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ACTION REQUESTED: PM requests review ol acute toxicity data for Amitraz Solid. EPA Tile Symbaol

80490-R.




BACKGROUND: Fort Dodge Animal Health has subimitted a six pack of acute toxicity studies in support
of registration of a new manulacturing use producl, Amitraz Solid, EPA File Symbol 80490-R. The studies
were eonducted at MB Research Laboratories, Spinnerstown, PA, with assipned MRID numbers 462102-04
1o -9,

RECOMMENDATIONS: The six studies have been reviewed and are classilied as acceptable.

The acute texicity profile [or Amitraz Solid, EPA File Symbal 80490-R, is as follows:

acule oral twaieity I11 Aveeptable MRID 62102040
acute dermal toxicity IV Acceplable MRID 46210205
acute inhalation toxivily IV Acceplable MEID 46210206
[IMAary eye irrtation Y Acceptablc MRID 46214207
primaty skin {rritatian v Acceptable MRID 46210208
dermal sensitization Negative Acceptable MRID 46210240

"The incorrecl protocol (GECTD 401; Acute Oral LD50) was used for this test. Although, we aceepted
the study. n this case, our guidance 1s that OFCD 401 {5 an unaceeptable protocol. Please inform the
Legistrant that the preferred prolocol is OFECD 425: Acute Oral Toxicity-Up-and-Down Procedure.

LABELING: Based on the toxicity profile above, the following are the precautionary and first aid
statements for this product as abtaingd [rom the ]abe] Reyiew System.

PRODUCT ID #: 080490-00001
PRODLICT NAME: tmitraz Solid

PRECAUTIONARY STATEMENTS
Hazards to Humans and Domestic Animals:

SIGNAL WORD: CAUTION

Harmful if swallowed, Wash thoroughly with scap and water after handling and before eating, drinking,
chewing gum, or using tobacca.

First Aid:

If swallowed:

-Call & poison control center or doclor Bnmediately for treatment advice.
-Have person sip a glass of water if able to swallow,

-0 not induce vorniting undess told to by a paison contral center or doctor,
-Bo not give anything o an unconscious person.

Have the preduct container gr [abel with yvou when calling a poison control center or doctor or gaing for
treatment. You may alzo contact 1-800-xxx-x0c for emergency medical treatment information.
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IPC Code 106201]
EFA REG Mo 80HB-F

Reviewer: Eugenia MeAndrew April 13 . 2004
Product Manager (EPAj: (07

STUDY TYPLE: Acule Oral Tosacity = S-10 Rat OPPTS 8701 10 OLECT 4k

TEST MATERIAL: Amitraz-technical {Lot/hatch # 030603/030604; 98% anitraz: vellow
erysialline powder)

CITATION: Cerven, Ix Amitraz-technical. Acute Oral Toxieity/LID)., in Rata. MDB Research
Laboratories, Prineeton, New Jersey, Laboratory Report Number MB {13-11647.01, February 18,
2004, MRID 46214204, Unpublished.

SPONSOR: Fort Dodee Ammal Tlealth, P.O. Box 3366, Princelon, NI (8343-5340

EXECUTIVE SUMMARY: Inan acute oral roxieity study (MRID 46210204), velsex Wistar
voung adult albine rats (Source: 4ce Animals, Inc.. Bovertown, PA; 217-231 g males and 203-219
g femalesy were given a single oral dose ol Amitraz-technical (Lot'batch # 030603/030604; 98%
amitraz; vellow crystalline powder) al 300 mesdke. The test article was mixed with distilled waler
te make dosing by gavape possible. Animals were then observed for 14 days.

Chral L., Males = = 500 muedkg
Orral LD, Pemales = = 300 mg'kg

Oral LD, Combined = = 30 mgdky

All animals survived, Clinical signs noted included chromorhinorhea, Tew feces,
chromodacryorrhes and red staining of body areas. The animals recovered from these symiproms by
day &, Three animals did not gain weight durtng days O and 7 but all animals gained weight by day
i4. Necropsy results were normal.

Toxicity hased on the lack of death at the limit dosc, EPA Toxicity Catepory HIL

This acute oral study 13 classified as acceptable. It docs satisly the guidcline requirement for an
acute oral study (OPPTS 8711 100; OFRCTD 4237 in the ral

COMPLIANCE: Signed and daled GLP, Quality Assurance, and Dala Confidentialiry statements
were provided.
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[PC Code 106201)
EPA REG Nip., 80490-R

RESULTS and DISCUSSION:

Mortalitv/Number Tested

Dose (mg/kg bw)
Males Females Combined
— s i #
500 (/5 (/5 10

A. Mortality - as noted in table.

B. Clinical observations - Clinical signs noted included chromorhinorrhea, few feces,
chromodacrvinrhea and red staining of body areas. The unimals recovered {from these symploms by
day 8. 'Three animals did not gain weight dunng days () and 7 but all animals gained weight by day
14.

