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MEMORANDUM
SUBJECT:

FRON:

FORMELATION FROM LABEL:

069135
USETED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20480
EPA Reg. Mo./File Symbol 279-GREN Cynoff 2.5 EW
Insecticide: 279-6RRI Prevall 4.0 Termiticide
Ian Blackwellpsd 'ZZ
Precautionary Revieéw Section
Registration Support Branch /@7
Registration Division (H505C) = q[30
George LaRocca PM13
Insecticfde Rodenticide 3ranch
Registration Divisicn (H7505C)
APPLICRKT: FMC Corporation
Pest Ceatrol Specfalfities Operations
2000 Karket Street
Philadel..fa, PA 19103
Active Ingredient(s): % by wt.
279-6GRR1 279-GREN
Cypermethrin 43.2 27.9
Inert Ingredients:.......... 56.8 .1




BACKGROUND: The applicant, FMC Corporation, has submitted acute
oral, acute dermal, acute inhalation, primary eye frritation,
primary dermal irritation and dermal sensitization studies to
support the registration of the productc Cynoff 2.5 EW Insecticide
and Prevail 4.0 Termiticide. The studies were conducted at FMC
Corporaticn Toxicology Laboratory using Prevail 4.0 Termiticide.

The MRID numbers are 418176-01 and 417865-02 through 417865-06. In
a letter dated January 24, 1991, the registrant states that the pro-
duct Prevail 4.C EW Termiticide is also known as FMC 30980 4EW and
Ammo 4 EMW. : .

RECOMMENDATIONS: RSB/PRS'findings are as follows,

1. The studies conducted using Prevail are acceptable for the regis-
tration of Cynoff due to substantially similar formulations of
the products. The only differences are a reduction from 43.2%

active ingredient in Prevail to 27.9% in Cinoff and a compensa-

tory increase in the volume of

2. The acute oral toxicity, acute dermal toxicity, primary eye
irritation, and primary dermal irritation studies are categorized
as core guideline data and are acceptable for the registration
of the product Prevail 4.0 Termiticide.

3. The dermal sensitization study is acceptable to support regis-
tration of the product Prevail 4.0 Termiticide. This study is
- graded as core-minimuw because no positive control group was
tested. It is recommended that a positive control test be con-
ducted at least every six months. -

4. The acute dermal toxicity, primary eye irritation, primary
dermal irritation and dermal sensitization studies are acceptable
for the support of the product Cynoff 2.5 EW Insecticide.

5. The acute oral toxicity study is not acceptable to support regis-
tration of the product Cynoff 2.5 EW. An acute oral toxicity
study conducted on Cynoff 2.5 EW must be performed. Because this
study received a toxicity category rating of II, the lower concen-
tration of some components in Cynoff 2.5 EW may cause its signal
word to vary. :

6. The acute inhalation toxicity study is unacceptable to support
registration of either product and must be reconducted. The con-
centration achieved im the study (0.222 mg/L) is too low for

~ consideration as a limit test, and the study does not define
whether the test material is in toxicity category II or III.
The registrant should consider the following points when recon-
ducting the study:

a. Consider first testing Prevail 4.0 Termiticide. If acceptable
acute inhalation data can be obtained demonstrating that
Prevail 4.0 Termiticide is in toxicity category III or IY, ther
this data can be used to support Cynoff 2.5 EM. However, if
inhalatfon data on Prevail 4.0 termiticide demonstrates that 7}
it is in category I or II, then an acute inhalation study o
study must be conducted using Cynoff 2.5 EW. ;
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b. Perhaps the laboratory should consider using 2 n:se-only expo-
sure since the test material is rather toxic or:11y (Category
I1), and the laboratory took special efforts to minimize
dermal exposure by using an elutriator which removed large
particles and may have contributed to the extremely Tow test
material concentration.

c. Regardless of the laboratory's decision to conduct a nose-only
or another whole-body exposure, the study must provide an
acceptable test material concentration and mass median aerady-
namic diameter that will clearly indicate the toxicity category
of the test material.

. The signal word for both products is "WARNING® based on the
acute oral toxicity study. The signal word may be changed
upon submission of the outstanding acute inhalation toxicity
data and acute oral data for Cynoff 2.5 Termiticide.

LABELING:
1. Precautionary statements for both products should be revised to:

"May be fatal if swallowed. Harmful if inhaled or absorbed through
skin. Avoid contact with skin, eyes or clothing. Avoid breathing
dust. Wash thoroughly with soap and water after handling and
before eating or smoking. Remove contaminated clothing and wash

befo~e reuse.”

2. Statements of Practical Treatment for dermal exposure to both
products should be revised to:

“If On Skin: Wash with plenty of soap and water. Get medical
attention.”

