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I. CONCLUSIONS:

The data base supports the requested EUP for use ofIAlertQ/Ac
303,630 2SC on citrus with a temporary tolerance.

Attachment I addresses the toxicity data baée for this prdduct
and pesticide.

cc: CCB, OREB (Dorsey)
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I ACTION REQUESTED:

American Cyanamid Company, has submitted an application for an
Experimental yge Permit for ac 303,630 2s¢ Insecticide-
Miticide on citrus. No new data were submitted with this
application. ' , _

the use of 3,321 1bs of active ingredient on 4,490 acres in
the states of Arizona, California, Florida ang Texas during
the next two years. The rate of application does not exceed
1.05 1lbs, a.i, Per acre per year, .

.The pProposed residue tolerance for citrus is o.s5 Ppm.

IIT. COMMENTS;

1. The toxicity data base for Alert®/ac 303,630 2s¢
Insecticide—uiticide used to support.thig EUP program and
temporary tolerance is described in Attachment 1.

omitted., The studies are acceptable and will be nade

We are Teavaluating the chromosoma} aberration assay
study in the light of additional information submitted by
the registrant. The review findings will be conveyed
under a separate memo, ) : S :

IV. DarTa REQUIRENENTS

Technical: Dpata requirements have been satisfied (see HEp Doc,
010651) '

Formulation: - Alert™ - Insicticido—uiticidajnc 303,630 2g¢
Formulation : . :

Data requirements on AC 303,630 25C formulation have been
satisfied (see HED Doc. 01124s5; Attachment I).
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MEMORANDUM:

Subject: AC 303,630 28C Inaectiéide-uitié:ide:_ Application for
Experimental Use Permit for Use on Greenhouss and Shadehouse
Ornamentals o

P.C.#: 129093

- Submission #s: S468291
Project No. D204626
EPA ID#: 000241~EUP-REI

From: Guruva B. Reddy, D.V.M., Ph. D. A
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, Toxicology Branch I o u;\"’
- Health Effects Division (75090)
To: Dennis Edwards/Meredith Johnson
Project Manager 19
Registration Division (7505¢C)

Thru: Marion P.- Copley, D.V.M., D.A.B.T. -

Section Head | 17720
Section 4, Toxicology Branch I _ 7; /
Health Effects Division (7509¢C) 745

L . . , 9 /X’/ ?4

. - X. CONCLUSIONS: .
The data base supports the reguested EUP for use on greenhouse
and shadehouse ornamentals.  All reviewed studies are
acceptable. The cross reference to inhalation toxicity (81-3,
MRID 427702-15) and dermal sensitization study (81-6, MRID
427702~18) in support of AC 303,630 28C Formulation is
ropriate and acceptable, since the active and. inactive
ingredients werej;same, except for minor changes in the
concentrations. However, it should be noted that HED files

’ remain incomplete for the: chromosomal aberration assay which
' was a NON-TEST. . . .

A copy ofl the DERs are attached.

cc: 'CCB, OREB (Dorsey) Ny




There is no acute toxicity endpoint of concern based on current
data. Based on the Toxicity Category of tha technical the
restricted entry interval (REI) of 12 hours is adequate.

II. ACTION REQUESTED: _
Americéﬁ'cYanamid;Cdmpany, 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
gatisfied (see HED Doc. 010651). : .

Pormulation: AC 303,630 2SC Insecticide~Miticide

Acute Oral Toxicity 432682.04

b o1.20 Aoute Dermal Toxivity . , 432882.05

81-3 - | Acuts innatation Taxiotty Satafied by study using 35C Farmulation - MRID

| 427702:15

#1-4° Primary Eys Initstion ' 432632-08
| 81-8° Primery Demal irritgtion ' 43268207
| 81 Dermal Sensitizstion  Satiafiad by studies using Technical and 38C
i Formulations (MRID #s 427702-12 and 427702-18,

. respactively) ‘

The sponsor's preliminary data indicate that AC 303,630 2SC 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 evaluata product efficacy against targat
pests, when applied to larger plots, shadehouses and entire
greanhouse buildings. The petitioner is requesting an
authorization for the use of 300 lbs of active ingredient to
treat a maximum of 150 acres (about 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
28C against the target pests. -

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

Reéistrant has requested use of 81-3 and 81-6 studies on 3SC
Formulation to be used instead of studies on the 2S¢

Formulation. This appears reasonable because the active and
inactive ingredients are same, except for minor changes in the

L,/A
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concentrations.

