(5-5-95) °

ANTIMICROBIAL PROGRAM BRANCH TOXICOLOGY REVIEW FOR HAZARD® EVALUATION

" AND LABEL.
\‘“_;.
. - " SUEDIVISION i

81-1 Acute Oral Toxicity in the Rat X
81-2 Acute Dermal Toxicity in the Rat, Rabbit or Guinea Pig X
81-3 Acute Inhalation Toxicity in the Rat :
81-4 Primary Eye Irritation in the Rabbit X
81-5 Primary Dermal Irritation Study
81-6 Dermal Sensitization in the Guum)‘ Pig X

~.. 81-7 Acute Neurotoxicity in the Hen

The review of the submitted toxicity data for product ..Praxel R D 20......

inhalation, or dermal sensitization.

The product will be used as :..Industrial.Microbiocide .v..vuon..... e
Review of the submitted data places the product in the following _Toxicity Cat.:
Acute 6ral ..111... .- Acute Dermal 1V..rats) Acute Inhalation..Not Required o
Eye Irritation .l..7..... Skin Irritation 1L...... |
' ﬁerml Sensitization ( Sensitizer, megetive— other PQSITIVE )

,Other studies requifed or recomended : Revise AO and AD

No adverse comments

Signal Word to be used:.....DANGER . . ..



Statement of Practical Treatment :

Acceptable

~Other comments and recomendations : The use of rats for the Acute Dermal

Ld 50 study requires an explanation , since rabbits are the prefered specie

for this test and the fact that while using a loker concentration of the
product, - 9.0% Benzoisothiazoline in rabbits the irritation reported was severe
whlle a 19 3% concentratlon used in rats for the Ld 50 , dermal study shows mild

-~ irritation response .
The product was diluted with dionized water for the Acute Oral Ld50 , it also
requires an  explanation since the use of a solvent could change the results

of the study.

The submmited data was reviewer by Alex Arce on May 4 to 8 of May 1994‘

NOTE : The submitted data was pérfbrmed at the Zeneca Laboratory and follows
the CFR 40 Guidelines and the GLP



ANTIMICROBIAL PROGRAM BRANCH _ TOXTCOLOGY REVIEW

Pesticide Assesment , Subdivision F,Hazard Evaluation, Human and Domestic

Animals,
Date In... 4279  Date Out 5:8:95.. Reviewed By ..A:. Arce pate 5- 95
EPA Registration Number or File Symbbi ..... 10182, GOL. .. ... A

~ Date Division Received...12:19:94............ ~ Type of Product, Industrial Microbioci
Data Aécession No(s).434895:06,07,08,and OBroduct Manager No.. JPI‘?‘??F./V.S‘."’.i.n.d?.l.l

- Product Name ..prexel.BD.20..... e, . .. ................................
éorrxpany Name I BomeCd BaOCddes
Submission Purpose . ;.Review. of. Toxcity. Daménd'. label. review ... ... ..........
Chemical Formulation . Ldquid - eeeen s

~ Active Ingredient ..... U L

1,2 Benziso thiazoline 19.3 %

Good Laboratbry Practices and statement of data confidentiality claims

Yes . GLP' Compliance

Protocol; CFR Guidelines mexe £OLLOMEA .ovviuiennnnn s
Test Substance or Test material ( Chemical Name ) . Benmzisothiazoline .=

» Fonﬁ:ﬁ Technical ......i........ Manufacturing Use Product... X .... Formulation......
Source . ..... CTL . Ceveeeenaes --++ Lot NoXYool80/032... Cas No.No...purity :, Pure

| chér Pertaining Information : None required

" Conclusion : Request to have a conference with the registrant to clear
discrepancies as the use of rats for the AD and the use of water for the A O

Coments As previously stated .



Data Review
‘Test Laboratory and Identification number for this test : Zeneca AR 5822

ACUTE ORAL LD 50 CFR 81-1

~Dosing ; Levels tested .in.mg/kg.-.500-7-£, .1000 m-f, 1500 ®,2000 and 5000 f.
Vehicle control..;.dicnized.water......... b ey e n e te e n et it :
Individual observations .daily.............. ;.. Times /day
Observation period ( for 14 days ) ..... Y e e e
# Individual daily oBservations ofor.systemic toxdcity S

 Individual body weights :.At. intervals., .acceptable. ... L .