3. The Note To Physician for both product should be revised to
delete the phrase "Oral toxicity is low,..." as this claim
is not supported by the data.

4. The Statements of Practical Treatment and Precautionary State-
ments for both products may be revised upon submission of the
outstanding data.

R
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DATA REVIEW FOR ACUTE ORAL TOXICITY TESTING (§81-1)

Product Manager: (13).

Reviewer: Ian D. Blackwell Report Date: 3/29/90

MRID No.: 418176-01. Study No: A89-3131 .
Testing FacTTity: FMC Corporation Toxicology Taboratory .
Author(s): Christine Freeman .
Species:Sprague-Dawley rat .

Sex: 5 male + 5 female.

Age: oung adult . .

Weight: -2/4 grams .
Source: Taconic Farms, Germantown, New York .

Test Material: Ammo (Formulation EW) .
Observation Days (Post Exposure): 14
Quality Assurance (40 CFR §160.12): Included .

Conclusion:

1. LD50 (mg/kg): Males (M)
Females (F)

Not determined *

* Because females were determined to be more sensitive at 250
mg/kg, males were not used for testing at 100 and 175 mg/kg.
Therefore the th€ LDgg calculated for the females will used
for both sexes. A

2. Toxicity Category: II .
Classification: core- guiaeline

Procedure (Deviations From §81-1):

Results:

Reported Mortality

Dosage ( mg/kg) Mortality Ratio (number
killed/number tested)
Maies remaies jCombined
(M) {(F) 1C)
250 4/5 5/5 9/10
175 -—- 1/5 1/5
100 -— 0/5 0/5
Observations: Toxic symptoms observed were clonic convul-

sions, tremors, rales, bloody oral discharge, ataxia, splayed

hind 1imbs, mydriasis, abdominogenital staining, chromorhinor-
rhea, dyspnea, hypersensitivity to touch, loss of muscle con-

trol, lacrimation, decreased locomotion and recumbercy.

No abnormalities were noted at gross necropsy.
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DATA REVIEW FOR
ACUTE DERMAL TOXICITY TESTING ($81-2)
Product Manager (PM): 13 .
Reviewer: Ian D. Blackwell Study No.: A89-3132 .
MRID No.: 417865-02 . Report Date: March 19,1990.
Testing Laboratory: FMC Corporation Toxicology Labaratory .
Author{s): Christine Freeman .
Species : _Mew Zealand White rabbit .
Sex : _5 males + 5 females . Wt.: 2.36 to 2./6 kg .
Source: _Haz.eton Research Animals, Inc. .
Test Material: Asmo (Formulation 4 £W) .
Dosage: 2000 mg/kg on 4x4 in. gauze pad .
Quality Assurance (40 CFR $§160.12): Included
Summary:
LD50: _>2000 mg/kg .
Toxicity Category: 111 .
Classification: core - guideliine.
Procedure (Deviations From §81-2): V
Results:
1. Reported Mortality
Dosage (mg/kg) Mortality Ratio (number
killed/number tested)
Males Females [Combined
™Y F) C)
2000 0/5 0/5 0/10
2. Observations: Animals exhibited abdominal disten-
tion, decreased or no feces, dehydration, diarrhea, mucoid
anal discharge, poor food consumption, soft stool, weight
loss, erythema and edema. ~
No abnormalities -:re noted at necropsy.
7~
i
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DATA REYIEW FOR
ACUTE IMHALATION TOXICITY TESTING (§81-3)
Product “anager (PM): 13 .
Reviewer: Ian D. Blackwell Study Mo.: A89-3133
MRID No.: 417865-03 . Report Date: June 29,1990 .

Testing Laboratory: FUC Corporation Toxicology Laboratory .
Author(s): Everett Hount .

Specfes: Sprague-Dawley rats .
We.: _7%?'to‘?70 rams .
Sex : "5 male + b gonale .

Source: Jaconic rarms .

Test Haterfal: Ammo (Formulation 4 EW) .
Conc.(mg/1): 0.222 gravimetric; 0.35 analytical.

Quality Assurance (40 CFR $160.12): Included .

Sunmary:
LC50:> 0.222 mg/] (gravimetric) .
Toxicity Category:

C1assiffcation: core - suppliementary.

Procedure (Deviations From $§81-2):
Concentration was too low for the limit test.

Results:

1. Reported Mortality

Concentration (mg/7) Mortality Ratio (number
killed/number tested)
Males Females [Combined
TH) TF) 9]
0.222 (gravimetric) 0/5 0/5 0/10
1 | |

MMAD =2.52 um

At second sampling, 43.6% of the particles were below 2.6 ym.
(nirflow .as above 10 air chamber changes per hour.) ‘

Observations: Clinfcal signs noted during the exposure were
difficulty breathing, nasal discharge, oral dfischarge
lacrimation and squinting eyes. Clfinfcal signs noted post
exposure were abdominogenital stafninmg, ataxfa, decreased loco-
motion, swollen cheeks, chromodacryorrhea, chromorhisorrhea,
lacrimation, nasal and oral discharge, rafes, walking on toes
and tremors. :

No gross lesions were found at necropsy.