C. Gross Necropsy - Necropsy results were normal

D. Reviewer's Conclusions: Agree with the study author




IPC Code 106201
LLPA REG No. §01490-R

Reviewer: Lugenia MeAndrew April 13, 2004
Product Manager (EPA): 07

STUDY TYPE: Acute Dermal Toxicity - S-T Rabbit: OPPTS 870.1200: OLCD 402

TEST MATERIAL: Amitraz-technical (Lotbatch # 050603/030604; 98% amitraz; vellow
crystatline powder)

CITATION: Cerven. D, Amitraz-technical. Acute Dermal Toxicity/LDy, in Rabbits. MB
Rescarch Laboratories, Princeton, New Jersey, labaratory Report Number MB 03-11647.02,
February 18, 2004, MRID 46210205, Unpublished.

sPONSOR: Fort Dodge Animal Health, P.O. Box 5366, Princeton, NJ  08543-5366

EXECUTIVE SUMMARY: In an acute dermal toxicity study (MRID 46210205), five/sex of
young adult New Zealand White rabbils (Source: Millbrook Breeding Labs. Amherst, MA; 2.3-2.8
kg males and 2.3-2.6 kg females) were dermally exposed to Amitraz-technical (Lot/batch #
(0130603/030604; 98% amitraz: yellow crystalline powder) applied to approximately 10% of body
surlace area at a dose of 3000 mgkg. The test substance was moistencd with 9.0 to 11 mL of
distilled warer to torm a paste. Test sites were cavered with a gauze patch and wrapped with plastic
sheeting i a semi-occlusive manner and secured with tape fora 24 hours period. Animals were

then observed for 14 davs,

Dermal LD, Males = = 5000 me'ke
Dermal LD, Females - = 3000 mg'kg
Dermal I. Dﬁ,, Combined = = 5000 mgikg

All ammals survived and gained weight, Clinical signs noted during the first week included
fethargy. alaxia, sagging cvelids and few feces. Very slight erythema was noted at one site until
day 7. All animals appeared normal belween davs 8 to 14. Necropsy results were normal.

Toxicity based on the lack of deaths at the limit dose. EPA Toxicity Category TV,

I'his acute dermal study is classified aceeptable. It does satisfy the guideline requirement for an
acute dermal study (OPPTS §70.1200: OFCD 402) in the rabbit,

COMPLIANCE: Signed and dated GLP, Quality Assurance, and Data Confidentiality statements
were provided.




[PC Cade 106201]
EFa REG No. 804 90-R

RESULTS and DISCUSSION:

Muortality/Number Tested

| Dase (mgkg bw}
: Males Females Combined
(3’5 {145 ] 0:10

A, Mortality - as noted 10 igble.

B. Clinical observations - Clinical signs noted during the tirst week included Jethargy, aasia,
saanny evelids and fow feces, Very slight ervihema was noted al one site umtil day 7. Adl animals

appeared normal berween days 8 1o 14,
C. Gross Necropsy - Necropsy results were nortal,

D. Reviewer's Conclusions: Agree with the study author
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|PC Code 10620

EPA REG No, 80:50-R
Reviewer: Lugenis Medndrew April 13, 2004
Product Manager (EPA): 07

STUDY TYPE: Acute Inhalation Texierty ~S-1F rat; OPPTS §70,1300; OFECD 403

TEST MATERIAL: Amitraz-lechnical (Lot/batch # 030603/030604; 98% amitraz; vellow
crystalline powder]

CITATION: Cerven, I), Amitras-technical. Acute Inhalation Toxicity/T.10,, in Rats. MDB
Research Laboratories. Princelon. New Jersey. Taboratory Report Number MEB 03-11647.05,
February 18, 2004, MRID 46210206, Unpublished.

