Seruiz alkaline phosphatase
sTightly 1ncreased in high dose ewwmal 1TH&1Faté4, 8, and 12 veeks. 1
additional ¥ slight increase in serum alke11he phosphatase. Values norma.
in recover: enimals at week 1€. HEL = 250 ppm.

Macroscopic findings were not treatment related. Organ wiss no dosc related
trends in organ wts., organ wt/bogy wt ratics, or organ wt./brain wi. ratios.

Micrascopic findings - No dose related necropsy Or mrcroscopic findines.
Blood cheristry, hematology, and urine analysis indicated no treatment related
findings. Opthalmescopy examinalions did not reveal treatment related findings.

Classitication: Core Hinimum Daca

11, Salwcnella/menclign microseue mutegenicity study - technical chemicel

Yaye .~ - ) I . i el S capt. Y - i
Porfor o b Qe 5,0 Paglo, Seitertand, Paveh 14, je78. Exnt, Koo

R | r:"\ N :f 5 LR lE R
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25, 75? 225, €75, or 2025 1g/0.1 w1 of the t technical test chem1cv1 dissolved

poo0 Uit pnd cithord praralion C%ORF” Al activetinu, Using

a2 L
e v

Sabioncila L\EH}ML..{ histmding auroirophic isolales in a mutag genicity

&
‘test Lo deP”t point muiations. Controls consisted of

1) rEen neaative control
2) Positive controls:

e TRIRRL - RES 4as0.1 1 of phesphate bufier of K-methyl-N'-nitro-

poooen et Saae

C:pain TA1537 - 9 (5) aminca ridine hydrochlorice monchydrate.
RS . S ST : i . i -; ‘: Paa ‘;" .
I PRSI L SV O a7 131‘;rgfzi€Ena-?~ﬁ:i£f.

The activation mixture consisted of rat liver microsomes plus co factors.

Rezults

_'A doubling of plate colonies of iha 4 different Salﬁwnel1a strzins to histi-

¢i o mroicivoph, o oVafoans of @ eragonic Bolooties
Ne significant @,ff rences in nunbers of histidine yro‘otvophq were found in
ﬂvr°r;m“w s with and vithout n'crnﬁnwﬂ1 acf1v"10n hetween tests with the

»\.-.1 e e O __A...»_»._. ¢ .
Classification: Core-Guidelines Data

12. Mouse dominant lethal mutagenicity study

The studv was desianed to eva Juate cytotoxic or mutagenic effects on male
germinal cells.

Single doses of 65 or 195 mg/kg warﬂ adminsitered to groups of 20 rale mice/
group; CErdoxy hntn}1 celluiose {CMC) served as-2 vehicle. Each treated P"Ye
was plara* in cage with 2 different untreated females during each of 8 conse-

cutive weaks, to span Spermalozocd development period.

Females were autopsied on the 1&th day of proasancy. The no. of Tive embryis,
emhryonic deaths, and pteri without visible implantations were noted. The
total nuwbers of vaTanyatlon sites indicating pro implantation losses in test
and control dams were compared, using a Studeat's t test.

using the %< test. JUthlQ ot implentaticns and embtyon1c deaths were also
cormarcd with svontenmous ¥ neturally data from untreato +d controls.
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The data orn mating ratios, the number of jmplantations, and embryonic deaths
were comparable for ail groups. o adverse toxicity was seen in treated |

palesi heaver, one male treated with 195 me/ko died. tio evidence of test
Che icu) mutagenicily wWes observid.

. n.;&}rzi"“g !‘\'r4‘\’r‘“ww
Classification: Core Minimum Data BEST DOUU‘“L\\X Aur
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an MTD feor the highest dose.
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inods . should have used at leezt
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1 =a nrior, or pending tolerances.
2. ADI - The proposed temporary tolerance is 0.05 ppm o potatoes.

A MEL of 250 ppm was determined in 60 day rat and 99 day Beagle feeding
studies.

The ADI is calculated from the rat data submitted. This stuay employed
e Eimum Cosdrg oveis and ne oLrs oF antiiis, LaErsss {2 Boscie 90 dey
study ulitized Z Than an MTD high dose and £ than desirable numbers of
animats/dose level. o

Do At rae dute = LLUL gsngseay
- P gv g

1~ 250 = 12.5 mg/kg/day of pesticide.

—i.

-05 X

Use a 2000 fold safety factor for temp. tol.

12.5 mg/kg/day = ADI of 0.0062 mg/ko/day
2000

3. MPI = 0.0062 X 60 kg = 0.378 mg/day

4. MTRC 7% of diet attributed to potatoes.
1 ppm in total daily diet-vto 1 mg of resicue in each kg of gict.
proposed tol. is 0.05 ppm

] pem P .nf'\
i

i

x = .05 ma/kg of diet

ne

Therefore .07 X 1.5 ka X .05 wa/ig diet = 0603 me/dzy in diet = FIENS
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Comparison:

ADI

t

0.0062 mg/kg/day accepteble daily intake.

—
=
)
et
i

0.378 wg/day maxiruin perinissaeble intake.
wTRe = (.0053 my/day in diet for proposed tol. of 0.05 ppi.

The MTRC (0.0053 mg/day) is less than the WMPI of 0.378 mg/day mai intake.

The ITHC on e /kg basis = 0.L005 wg/Gay = 0.003068 me/kg/day,
60 kg /

is less theop it MDY ~F O NN e aldoy

- TICRTT N 2 e
[ RS aara s § SN R RGN

the 0.0F pre rrencse? terporery tolerante js accepntable

TOX/HED: th: Gihitmore:11-22-78 ﬂ%,
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