009135
DATA REVIEW FOR
ACUTE EYE IRRITATION TESTING ($81-4)
Product Manager (PM}: 13 .
Reviewer: lan 0. Blackwell Study No.: A89-3134
MRID No.: 417865-04 . Report Date: 3/21/90 .
Testing Laboratory: FMC Corporation Toxfcology Laboratory .
Author{s): Christine Freeman | .
Species: Mew Zealand uhite rabbft (six) .
Source: Hazleton Research Animals, Inc. .
Age: ~ Younqg adult -
¥eight: 3.13 to 3./1 kg .
Test Material : Ammo § E¥W .
Dosage: 0.10 ml into right eye .
Quality Assurance (40 CFR $160.12): Included
Summary:
Toxfcity Category: 1Y .
Classificatfon: core - guideline .
Procedure (Deviation From §81-4): An anesthetic, 0.5% Tetra-
caine hydrochloride, was used two times in each eye prior to
the administration of the test material.
Results:
Observations (number "positive  /numsber
tested.
Hour|Days
L ) 4 3 L3 14 14 21
Cornea 076 761076 1076 JO/6 [=<= {=== [==-
Iris ‘1/6 /6{U/b 76 J0/6 Joc= [=== Je=-
Conjunctivae
Redness 0/6 0/6:0/6 {0/6 [0/6 |==-e |oece [oee
Chemosis 076 | 0761075 {076 {076 j=== J=<= [===
Bischarge 3/6 | 0/6]076 [0/6 076 {=== |-== fj==v
Comments: No observatfons given for perfod after Day 4.
-



OATA REVIEW FOR
SEIN IRRITATION TESTIRG ($81-5)

Prodact Manager (FN): 13 .

feviewer: lan D. B8lsckwell Study No.: A89-313%
¥RID %o.: 417865-05 . Report Date: 13/20/90 .
Testing Laboratory: rNC Corporstion, Texicology Lab.
Author{s): Christine Freeman .

Specfes: Mew Zealand White radbdfts (young adult) ..

Sex : 3 males ¢+ 3 females " .
Weight: 3.2] to 3.59 k o
Source : “‘HTiT3!35'!3?3§FEE'IBTHZT?:'TEE.
Test Materfal : Asmo (Formulation 4 EW) .
Dosage : 0.5 al onm a2 2x2 inch qauze pad .

Quality Assurance (40 CFR $160.12): incladed .

Summary: The Primary Irritatfon Index = 0/8.0 .
4 R e ——
Toxfcity Category: 1y .

Classfficatfon: core - guidelinme .

Procedure (Deviations From $21-.5): None

Results:

Ko dermal frritation was noted at 30 minutes, or 24, 48 or 72
hours. )

\
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DATA REVIEW FoR
SEIN SENSITIZATION TESTING ($81-6])

pProduct Mamager (PM): 13 .
eviewer: lan D. Blackwell Study No.: A89-1136
w210 %o.: 417865-06 . Report Gate: 4/18/91

Testing Laboratory: FRC Corporationm Toxfcelogy Lab .

. Agthor(si: Christ "ne Freemas .
. : Species: Hartley guimea pigs .
e Source: _Hazleton Research Arimals, Iac. .
' Sex : " I5 males + 15 Tesales .
’ Wefght: “3X8 to 431 grams (Ialtiall .
h Test Materfal : Ammo 4 E¥ (tam liquid) .
Dosage: 0.30 = .
Positive CORALPOTI-RGY SpeciviEd .

o Quality Assurance (40 CFR $160.12): Iacluded .

Method: Nodified Buehler Method .

Summary: )
This product is mot 3 dermal sensitfzer.

Classiffcation: core - sininum .

procedure (Deviation From $81-6): %o posftive comtrol test
was performed.

Results: After lst induction treatment, 3/20 test animals
exhibited very slight to well-defined erythema and 3/20 exhi-
bited very slight to slight edema. After the 2ad induction
treatment, 2/20 test animals exhfibited very slight erythema.
After the 3rd induciton treatment, 2/20 test animals exhibftec
very slight erythema, 1/20 exhibited very slight edesa and
1/20 exhibited scabbing at the test sfte.

At challenge, 7/20 test animals displayed very slight
to well defined erythema and 1/20 exhibited slfght edema. In
the naive challenge control group, 8/10 exhibited very slfght
erythema and 2/10 exhibited very slight edema.



