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_ [Potymeric Xylenol Tetrasulfide] OPPTS 870.5388/ OECD 475
EPA Reviewer: TimMcMahon  Signature:e
Senior Toxicologist, Antimicrobial Division (7510C) Date a}g} 24

it y TYP ;ln Vivo Mmakan Cyio enetics - Erythroeyte Micronucleus assay in Sprague-
i ,Qawé mzs 'OPPTS 870.5385 [§84-2]; OECD 475.

m 006929 DP BARCODE: D299112

' TEST MATERIAL (PURITY): Polymeric Xylenol Tetrasulfide (100% a.i.)

TAT;QH Erexson, GL. (2&82} Chromosomal Aberrations In ¥ivo in Rat Bone Marrow ;
Cells with Polymeric Xylenol Tetrasulfide (PXTS). Covance Laboratories Iz:c
Vienna, VA. Study Number 23134-0-4520ECD, January 9, 2002. MRID
46062620. Unpublished. ‘

&

SPONSOR: Akzo Nobel Functional Chemicals, LLC
‘ 5 Livingstone Avenue
Cobbs Fczry, New Yark 10522

FXECI?H ’E §U§VIM&}_§X In a bone marrow chromosomal aberration assay (MRID
46062620), six male Sprague-i)awiey rats/dose/harvest time were treated once via oral gava@a :
with PXTS (100% a.i., batch # 6, lot # 1685-11-1) in corn oil at doses of 0, 500, 1000, and 2000
mg'kg bw. Test doses were determined from a preliminary toxicity test (0, 500, 1000, and 2000
mg/kg bw administered to male and female rats) in which no difference in susceptibility between
the two sexes was cbserved; therefore, only males were used in the mutagenicity test. Bone

. marrow cells were harvested at 18 and 42 hours {2000 mg/kg bw cmiv) post-treatment.

Clinical signs of toxicity were irregular hreathmg in the 1000~ and 2000-mg/kg bw groups (1/6
and 1/12, respectively), salivation (2/12), soft feces (4/12), fecal stains (2/ 12), or blue skin color
(6/12) in the 2000-mg/kg bw group. There was no significant i increase in the frequeney of
both structural and numerical chromosome aberrations in bone marrow after any
treatment time. Therefore, the test artmie was negative in this in vivo chmmammsi
aberration assay.

This study is classified as ACCEPTABLE (GUIDELINE) and satisfies the guideline ~
requirement for Test Guideline OPPTS 870.5385; OECD 475 for in vivo cytogenetic
mutagenicity data.
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This study is classified as ACCEPTABLE (GUIDELINE) and satisfies the guideline
requirement for Test Guideline OPPTS 870.5385; OECD 475 for in vivo cyzogmtm

| mutagcmczty data.

IPLIANCE: Signed and dated GLP and Quality Assurance statements were mwM A
E)aza Cﬂﬁﬁmalﬁy statement was not provided.
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o PXTS{poiymmc ric xylenol tetrasuifide)
: smckmﬁwwstmmwbcm:tmw
maimudm#&mwa 1
we%u
Seructure ot availabie
Comoil

o Final Volume: Route: X
Comuoil 3 mvmmm Route: Oral

 Finsl Dose(s): 60 mg/kg Route: Oral

Rais

WM@C& CD" (SD) BR

For preliminary tosicity study: 9 weeks/301-356 g {males) and 198224 ¢ {femiu}
For main assay: § weeks/242-285 g (males only)

Chasles River Laboratories, In¢, -

: Wwwamsm
§!mmy*6mﬁwimw

0,300, 1000, andZﬁﬁ&mg&g
G, 300, 1000, wﬁﬁﬁﬁﬁ%

Oral Gavage

a. Tmst compound, Vehicle mntm! Positive control:

Dosing: X] once pwice {24 hrs 3 4 Orher
Sampling (afler !ast Hase ) 6hr 12 hr 24 b 48 hr .
Other: Xy B hr X{4he ) »

~ 2. Preliminary Toxicity Assay: Three animals/sex/dose were administered 500, 1000, 20(}(}
mg/kg bw of the test article in corn oil via oral gavage. Animals were examined 1mm®r§mt§3y
after dosing, approximately 1 hour after desmg, and at least daaly for the mmmdar of tha assay
for s;gns of toxicity ax:dfm montality.
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a. Animai smwﬁnw Ammais were examined mmwdmtdy after dosing, about 1 hour after
- dosi g, an ieas: daily for the mnder of the assay fO!‘ signs of toxicity and/or memhty

b. Details of bone marrow extmcﬁon. Five animals/dose/harvest time received an

mtragenmneai injection of colchicine (2 mg/kg) 1.5-2.5 hours prior to sacrifice. Immediately
after sacrifice, the tibias were collected and the marrow contents were flushed and collected into
Hank’s balanced salt solution (HBSS). The marrow contents were centrifuged, resuspended in
0.075 KCl, wnmﬁiged again, and the marrow suspension was resuspended in fixative
‘, (mcﬁmnoi acetic acid[3:1]).