ITI. DATA REQUIREMENTS:
 For nonfood EUP. Updated: 8/18/94 _
Technical: AC 303,630 (Pirate® Ingecticide-Miticide, MP)

Use Pattern: Domestic outdoor and Indoor '
Action Type: Experimental Use Permit

| owirar & wwey [ wwwe | e ]

— — =

| 811 ! Acute Oral Texicity ' Yes C Yes
g2 f Acute Dermnal Toxicity ‘ Yes . Yos
| 81-3 ‘ Acute inhalstion Tougeity Yas Yes
; 814 I Primary Eys itation Yoo R Yes
N 81-5 [ Primary Darmal Irvitadon . . b - Yoo
Lere | Dormai Sensitization . Yes . . Yosu
| 8210 | Subohronic Oral (non-radent) Yes ‘ You
! 333 | Terstology (non-rodentt Yeu - l Yoo
Fu-z | Gene mutation (Ames) ' Yoa Yo

84-2 ‘ Gene mutation (mammaelien) Yoo , Voe

34-2- ! Structural chromosamel abesration * Yeos , No

Tormulation: AC 303,630 2SC Insecticide-Miticide

Acute Oral Toxicity
E 8.2 Acute Dermal Toxicity

I 813 Acute Inhalation Toxisity
rau o ' rimary Bye Iritation
I 81-5 Primery Dermal trritation

I 81-8 . Primary Devwnal Sensitization




a1-1 Acﬁtn Oral Téxfdtv in Rata 'I.D.. {96% C.i.i = 441 {195 - 832) mg/kg, males
MRID 427702-07/428842- | LD,, {95% C.l.) = 1152 mg/kg, femates
01 . LDy, {95% C1.) = 628 {274 - 1086} mg/kg, combined
Study #:T-0417 , .
7/20/1992 TOXICITY CATEGORY: Il, based on most sensitive sex
Acceptable h
-2 Acuts Dermal Toxlcity in LDy > 2000 mo/g Rimit Doss)
Rabbits R :
MRID 427702.08 - TOXICITY CATEGORY: M1 _
Study #:T-0408
7120/1992
Acceptable ] ]
81-3 Acuts inhalation Toxicity in Ooses 0, 0.34, 0.71, 1.3 or 2.7 mgd in SD rate,
! Rats LGy {36% C.I} = 0.83 (0.48 - 1.4) mg), imalea)
MRID 427702-09 LCy (96% C.1) = > 2.7 mo/, temules]
Study (american LGy (36% C.1) = 1.8 (1.1 - 3.3] mgA, combined
- Cyenamid} #:91-8351 T ‘
3/25/1993 TOXICITY CATEGORY: I, basad on maoet sensitive sex
81-4 Primary Eye irritation in Comeal opacity (4/8), iritis (2/8) and conjunctivitis (6/6) present at 42
Rabbits _ hours. At 72 hours isitis wes resoived. AN rabbits were normal by Day-
MRID 427702-10 7. . ) . . .
Study #:T-0404 . ’
7201 9?2 TOXICITY CATEGORY: lll_
Acoaptable -
318 Primary Dermal lrritation in | Nonvimitating,
. Rabbits '
MRID 42770211 TOXICITY CATEGORY: IV
Study £:7-0408 -
7/201982 .
" Acceptable
2.6 Dermal Sensitization in Not & skin sensitizer (Closed-Patch Repoated Insult)
Guinea Pigs ’
MRID 42770212
Study #:T-0439
3/26/1993
Aoceptable
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Ooses is beagles: 0, 60, 120 or 247 ppm (0, 2.16, 4.23 or 6.1

82-1(b) Subchronic Feeding in Dogs
190-Day) mg/kg/day) in fesd. The 247 ppm wes based on cancentration of AC
MRID 427702-20 303,630 in the diet of 300 ppm from Day 1 - 14, 240 ppm from Day 15.
Study (American - 28 and 200 ppr from Day 25 - 93 (5.2, 5.9 and 7.2 mg/kg/day,
Cyanemid):971-92-118 respectively),
4/8/1993 : . )

T NOEL = 120 ppm {4.23 mg/ky/day)
Minimum LOEL = 247 ppm (8.1 mg/kg/day), based on reduced body weight gain
and feed sfficiency and smacistion.

