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Toxi=slogyv Branch

Hazard Fvalunationa Nivision (Ts-749C)
TS Payafias Tdwards P12

[1sacricide-rRodzarieside Braach

J:giscration Nisisina (TS-7A7C)
Thrn: 25hact B. Tisgzr, Saetinn Heal | . )

sayisw S2ctisn I : .

ry3xizslezy Branch - !

qazard Evaluatisa Divisisn (TS-762C)
Actisgn Raauastaed:

Ravizw and assassmz2ar of the retsgatarie study with u=an
lvaphozyvta culturas ia viteod (Tast Mararial: Aziaphos-Marasl)
3475R AG TIasti=ura sf Toxizolsozs R2poct No. 94575,

Peritionar:

Mnohay Torporatisn, A Baver 1"SA Tac. Comipanvy
RPazsymmandatiocn:

Tha 33gistrant should Sz anprisad of the dafizianey ao=2d in
rhis studv without matabotiz jetiwvairisa. Howsvar, the snuiy
aadar Fra a1crivated svstan i3 s3asidacad azz=otable. Dosginive
respansz: at 300 wr/ml with marabalic 1erivation.
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Study Tspe: Chromosomal 3Zerratica (in-viirs) TOX., SHEM, MN0.: >

Accession Ma,: L52678-11 MRID NO_:
Test Materisl: i-inrhas =ath;l (Szich Joe 21382; 21,.7% Furity)

Symonyms:

3tudy Xumber {s): 94575 .

Svonsor: Mobay Corzoration

Tes Pecility: 2473R 53 Institute of Toxicolozy Laboratory, Jar—any

Title of Revort: sytogenetic Study with Huxwen Ly=procyte Cultures In 7itrs

Author{e): J,4. Thyszen

Report Issued: c-iobar 13, 1326

Conclugiong:

izinproa z2inyl (31222) Was clast

03
ausan lymonacyies at 00 ug, =l «ith
ZeWaver, inare Was nmo clastozsnic 9
the concan=ration ug %o 130 az =1 ¥
ard 2% tRa cenmesnbtraiion up to 0 2
73tione

23zt in tzia atudy at
/3 “z22lic aztiriticznm
2 ..

2t0liz z2eti-

Sonzentratisng tastad: 13 znd 120 2z/ml Wi
o

1, i
5, 30 and 3CT zz.=1l wWiza

\)

1as3ificaticn of Zata: jcceptabla for the sztudy wWitn

fDeficienzy: inalaguzate inzarzediatas dos? Taral s3l)
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of Shudy: Sytezenetlc Study Witnh Hoaran Lyochocyie JSulturas Ta Titro

titls
to Zvaluate -or Harmful 3ffact on Chrozosszas
SL75R Ag Institute of Toxicaolozy Lavoratory RAezert No. 3=575
I. “aterials and :etnods:

1. Tast Hatsrials
74 solutions of Azinghos =athyl (Zatch Ne. 213€2; 31 .F% Zarity) <ars
~adse in DrSO. Solutions of Mitormysin-d and Syclosmospnanila in Hanmk's
salina ware prapared orior to use and ssrved a3 toaiilve scnirslse

2, Precaration of Human Lymphocyte Qulturag (froz= 2 donors: : zals and 1 Tazzle)
Yyu=2n blood wag drava aseptically into gtarile syrinzas that containad
Ligae=in. A%out 2.5 =l of hararinized blood Ware zidad to 2 =1 of
cultura —ediun (chromosoxme zedium 3 with shytonszazzlutinin) in cuiturs
Masks to stizulats lyzphocyia to divides The culiurs rlasis Ware
incasated at 3770 for 43 nours.

3, Toxicity and Dose Datar—ination
“ne soncontrations used Wwars zased on & 2ilot “9st with culzurss sxposad
g a Wide rangs of %23t zaterial (1 throuzh 300 ug, zml)e. 722 top dose
was iazarmined by tne limit of solability of 21582 in DMS0O and ths tod-
city of tnis solution ‘o reduce the mitotic index. All culfuras wars9
N . . ——C -
jneabazad at 37 G far 2.5 nours.