SPONSOR: Forl Dodge Anireal Tealth, P.O. Box 5366, Princeton, NI 08543-3366

EXECUTIVE SUMMARY: [n an scule inhalation msieiy study {MRID 46210206), fivelsex of
young adu 11: Wistar albino rats {Source: Ace Animals, Inc., Boyertown, PA; 295-345 ¢ males and
240-293 ¢ i@ll’lr]]"‘\ ) were exposed nose only via the inhalation route o Amitraz-technical
(Lot/batch # 030603/030604; 98% amitraz; yellow crystalline powder) for 4 hours at a
concentration of 2,10 mg/L. Animals were then observed for 28 days,

LT, Males = 2.1 mgil
LC., Females — 2 10 me/LL
1.C; Combined = 2,10 mgT.

All animals survived. Clinical signs noted during the exposure ineluded sagging evelids,
tachypnea, closcd eyelids. coating of the Fur with test article and hunched posture. Tethargy,
sapping cyelids, few feces, chromorhinorrhea, soiling of the anogenital area, chromodacryorrhea,
wetness of the anogenital arca, werness of the nose/mouth ares, red staimng of the abdomen,
emacialion, dyspoea, piloerection, tremors, tachvpnea. red slaining of the nose/mouth area, ocular
discharge and crusting, hunched posture, brown staining of the nose/mouth ares, vocalivation when
handled, red arcas and eschar on the tail, red staining ol the front paws, localized alopecia and
malocelusion of the incisors were noted during the extended 28 day observation period. Some
animals tost weighl during the first 14 days but all animals gained weight by day 28, Necropsy
results were normal in 710 animals. Localized alopecia was noted in twe animals, One anamal
cxhibited eschar at the base of the tail. Red areas on the thymus were noted 1n one animal. The

-

gravimetric concentration was 2,10 mg/.. The mass median aerodynamic diameter was 3.25 @ with
a genmelrie standard deviation o 2.18.

Toxicity based lack ol deaths at the limit dose, FPA Toxicity Category V.

This acute inhalation study is classified as acceptable. [t does satisfy the guidehne requirement for
an acute mhalation study (OPPTS §70,1300; ORCI 403} in the ral.

COMPLIANCE: Signed and dated GLP, Quality Assurance, and Dara Confidentiality stalements

were provided.
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IPC Code 106201
EPA REG No. $O460-R

RESULTS and DISCUSSION:

MNoaminal {rravimelric MMAD GED MortalityMumber Tested
Conecntratinn Concentratinn | pLm jLm : —T ‘ -
{mgL {mg/L) i Males Females | Combined
e e e ———— e e - =—r e :"
' 1
not 206 325 208 05 {15 0
reporled

Test Atmosphere / Chamber Description:

Chambuer 3T L
Yolume:

Airflow: 18 LMW
Temperature: 22-26°C
Relative 19%%
Humidity:

Time to not reported

Eguilibrium:

A. Mortality - ax noled i table.

R. Clinical observations - Clinical signs noted during the exposure included sagging evelids,
tachyvpnea, closed evelids, coating of the fur with test aricle and hunched posture. Lethargy,
sagging evelids. few feces, chrlmaorhinorrhea, soiling of the anogenital area, chromodacryorrhes,
welness of the anogenital arca, wetness of the nose/mouth area, red staining of the abdomen,
emacialion, dyvsprea, pilocrection, fremors, tachypnea, red staining of the nose/mouth area, ocular
discharge and crusting, hunched posture, brown staining ot the nose/mouth arca, vocalization when
handled, red arcas and eschar on the tail, red staining of the tront paws, localized alopeeia and
malocelusion of the incisors were noted dunng the extended 28 day observalion period. Some
animals lost weight during the lirst 14 days but all animals gained weight by day 28,

C. Gross Necropsy - Necropsy resulls were normal in 7/10 animals, Localived alopecia was noted
in two animals, One animal exhibited cschar at the base ol the tal. Red arcas on the thymus werc

noted moome anmmal.

D. Reviewer’s Conelusions: Agrec with the study anthor




[PC Code 100201

EPA REG Nu. 8049111 o R
Keviewer: Fugenia MeAndrew April 13, 2004

Produet Manager (EPAY: 07

STUDY TYPE: Primary Eve lrritanon - N'W Rabbir, OPPTS 870.2400; GECD 405

TESTMATERIAL: Amilras-technical (Lovbatch # D30603/030604; 98% amitraz; vellow crystalline
poveder)

CITATION: Cerven, . Amitraz-tcchnical, Acole Fwe Imitation in Rabbits.  MDB Rescarch
Laboratories, Primeelom, New Jerscy. Laboratory Report Number MB{13-11 647.04. I'ebruary 18, 2004,
MRID 462 (03207, Unpublished.

