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OFFICE OF
[.1}"‘[\,10;" }.TDH:" PESTICIDES AND TOXIC SUSSTANCES
SUBJECT: Appiiraticas for Pesticide Registrations for the
Nonszle.tive Foliar Systemic Herbicides, SC-0224 4-LC
and S<-2°%4 Concentrate, for Weed Control in Non Food
Acco nreas. Trimethylsulfonium carboxymethylamino-
iz Liyilphosphonate. R-50224. CASWELL #893C.
nocession !'os. 250544, 250545, 250547, 250548, 260508.
TO: #okert Tavlor, PM 25
- P2gistration Division (TS-767)
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FROM: 8rian Demerti, Ph.D. ég/pumq
review Section #1
Toxicology 3ranch/HED (TS-769)

THRU : Rovert B. .‘ueger, Section Head d/{ .
Review Sect.on #1 ,{ :2/7/54/r4/4/
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Toxicology Eranch/HED (TS-769)

Aoplicant+ Stauffer Chemical Company
{ 1200 3. 47th Street
Richmond, California 94804

stauffer Chemic:l Company requests pesticide registration for
SC-0224 and SC-0224 4-LC, non-selective foliar systemic herbicides,
for wee' ~ontro” ‘- non-crop areas.

Re.ommendations:

Pesticide registrations for weed control in non food crop areas
for the herbicides SC-0224 and SC-0224 4-LC are supported by available
toxicity data. See the February 8, 1984 review by Dr. R. A. Gessert
and Dr. John Chen on experimental use permits for SC-0224 LC, CASWVWELL
#893C.

Deficiencies identified in the above review have been satisfied.
Specifically, these include: 1) Information regarding eight mutagenicity
studies {identified in Section 2, A-F of the Review Recommendations).
Supplementary information submitted by Stauffer in response to the
indicated mutagenicity deficiencies has been reviewed and appraised
acceptable by Dr. John Chen (3/4/86 review of Dr. Chen); 2) Individual
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animal data requested in support of the acute dermal toxicity study.
Review of this information supports the classification of core minimum
as indicated; and 3) Information requested as to dosage used in the

the teratology study. Stauffer has affirmed that the dosages contained
in the original report were based on, or expressed in terms of, the
actual amount of active ingredient. It is recommended that the core
rating for this study be upgraded from supplementary to guideline.
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-eries of the Registrant's desronse to tne “revious 13 Review Jomments Soncerning

The Tollowine intagenicily Studies with 5C-022k (T3 Loro "2/678k Rolend i, Jessert)

1. iutagenicity Zvaluation of R=-50224 in Sex-iinked Recessive Lethal Test in
Croscphila celanozaster
Litton Bionetics Inc, rroject No. 22159, June 13, 1952

aszistrant's Resconse:
1) In both of these studies neles ware collected froz the strain Cregon-2
which is zaintained in our laboratory and exarined visuzlly for any signs
of spontaneous therotyoic matationse

2) 5tandard procedure in this laboratory is to complete the scoring of the
Fo generation within 20 days of the date of tne F} cross. In the fruit
fly, the elapsed tire for a new generation is 15 days at 20’ C and no less
than 10 days at 25°C, the normal teomperaturs range of our laboratory
(Dererc, k; B.F. Kaufmann, Drosophila 2uide, Acedemic Fress, 1978.).

sevigwer's Corrments:

Resistrant has vrovided the jnformation nreviously requested.

facomzendation:

This study is upgraded to accantable.

