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The data base supports the requested EUP for use on greenhcuse
and shadehouse crnamentals. All reviewed studies are
acceptable. The cross reference to inhalation toxicity (81-3,
MRID 427702-15) and dermal sensitization study (81-6, KRID
427702-18) in support of AC 303,630 2SC Formulation is
appropriate and acceptable, since the active and inactive
1ngredlents were+hsame, except for minor changes in the
concentraticns. However, it should be noted that HED files
remain incomplete for the chromosomal aberration assay which
was a NON-TEST.

Health Effects Division (7509C)

I. CONCLUSIONS:

A cépy of the DERs are attached.
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There is no acute toxicity endpoint of concern based on current
- data. Based on the Toxicity Category of the technical the
restricted ontry interval (REI) of 12 hours is adequate.

II. ACTION REQUESTED:

American Cyanamid Company, has submitted an application for an
Experimental Use Permit for AC 303,630 2SC Insecticide~
Miticide. The studies included in this package are listed
below and the * by the studies indicate that the DERs are
attached.

Technical:

Data requirements on the Technical AC 303,630 have been
sztisfied (see HED Doc. 010651).

Formulation: AC 303,630 2SC Insecticide-Miticide

s s

Guideline # Study Type MRID #

81-1* Acute Oral Toxicity 43268204

81-2* Acute Darmal Tovicity 43268205

81-3 - Acuts Inhalation Toxicity Satisfied by stud ; using 3SC Formudstion - MRID
427702-15

81-4* Primary Eye Irritation 432682-08

81-5* Primary Dermal Irritation 432682-07

81-6 " | Dermal Sensitization Satisfisd by studies using Technical and 35C

Formulations (MRID #s 427702-12 and 427702-18,

respoctively)

The sponsor's preliminary data indicate that AC 303,630 25C is
effective when applied (0.02 to 0.32 1b ai/100 gallons) as
foliar spray against a number of problem insects and mites on
greenhouse and shadehouse ornamentals. The experimental use
program proposes to evaluate product efficacy against target
pests, when applied to larger plots, shadehouses and entire
greenhouse buildings. The petitioner is requesting an
authorization for the use of 300 lbs of active ingredient to
treat a uwaximum of 150 acres (2bout 100 acres in greenhouses
and 50 acres in shadehouses) during the next two years. The
objective of this EUP is to fine tune the rates of AC 303,630
2SC against the target pests.

The proposed EUP is for nonfood use; no residue tolerance is
required.

Registrant has reguested use of 81-3 and 81-6 studies on 3SC
Formulation to be used instead of studies on the 2SC
Formulation. This appears reasonable because the active and
inactive ingredients are same, except for minor changes in the
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concentrations.
III. DATA REQUIREMENTS:

For nonfood EUP. Updated: 8/18/94

Technical: AC 303,630 (Pirate® Insecticide-Miticide, MP)
Use Pattern: Domestic outdoor and Indoor
Action Type: Experimental Use Permit

Swdy
| Acute Oral Toxicity Yeos

81-2 | Acute Dermal Toxicity Yes Yes |
81-3  Acute Inhalation Taxicity Yes Yes

81-4 I Primery Eve Irritation Yss Yos

815 | primary Dermal irritation _ Yos Yes

81-8 iDﬂmdSuwmuﬂm , Yes “les

82-1(b) ; Subchronic Oral (non-rodent) Yes " Yes

83-3 H Teratology (non-rodent} Yes Yss

842 Gene mutation (Ames) Yos Yes |
84-2  Gane mutation (mammaiisn) Yes Yes '
84-2 Structural chromosomal sberrstion Yes No '

Formulation: AC 303,630 2SC Insecticide-Miticide

81-2 . Acute Dermal Toxicity Yes Yes
81-3 Acute Inhalstion Toxicity Yes Yes

- 81-4 Primary Eye lrritation ) Yes Yes
81-5 Prirary Dermal Irritation Yes Yes

L 81-8 Primary Dermal Sensitization Yes Yes
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TOXICOLOGY PROPILE Updated: 8/13/94