Gross necropsy. . :.All. animals....... R
: The rats were treated with the material in empty stomachs ’ by gavage

Procedure . e
‘ using 5 dose levels and observed for signs of toxicity

Results : Signs of toxicity. .. Pilo. erection. ,.irrigular.breathing. ;. curvature of
Mbrtality + 1/5 at 1000 dose .,. £4-3/5. at. 500. m:{él/S. m.and, 2/5 £ at 2000and 5/5 at 50(
Body weights /.. Surwivors have a temporary. loss, with a recovery ... . ... .

Gross necropsy: Severs G .I.£Tact ATKItALION oo ovves s

---------------------------------------------



Soe Data Review . » Q
N et egieng. . .
Test Laboratory and Identification number for this test : Zeneca CR 3180

- ACUTE DERMAL LD- 50 . CFR 81-2

Tt A e aae

Material tested ( Technical , percent of AI, Solid , liquid , End use )......
Animals ( At least 5/group ) Specie. =

Dosing -2000mg/kg -... single dermal. Patch test...Y€%.. Occluded ... Y85
Time in contact with the skin .24.hcﬁn:s veve-...Method of removal . ; Manual ./ .W{i?er'
Vehicle control used..: DORC. . aaLeal. ..., ‘. .o ....... ‘
‘Dose level tested ( Limit 2000ng/kg )  ° Yes

Applicelfilﬁﬁ site preparation ( Clipped , Shaved , 'time,a:‘: 24 hours prior).....
Percent of body area material applied to( at least 10% ) A YeS......ooi....,
Protective cover used ( porous non irritatiing , wrap with tape , W) ..Yes,
Individual observation( at léast one day ) Yes

Lenght of observation period ( 14 days ) other .¥es..eveeveerenrnnnnnn.. ..
Individual body weights . At schedulled intervals ; acceptable
Gross necropsy ....ALL animals, |

Procedure : The“rats were treated with the material in previously prepared

‘places of the skin and observed for signs of systemeic toxicity and dermal irritatir

Results ; Signs of toxicity . .yene -¢ hrown -stains are xeported )............

Mortality < .nane........... et e, et et et eareeresraenensn .

Body weights < .Unxemarkable ... .. ... ... ... ... ... .. U

Necropsy :.Unvematkable .. ... ... ... ... ... .. ... ... .. ... . ...

-------------------------------------------------

and did not induced dermal imritation in the rat , plus the fact that the

Tsu’ : . '
sults of the test using a lower concentration are more severe




Data Review ' | e
VTest Laboratory a.nd Identlflcatlon number for this test

PRIMARY EYE IRRITATION TOXICITY CFR 81-4

..............

Note , study is not required if product is’ corrosrve » has a pH of less than

2 or greater than 11, causes severe dennal 1rr1tat10n

Number of rabblts Oor other specie used ( @Qmm ‘o only one. I‘abblt
: Method of 1nst111at10n ( conjunctival sac .. .Y'e.s_ . other .....,. ) 4
'Control eye :.Non. treated.  dose in ml used (0.1ml, other ) or 100 mg

1f solid . Materlal used to dilute the'product .None, . ... PP -
| Eyes were washed at Not washed . . eyes were unwashed ....YeS

Eyes examination at . .one day oL intervals ( 1, 24, 48,72 hours and at....
Daily observations Onedaonly .....................
Procedure : Due to the severe pain , only one rabbit wae ueed : " The produ;t was
SIS B Ggtivel sac , Obserations for rritation followed
Other toxic 51gns Severe ..... e,
Co‘rneal opacity .. .Mlld..- ......... Iritis ..YeS . .. Conjuntivitis Severe

The eyes cleared at The rabbit was humanly sacrificed

: the product is a known severe irritant

1 : Wity category ..l :
Cor_lc usion Tox1c1ty Category ...1...

Core elassification ............. ( Guidelines, Minimum, Supplementary , Unacceptabl-

Explanatiori : The use of one animal is acceptable due to the severe pain

-.-----....-.....-.---.-.-H ......................



AN

"Explanation . Sufficient information was provided

Data Review

Test Laboratory a.nd Identlflcatlon number for this test Zeneca EB 4324

' PRIMARY DERMAL IRRITATION - CFR 81-5

kSpecie ..Rahhit....... Sex..Yemale . ..... Age Adult

Identity of the material .... ( Technical , dilution , End use product , solid ,

liquid , other )........... P «.Diluent.solution.used..... NORNE. . ...

' NO’I'E 'I‘his study is not require if the product is corrosive , has a pH of 2 to 11.5

or if it has been prove to induce known severe.irritation .