2, :satagenicity Zvaluation of $C-0224 in Bone Larrow Cytogenetic Analysis in Rats
S+auffer Cnemical Co. Rerort No. To10884, Ssctewber, 1982

Zepistrent's Responss:

Jone carrov was asoirated to Hank's Balanced Salt Solutiom, centrifused

at aporoximately 700 rom for 10 minutes to vellet the cells which were
then resusgscended in the drop of remaining redium to breek up the clumpse.
Three to five milliliters of 0.75 M K1 prewarmed to 37 G was slowly added
to the cells. The cells Were cantrifuzed for 10 minutes at 700 »pm, the
supernatant discarded, and the vellet resuspended in a drop of residual
XCl. Carnoy's fixative (3-5 ml) was edded to the cells while they vere
kept suspended by continuous gentle agitation. After 30 minutes at room
tenrerature the fixative was replaced by 3=5 ml of fresh Carnoy's. Cells
in Pixative were stored in the refrigerator at 4 o overnight. In the
morning, cells were resusocended in 0.05 ml of fresh Carnoy's. This
susvension was drooped onto cleen, dry microscope slides; the cells vore
spread by blowing on the slide and allowad to air dry overnizht. In our
experisnce this procedure yields prevarations sucerior to those made by
droooing sWwollen cells onto chilled wet siides and"fixing" them by flaming.

Reviewer's Corrants:

’he provided orocedures for the oreparation of chrozosore slides in this
study are considerad adequate and acceptable.

Iacomrandation:

This study is upgraded to accentable,
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3, rutazenicity Zvaluation of 20=2224 in Salmonalla tychirurium., Anes Salmonella/
icrosomal Kutagenesis Assay
Stauffer Onemical oo, Re-ort No, T-10847, January 19, 1982

Recistrant's Resvonse:

1) The rutrient broth used in this study was Oxoid Jutrient 3roih No. 2.
™he gelective plates consistad of Vogel-Bonner medium 3 with 2% zlucose
and 1.5% 3acto-difco agar. Bacteria were added to this in overlay agar
containing J.5% Xall, 0.05 =. L-Eistidine and 0.05 ril Biotin.

2) The reviewer is correct, The fact that the slight incresse wes not

reveated by additional trials led to the conclusion reported on Pase 3

of the report: "R=30224 is not mutagenic in the ires Salronella/Microsomal

assay when tested directly or in the presence of an Aroclor 1254 or

shenobarbital induced rat or mouse liver S<9 metabolic activation systenm ". "
Tre critaria by which this conclusion was reacned are stated on vages 12
and 1% of the raports, .

Reviewer's Comments:

The rezistrant's response to the two deficlencies cited in the previous
T35 review of this study is acceotable.

Recomrmendation:

This study is upgraded to acceotable,

L, utazenicity Svaluation of 5300224 in Salmonella typhirmurium. imes Salronella/ //
~icrosozal lutazenesis Assay /
Stauffer Cnerical Jo. Reror: No. T-11070 /

14

aristrant's Response:

S20

See the resjonse indicated in the -revious study (Rerort No. T-12847).

Raviavwaer's Cocxents:

See the co=ments indicated in the previous study (leport Xo. 7-10847).

Recomzendation:

7his study is upcraded to =accevoiable.

2, $3-3224 lutacenicity Tvaluation in ihe Chinese Hamster Ovary Jytozenetic Assay
(Lot #6201 58-3), Stauffer Chemical Co. Rewort No, T-10875. July 6, 1982 -

Regisirant’s Resconse:

1) The conditions required to obtain wWall-spread, high-guality retaphases
vary from cell type to cell type in our axoarience and are best determined
ompirically for the cell type baing used. 2s5lls used in these excerimenis
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ware in hyvotonic mediux (2.2375 2 X31 at ambisnt roox tamparatura

(2ooroxizately 21" 3) for ten -inutes and then collecied by centrifuzatiom

for 5 minutes at 530 rom, 7serefore, total time in hyrotonic was sbout

12 =inutes {3 minutes for the centrifuze to dacelerata sni stop). This

srgcedure nrovides adequate nuzbers of wellespread chromosores.

Cails were fixed with three changes of 3:1 nethanol:glyciel acetic acid

(tne iast refri-erated at K 3 ovarnight), =2nd the swollsn, fixed cells

dropred onto clean, dry slides at a=mbisnt room temseraiure and air dried.

