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Section 18 - Specific Emergency Z:emption for the Use of Monitor (0,S-Dimethyl
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Emergency Resporse Section, RD, 1S-767

THRU:  Dr. Adrian Gross, Chief / //w(zﬁ,’h @{,{ti"‘(fu A Aﬂ W”“‘%M

Toxicology Branch (TS-769),ﬁw-¢‘”'

Discussion

2 specific emergency exempiicn for the use of Monitor on celery tq centrol
jezfainers is requestzd by tiic state of Florida.

The actual product prcposed for us age is Moniter 4,‘40% of which is the .
active ingredient. .
The proposed rate of application is 1-2 pints of Maonitor 4facre. Applica- .

tions are to be made at 7-day intervals with a maximum of 5 applicatiens
ornte aporoximately 6,500 acres durina the growing season of June, 1979 tc
June, 1980. The inierval between treatirent and harvest will be 21 days.

 The inert ingredients are cleared under CFR 180.1001(6).

The requested residue tolerance is 2 ppm in or on celery. In & previous

remo by D. Ritter, TCX, on PP#6E1794 (2/24/77), this tolerance was .
diszpproved on the basis that +=- *henretical ADI was exceeded and oncogenic
potential was not fully de<inest - owever, in a subsequent memo by Ritter on
PPEREITS4 (8/24/77), it was conciuded that this tolerance could be approved
according to reasons supplanting objections in the 2/24/77 memo and that .
this usage of Monitor would not posc an undue hazard to human health. The -
presant Section 18 exemption reguest previously has been granted, based on

the recommendation in the 3/24/77 Ritter memo, per additional memos by

Ritter (1/12/78 and 2/8/78}.

Tclerances previously established for Monitor under CFR 180.315 include
1 pon in or on brocceli, brussels sprouts, cabbage, cauliflower, cucumbers,

. eqaplant, lettuce, peppers and tomatoes; 0.5 ppm in or on melons; 0.1 ppm ‘
in or on cottonseed and potatoes. Furthermore, tolerances granted for .
acephate (Orthene) urder CFR 180.108 included the stipulation that no more .
than 1 ppm of the residue in each of the following vegetables can be
Monitor, a metabolits of acephate: celery, head lettuce, bell peppers,
and beans.
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Prev1ously, the propased section 18 has been approved by CHM, contingent
on provisions described in a memo by K.D. Perfetti, 1/9/78. Included

in the Ferfetti memo is the requiverent that acennate is not te be used
with Monitor in the same season.

. Tox1c1ty data previously submitted in support of Lalerancn petitions for
~ Menitor include the following:

"Acute Oral LDSO (rat)d 95% Technical 15.6 mg/ka (M)
: 13.0 mg/kg (F)
75% Technical 21.0 mg/ka (M)
18.9 mg/ka (F)
90-day Feeding (rat)é . 75% Technical NEL (erythrocyte cho-
! linesterase) = 0.3 - 1.0 ppw
'90-day Feeding (dog)3 75% Technicai MEL not determined due to -
variability in cholinestes
rase assays ) .
90-day Feeding (dog)b Technical NEL (cho:inesterase) =
3 ppm. :
90-day Feeding (dog)P Technical NEL (cholinesierase) =
: 1.5 ppm.
ﬂ 99-day Feeding (rat)b Technical NEL (erythrocyte che-
o « linesterase) = 2 ppm..
2-yaar Feeding (rat)a 97% Technical NEL (systemic) = 10 ppm; -
. . . no oncogenicity
- 2-year Feeding (dog)? 97% Technical NEL (systemic) = 10 ppm
3-generation Reproduction
(rat)a 75% Technical NEL = 10 ppm
Delayed Neurotoxicity (hen)? 75% ~echrnical Negative at LD50 (27
- ma/kg)
Teratology (rabbit)C - Technical Negative at 1 mg/kg/day
21-day (maximum) oral )
cholinesterase (human)d 1:4 {Monitor: Negative at 0.1 mg/kg/day '
Orthene) .
1:9 Monitor: Negative at 0.2 mg/kg/day
Orthane)

a) Review by M. Quaife, 10/28/70, FT#0F0956.

b) Review by D. Ritter, 9/16/75, PP#SF1571.

c) Review by J. Doherty, 4/10/78, 2:7. No.33125-280. L
d) Review by M. Quaife, i/14/77, PP=3F1680. Q
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Morizor currently is not an RPAR chemical. However, in the teratology
study reviewed by J. Doherty (see above), 2/63 pups had club hand, a
teratologic malformation, on expcsure to the highest dosage level of

3 mg/<g/day. Ho pups in the untreated control and the 1 mg/kg/day groups
exhitited club hand. ‘

Existing toxitity data described above, excluding studies reviewed by .
Ritter, were obtained by Industrial Bio-Test Laboratories, Inc. aznd are

adequate pending validation by the registrant.