- __..___.__._..__._..____.___..__...___.._.___.. -

Number of animals used ( 6 adult males or females ) ..... 6, fem

Methiods of testing . ( Single dose , dermal application ) .yes......cooe.....
Duration of exposure ( 4 hours ) ...... XS e i
Application site ( shaved , clipped , other ) ........ Time ( 24 hours before ) °

Area of a pplication , ( site , area in cm. other ) ip.the. filank. 4- 7X13.cm
Application site ; material under protective wrap, gauze . patch, non irrita-
ting tape . Yes

Time of material in contact and time when it was removed and the area washed -
-4 hours after the application , washed with water

Examination and graded at -intervals of ( 1' 24,48,72 hours and. 7xer days ).......

, Slgns of irritation or toxicity observed For erythema , edema, corrosion ....

o E_T_Q.Ci___dum Previously prepared areas of the skin of the rabbits were treated

- with the material under a protective wrap and observed for signs of irritation

Signs of irritation . gesquamation anf thickness , stains

- Erythema . ye]] defined

Edema : Yes
The area treated , cleared at....14 thday .
Conclusion : Toxicity Category ....AL................ Signal word .DANGER ( eye irri

Core Classification ( Guidelines , Minimum , Supplementary , Unacceptable )

7



Hhiadtiin.,,

Particle size

Data Review

Test Laboratory and Identification number for this test

fcute Inhalation Toxicity LC 50 CFR 81-3
Report Date ........ MRID No......... Method of testing .

Material Tested ( Solid , liquid ,
The product is a (gas, & solid | Tipgia, serlkof, AN . .

i®en content. ...

ty ( 40-60 $)...

P




=

Data Review ’ | , » @
‘Test Laboratory and Identification number for this test  Zeneca GG 6226
DERMAL SENSITIZATION CFR 81-6

----------
.............

Material used for diluent - dionized water

----------------------------------------------

NOTE This study is not réqﬁifed. 11:: . t“hé proél&ct is cor_rosivé has a pH of 2 to
11.5 or if it is known sentizér or irritﬁﬁﬁ to the skin |
Method utilized Freund's complement adjuva:xt, Guinea pig maximization,

- split adjuvant ,Buehler..test or modified Buehler, Open epicutaneous ,
Mauevr qptimizatidn , Footpad technique in Guinea pigs. -Magnusson and Kligman
Corr.pletﬁé&; déscription of tes‘t. ..+ It was provided. ... .. . AP
Reference ( CFR 81-6 , other Yo cecneees )

Test followed essentials as described in reference doCUmENt. .;.YeS. «cccecvoeeeenn

Control used:..Yes

------------------------------------------------------

Specie used :. 30. ffmale. Guinea pigs ... Number of applications perweek One

For how many weeks:one. WK ............. Days of rest between application
2da Y . .. Days of rest before challenge dose ....Qne.week..........

Dose used for primary application .Inpculation.. other doses Topical......
Challenge dose : In the scapular area, two weeks after induction
" Areas of application ;.Scapular, 30,10 and 3%. .induction in the left flank
Number of animals used : 30 feamles

....................................

Primary pilot‘ study .:.Yes ,. to establish . dose levels
Controls ( positive .:.Mercaptobenzothiazgdmitive

.naive ............ e eieeeaaeaans ..-.) Solvent controls ................ L
Induction Freunds adjuvant plus deinized water 1:1 topi area

0.03 w/v test material in = = : “:7 Mid area
0.03 w/v test material in water 1:1 Low area

Procedure . 20 female guinea pigs were treated with the material in previously

prepéred areas of the skin for one week . After a rest period they were challenged

g

wi"ch’ a lower dose



Results _
3 ' . The test animals exhibit a mild redness at the challenge dose period

Erythemg observed ....Mild.........................................,._,_
Test animals |

Positive.control severe

Negative control not used

Edema observed mnot reported

Positive control none

-Negative control Not used

Test animals general observations : Unremarkable

Control animals', general observations..Unremarkable

Conclusion; the product is a dermal sensitizer .ygg....... irritant ....Yes....

doubtfull......oovvninvnnnnnn.. inconcluive ......... e .

Core classification ......... .Guidelines , minimum, supplementary , unacceptable
I d

Comments The study is acceptable for the purpuse of assigning a precautio-

nary Statement in the label

Label signal words to be used /.....ovvuueneeennunnnnnnnn.. e ieneane e

/0