Acuts Orad Toxicity in Rats

LD,, 196% C.1.) = 441 (195 - §32] mg/kg. males

MRID 427702-07/428842- | LDy (96% C.1.} = 1152 mg/ikg, females
o1 LD, {95% C1.) = 628 (274 - 1085] mg/kg. combined
Study #:T-0417
7/20/19982 TOXICITY CATEGORY: i, based on moet sensitive sex
Accsptable
81-2 Acute Dermal Toxicity in LDy > 2000 mg/kg fLimit Dose)
Rabbits
MRID 427702-08 TOXICITY CATEGORY: B
Study #:T-0406
712011982
Acceptable
81-3 Acuts Inhaistion Toxicity in | Doses 0, 0.34,0.71, 1.8 or. 2.7 mgh in S0 rets.
Rats LGy (95% C1.) = 0.83 (0.48 - 1.4) mgA. (males}
MRID 427702-09 LCy {95% C1.) = > 2.7 mghl, famaies]
Study (smerican LGy (95% CJ.) = 1.9 (1.1 - 3.3) mgA, combined
Cysnamid)#:91-8351 ‘
3/25/1993 TOXICITY CATEGORY: M, based o0n most sensitive sex
Acceptsble .
81-4 Primary Eye Irritation in Cormesl opacity (4/6), iritis (2/6) end conjunctivitis (6/€) present st 48
Rabbits hours. At 72 hours iritis was rescived. AR rabbits were normal by Day-
MRID 427702-10 7.
Study #:T-0404
7/20/1992 TOXICITY CATEGORY: M
Accaptable
81-5 Primary Dermal Irritation in Non-irritating.
Rabbits
MRID 427702-11 TOXICITY CATEGORY: IV
Study #:T-0405
7/20/1992
Acceptable
81-6 Dermel Sensitization in Not a skin sensitizer (Closed-Patch Repested insuit)
Guines Pigs
MRID 427702-12
Study #:7-0439
. 3/28/1993
Accsptable
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82-1d) Subchronic Fesding in Dogs Doses s beagles: 0, 60, 120 or 247 ppm (O, 2.18,4.23 or 8.1
{30-Osy? mglkg/dey) in fesd. mu7mwubuodmmmafAC
MRID 427702-20 m.mnmdadm”mhombtvio14.240mﬁ0m00y15
Swudy (American . 25 and 200 ppm from Dey 25 - 92 (5.2, 5.9 end 7.2 mgfkg/dey,
Cysnamid)#:971-92-118 respectively).
4/8/1993
KOEL = 120 ppm 4.23 mg/kg/day)
Minimum m-u7mu.1ww.wmrmm~mm
snd feed efficiency and emacistion.
83-3m) Teratology Study in Rattxzs | Doses of O, 5, 15 or 30 mg/kgidsy edministared by gavege in 0.5%
MRID 427702-22 Wwwwﬂnvb‘“%rmm
Study (American Deys 7 10 19 of gestation, inclusive.
Cysnamid}#:971-90-173 :
312/1993 Motomal NOEL: § mo/kg/day snd LOEL: 16 mg/kg/dey, based upon
reduced body weight gein during trestment.
Minimum
Devslopmental KOEL: > 30 mg/kglasy.
84-2(s) Gene Mutstion-Ames for reverss mutstion in S, typhimurium strsine TA 38, TA 100,
MRIDS: 427702-23 TA 1535, TA 1537, TA 1528 and E. coli stzsin WP2 uwA- exposed wp
Amaerican Cysnaemid § 31- to cytotoxicity (S0 pg/piste, +/- $9)
02-001; 03/24/33
Acceptable
84-2Us) Gene Mutstion - in wmumwwzsowm + }- 89, which were not
mammaelisn cells cytotoxic to Guidsine levels.
({CHOMGPRT)
MRID#: 427702-24
American Cysnamid # $1-
05-001; 03/25/33
hot Accepisble
84-2(b) Structural chromoseme Mrwmfummmmhmmm
sberrstion - in vivo mouse ord?upwzcaaomuanouwum-iﬂmt
MRID # 427702-25 causing Cylotoxicity 10 Larget Ussue.
Americen Cysnamid - 31-
18-001; 03/17/33
Non tast
84-4 Repair in yitro (UDS) uwfuummwmwmmmm
MRID #£: 427702-26 hepatocyts cultures exposed up to severely toxic concentretions (= 30
Microbiclogical #: ).
T9775.380025
02/23/93
Acceptable