c. Details al‘ slide preparation: Fixed cells were transferred onto glass slides, ax;«dmd, and
- stained mth 5% Giemsa, air-dried again, and cover slipped. - }

i &Meta;si:m analysis:
_ No. of cells examined per dose: 100 cells/dose/harvest time (smmarai and mmm'iu‘i
aberrations) and 1000 cells/dose/harvest time (mitotic index)

, Scomd farsuucma}? X Yes No
Smmd far numerical? X Yes (polyploids and No

. endoreduplication)
Ca&ad prior to analysis? X Yes No

;e. f:vaiuaimn criteria: A positive response was a significant dose-ticpmdent increasein

- structural aberrations for at least one dose level. All final decisions were based on scientific
 judgement. The mitotic index was evaluated as an indicator of cytotoxicity of the test article.

For an assay to be considered valid, the vehicle and positive control must produce acceptable

responses within the historical control range (provided on p. 25 of the study report).

" 1. Statistical analysis: Ranked analyses (nonparametric) for hetawgcn{:ity and trend were .
utilized on all data. Gaps were not included in the aberration analysis. The statistics used were
considered sufficient for this assay.

1. REPORTED RESULTS

A. PRELIMINARY TOXICITY ASSAY: Signs of toxicity, which included soft feces and
fecal staining were observed in 2000-mg/kg bw animals on Day 2 and Day 3, respectively. |
Based on these results, dose levels of 500, 1000, and 2000 mg/kg bw were evaluated in the main
assay. Since no differences between the sexes were observed, only males were used in the main
assay.
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SSAY: No treatment-related signs of toxicity or mortality were noted in

590-mgjkgbw maies iwaiwﬁ, irregular breathing, soft feces, fecal stain, and blue skin color
‘were observed in 1000- or 2000-mg/kg bw males (Table 1).

Table 1. Clinical Signs of Toxicity*

2days

jmmediate

1 hour.
1day

2days
S e e s

42

immediate
1 honr

lday'

H 2 days ,

* Data obtained from pg. 14 of the study report
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Summary data of the chromosome aberration assay are provided below in Table 2. Mltmm i
indices were comparable across all concentration groups. There were no remarkable increases in
either structural chromosome aberrations or numerical chromosome changes induced by
treatment. The positive control produced a significant increase in cells with chromosomal
aberrations, confirming the sensitivity of the assay.

Table 2. Summary of Chromosome Aberration Assay Results*

| Concentrations
| (mg/gbw) : . ,
| Vehicle 18 200102 | 0.0:000 0.0£0.00 ‘ 125097 § .
| Control 42 5.40+0.76 0.040.00 0.0:0.00 0.020.00
! 1 0.28+0.07 0.0:0.00 0.0:0.00 56.1£3.07*
| Control ) :
; 500 18 1.86:0.85 0.0+0.00 0.0+0.00 0.620.40
1000 18 0.9640.76 0.0:0.00 0.0:0.00 2.040.71
. 18 3.8021.31 0.0:0.00 0.0:0.00 042024
2000
e et SAE0.36 ] 002000 1 002000 | 0.2:020
* Data obtained from pg. 21. ' '

*n<0.05

1L DISCUSSION and CONCLUSIONS

A. INVESTIGATORS’ CONCLUSIONS: Clinical signs of toxicity in the rats included
salivation, irregular breathing, soft feces, fecal stains, and blue skin color in 2000-mg/kg treated
rats. Irregular breathing was also observed in 1/5 rats at 1000-mg/kg bw, but no clinical signs of
toxicity were observed at 500-mg/kg bw. The test article did not induce a significant increase in
the percentage of cells with chromosomal aberrations, polyploids, or endoreduplications.

B. REVIEWER COMMENTS: Six male Sprague-Dawley rats were administered the test
article in com oil via oral gavage in single doses of 0, 500, 1000, and 5000 mg/kg and were
sacrificed at two time points following dosing: 18 hours (all doses) and 42 hours (control and
high dose). The use of males only in the aberration assay was appropriate as there was no sex-
specific clinical toxicity noted in the preliminary assay. The selected high dose produced signs
of toxicity (clinical signs) as recommended by harmonized guidelines. Marrow extractionand
slide preparation and evaluations were conducted in accordance with harmonized guidelines. :
Criteria for a positive response and a valid assay were provided and were adequate for the study,
There were no major deficiencies that would have adversely affected the outcomeor .
interpretation of the results. Overall, the study was conducted appropriately. The test anticle did
not induce chromosomal aberrations when administered to male rats via oral gavage at a dose
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| ’I‘!‘m autiwr stated the light cycle was extended in order to make clinical observations.
 The homogeneity, stability, and canccnmﬁm of the test formulations were not conducted

" This study 1sc}asszﬁ&das ACCE!’TABL?Z (GUIDELINE) and satisfies the guideline
' mqa:mmcm faf Tw Guideline OPPTS 870.5385; OECD 475 for in vivo cytogenetic




