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ANT IMICROBIAL PROGRAM BRANCH 'IOXICDIDGY REVIEW FOR HAZARD EVAHJATION

. AND LABEL,
5———-
| SUEDIVISION P )

81-1 Acute om 'l'oxicity 1n the Rat
81-2 Acute Dermal Toxicity in the Rac.xh.bb
81-3 Acute Inhalation Toxicicy in the Rat
81-4 . Primary Bye Irritation in the Rabbit X
81-5 Primary Dermal Irrication Study ‘.
- . 81-6 Dermal Sensitization in the Guinea Pig X -
. 81-7 Acute Ncuroco:d.cit:y in the Hen

it or Guinea pig X -

-1nhalat10n, or dermal sen51tlzat10n.

The product will be used as . Industrlal M1crob10c1de

 Acute Oral .l1Ll..... Acute Dermal N/R.. . .. Acute Inhalation.N/R.........
Eye Irritation ...L.NR. Skin Irritation ..L. MR, NR= Not required

Dermal Se1151tlzat10n ( Sensitizer, negative , other KA )

Other studles required or recomended . : No other studies requlred
CPR Status : This product requ1res / does not special packaging

Label : Revise the label as follow5' <7 - .No -adverse.comments
e )
Signal Word to be used:..... DANGER. ... ..



- Statement of Practical Tr’eatment‘:

‘. No adverse Commnets

Other comments and recomendatlons : The only study requlred 1s the

Acute Oral Other studies are not requlred due ‘to the pH of the product "

: that is 13. S The acute dermal study is equlvacal and is not accepted

Precautionary'Statement. : No adverse comments

The submmited data was reviewer by Alex Arce in May 1 95

All submitted studies were performed at the Zeneca Central Toxicology
‘Laboratory; The study numbers are : A.O- AR 4314 , A D- AR 4312 , Skin
EB 4326, Sensitization GG6269 a



ANTIMICROBIAL PROGRAM BRANCH  TOXICOLOGY REVIEW

Pesticide Assesment , Subc_li'vi'sion F,Hazard Evaluation, Human and Domestic
 Animals. | | - |

Date In 4-21.95.. Date Out .5.195.. Reviewed ByﬁAg-Areeier. Défé 5+1-95...
EPA Registration Number‘of File éymbol 1.1018Z-UNL. . . 3 |

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

Date Division Reéeiyedﬁ.941%919§ ...... e Type of Préduct..

Data Accession NO(sl.;.5%599919?19?:9?f10_Product Manager No..31.Johnoson/Sindel11
~ Product Name ..: PROXEL XL2 S

..-oo....----.....oo..-oooo........-.-o’-'---o-o-'oo-ooo.. ......

Company Name ;. Zeneca AG, Froducts - el

Submission Purpose .i.R@Yi?W.Qf.§Qb@iP§?@;T??%??%@gY.q?Fg gnd"iaﬁel-review

Chemical Formulation .3 Liquid

..'oo'o.l-.l.nI.Oll-,.c»...._.ooooo.l..'..0.0;...oinc>:coov..-

Good‘Laboratory Practices and statement of data confidentiality claims
Complied
Protocol; CFR Guidelines .?.5?9@1??.?@h???.??.g?iq?;i??§ ......................

Test Substance or Test material ( Chemical Name ) .Benzoiso<thiazoline

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

Form: Technical ............... Manufacturing Use Product.... ... .. Formulatjion X

oooooo

Source .. 16T Specialty Chemical == [, No.B).(.:f’@'Q’.ADI:I.‘}ZEQONo....;.-Purity FURE

Other Pertaining Information : Not relevant

QEEE}EEEEE. The dermal Toxcity Ld50 study is UDa¢ceptable due to equivocal
results. The use of rats for the Acute dermal toxcity gave results that
were not comparable to the results obtained » in the Skin irritation
Soments ing rabbits. Thus the resﬁlts of the Acute Dermal using rats

is equivocal since no signs of irritation were observed , while in the
skin irritation using rabbits severe skin irritation was,obsérved .

Thus T concluded that the absofption.of the product tested using rats

gives results that are unacceptable.