PIRATE® insecticide-Miticide - EP

2811 Acute Orsd Toxicity in Rats LDy 195% C.1.) = 826 {274-1085) mg/kg. combned
MRID #:427702-14 LDy 95% C.1) = 283 (101-502) mg/kg. maies
Stwdy #:7-0515 LD, (95% C.1.) = 999 (431-1821) mg/kg, femsies
1/18/93
Acceptable tastes, prostration snd mortality wers obssrved ot all levels. Grossly,
congested and motted kvers snd pronounced stristions of abdominel
muscles were cbserved. Weight gsins of the survivors were not
effectsd.
TOX. CATEGORY: i, besed on most sensitive sex
81-2 Acute Dermal Toxicity in LDy (95% C.1) = 1782 [1112 - 2856] mg/kg, meles
Rabbits LDy (95% C.1.} > 2000 mg/kg, females
MRID 427702-14
Study #:7-0515 MNasal discharge (1/5), sxcessive lacrimston (1/5) and disrrine
1/18/83 {1/5) were cbserved st the 1000 snd 4000 mg/kg. Two of five rabbits
in the 4000 mg/kg and 3/5 rabbits in the 2000 mg/kg dose died within
Accepisble thunofum Necropsy of the surviving wes urwemaerkable.
TOX. CATEGORY: I, besed on most sensitive sex
81-3 Acuts Inhaletion Toxicity in | Doses O, 0.84, 1.9 or 2.6 mg/l in SD rets.
Rets
MIUD 427702-15 LCy (95% C.1.) = 1.3 (0.86 - 2.1} mgA, maies
Cysnamid #:971-92-109 LCy (95% C.1.) = 2.4 (1.8 - 3.5) mgA, femasles
3/8/93 Ll (95% C.1) = 2.1 (1.5 - 2.9) mgh, combined sexss
Acceptable Clinical signs during sxposurs were isbored bresthing and excessive
salivation st sl doges; sye closurs st the two high doses: and gasping
end decreased sctivity st the highest dose. Among survivors, in
addition 1o the sforementioned, rales, dried brown materisl on face and
fur, matted cost, wet fur and yellow sno-genitsl staining wese observad.
At necropsy, red discoloration in lungs of some decsssed snimals wes
noticed.
TOX. CATEGORY: IiI, besed on most sensitive sex
81-4 Primary Eye {rritation in Slight-to-moderate conjunctivitis (8/6) was observed at one and 24
Rabbits . hours; had resolved by 48 hours.
MRID #: 427702-18
Study #: T-0513 TOX. CATEGORY: il
12/4192
Accsptabie
81-5 Primary Dermal Irritstion in Slightly irritating to rabbit skin. A very slight (5/8)-to-moderate (1/8)
Rabbits ) erythemas and siight (1/6} edeme at 1 and sfight (3/6) erythemas et 24
MRID 427702-17 hour post-dosing were cbssrved. At 48 hour exsminstion 1/8 exhibited
Study #7-0514 slight erytheme which rescived by 72 hcurs.
1/18/93
TOX. CATEGORY: IV
Actceptable




