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SUBJECT: 0- (6-chloro-3-phenyl-4-pyridazinyl)-S-octyl-

carbothioate (Pyridate Technical): Review of a
study submitted by the registrant on the
car01nogenlclty (83-2) of Pyrldate Technical

in mice.

Caswell No.: 716A

HED Project No.: 2-1171
MRID Nos: 421680-01
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Review Section I, Toxicology Branch IT -9
Health Effects Division (H7509C)

TO: Ccynthia Giles-Parker/Lewis, PM Tean
Registration Division (H7505C)
THRU: Yiannakis M. Ioannou, Ph.D., Section Head
Review Section I, Toxicology Branch II \/, G}Qwﬂ@#h
‘ Health Effects DlVlSlon (H7509C) ? ;%Z

and

Marcia Van Gemert, Ph.D., Branch Chief

Toxicology Branch II . . 7P
Health Effects Division (H7509C) %

. 7/ /92*
REGISTRANT: Agrolinz, Inc.

ACTION REQUESTED: To support appllcatlon for reglstratlon of
Pyridate containing products, evaluate the
study conducted on Pyridate Technical to
determine its potential carcinogenicity in
mice according to FIFRA guidelines (83-2).
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CONCLUSIONS:
Carcinogenicity Study in Mice (83-2) (MRID # 421680-01):

Mice (B6C3Fl) were fed pyridate for 18 months at 0, 400, 800, 1600
and 7000 ppm; doses were equivalent, respectively, to 47.7, 97.1,
169.5, and 882.6 mg/kg/day in males, and to 54.5, 114.6, 204.3, and
1044.6 mg/kg/day in females. No statistically significant
increases in tumor incidence relative to controls were observed in
either sex at any dose, including the limit dose of 1000 mg/kg/day.
Although toxicity was predominantly observed in mice treated at the
highest dose, neither a NOEL nor a LOEL could be set because
decrements in cumulative body—welght gains occurred in both males
and females at all doses.

This study satisfies the guideline requirements (83-2)‘ for a
carcinogenicity study in mice. Classification: core minimum.



Toxicology Profile for Pyridate Technical.

A. Data Requirements (40 CFR 158.340):

Data Requirements K Required Satisfied

81-1 Acute oral yes yes
81-2 Acute dermal - yes yes
81-3 Acute inhalation : yes yes
81-4 Primary eye irritation ‘ yes yes
81-5 Primary dermal irritation yes yes
81-6 Dermal sensitization o yes ves
82-1 Subchronic feeding (rats) yes yes
82-1 Subchronic feeding (dog) yes yes
82-2 21-Day dermal yes yes
82-3 90-Day dermal no n/a
82-4 Subchronic inhalation no . n/a
82-5 21-Day delayed neurotoxicity no n/a
83-1 Chronic feeding (rodent) ‘ yes yes
83-1 Chronic feeding (nonrodent) yes yes
83-2 Carcinogenicity (rat) yes yes
83-2 Carcinogenicity (mouse) ' yes . yes
83-3 Developmental toxicity (rat) yes - yes
83-3 Developmental toxicity (rabbit) yes yes
83-4 Multigeneration reproduction (rat) yes yes
84-2(a) Mutagenicity yes yes
84~2(b) Mutagenicity yes yes
84-4 Mutagenicity » yes yes
85-1 Metabolism yes yes
85-2 Domestic animal safety no n/a
85-3 Dermal absorption . no n/a

B. Toxicology Issues:
1. RED

The current oral RfD for pyridate is set at 0.11 mg/kg/day.
The critical study used in developing this value was a 2-year
chronic toxicity/carcinogenicity study in rats with a NOEL of
10.8 mg/kg/day (216 ppm). A safety factor of 100 was used in
determining the RfD for pyridate.

2. Data Gaps
No data gaps exist in the toxicology data base for pyridate.
C. Updated, Selected One-Liners:

Attached is an updated, selected one-liner to support the data
requirements for pyridate.



S UL PR PR PR R pRpRpRpCTR RIS PSS QAR SRR R R e L LR R L L L L A L AL el il e dodl b dododed ol Sntntndaddl

I : I | | I | ; | | o1esl jed |  ws|)oqe3sn

A U DR PRSP SpEpEp IRy RRpRp g g e R R L L R Dl At Rl b Ll b el bt de ok d ol addiededefeddinddi il

| | | : ] ] ] | | | Wl ¢g | weauins | 3083u09 Amiap/A31AL3isuasdadAl

P T L L L e T T R )