BPONSOR: Fort Didge Animal Health, P.O. Box 5366, Princeton, NJ - (8543-5360
EXECUTIVE SUMMARY: Ina primary eve rritation study (MRID 46210207}, 0.1 mL {44 mg}
of Amitrazetechaical (Lot/batch # 030603030604, 98% amitraz; vellow crystalline powdery was
instilled into the conjunctival sac of the right ¢ye of three young adull male New Zealand albino rabbits
{Source: Millbrook Breeding Labs, Amberst, MA), Antmals were then observed at 1, 24, 48, and 72
hours post-instillation. [reitation was seored by the method of Draize.

n this study, formulation s nol imitating to the eve, EPA Toxicily Calegory iV,
No positive rexults were noted during the ocular observations,

This study is classified as acceptable. 1L does satisfy the guideline requirement for a primary eve
irpitation study (OPPTS §70.2400: OECD 4037 in the rabbit.

COMPIITANCE: Signed and dated GLP, Quality Assurance, and Data Confidentiality statcments
were provided.

Page 9 i Lh




[PCT Clenile 106205
EFA REG No. Bildu-H

RESTULTS AND DISCUSSION:

] 7 Number *positive”/oumber Wtested
Observations - Iours
I 24 45

I" — - —

Cormneal Qﬁm}ﬁ ¥ (13 /5 ﬁ {13 I

[ritis {3 (/3 {1/3

Conjunctivae: o
| Redness® I 0: | on
| Chemuosis® {1:3 7 073 (K3 3
| Discharge®* | 043 {43 {5 3

*Score of 2 ar more required to be congidered "positive.”

A. Observations - No positive results were noted during the ocular observations.

B. Reviewer's Conclusions: Agree wilh stedy author




(PC Code 106201
FEPA REG No. Sudsn-R

Reviewer: Fugenia MeAndrew April 13,2004

Product Manager (EPA): 07
STUDY TYPE: Primary Dermal Irritation - NW Rabbit; OPPTS 870.25300: OECD 404

TESTMATERIAL: Amitraz-technical { Lotbatch # 030603/030604; 98% amitraz: yellow crystalline

powder)

CITATION: Hotl. T. Amitruz-techmical. Acute Dermal [frritation i Rabbits.  MB Research
Laboralories, Princeton, New Jersey. Laboratory Report Number MB (13-11647.03. February 18, 2004.
MRID 46210208, Unpublished.

SPONSOR: Fort Dodge Antmal Health, P.O. Box 5360, Princeton, NI 08543-3366

EXECUTIVE SUMMARY: In a primary dermal irritation study (MRID 46210208), three young
adult New Zealand White rabbits (2 male and 1 female; Source: Millbrook Breeding [abs, Amherst,
MA) were dermally exposed to 0.5 ml. of Amitraz-technical (J.ot/batch # 030603/030604; 98%
amitraz; yellow crystalline powder). The test substance was moistened with 0.2 mL ol distilled water
to form a paste and then applied to one 6 em” dose site on the dorsal area of cach animal. Test sites
were covered with a gaure patch. secured with tape and wrapped with plastic n a semi-occlusive

manner [or a4 hour period. Animals were then observed at 1. 24, 48 and 72 hours afler patch removal.
[rritation was scored by the method of Draize.

In this study. the formulation is not an irritant, EPA Toxicity Category 1V,

Primary Dermal Irritation Index (PDID) - 0.00  “There was no erythema or edema noted at any
observation period.”

Tlis study 13 classilicd as acceptable. It does satisfy the puideline requirement for a primary dermal
irritation study (OPPTS 870.2300; OLECD 404) in the rabbit,

COMPLIANCE: Signed and dated GT.P. Quality Assurance. and Data Conlidentiality statements
were provided.




|PC Code 106201]
EPA REG No. §{490-R

RESULTS and DISCUSSION:
AL OQbservations - “'['here was no ervthema or edema noted at any observation period.”
B. Results - PDII - 0.00

C. Reviewer’s Conclusions - Agrec with study author




[PC Code 106201
EFPA REG No. Sid80-]R

Reviewer: Lugema MeAndrew
Product Manager (EPA): 07 April 13, 2004

STUDY TYPE: Dcrmal Sensitization - Guinea Pip: OPPTS 870.2600: ORCD 406, 429

TEST MATERIAL: Amitraz-technical { Lot/buteh # 030605/030604: 98%; amitraz: vellow erystalline
powder)

CITATION: Hall. D. Amitraz-technical. Delaved Contact Dermal Seunsitization Test - Buchler
Method. MB Rescarch Laboratorics, Pranecton, New Jersey. Laboratory Report Number MB (03-
11647.06. February 18. 2004, MRIT) 46210209, Unpublished.