“™
bod
[FNN
(@)
bet,
o

Dermaed Sensitization in
Guines Fig

MRID 427702-18
Study #:7-0530
3/5/33

Accaptsble

Mot & sensitizer

AC 303,630 28C insecticide-Miticide

81-1 Acuts Oral Toxicity in Rsts LD, (35% C.1.) = 580 (410-890) mg/kg. males
MRID #:432882-04 LDy (95% C.1) = 567 (281-388) mg/kg, femalss
Study #:7-0588
8/9/34 Decressed sctivity, safivetion, writhing end abnormal posture.
Necropsy was unremarksble in surviving srmals. In dead snimaels,
Acceptable grossly, dark and moited fiver, pronounced stristions of sbdominal well,
tstsny, selivation, pele intecting tracts, dark kigs and diarrhes were
observed.
TOX. CATEGORY: &
81-2 Acute Dermal Toxicity in LD, (95% C.1.) > 2000 mgkg. males end ferrisies
Rabbits .
MRID 432682-05 . Nasel discherge and lacrimetion wers obssrved. There were
Study #:T-0592 no desths. Groesly, red foci in kidkneys, pafe colored kidneys and pele
6/9/94 lungs were cbserved only in males.
Accsptable TOX. CATEGORY:
81-3° “ 1 Acute Inhelstion Toxicity in | Doses 0, 0.84, 1.9 or 2.6 mgA in SD rats.
Rets
MRID 427702-15 LCy {95% C.1) = 1.3 (0.86 - 2.1} mg/l, malss
Cysnamid #:971-92-109 LCy (95% C.1.) = 2.4 (1.6 - 3.5} mgh, femaies
3/8/93 LCe, (95% C.1) = 2.1 (1.5 - 2.9) mg/l, combined sexss
Accsptable Clinical signs during exposurs were lsbored breething snd excessive
salivation at afl doses; eye closure st the two high doses; and gasping
and decressed activity st the highest dose. Among survivors, in
sddition to the sforemantioned, rales, dried brown materisl on face and
fur, mstted cost, wet fur end yslicw sno-genital staining were cbserved.
At nscropsy, red discoloration in lungs of some decessed animais was
noticea.
TOX. CATEGORY: Bi, besed on most sensitive sex
81-4 Primacy Eye lrritation in Slight (5,8)-to-modarste (1/6) redness of conjunctives, and siight ocular
Rabbits discharge wers present st 1 hour. Al signs of iitation hed resoived by
MRID #: 43288208 24 hours. The mesn conjunctival (redness + chemosis + discherge;
Study #: T-0593 range 2 - 20) score for this evalustion wes 3.0. The overall eye
3/12/94 irritation score was 1 {range 0 - 110) and wes considered practically
nonvirritating.
Acceptable
TOX. CATEGORY: IV
31-5 Primary Dermal leritstion in Slight srythema (3/8) was obssrved st 1 hour and persisted in 1 rabbit

Rabbits

MRID 432682-07
Study #7-0534
5/12/34

Acciptable

st 24 hours. AB signs of irritstion had resolved by 48 hours.

TOX. CATEGORY: IV
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81-6° Dermsd Sensitizstion in Mot & sensitizer
Guinss Fig

MRID 427702-18
Study £:T-0530
35533

25C Formudation (21% si).

AC 303,830

v. DATA GAPS:

The toxicity data requirements for an Experimental Use Permit
appear adequate, except for the chromosomal aberrations using
mouse micronucleus assay test. Although this test will not be
required for this EUP (see IX.B.), the registrant will be
required to submit an chromosomal aberration study (other than
the micronucleus) for full registration of this chemical.

vIi. ACTION BEING TAKEN TO OBTAIN ADDITIONAL INFORMATIOE OR
CLARIFICATION:

The sponsor should be notified of the issues discussed under
Section Vv and will be required to rectify for full
registration of this chemical.

VII. REPERENCE DOSE (RfD):

The recommended PADI (Preliminary Acceptable Daily Intake) is
0.004 mg/kg/day. This value was calculated by using the 90-
Day Dog Study NOEL of 4.23 mg/kg/day and a uncertainty factor
of 1000, based on extremely limited data base. This has not
been presented to the Health Effects Division or Agency RfD
Committees.

VIII. PENDING REGULATORY ACTIONS:

The Toxicology Branch is unaware of any pending regulatory
actions against this pesticide.

IX. TOXICOLOGY ISSUES PERTINENT TO TEIS REQUEST:

A. The data indicate no toxicity concerns at this time.
There is no difference in toxicity between males and
females; oral administration resulted in increased
absorption over dermal route of administration. It is
not a developmental toxicant in rabbits up to 30
mg/kg/day. The 13-week dog study did not result in any
organ pathology identifiable with doses up to 240 ppm.
Proposed EUP labeling contains common precautionary
statements for this type of use and that the re-eatry
statement "Do not enter or allow worker entry into
treated areas during the restricted entry interval (REI)

8
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of 12 hours without protective clothing” is adequate
pased on toxicity of the technical. .

Mutagenicity - The current mutagenicity guidelines
require 3 studies: Ames and mammalian gene mutation
assays as well as an acceptable chromosomal aberration
assay. The chromosomal aberration assay submitted
earlier is a non-test due to lack of target organ
cytotoxicity at lethal levels. However, there is an
acceptable UDS test. Therefore, new studies are not
being required for this EUP but will be required for full
registration of this chemical.

Risk Concerns:
Dietary

There are no dietary exposure concerns because the
request is for nonfood use.