[P IS RS RIE RPRpISEPSESE R RpRppEpIEEEPepeRpR TR i S PR e E T R R s L e L L

_ _ I _ ; ! . | I _ | wlel | ws}10qeIoN

DR R TR ISP NPRC SNSRI R pEeRpRppRpRR S S S0 ARSI A e L D P R L P L L LD L DLl el Lt A A bl el dededde bl dedde il

-] w/N | /N | v/N | v/N | V/N | v/N | v/N | VN| v ] 28| 122 003 | -usBolks oJilA u} -djusbeiny

SRR R IR TT T SRR R JRpraRpeEs g QRN R R L L R A L L A L S DAl el ik ddeddhedualad it

- | /N | wnl | v/N | v/N | v/N | v/N | v/ | v | e8| doy 3es | juAs yNg painpayosun-siusbeini

S SR SEp IRV L ISPRpRRE ISR A D RpRE RS Wi SRR e Y R R A e L S L L LR R E A R d il S et it didadiedid

- v/N | v/N | v/N | v/N | v/n | v/ | v/N | vN| v | o8| suowes | souwy-o1usbeINy

D RPN SRR sPRp PP R R A R L R AL L L LR Ll Rl bl b bl ettt dad it i fudadaid

- | v/N | v/N | v/N | v/N | /N | v/N | v/N | vN| v|og] oqasw | ajuabeiny

ST U TS S ORI TR PRSPy PRI RpEE S pRpRpepRpwve eI PSS A e L e R L E R R L L DL L L L Ll el bbbl dede et il

- | v/N | v/N | . WIN | v/N | v/N | w/N | v/N | vwN] viog| eow| 9139U9B03Ad -ojusbeINK

PSRRI SRR RpRpRpp R s R SPRE NS G E E E L e P L L R LR L L LR A R AL D b Kt hdehdeda bl bt i b il bbbl

v/N | v/ | v/N | v/N | VN | v/N | v I6x/6w gogL < | 9| 88 | 3ed | YoM ¢-jeunaq

- 5 - . 0 o0 v o e 0 0m T T R e e e e e e R G 0 0 e e O e e o 0 e e e e e e e e e e e R e e R S e e

V/N | V/N | v/N | VN | V/N | V/N | vN| ByBwgy| Bybwoz| 5] 28| sop | jed0 Aep 06

SR LSRR R aeRRpRpRR (g SRR e R LY el L L L L Rl el el itk il el dd e e it

v/N | v/N | v/N | v/n | w/N | v/n | w/N ] Ba/Bu g1 | Ba/Bw g9 | s | 28 | 384 | jedo Aep 06

P T UE PRI P SRS RIS R uppe TR R A R R AR S e L R R R P e e L L LR R L D R e i Ll Dbl Rl dh il Sialaded il bbbl il

v/N | v/N | VN | w/N | v/N | | | &yBwogol | Bx/Bwogz | Wl e8| sop | Je2A | -Bu1paay

S U NP LTI AU MR RIS PR R R RSP SRR e e T R PR S R R L bl Al Lt e kbl D A otk bt i il dddidedibed

v/N | v/N | v/N | COVIN v/ | | ! | . | w] ¢g | sse e | SUIpaay 09UC/ILUCIYT

D T TR ARSI R e PR wpRscpRpRs g RSN PR e e L LR L R L P L L e R LA A L e L LA L L L L Ll bbbl bl bt bt i it ol il

v/N | wdd oggt | wdd g1z | wdd gggL | wdd 912 | v/N | VN | | | wilazsl 384 | uo13BJaUaB §-U0}3oNpoJday

A RSP OO RpEp g N AP R e T R T R L L L AL R R AR D L LAl A Dl dedidededdl i ahddd

v/N | | 6376w 0g9 < |  Bx/6w gog | BA/Bw oog | v/N | v/N | ] ] 9] 281 3tqqed | Apmas A3roixo) je3usudo)ansq

Illllllllllllll!llllllllllIlllllllllllllllllllllllllllll!.lllll!lll'illlllllllllllllllilllllll!lllltlIlllllllllllllllllllllllllllllllllllllllll!'llllllllllllllaflllllllll

v/N | By/Buooy | Bx/BugoL | By/Bw ooy | 6a/6w g9y | v/N | v/N | I | slesl 3ed | Apnis A3loixol je3usudolanag

I PRI Ry Ry gRpIeE g MDA L L E R R L L e L L kR A R R il Ll h b E ki otk il e Aol iddddddabedaied

<P==_ 4m4>wo_ 4mz>mo_ Jth<=_.4mzh<z_deouzo_Juzouzo_ 4u4m>m_Juzm>m_¢u_¢>_mm_umaw_ >o=hm
/00¥d3Y /a0¥d

¥9TL =~ °"ON XO&

93epTIAd YOd HATIIOWd XOL FLNADOVY-NON