83-3{h) Teratology Study in Rabbits | Doses of O, 5, 15 or 30 mg/kg/day administersd by gavage in 0.5%
MRID 427702-22 carboxymethylosiiulose to pregnant New Zealand White rabbits from
Study (American Days 7 to 19 of gestation, inclusive.
Cysnamid)#:971-30-179
3/211993 . Matamal NOEL: § mg/Ag/day and LOEL: 18 mg/kg/dey, based upon

: reduced body weight gein during treatment.
Minimum ‘ ’ .
: | Developmental NOEL: > 30 mg/kg/day.
" B4-2(w} Gene Mutation-Ames Negative for reverse mutation in $, typhimuriym streins TA 98, TA 100,

MRID#: 427702-23 TA 1538, TA 1537, TA 1538 end E. coli strain WP2 uvra- axposed up
American Cysnamid # 91- to eytotoxicity (8G ug/piste, +/~ S8} '
02-001; 03/24/93 . . )
Acoeptabls

84-2(a) Gene Mutation - in ‘Repastedly negative st doses up to 250 pg/mi + /- $9, which were rot -
marmmalian cells cytotoxic to Guideline lovels. . ' ‘
{CHOMGPRT) .

- MRID#: 427702-24

American Cyanamid ¥ 81-
05-001; 03/25/93
Not Accaptable )

84-2(b) Structurel chromosoma Although reportediy negative for micronucleus induction in mice trested
sbarration - in vivo mouse oraily up to 20 or 30 mg/kg, the highest dose was lethal without
MRID # £27702-28 coausing cytotoxicity 1o target tissue, .
American Cysnamid #; $1-
18-001; 03/17/93
Non test .

84-4 Rapair in vitrg (UDS) Negative for inducing unschedulad DNA synthesis in primary rat
MRID #: 427702-2¢ hepatocyte cuitures exposed up to severely toxia concentrations (= 30
Microbiclogicat#: Hgfmi), : : .

- T9778.380028

02/23/93
Acceptable




PIRATE® Ineecticide-Miticids - EP )
811 Acute Orak Toxicity in Rate | LDy, (95% C.1} = 826 (274-1085) mg/kg, combined
MRID #:427702-14 LDy (85% C.1.} = 283 {101-602} mg/kg, males
Study #:T-0515 LDy, (95% C.L) » 399 (431-1821) mg/kg, femaies
1/18/93
T Decreased activity, saiivation, staxia, hyperthermis, protruding -
Accaptable tastes, prostration snd mortslity ware observed at alf levels, Grossly,
congested snd mottied livers-and pronounced stristions of abdomina!
muscles ware observed. Weight gains of the survivors wers not
sffected.
TOX. CATEGORY: K, besed on most sansitive sex
81-2 Acute Dermal Toxicity in | LDy (95% C..) = 17821112 - 2856] ma/kg, meles
! Aahbits LDy, (95% C.1) > 2000 mg/kg, females
MRID 427702-14 ]
Study #:T0515 Nesal discharge (1/8), axceasive lacrimation {1/5) and diarthes
1/18/93 {1/5) were observed st the 1000 end 4000 mg/kg. Two of five rabbits
in the 4000 mg/kg and Mrﬁhﬂaindnzooon%gducdhd within
Acceptable 48 houre of trutmant. Necropsy of the surviving was unremerkable.
TOX. C.ATEGORY: Il, based an most sensitive sex
'81-3 Acuts inhalation Toxicity in | Doses 0, 0.84, 1.9 or 2.6 mgA In SD rats.
Rate :
MRID 427702-1%° LGy (95% C.1) = 1.3 (0.56 - 2.1) mgA, males
Cysnamid #:971-82-109 LCes (95% C.1) w 2.4 (1.8 - 3.5) mgA, fernales
3/8/93 LCq (95% Cl) = ‘.'..‘l (1.5- 2.9 mqll. combined sexes
Accaptable Clinioal signs during expasure ware Iaborul breathing lnd axcassive
sslivation at sl doses; eye closurs at the twa high doses; and gesping
and decreased activity et the highest dose, Armong survivors, in
addition to the sforementioned, rales, dried brown materisl on facy and
fur, matted coat, wet fur and yellow ano-genitsl staining were observed.
At nscropsy, ted discoloration in lungs ol‘ lom- deosasad animals was
noticed.
TOX. CATEGORY: i, based on most sensitive sex
81-4 Primary Eye Iritation in Shght-to-mudarate conjunctivitis (8/8) was ohunud atone and 24
Rabbite hours; had resolved by 48 hours.
MRID #: 427702-18
Study ¥; T-0513 TOX. CATEGORY: W
144192 ‘
81-5 | Prienary Denmal Invitation in Shghtly imritating to rabbit skin. A very sight tSlG)-to-mo-derlu 178}
1 Rabbits : srythema and alight (1/8) edema at 1 and slight (3/8) srythema at 24
MRID 42770217 hour post-dosing were cbmerved. At 48 hour sxamination 1/8 oxhbuud
Bwudy FT-0514 dlqhtorwmmwﬁchmolwdby72hows.
11893
TOX. CATEGORY: IV
Asocaptable
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Dermal Sensitization in
Guinea Pig -