SPONSOR: l'ort Dodge Animal [Health. P.O. Box 5366, Princeton. NI 08343-5366

EXECUTIVE SUMMARY: In a dermal sensitization study (MRID 46210209) with Amitraz-
techmical (Lot/batch £ 030603/030604; 98% amitraz; yvellow crystalline powder). 30 young adult
Hartley albino guinea pigs {Source: Elm Till Breeding Labs. Chelmsford, MA: 312-352 g males and
300-359 g (emales) were tested using the Buchler method. ‘The procedures were validated using
dinttrochforobenzene (DNCB] as the positive control substance,

Once each week for three weeks, 0.4 mL of undiluted test substance was apphied to the left side of each
animal lor a 6-hour exposure period for 4 total of three exposures. The animals rested for lwo weeks.
Fourteen days after the last induction. 0.4 mL of undiluted test substance (the highest non-irritating
concentration) was applicd to a naive site on each test animal Tor a 6-hour challenge exposure. len
naive control guinea pigs were treated with the undiluted test substance at challenge only. Readings
were made 24 and 48 hours afler cach induction application and after the challenge application,

In this study. the formulation is not a dermal sensitizer,
Na dermal irritation was noted at the test animal sites during the induction phase. Following the
challenge, no dermal irritation was noted in enther the test animal group or the naive control group.

The results of the DNCB positive control study were appropriate to vahdate test procedures.

This study 15 classified as acceptable. Tt does satisfv the goideline requirernent for a - dermal
sensitization study (OPPTS 870.20600; ORCD 406, 429) in the Guinea pig .

COMPLIANCE: Signed and dated GLP, Quality Assurance, and Nata Confidentality statements
were provided.




[T Cloale THGZAN
EPA REG Mo, 80

-

[. FROCEDURE

AL Induction - Onee cach week for three weeks, 0.4 ml of the vndiluted test substance was
applied 1o the left side of each antmai Tur a 6-hour cxposure periad (b & otal of three exposures.
The andmals rested for two weeks. Readings were made 24 and 48 hours after cach induction
application.

B. Challenge - Tourteen days afier the last induction, 0.4 mL o undiluted test substance (the
highest non-frritating concentration) was applied 1o a naive site on each test animal for a 6-hour
challenge exposure, Resdings were made 24 and 48 houwrs after the challenpe application,

C. Naive Controls - Ten naive control guines pigs were troated with the yndiluted Lest substance

al challenge only.
[I. RESULTS and DISCUSSION:
A. Reactions and duration - No dermal irrilation was noted at the test animal siles derning the

induction phase. Following the challenge, no dermal irritation was noted in either the test aniral
group or the naive control group.

B. Positive control - The results of the DNCH posttive control study were appropriate to validate

Lesl procedurcs.

C. Reviewer’s Conclusions: Agree with study author




[PC Code 106201]
FPA REG No. K04k

ACUTE TOX ONE-LINERS

T

3. CURRENT DATE: [53/APR22004

. DPBARCODE:  D300393
. PC CODES: 106201

4. TEST MATERIAL: Amitras-technical (L.ot'batch # 030603030604: 982 amitraz;, vellow crystalline
powder)
| Study/Species/Lab Tox Corc
’ MRID Results (_] l' G;'&dl‘
_ Studv # /Date o

Acute oral toxicityral 46210204 LD, =500 111 A

MI Rescarch Laboratories {males, females combined)

MB 03-11647.01/2-18-04

Acute dermal oxicity/rabhit 462102035 LDy, = 5000 ma'ky AY A

MB Research Iaboratories (males. [emales combined)

MB 03-11647.02:2- | 8-04

Acute inhalation toxicityirat 46210206 1.Cq, = 2.10 mgiLL IV A

MB Research Laboratories {males, temales combined)

MB 03-11647.05:2-18-04

Primary eyve irritation/rabbit 46210207 Non-irritating AY A

MD Rescarch Taboratories

MDB 03-11647.04:2-18-04

Primary dermal uritation/rabbit 46210208 PDIL = 0.00 v A

MB Research [Laboratories Non-imitating

MDB 05-11647.03:2-18-04

46210209 Nl a sensitizer A

[

Dermal sensitization/guinea pig
MB Research Laboratories
MB 03-11647.06/2-18-04

Core Grade Key: A =Acceptable, § = Supplementary, U= Unaceeptable, W = Wuived

fage 15