Worker Exposure

There is no endpoint of concern for acute exposure. ) $ 4

exposure for non acute exposure is less than 0.042
mg/kg/day, the Margin of Exposure would be at least 100.
This is based on NOELs from both the Developmental rabbit
study (Maternal NOEL = 5 mg/kg/day) and 90 day dog study
(NOEL = 4.2 mg/kg/day) .,
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Reviewed by: Guruva B. Reddy, D.V.M., Ph.D. LA o
Section IV, Tox. Branch I (7509C)

Secondary Reviewer: Marion P. Copley, D.V.M., D.A.B.T.
Section IV, Tox. Branch I (75C9C) -

DATA EVALUATION REPORT
g8TUDY TYPE: Acute Oral Toxicity/Rat
TOX. CHEM. ¥O.: N.A.
P. C. MO.: 129093
MRID MO.: 432682-04
GUIDELINWE #: 81-1
TEST MATERIAL: AC 303,630 2SC Formulation

SYRONYM8: Pyrrole -3-carbonitrile, 4-bromo-2-(p-chlorophenyl)-1-
(ethoxymethyl)—5—(trif1uronethyl) 3 SC Formulation

S8TUDY NUMBER3: T-0588

8PONSOR: American Cyanamid Company
Princeton, NJ 08543-0400

TESTING PACILITY: American Cyanmid Company
Princeton, NJ 08543-0400

TITLE OF REPORT: Oral LD” Study in Albino Rats with AC 303,630
2SC Formulation :

AUTHORS: D.M. Bradley
. J.E. Fischer

REPORT IS88UED: June 9, 1994
EXECUTIVE SUMMARY:

In an acute toxicity study, Crl:CD(SD)BR albino rats (5/sex)
were administered orally with AC303,630 2SC Formulation (21.24%
a.i.) at doses of 312.5 (M&P), 460 (M), 540 (M), 625 (M&F), 1250
(M&F) or 2500 mg/kg (M&F) and then observed for a period of 14
days. '

overt signs of toxicity included, decreased activity,
salivation, writhing and abnormal posture. Weight gains were not
affected. Necropsy was unremarkable in the surviving animals.
In animals, which died, the most noticeable findings were dark
and mottled liver, pronounced striations of abdominal muscle
wall, tetany, salivation, pale irtestinal tracts, dark lungs and
diarrhea. The oral LDy (95% C.I.) in rales was 560 (410-890)

e
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ng/kg and LDg, (95% C.I.) in females was 567 (281-988) mg/Xg.

The study is classified as core - Acceptable with TOXICITY
CATEGORY III and satisfies the requirement, § 81-1 for a oral
toxicity (LDg) study in rats.

MATERIALS:

1. rTest Compound: AC 303,630 25C Pormulation, (beige
liquid), Lot # AC 8053-139, purity 21.24%, Sp. Gravity
1.1083 g/ml, was used in this study.

The test material was administered as received,
once orally, by gavage, to the overnight fasted rats.
' No untreated control were used in this study.

2. Test Animals: Species: albino rats, Strain: crl
CD(SD)BR, 2Age: 6 - 8 weeks, Weight: males - 165-248
and females - 170-223 g, Source: Charles River Labs.,
Inc.. The animals were housed individually and
maintained under atmospheric conditions to a 12-hour
dark/light cycles. The rats were acclimated for 7 days
to the laboratory environment.

METHODS:

LDy, 8tudy: Dosages were selected based on earlier °
studies. Excessive mcrtality in males and females
necessitated the addition of 625 and 312.5 mg/kg groups.
Limited mortality in males required the addition of 540 and
460 mg/kg. The experimental design and mortality for this
study is provided in Table 1.

Table 1. Summary of dosages and mortality i
Does (mgfkg) ‘ No. Animaie
—

312.5 ‘ 5 5 15 115

460 5 not tested 115

540 5 . not tested 5 not tested
825 5 5 ars 275

250 5 5 5/5 5/5

2500 5 5 /5 5/5

The animals were cbserved for signs of toxicity several
times on the day of dosing and daily for the remainder of the

study.
14 or at death.
survivors at the end of the study.

Individual body weights were determined on Days 0, 7, and
Necropsies were performed on all dead and
The liver, kidney, spleen,

stomach, intestinal tract, lung, urinary bladder and external

surfaces were grossly examined.

2

LDgq values and 95% confidence

[
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intervals were calculated by Prcbit Analysis as described by D.Z-
. Pinney Probit Analysis, Ed. 2, Camnbridge University press: .
cambridge, 1993-

QUALITY ASSURANCE:

A statement signed by Zenneth A. Sund, Quality
Assurance consultant, attested that the study was audited
four times and a single report provided.