Datd Review
L —— . . . . 4
‘Test Laboratory and Identlflcatlon number for this test Zeneca # Ar 4314 -

ACUTE ORAL LD 50 CFR 81 1

‘Spec1e ( At least 5 adult rats ) sexM.§.E... Age. A. .group. .4 groups

Dosing ; Levels tested .,.250 11000, .2500.and .5000 mg/kg .. .. ST ..
Vehicle control....:. N?I}?.‘.l??fl. e
Individual observatlons LLO0E. e Times /day

o...‘......o‘0...0.'-‘-,-.00.“-... ®ieoeeesnsae
-------------------------

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

PEEECEU_TS The rats were treated with the material in empty stomachs , by
gavage é,nd observed for signs of tbxicity at schedulled intervals

-Results : Signs of tonc1ty Becreased. activity. ,. pilperection , salivation

oooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooo
---------------------------------------
......................................................................

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

3068 mg/kg F

Core C1a551f1cat10n (.Guide.Lines., .Minjmum, . ‘Supplementary.data, .Unacceptable.,
Explanatlon :.Sufficient. 1nf0rmat10n was.subm%tt@d......................,.

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



Data Review - . ‘ " , R (
e Y .

Test’ Laboratory and Identlflcatlon number for thls test . ZeﬁeCa # CR3182

" ACUTE DERMAL ID 50 . CRR 81 2

Report Date .11—22-95 MRID No. 435960. . Method of testing:. 2
,Materla.l tested ( Technlcal » percent of AI, Solid , liquid , -I;:,I}C_]_,:l_lfe ) . Liquid
Annnals ( At least 5/ up ) Spec1e “RAT: -~  Sex. - MEF* - Ag cerpee

Welght ( Rat _2_0_0_}_09.g , rabblt 2- 3 kg.,gyinia pig,350- 400 -2 I
DOSlng Ong dose..... §;ngle_d§zmal__Eang-§e§§=:;:;;::-Qggluded ...............
Time in contact w1th the skin . 24.Hours. e .Method of remova.l using, water, .
Vehicle control used ,.None. Cendecens S eerees e

- Dose level tested ( Lmlt 2000mg/kg ) - Yes | | \ : /

Appllcatlon ‘site preparatlon ( Cllpped_ Shaved’, tl.me as 24 hours prior).....

Percent of body area materlal applied to( at least_10% )....Yes

oooooooooooooooooo

Individual observatlon( at least one day )

Lenght of observation period ( 14 days ) other Yes

ooooooooooooooooooooooooooo

Individual body welghts .. At intervals .clurlng the study

| Gross necmpsy aon «Al]: .animals -

&PEEL“W *  Previuosly prepared areas of the skin of the rats were

treated w1th the material and observed for signs of toxicity and dermal irritation

~ Results ; Signs of toxicity . None

Mortality .. None

Signal Word to be used ..... DANGER. due- to. eye- irritation-observed:«-----+-.-- ;

Core Classification ( Guidelines » Minimum, Supplementarydat, Unacceptable ’>
<

Explanation .. Requires explanation. for. the. use- of. rats. instead of the use

of rabbits, §1nce,wh11e tested for skin irritation using rabbits the results

werepatentz-gnd severe



Data Review - .
AMA

Test‘Laboratory and Identificatio

r for this test

. PRIMARY EYE IRRITATION TOXICITY
| Répdrt Date ........ MRID No

Identity of the material

‘liquid ', other .)........ N\J..\N . ..

Note -, study is notreq&!‘:i\:f prodygt is’ :
Z or greater than 11, cNsesNsevere #eMal i

Aaiﬁss’specie

‘Number bf.rabbitg or

ml used ( 0.1 ml

dilutethe product.... .\

--------

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

Conjuntitis

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

Explanation -

Signal Word To be used

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



Data Rev1ew

Test Laboratoxy and Ident1f1cat1on number for this test . Zeneca éb. 4326

PRIMARY DERMAL IRRITATION CFR 81-5

Report Date .11:2204 MRID No..435069. Method of testing ...81:5......,
Spmle%?bi.l? .......... . Sex Pl Ageadult. ........... o
Identlty of the mater1a1 . ( Technical , dllutlon I_iz_;c_i_t_xf,e_}_)f??x}g( solid ,
liquid , other )...cuivvereinnnnn. D11uent solution. used.l.u?l.]‘? ..........
NOTE This study is not requne/lf the product is corrosive , has a pH of 2 to 11.5
o ' - or 1f -1-1: -h—a; -b.ee;; L}B}E .t:)- .1;1&1—.1ce known: severe 1rr1tat10n . pH‘lS 5 £~
| Number of ammals used ( 6 adult males or females ) - femal.es
” Methods of testmg ( S_lp_g_l_e_ 519_55519}1_“9:1_ ?PP_I}_c_a}:_an ) LS
7: : Duratlon of exposure- ( 4 hours e R eetaeee ceeee -
g:‘ Application site ( shaved , clipped , other ) ........ Time ( 24 hours before )
Area of a ppllcatmn y ( 51te“, :';rea in cm. other ) . -,Acceptal;ie ...................