.. The Ma%aholic Ackivation Svatem
T3 =atabolic astivatisn system cooprised rat liver anzyzssz and an
anerzy-prodicing system. The anzy—es Were con:aina2d in a crsparatlon
of 1ivar microsomes (53 fraction) from six =—als rals trgzatad praviously
witn Aroclor 1234, The S9 fraction Was adiad to 3 zolzctor zixturs o
sor= the activation o3 dascribed by Azss 3% al (iuzation Rss., 31: 347
385, 1375). Ths comgosition of S5 mixturs (zar 120 =l) wz3: 271 =g ¥L1;
212 =z K3l; 25845 =g 3lucoga-f-dhospnate; 225 =3 TaZF; A0 zZ1 Fhosthiata
waffzr (100 zM).

%, Traatzsnt of Sulturss

Zasha L8opour suliure wWas axzosad Lo thne tast cozpound for 24 haurs

at 37°Q undar *h2 nonactivatad :aest condition. In na case al
asaay -ith z2tabelic activation, Srashly prasared 37 zix was addad %o
tns appropriata culturss witn ~3g% =material Tor in 3xtosurs of 2.2 ours
at 37°3. Aftar the axfosure, calls wWars vasnad mnd “aan r9-inculztad
in coxzplets culiure zedium Jor futher 21.5 nourse Corse noura 53Iore
~armination, <8ll division vas arrastad by %ins 234i%tisn ol colsexzii
(.4 1g,ml) to 2ach cultura. Tha cells wors sfollan 7itha hyzotoni:z
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solution (0.3€% X31) a% roon tazperature Jor 7 2inutas, ithen i
in atna.nol-flrial a=atie 2cid fixative (3:1 w/r), droppad anto
sl3an slides and z2iradried.

taininz ond 3zorinz 22 3
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yoe
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Slideg wars stalined '-n‘i‘;h =% 3i2=sa solutisn Jor sads2iusnt scori..;
o2 sharo-oacze zbarration ire aensisg. Two nundread sshagkasss Jor
32ch culiurs wara ssored Jor

son-rols. iwor-colazizal obsarvations Ware 3cor2ad 23 Tollzds:

snrs=zatid gap Charszatid dslation
Chrozatid :zra.;-: Intarchangs
Jhromo3ong Or3:x In.rachangs
Tnrozsoma Sragzant tutisla abarrations
Tolyzloidy
7. Statistisal Trilantion

1 sizmifizant incraisa In 218 nusbar o 2bsrrant :alls agaiast the
nazativa control gs 1vant) at least at $5% #as dstiarminad. The cna-
cu.v:].ad corract 2ai? zast tias usad for tne statissical svalaaticn.

1. Traliminary Toxicisy Tast (Table 1 attachad)

ascording to tha resullis od ained from 2 piloh =3zt Jor Zsterzining
ths niznast dos9s In this sSaly, 100 2z.=1 in &3 axzorizens Withoual
39 =iz or X0 uz, =1 in the axparirent with 32 zZx WIre saiactad,
~ni3 s3-achbion Y23 basad on iha3 ~itgtis indax 7ala3 obizinad. n
moorari-atoly 22,275 raduciion (F¢D. 31) in Etotiz Inlex (raducsd o
z , - T ATacueed Lt
223 to $2) was apzzrant at 120 ug =1 ( sxngut 53 -ix); 32.%7 rzdasti
(%2.01) in zitotiz indax (“acuced - 232 to 138) wWas sozarved b
- R S

200 ag, =) (WiIva Sy 22X/
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5. Main Cytozenetic Tast (Tables 2, 3, L and 5 attachad)

Suz=ari=ad Incidence of Chrozosozal iberratisns -3azs 9xcludad

Traatzent Total Iio. noe of Yo of Md%otic
ag, =1 of Calls Abarrations sberratisns Iadsx
Sxaxminad Txanined far Call

0 {3olwent) 200 5 A,3) 3.2 523

1 (31522) 200 1 () 2.20% £l
1( " ) 200 5 (4,8,%) 2.03 o1
120 & T ) 200 10 (4,7) 0.05 72as
0.1 (12%) 200 30 (a,3,8,0,8) T.25%* 2245

O (Solwvant) 200 5 (1,D) 0.025 =82
5 (321382) 200 5 (4) 0.025 340
0( ") 200 7 (4,3,D) 0.045 Lise
x0( " ) 200 13 (a,3,0,8)  O.clee 156em
10 (3721) 200 43 (1,8,2,D)  0.215#*  Toxic

sfo3rent “rom iha zontrol value £40.,05;
iffarant Srom the control value 7¢3.01;
CyclaCyclophoaghaniie; (A)=Chrozatid brsak;

s “razment;(C) = Chrozatid daletlon; () = Sxchangs;

cositive controls, Litozyeinel 2nd Zyclozaeasnacids, in
% rositive ragponses (F€0.21) uniar <he monaciivatiion znd

sn conditiong rasgactivaly.