RBBULTB/DIBCUBBIOﬂ:

Mortality is presen'. . Tble 1. Males and females
exhibited clinical sicnss21°3 Jitain 24 hours follcwing
administration of compound. peaths cccurred in all dosage
groups. overt signs of toxicity included, decreased
activity, salivation, writhing and abnormal posture. No
toxic signs were seen in the 312.5 ng/kg group- Weight
gains were not affected due +c compound administration.
Necropsy was unremarkable in the surviving animals. In
animals, which died, the mcst noticeable findings were dark
and mottled liver, pronounced striations of abdominal muscle
wall, tetany, salivation, pale intestinal tracts, dark lunds
and diarrhea.

- The date reporting was rhorough and the summary means
were supported by individual animal data. The above
jnformation supports the following:

LD, (95% c.I.) = 560 (410-890) mg/kg, males
LDy (95% c.1.) = 387 (281-988) mng/kg, females

The study is core-Acceptable
Toxicity Category 11T

As presented the study satisfies the requirements set forth

in subdivision F, guideline 81-1 for Acute Oral Toxicity in Rats.
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DATA EVALUATION REPORT //V
STUDY TYPE: Acute Dermal Toxicity/Rabbit
T0X. CHEM. NO.: N.A.
P. C. NO.: 129093
MRID HO.: 432682-05
GUIDELINE #: 81-2
TEST MATERIAL: AC 303,630 25C Formulation

SYNONYM8: Pyrrole -3-carbonitrile, 4-bromo-2-(p-chlorophenyl)-1-
(ethoxymethyl)-5-(trifluromethy1) 3SC Formulation

S8TUDY NUMBERS: T-0592

SPONSOR: American Cyanamid Company
Princeton, NJ 08543-0400

TESTING FACILITY: American Cyanmid Company
Princeton, NJ 08543-0400

TITLE OF REPORT: Dermal LDy, Study in Albino Rabbits with Ac
303,630 2SC Formulation

AUTHOR8: D.M. Bradley
J.E. Fischer

REPORT ISSUED: June 9, 1994
EXECUTIVE BUMMARY:

In an acute toxicity, New Zealand White Rabbits (5 males and
5 females) were dermally exposed to 2000 ng/kg (Limit Doss) AC
303,630 2SC Formulation (21.24% a.i.) for 24 hour= (to clipped
dorsal area of trunk, approximately 10% of body surface), wiped
with cloth and then observed for a period of 14 days.

Th.. 2nly signs of overt toxicity were limited nasal
discharge and lacrimation. There were no deaths. Grossly, red
foci in kidneys, pale colored kidneys and pale lungs were
observed only in males. The dermal LD, in rabbits for AC
303,630 28C Formulation is greater than 2,000 mg/kg.

The study is classified as Core - Acceptable) with a

L)
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. TOXICITY CATEGORY III and satisfies the requirement, § 81-2 for a
e dermal toxicity (LDg,) study in rabbits.

MATERIALS:

1. Test Compound: AC 303,630 25C Formulation (beige
liquid), Lot # AC 8053-139, Purity 21.24%, Sp. Gr.
1.1083 g/ml, was used in this study.

The test material, as received was administered
once to the shaved backs of the test animals.

2. Test Animals: Species: rabbits, Strain: New Zealand
white, Age: Young adults, Weight: Males - 2029 to
2922, Females - 2327 to 2752 g, Source: Skippack
Farms, Skippack, PA.. The animals were housed
individually and maintained under atmospheric
conditions to a 12-hour dark/light cycles. The rabbits
were acclimated for 3 days to the laboratory
environment. Purina Laboratory Rabbit Chow and water
were provided ad libitum.

METHODS:

Groups of five animals/sex were dosed at a rate of 2000
mg/kg of body weight. The test dosages were based on
studies done with similar formulations. The backs were
clipped ( = 10%), wrapped with plastic wrap and measured
amount of test material was injected under the plastic wrap.
The plastic wrap was then covered with cloth bandage. After

24 hours the test site was cleaned and rabbits observed for
14 days.

QUALITY ASSURANCE:

A statement signed by Kenneth A. Sund, Quality
Assurance Consultant, attested that the study was audited
five times and a single report provided.