.8 *ind this nrocadura to visld srasarations as zood as those obtainad

by drovping cells on%to chilled, wet slides with subsequent "fixing" by

filaminc.

2) The oxvosure without 5-9 aet votion was for 13 hours; that with

an S=9 syster included was 2 hourse
Reviewar's Comzents:

The providad information conzarninz the srscaration of chrozsore slides : -

end the exposure time for this study are adequate and azcantablo. .
Recomrrendation:

™his study is upgraded to nccentable.

5, 5C=022h }utazenicity 3valustion in the Shinese - nzstor Ovary Tytojenetic fssay -
Lot J7466-1801). Staatfor Cnamical Jo Aesort Mo, T-10375. Jaly 22, 2792 o
gl 1 .

Registrant's Resconss:

Sea the resvonse indicated in the previous study (Report No. T=10875; Lot

#6841 .48-3). )
Aeviever's Corments:

Ses the cor-snits ‘indicated in ths orevious stuldy (I2rori No. T=10875; Lot

#6841 .48.3) .
Recommendation: .

This study is upgreded %o accaptable,.

g

7. SC=0224 Mutagenicity Eveluation in House 1ymphoma rulitiole Zndooint Test - -
Forvard Mutetion Assay (Lot 77269-10 snd 7 8l _48-3). stauffer Chemical Co. e
Study No. T-10343, February 8, 1982 ’

7
Rezistrani's Resvonse:
mable 4 is 1abeled correctly. It aresents data gatherad from an activation
study in which a second samole of R-50224 was tested for comparison with result
from 2 other trials (Tables: 2, sctivation; 3, activation) using a different
sample. Nomeactivation +ggts were also conducted, These data are also
presented in Table 2 (non-activation) and 5 (non-activation).
. .~ ‘/
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Reviewer's Comrents:

The provided explanation for the data presented in Table L i3 jastified.

Recozrendacvion: . e

Tois study is upgraded to accevntables

8. 5C-022k Morphalogical Transformation of Balb/3T Gells (Lot {#7259-10)
Stauffer Chemical Co. Revort No. T-10849, January L, 1982

Registrant!s Response:

Dishes (Fetri plates) were used in toxicity assay and T-25 flasks for the ,
transformation assay. T=-25 flasks were used for all studies. These T
culture vessels are incubated at 37°C in a humdified 5% C32 in air - ;/

stmosohere, CCp is automatically injected into the incubator when levels
faly below 5%. Checks are made daily with a Fyrite C02 monitoring device
to confire that the COs sensors are working accurately. Caos on Twe25
flasks were open slichtly during incubation to sermit free gas exchange.
Transformetion assays are all incubated in a desiznated incubator.

Raviewer's Comments: P

The provided information concerning the specific culture flaske and
the huridified 5% CO, incubater for this 3a1b/31 colls trensformation
study are adequate.

Recommendation:

This study is upgraded to escceptable.

WH/{ choe”
Jorm Chen

Revievwer

Section #1 T
TB/ZED e
2,486 '
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3/7/86

Memorandum To Caswell File # 893C, Re: SC-0224 and SC-0224 4-1.C

Review of the registrant's information submitted in response

to the previous toxicology review concerning the acute dermal
toxicity of SC-0224 technical in Stauffland albino rabbits/T-11185
{see February 8, 1984 review by Drs. Gessert and Chen)

Stauffer Chemical Company has submitted individual animal necropsy
data (accession no. 260508) for review as the means of satisfying

the requirements for upgrading the core rating, as suggested in the
Branch review. Inspection of this necropsy data does not disclose
any finding that would preclude updating the study to core minimum.

Recommendation: Change study rating to Core Minimam

With respect to the previcus Toxicology review concerning the tera-—
tology study in CD rats with SC-0224/T-11050, Stauffer has affirmed
that the dosages contained in the original report were expressed in
terms of the actual amount of active ingredient used.

Recamendation: Upgrade core rating from Supplementary to Guideline

A vt DbminZ

Brian Dementi, Ph.D.
Review Section 1