Signs of irritation or toxicity observed : For erythema , edema, corrosion .Yes
Procedure  Previously prepared areas of the skin of the rabbits were treated
with the material and observed for signs of irritation

Signs of irritation : severe response

Erythema : severe

Edema : severe o e

The area treated , cleared at...........: 10 + days

Conclusion : Toxicity Category ..... e Signal word ..DANGER. .

Core Classification ( Guidelines , Mmunu!r/, Supplementary , Unacceptable ) @
Explanation Sufficient information was submitted to asign a Toxicity Category
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 Material Tested (
L The product is a (~”“ \.

Data Review

Test Laboratory and Identificatffon

P

for this test

Mortality....

Necr0psy ongll
Changes in eight
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Test, Labofatqry-_ and Identificati,oh’ numbeli for this tést zené'ca'k"' " 6260
DERMAL SENSITIZATION CFR 81-6

Data Review
M

Report Date 11-30:94 MRID No.A435060. Method of testing .. 81.g...

B Mat* Tested ( Technical , dilution % , End use product , solid , liquid )

TPt e .

Material used . for diluent 2 “FLeunds “Adjavaiit’  Of ey *= 5o e e ‘
. " Tt e e U . ater ’

NOTE: This étudy is nb_t réquired if the product is corrosive has a pH 6f 2 to

T e e . —————

11.S or if it is known sentizer or 1rr1tant to‘thes-k'in, pH 13.5
Method utilized Frewd's complement adjuwant, Guinea pig maximization,

split adjuvant ,Buehler..test or modified Buehler, Open epicutaneous

Mauer thjJnization » Footpad technique in Guinea pigs; -Magnusen. and- K1igman
Complete description of test... yor the- royr v "eompletely ‘désciibdad” "
Reference ( CFR 81-6 , other ......... PP ) |

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

Test followed essentials as described in reference .document. .. Xes
Control Use‘li . &posi’eive-usiri- 2. mrcaptobenzb.thiazaie e, e

S_pecig used ....//. fv(;.uinea. pigs:...... Number of v'applitati‘or']s perweek 3 injectio
For how maﬁy'weeks. . «One.week. ceeenn ve<es.. Days .of rest be_t\o-leeh application

JERERE t 2 " Days of rest before chal‘lenge dose . Ong, week

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

- Dose used for primary application Intradermal, industHeR doses .», topical applic.
Challenge dose : Dilutions of 30%, 10%, 3% and 1% were essayed

Areas of application. :.Scapular, region. in a previously clipped area

Nunber of animals used : 30 » female Guinea Pigs ; 20 for the test and 10 as Con

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

Primary pilot study .:.Yes.a. primary pilot study was conducted

naive ......... e ) Selvent controls ...................

Positive control étudy: previously induced animals were challenged with a 30%
w/v of 2 -mercaREobenzot}_liazolc_a . o _ -

Procedure : After an induction application by inoculatio, a period of rest
was allowed and then a challenge dose was administered: 3 areas were used for
the test : a- in the top area , Freunds adjuvant and water » in the meddle ?

area -the test material and water and in the botton area -test material in

freunds adjuvant and water . The ratios were 0.1 % w/v



St

Results :
The challenge dosing usmg the test material in four dilutions was
negative ( 30, 30 , 3 and 1% ) while the same animals showed a positive response
while challenged with the p051t1ve material 2- mercaptobenzothlazole

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

TesAt aninals : negative for erythema and edema

Positive control : positive for erythema and edema

Negative control ; No used | |

Edema obs'erv_ed : negativeA for test animais ~., positive i{or'positive controls
Positive control: pOSif’ive |
Negative cogtrdl :.hot used

Test Aallfl‘mals general observations : Unremarkable

Control animals , general observations.... positive controls have a severe respor
Conclusion; the product is a dermal sensitizer .NO, negativg jeane yes
" doubtfull............. ceenen ... inconcluive ..... St et et eeiteeee e ea
Core classification .......... Guidelines , minimum, supplementary unacceptable
A
Comments . . . - .
This test is not required due to the pH of the material that is
13.5
Label signal words to be used /...Non.for.semsitization............... ..

i

DANGER » due to EYE/skin irritattion