RESULTS:

There were no deaths. Clinical signs were limited to
lacrimation and nasal discharge during the study. Necropsy
findings were unrelated to treatment. Grossly, red foci in

kidneys, pale colored kidneys and pale lungs were observed
only in males.

DISCUSBION:

The data reporting was thorough and the summary means
were supported by individual animal data. Limit Dose was
reached in males and females. Based on the data presented

2
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the acute dermal LDy, is > 2000 mg/kg

The study is Core-Acceptable
Toxicity category III

As presented the study satisfies the reguirements set forth
in Subdivision F Guideline, 81-2 for Acute Dermal. Toxicity in

Rabbits.

(92
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DATA EVALUATION REPORT

8TUDY TYPE: Primary Eye Irritation/Rabbit

TOX. CHEM. NO.: N.A

P. C. NO.: 129093

MRID HO.: 432682-06

GUIDELINE #: 81-4

TEST MATERIAL: AC 303,630 25C Formulation

SYNONYMS: Pyrrole -3-carbonitrile, 4-bromo-2-(p-chlorophenyl)-1-
(ethoxymethyl) -5~ (trifluromethyl) 2SC Formulation

STUDY NUMBERS: T-0593

SPONSOR: American Cyanamid Company
Princeton, NJ 08543-0400

TESTING FACILITY: American Cyanamid Company
Princeton, NJ 08543-0400

TITLE OF REPORT: Eye Irritation Study in Albino Rabbits with AC
303,630 2SC Formulation

AUTHORS8: L.M. Boczon
REPORT ISSUED: March 12, 1994
EXECUTIVE SUMMARY:

In a primary eye irritation study, six male New Zealand
White rabbits were dosed with 0.1 ml of AC 303,630 2SC
Formulation (21.24% a.i.) in to the left conjunctival sac for 1
hour, rinsed with tap water and was evaluated for irritation at
1, 24, 48 and 72 hours.

Slight (5/6)-to-moderate (1/6) redness of conjunctivae, and
slight (4/6) ocular discharge were present at one hour. All
signs or irritation had resolved by 24 hours. The mean
conjunctival (redness + chemosis + discharge; range 2 - 20) score
for this evaluation was 3.0. The overall eye irritation score
was 1 (range 0 - 110) and was considered practically non-
irritating.
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The study is classified as Core - Acceptable with a
. TOXICITY CATEGORY IV and satisfies the requirement, § 81-4 for a
primary eye irritation study in rabbits.

MATERIALS:

1.

METHODS:

Test Compound: AC 303,630 2SC Formulation, Lot # AC
8053~-139, Purity 21.24%, Sp. Gr. 1.1083 g/l and
described as beige liquid, was use in this study.

Test Animals: Species: rabbits, Strain: New Zealand

frex,

White, Age: Young adult males (10 - 13 weeks), Weight:'

Not given, Source: Skippack Farms, Skippack, PA.. The
animals were housed individually and maintained under
controlled atmospheric conditions to a 12-hour
dark/light cycles. The rabbits were acclimated for 3
days to the laboratory environment. Purina Laboratory
Rabbit Chow and tap water were provided ad libitum.

A single group of six males rabbits were instilled
with a dosed of 0.1 ml of test material into
conjunctival sac of their left eye. Following dosing,
the upper and lower eye lids were held together for 1
second. The contralateral eye of each rabbit acted as
the control. At the end of the 24 hours exposure
period, the treated eyes were rinsed with tap water and
examined for irritation under ultraviolet light and
fluorescein stain. The eyes were examined for

" irritation at pre-treatment (-4 hours) 1, 24, 48 and 72

hours, after dosing. Eyes were scored using the Draize
scale. ‘

QUALITY ASSURANCE:

A statement signed by Kenneth A. Sund, Quality

Assurance Consultant, attested that the study was audited
thrice and a single report provided.

RESULTS:

Corneal opacity was not observed.

1 Hour Evaluation

Slight (5/6)-to-moderate (1/6) redness of conjunctivae,

and slight (4/6) ocular discharge .were present at 1 hour.
The mean conjunctival (redness + chemosis + discharge; range

2 -2

0) score for this evaluation was 3.0. The overall eye

irritation score was 1 (range 0 - 110) and was considered
practically non-irritating.
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24 - 72 Hour Evaluation
All signs of irritation had resolved by 24 hours.