ii. Azinphos zethyl (21382) dszmonstirated a z-.atistisally siznificant
increase in the nuzber of chrsmosexally daxegad calla in :haasx:ari:_an‘:s
@ith zstabolic activation (F€0.01) at 300 ug. =1 (a 2039=ralatad <vynd
::as ilso obser:zad at the 30 and 300 ug,zl treaizent zroucs). Ziow;-rér,
‘here “as no ciastogenic affact in vitro using huzan ly=shoeytas zt tha
concentration up o 100 ug, =1 Witlhout 37 mix and at tas consentrazion 1
‘e 50 ug, =zl With 39 mix. ) ’

133, Thers “as ng 3iznificant incr3ase in the nuzerical chrozoso=s

aberrations {i.2., “olyzloidy) in tha traast-ont Iroups wnan comparad
Lo the zorresponding control srHdp.

o4
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I1II. 37aluiation 2nd Raco=csndation:

1. T8 toaitive con<rols, Vvitomyeines at J.1 1z, =l and Ty

131503~
shamidae at 10 uz,zl adegaately damonsgtratad ~ha 3ansitivity of
+ha culiurad lyTrhocyte system to Z2tact a clagstozanic afiacst,

2. Ths nuzbar of s9lls wWith chromosozal zberrations in “na n~agatira
(30lvent) contral (2.3 of zatapnases) was found Witala “za 232

range sstablisnad by the testing latoratory.

Tha hignest-dosa lavals of 21382 (120 ug, =l without 37 =ix; 300

uz/ml with $9 =zix) dezonstrated cytotoxiczity %o dividing ly=

cytas, rasulting in reduction of =itotlc index.

N
.

L, Although the prelicinary assesszent of 39ll cycls islay i3 not
conductad in this study (Raference: ITA Health Effacts Tast Juide-
lines 37A 360,8=33-001), the single rarvest time (21 hour3 o3t~
+traateent; 72 hour-total culture tire) for cells axgpased <o the
+ a3t material apzsared adequate for the detection of carsmosozal
aberrations in cultursd nuzan lympnocytes.

\h
.

In the experirsants Wiith ~gtzbolie acitivation, Azinpnos zathyl (22222
a3 clastoganiz in ihs cultured hucan lyzphocytes at 200 ug/=l {=%
tng toxic 12v21). This result is considsrad accapiabla. .loWevar,
azcoriing to tia acceztable cracedura Tor :erforming the Im Vive
var-alian 3ona .larroWw Cytogsralic lasass "EPA Healtn ZfTact Tost
Iuidalines 380.3.3%2.001), zultipls coacentrations ol t33% material
sror a ranze ad2iuata Yo delfine ths restonsd anoald b3 z33tad
(i.2., one-third and one-tenth of the hizh Zoss =noall norzally

o uszad 23 the intsrusadiate and low dagze lavels ragnactivaly).
“harefara, & proger intermadiats dose 1373l 22 %ha w9sht zanarial
should ba inciazded in tris study,

2. 3ince *ha hizhas: dosa lavel {100 ug =l) isad ia k9 axzarianta
4ithout =—atabolic activation demonstrated niznly “oxic allact x

tha mazan lymcnocyids, ine dps9-c3laction Jor intarmediata 4332 laval i

nob considsrad 2dajusata for this study. CTierefora, 23 study

ndar tha nen-zctivatad systam iz unacceplabls In tha cra233nt Jorm.

“oWavar the study may be upsradad on tha rasolulion of %ma razorting

ia9ficiancye.
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Page is not included in this copy.

Pages !Z through ‘, are not included.

The material not included contains the following type of
information:

Identity of product inert ingredients.

Identity of product impurities.

Description of the product manufacturing process.

Description of quality control procedures.

Identity of the source of product ingredients.

Sales or other commercial/financial information.
—_ A draft product label. |

The product confidential statement of formula.
- Information about a pending registration action.

v///iIFRA registration data.

The document is a duplicate of page(s) .

The document is not responsive to the request.

The information not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.




