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MEMORANDUM
SUBJECT: Report of the third RfD/Peer Review of'Dichlorvos
(DDVP) . , ' :
Tox. Chem. No. 328
" CAS No. 62-73-7 -
EPA Chem. Code: 084001
Reg. Group‘ List A (3 SR)
‘4 : - < v
FROM: - George z. Ghall, Ph D. Cfﬂéub/c : (' / ) f
: Science Analysis and Coordlnatlon Branch
Health Effects D1v1s1on (H7509C)
TO: George LaRocca, PM 13

- Insecticide and Rodenticide Branch
'Reglstratlon Division (H7509€)
o and ‘ o i
Lois Rossi, Chief v ‘ ,"' -}
Rereglstratlon Branch !
Spec1al Rev1ew and Rereglstratlon DlVlSlon (H7508W)

The Health Effects D1v151on RfD/Peer Rev1ew Commlttee met on

May 1, 1992 to evaluate data submitted in support of chhlorvos

,(DDVP) reglstratlon with particular empha51s on long: term toxicity

¢« in rodent and non—rodent spec1es,‘,and developmental and
reproductlve tox1c1ty. ' s S

Slnce the chem1ca1 has been c1a551f1ed by the HED Cancer Peer
‘Review Committee. as ‘a Group C, p0551ble human car01nogen (cancer
peer review: report dated 09/18/1989), there ‘was. no need to dlscuss
‘materlal related to “the carc:.nogenlclty 1ssue.v However, the .
f{chronlc " toxicity - phase the ' rat and . mouse . chronic.
- tox101ty/carc1nogen101ty studles have . been consldered by the”RfD/:~
’Peer Rev1ew Commlttee for. poss1ble 1mpact on the RfD.;;,
R The COmmlttee also rev1ewed.a neW'developmental;tox1c1ty study.?» -
-~ in rats (MRID No. 41951501) ‘submitted to ‘the ‘Agency in 1991. ~ The
; Committee agreed with the: reviewer_1nterpretatlon“" ' nclusions. .
“The study is acceptable and the data-evaluatlontre rd s'adequate.91;
“our search of-the. Pest,clde Document‘Management Bystem {PDMS) also. .
\ﬁ»lndlcated that a develo pmental toxicity study in. rabblts {(MRID No. .
" 41802401) was submlt, -0 -the" Agency An 1991.,_, , accordlngz;rﬁ
" to HED records,” “it appears ‘that.this study as not _ A
- reviewed by the Health 'Effects D;v151on.A~ ﬁreproducti n study was | .
; also presented to the Commlttee and'was‘ upplementary . !a
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It was not known to the committee at that time whether a new study
was requested. The Committee recommended that if a new study to is
pbe submitted, .it should include measurement of cholinesterase
inhibition. ' '

The RfD for this chemical is currently on IRIS as 0.0008
“mg/kg/day based upon. a "no-observable effect level" of 0.08
mg/kg/day for increased liver weight and enlarged. hepatocytes.
observed at 0.8 mg/kg/day observed 'in a two-year feeding study in.
dogs (Jolley, N. P. et al., 1967) using an uncertainty factor of
100. This study has been declared invalid (H. Spencer, memo dated
Nov. 5, 1990; W. Greer, memo -dated Dec. 3, 1990). A new chronic
feeding study in dogs (MRID No. 41593101) was subnmitted to the
Agency demonstrating .a "no-observable effect level" of 0.05
ng/kg/day for plasma and RBC cholinesterase inhibition in males and
~ females and brain cholinesterase inhibition in males observed at 1
mg/kg/day. o -

: The Committee recommended that the RfD be revised to 0.0005
ng/kg/day to reflect the changes in the toxicology profile for this -
chemical.: The new RfD was based upon a “no-observable. effect -
level" of 0.05 ng/kg/day demonstrated in the new long-term feeding
study in dogs using an uncertainty factor of.100 to account for the
intra- and inter-species differences. L '
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B. MATERIAL REVIEWED:

The material available for review consisted of an IRIS
RfD/RfC summary document and data evaluation records (DER's) of the
~ following Studies: ‘ o

i. Markiewicz, V. (1990). A 52-Week chronic toxicity study on
DDVP in dogs. Unpublished study No. 2534-102 conducted by Hazleton
Laboratory America, Inc., Report dated August 6, 1990, submitted to
the Agency by AMVAC Chemical Corporation. MRID No. 415931-01, HED
Doc. No. 008178. B : o

Core Classification: Guideline. =~ ~

-COmmittee's"conclusions and recommendations:

- o The _ Committee : agreed with = the reviewer's ~evaluation and
interpretation of data. The Study is acceptable and satisfies

Guideline .requirement 83-1 for chronic toxicity testing for non- .
rodent species under Subpart F of the Pesticide Assessment
Guideline. . . - o o o

2. Tyl, R., Marr, M., Myers, C. (1991). Developmental toxicity
evaluation of DDVP administered by gavage to CD (Sprague Dawley)
‘rats. Unpublished study No. 60C-4629-10/20, conducted by Research .
Triangle ‘Institute, report dated February 22, 1991, submitted to
the Agency by AMVAC .Chemical Corporation. MRID No. 41951501, HED -
Rec. No. 009305. . : N ’ S o -

Core Classificatioén: Minimum data.
 Committee's conclusions and recommendations:

= ‘The Ccommittee agreed with the :réViéWer!é evaluation,gand

interpretation of data. .~ The Study is acceptable and.satisfiesg;g
Guidéline requirement 83-3 for developmental toxicity testing for 5

' one species under Subpart F of the Pesticide'Asséssmenthuidelipe,;,V
3.,;ﬁhithfup, S2,'éaldweli, Je, and.ﬁu;l,‘L.‘(1955);yThe:effec£s i_vﬁ
exerted upon the,fe:tilityhof-rats,;and‘upon'thelviabilitygpfﬁtheirn,“.5

: . offspring /by -introduction of vapona (R) insecticide ‘into;:their - =
oo *diets;J(Unpublished“study?cbnducted1bijniversityvof_ciﬁcinnati;rigk_

. . . Dept. of Preventive Medicine andf;nduSt:ial,xealth,»éubmiﬁ%éavxbf.
"+ . _ ‘the Agency by 8hell Chemical Company. :MRID No. 00050012, HED Doc.. .
S N0, 007768, 7 T RS R L R o
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" 'core Classification:  Supplementary data. . .

" committee's conclusions and recommendations: .
rbviewer's evaluati

“The’: Committeé  agreed with , the 're . eévalt
- The Study 'does not'satisfy G

'inte pretation of data. .




requirement 83-4 for reproductive' toxicity testing under Subpart F
of the Pesticide Assessment Guideline. ‘ '

It was not known to the Committee at thét time whether a new study
was requested. The Committee recommended that if a new study is to
be submitted, it should include measurement of cholinesterase
inhibition. g ' ' : :
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Kerry Dearfield- ‘ .
Albin Kocialski ' e ,
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