MRID 427702-18
Study #:7-0530
3/5/93

' 1 Accaptable '

Not & sensitizer

AC 303,830 28C Insacticide-Mitioide

811’ Acute Oral Toxdcity in Rats | LDy, (95% C.1) = 580 (410-890) mg/kg, males
MRID #:432682-04 L0y, (95% C.1) = 587 (281-988) mg/kg, females
Stwdy #:T-0S88% ' -
8/9/94 Decressed activity, sslivation, writhing and abnormal posture,
Necropay was unremarksble in surviving animals. In dead animalg,
Accaptable groasly, dark and molted Siver, pronounced striations of abdominal wall,
tetany, salivetion, pale intestinal tracts, dark kings and disrrhes wears
TOX. CATEGORY: W
81-2 Acute Dermal Toxiclty in LDy, (95% C.L) > 2000 mqa/kg, moles and femaies
) Rabbite .
MRID 432882.05 Nasal discharge and lacrimation were ochesrvad. Thers were
Study #:T-0892 no deaths, Grossly, red foeu in kidnays, pale colored kidneys and plh
8/8/194 huings were obssrved only-in meles. -
Acceptable TOX. CATEGORY: I
81-a* Acute Inhelation Toxicity in | Dosas 0, 0.84, 1.9 or 2.8 mg/ in SO rate.
Rats . ‘
MRAID 427702-15 LCye (96% C.L} = 1.3 (0.86 - 2.1} mgA, males
Cyesnamid #:971-92-109 LCuo (36% C.L) = 2.4 (1.8 - 3.5} mgA, females
3/8/93 LCyo (95% C.L} = 2.1 (1.5 - 2.9) mo/l, combined sexss
Acceptabls Clinicel signs during saposure wers labored breathing srd sxcessive
salivation at all doses; sye closure at the two high dasas; and gasping
and decreasad activity st the highest dose. Among survivors, in
addition ta the aforementioned, reles, drind brown meterial on face and
fur, matted cost, wet fur snd yellow ana-genital staining wers obssrved.
At necropay, red diu-.domionhhmmol some decassed animale was
noticed.
TOX. CATEGORY: ¥, bassd on moet sensitive sex
214 Primary Eye Imitation in Sltght lﬁflll-tﬂ-modor-m (1/8) radness of conjunctivae, and slight acular
Rabbite - discharge wete pragent st 1 hows, Al signa of irritation had rescived by
'MRID ¥: 432882-08 24 hours,  The mean conjunctival (redness + chemgsia + discharge;
Study £: T-0553 range 2 - 20} acore for this evalustion was 3.0. The overail eye
3/12%4 Irritation soore wae 1 (rangs 0 - 110} and waa considersd practically
) . nareirntating. .
TOX. CATEQORAY: IV .
81-8 Primary Cermal kritation in smmlalﬂlwuébmnfhmrwpﬁnqdh1m

Rabbits

" MRID 432882-07

Study JT-0694
S112/94

Acceptable

at 24 hours. All signs of irritation had resolved by 48 hours,
TOX. CATEGORY: IV




Qermal Sensitization in
Guines Pig
MRID 427702-18

Not & sensitizer

% i) were crous-relerenced in a

V. DATA GAPS:

The toxicity data requirements for an Expsrimental Use Perait
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 chromoscmal aberration study (other than
the micronucleus) for full registration of this chemical.

VI. ACTION BEING TAKEN TO OBTAIN ADDITIONAL INTORMATION OR
CLARIPICATION: - , : :

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

VII. REFERENCE DOSE (RED):

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 Agancy RfD
c°m1ttees . ) , -

VIII. PENDING REGULATORY ACTIONS:

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

IX. TOXICOLOGY ISSUES PERTINENT TO THIS 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

S .. mg/kg/day. The 13-week dog study did not result in any

+ . organ pathology identifiable with doses up to 240 ppum.
Proposed. BUP labeling contains common precautionary
statements for this type of use and that the re-enmtry
statement Do not enter or allow worker entry into
treatad aresas during the restricted entry interval (REL)

=




611243

of 12 hours without protective clething” is adeguate
based 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. :

Riét Concerns:

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

Worker Bxposurs

There is no endpoint of concern for acute exposure. If

worker exposuyre for non acute exposure is lass than 0.042

mg/kg/day, the Margin of Exposure would be at least 100.

This is based on NOELs from both the Davelopmental rabbit
study (Maternal NOEL = 5 mg/kg/day) and 90 day dog study.
(NCEL = 4.2 wng/kg/day). . ,
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