Based on the above irritation scores, the chemical is
considered practically non-irritating to the rabbit eye.

DISCUSSION:

The data reporting was thorough and the summary means
were supported by individual animal data.

The study is Core-Acceptable
Toxicity Category IV.

As presented the study satisfies the requirements set forth
in Subdivision F Guideline, 81-4 for Primary Eye Irritation Study
in Rabbits.
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DATA EVALUATION REPORT .
STUDY TYPE: Primary Dermal Irritation/Rabbit

TOX. CHEM. NO.: N.A
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P. C. NO.: 129093

MRID NO.: 432682~07

GUIDBLINE #: 81-5

TEST MATERIAL: AC 303,630 2SC Formulation

SYNONYMS8: Pyrrole -3-carbonitrile, 4-bromo-2-(p-chlorophenyl)-i-
(ethoxymethyl)-5-(trifluromethyl) SC Formulation and Pirate®

S8TUDY NUMBERS: 7 -0594

SPONSOR: American Cyanamid Company
Princeton, HJ 08543-0400

TESTING FACILITY: American Cyanamid Company
Princeton, NJ 08543-0400

TITLE OF REPORT: Skin Irritation Study in Albino Rabbits with AC
303,630 28C Formulation

AUTHORS: L.M. Boczon
REPORT ISBUED: May 12, 1994
BEXECUTIVE SUMMARY:

In a primary dermal irritation study, six male New Zealand
White rabbits were dermally exposed to 0.5 ml of AC303,630 2SC
Formulation (21.24% a.i.) for 4 hours and evaluated for
irritation at 1, 24, 48 and 72 hours after removal of patch.

Slight erythema (3/6) was observed at 1 hour and persisted
in 1 rabbit at 24 hours. All signs of irritation had resolved by
48 hours.

The study is classified as Core ~ Acceptable with the
TOXICITY CATEGORY IV and satisfies the requirement, § 81-5 for
primary dermal irritation study in rabbits.
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MATERIALS:

1. Test Compound: AC 303,630 25C Formulation, Lot # AC
8053-139, Purity 21.24%, Sp. Gr. 1.1083 g/ml and
describe. as beige liquid, was used in this study.

2. Test Animals: Species: rabbits, Strain: New Zealand
white, Age: Young adults (10 - 13 weeks), Weight: Not
given, Source: Skippack Farms, skippack, PA.. The
animals were housed individually and maintained under
controlled atmospheric conditions to a 12-hour
dark/light cycles. The rabbits were acclimated for 3
days to the laboratory environment. Purina Laboratory
Rabbit Chow (#5321) and tap water were provided ad

METHODS:

on day prior to dosing, six male rabbits were prepared
by clipping the trunk free of hair. Two test sites, one
control site and one treated site, were selected on-opposite
sides of the dorsal midline. A 0.5 ml of the test material
was applied to 1" square gauze patches moistened with water
and applied to the test site. The patches were held in
place with adhesive tape, plastic sheet and filter cloth.
The bandages were removed after 4 hours and the site wiped
to remove excess material. Observations for dermal
jrritation were made 1, 24, 48 and 72 hours after patch
removal. Draize method was employed for evaluating skin
irritation potential of AC 303,603 2SC Formulation.
Erythema was scored on a scale of 0 to 4, 0 = normal and 4 =
severe erythema. Edema formation was scored on a scale of 0
to 4, 0 = no edema and 4 = severe edema.

QUALITY ASSURANCE:

A statement signed by Kenneth A. Sund, Quality
Assurance Consultant, attested that the data was audited
thrice and a single report provided.

RESULTS:

No overt signs of toxicity were observed during the
course of the study. : )

Slight erythema (3/6) was observed at 1 hour and
persisted in 1 rabbit at 24 hours. All signs of irritation
had resolved by 48 hours. The mean erythema 1 hour score
was 0.5 and the 24 hour score was 0.2. The primary
irritation score, calculated by adding the 24 and 48 hour
mean erythema and edema scores and divided by 4, was 0.05.
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DISCUSBSION:

The data reporting was thorough and the summary means
were supported by individual animal data. Based on the
primary irritation index the chemical is slightly irritating
to rabbit skin.

The study is Core-Acceptable
Toxicity Category IV.

As presented the study satisfies the requirements set forth
in Subdivision F Guideline, 81-5 for Primary Dermal Irritation
Study in Rabbits. i
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