The TMRC of 0.1483 mg/day/1.5 kg computed in the accompanyina printout
is based on the following information from the review of M. Quaife,
10/28/70, PP#0F-0956. A 10 ppm systemic NEL in a 2-year chronic feeding
st dy in dogs was determined. and, although a cholinesterase NEL could . .
not he definitely established in Q_QQ;ggx_subggn;g_fggding_siudy in dogs,

§~ was concluded that 1/10 of the lowest feeding level (1 ppm) in this
subacute study weuld provide an ADI equal to that obtained by using a v
,00-fold safety factor with the 10 ppm NEL in the chronic study. - In
effect;therefore, the ADI.in the attached printout is calculated by

_SSEEEiEQ_ﬁéﬁ_lQEm,§ubacute ChoTinesterasc "NEL" with the 10 ppe chronic . °
systemic throuah the use of appropriate satety factars. However, .
cholinesterase activity was not determined in the chronic Z2-year feeding .
studies submitted with PP#OF0956. Rggarﬁjpg_ghp]ipggtgrgsefjnhibiting .
organophosphates such as Monitor, the KDT is ordinarily calculated frem .
choTinesterase, data obtained from 2-year chronic feeding studies and a_

10-fold safety factor. Cholinesterase data from 90-day subacute studies

are used to calculate the PADI based on a safety factor_of 200.

———a e = .

Predicated on the above information, tolerances currently established for
Monitor under CF2 180.315 and CER 180.708 use up 97.86% of the ADI.
Subsequently submitted S0-day subacute studiss reviewed by D. Ritter
(9/15/75, PP£5F1571) indicate cholinesterase HELs as high as 3 ppm in the,
dog and 2 ppm in the rat. However, because of the lack of cholinesterase
data from 2-year chronic studies, these NELs are not being considered im
the ADI calculation.

A

As a policy, tolerances for cholinesterase-inhibiting pesticides are not
jssued at levels higher than the clearly demonstrated MEL for this activity,
thus assuring the absence of an acute hazard. A tolerance of 1 ppm in ar on
celery is currently in effect under CFR 18n.108. it is reconmended that

the requested Section 18 usage of Monitor at 2 ppm , which excesds the 1 ppm
.NOEL used to compute the ADI, not be approved.

A toxicity data requirement still outstanding is a second oncogenicity study
(memo by D. Ritter, 2/22/77, PP#6E1794). “

Conclusions oﬁ mutagenicity testing requirements should be deferred until
Agency policy is promulgated.
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Ambush (Permethrin) aione has provided adequate control of leafminers

on celery since approval for use under a Scction 18 exemption in

January, 1978. However, as stated in the present request, insects
(including leafminers) have shown capability to build resistance to
insecticides applicd as single scurce of control instead of in combina-
tion with other jnsecticides. A aajor purpose of the present Section 18
request, therefore, is-to allow the use of Moniter 4 in conjunction with
Ambush to prevent increased resistance of leafminers to the latter ¢ npound.

The validity of the overall toxicity data base for Monitor is currently
pending, but, taking into consideration the urgency of the request, it is
conclude9 that the present Sectiun 18 specific emerdency exemption can be
approves{ However, this approval is contingent on reducing the proposed
tolerance of 2 ppm to 1 ppm which equates to the level established under
CFR 180.108 and the cholinesterase NEL used to calculate the ADI.
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published 1dolerances
CROF | Tolerance Fodd Factor mg/day /1.5%z J '
2 pseesi-it3oy ARl G-t i H153 i
nrussel sprouls( zu) 1.000 0.03 - 9,000485 3
ST IR SR < ettt 2 e i———0s 74 —0-01184 f
Cauliflower{ 27) 1.0090 0.G7 0.00107 {
OISO S, in::..'_;i;:;};.}-(.__.ﬁ.(;}._'_..’._-l—.giiil_—-——-———-‘:‘-r—'v'{;-——-—-—————‘}—.—(}-]_-{)a PSNINNI Ny ®
gggolant( 53) 1.000 3.03 0.00045
B e L L Tried 37 a3 12 a
elons{ 92 4.5920 2,99 0,01502 §
2ot ronseed{—rt o405 315 63922 o
potatoas(127) , §.10¢ 5.43 3,00314
Colapg {2 —3=300 A IE— T R £
Lettuce( 34) 1.009 1.31 ¢.01962 5
pesrsatetIT) A a2 g1 F
Beans( 9Y  1.003 2.64 0,03050 oo
Pl . APURC . s apI . |
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*The basis for this_ADI calculation _n@y_t;g_joun_g_jn”;hg_ review of
M. Quaife, 10/287707?'?530'“@956. The above NOEL and SF essentially
were obtained by couating a 1 ppm cholinesterase NOEL in a 90-day _ . ___
<ubacute study in ¢ dogs with a 10 ppm systemic HOEL in a 2-year
chronic study in dogs through the usc of agp_ljgp.ﬁﬁ‘_glt;e___ga__f.gty_fgc“tpgs__._____
**Tglerances contributed by Menitor E_z_a_mﬁg’_cgbg}j_tg__of _acephate o
under CFR 180.108. T




