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AcTioN REQUESTED: ADDITIONAL INFORMATION ON IMPURITY-

CommenT: IN Response TO AN EPA LETTER pATED 10/3/89, THE REGISTRANT
HAS SUBMITTED AN ACUTE LETHAL DOSE STUDY AND AN AMES ASSAY BOTH
PERFORMED ON THE IMPURITY

| IN A PREVIOUS SUBMISSION BY THE REGISTRANT, IT WAS STATED THAT
THE “New” 1MpuriTY (F-6594) 1s exXPECTED TO CONVERT To A-4098. Toxicity
DATA AVALIABLE ON THIS LATTER COMPOUND INCLUDE RAT ACUTE DATA (orAL LDgg
= 1680 MG/KG FOR MALES) AND A NEGATIVE AMES AssAY (poses up To 10,000
UG/PLATE, WITH AND WITHOUT METABOLIC ACTIVATION-

THE TWO NEW STUDIES HAVE BEEN REVIEWED AND THE DRR ‘s ARE ATTACHED-

-
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IN THE ACUTE LETHAL STUDY, ONE MALE RAT WAS DOSED PER DOSE LEVEL (100,
500, 1000, 2000, or 4000 mc/kG). No DEATHS OCCURRED AT THE THREE LOWEST
DOSE LEVELS, BUT BOTH RATS DIED AT THE OTHER TWO LEVELS- ALTHOUGH THIS .
STUDY DOES NOT SATISFY THE GUIDELINE REQUIREMENTS (81-1) FOR AN ACUTE
ORAL STUDY, BUT IT DOES PROVIDE INFORMATION ABOUT A LETHAL DOSE OF F-6594
FOR COMPARISON WITH THE ACUTE ORAL DOSE OF (LDsg =

1680 MG/KG — MALES), ANOTHER IMPURITY IN METSULFURON METHYL -

IN THE AMES AssAY, IN F6594 was noT MUTAGENIC To TESTER STRAINS TA97,
TA98, TA100, or TA1535 oF Sa mONELLA TYPHIMURIUM WITH AND WITHOUT

METABOLIC ACTIVATION AT CONCENTRATIONS UP TO 500 UG/PLATE FOR EACH
STRAIN-

CONCLUSION

PROVIDED DATA HAVE BEEN SUBMITTED TO DEMONSTRATE CONVERSION OF F-6594

To A-U4098, THE LIMITED TOXICOLOGY DATA AVAILABLE DO_NOT RAISE ANY CONCERN
REGARDING MINIMAL EXPOSURE TO THE “NEW' IMPURITY. THE ACUTE LETHAL DOSE
STUDY DOES NOT FULFILL THE GUIDELINE REQUIREMENT 81-1 FOR ACUTE ORAL
EXPOSURE; IT IS CLASSIFIED AS CORE SUPPLEMENTARY AND IS NOT UPGRADEABLE-
THE AMES ASSAY DOES NOT FULFILL THE GUIDELINE REQUIREMENT 84-2(A) FOR
GENE MUTATION; IT IS CLASSIFIED AS UNACCEPTABLE, PENDING SUBMISSION OF
DATA REGARDING THE SOLUBILITY AND BaTcH numser ofF IN F6594 anp
INFORMATION FOR CONFIRMING THE GENOTYPES OF THE TESTER STRAINS-
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DATA EVALUATION REPRRT

STUDY TYPE: Sa_MONELLA/MAMMALIAN ACTIVATION TOX. CHEM. NO-: 419H
GENE MUTATION ASSAY

MID NO.. 413932-03

TEST MATRRIAL: M
(NOTE; THE TEST MATERIAL IS AN IMPURITY OF THE
HERBICIDE, METSULFURON METHYL )

SYNONYMS: IN F6594

STUDY NUMBER: MR 4581-689; H# 17,649

SPONS(R; AGRlcu_TURgL PropucTs DEPARTMENT EXPERIMENTAL STATION

TESTING FACILITY: HASKELL LABORATORY FOR Tox1coLOGY & INDUSTRIAL MEDICINE

TITLE OF REPRT: MutaceniciTy TesTine oF IN F6594 IN THE SALMONELLA
TYPHIMURIUM PLATE INCORPORATION AssAY

AUTHRS:  VincenT L. REYNOLDS

REPRT ISSUED: Fesruary 24, 1989

QUALITY ASSLRANCE: A QUALITY ASSURANCE STATEMENT WAS PROVIDED-
CONCLUSTONS: IN F6594 was NOT MUTAGENIC TO TESTER STRAINS TA97, TA9S8,

TA100, or TA1535 oF SALMONELLA TYPHIMURIUM WITH AND WITHOUT METABOLIC
ACTIVATION AT CONCENTRATIONS UP TO 500 UG/PLATE FOR EACH STRAIN-

e

CLASSIFICATION: UNACCEPTABLE, PENDING SUBMISSION OF INFORMATION ON THE
SOLUBILITY oF IN F6594.
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1.

SALMONELLA

A- MATERIALS
Test Materia: Name:  IN F6594 i} B
DESCRIPTION: WHITE SOLID, ASSUMED STABLE
BAaTcH # NoT ProVIDED; PuriTY: 91%- :

SOLVENT usep: DMSO

OTHER COMMENTS: THE TEST MATERIAL IS AN IMPURITY OF THE HERBICIDE
METSULFURON METHYL -

2- ConTrROL MATERIALS:

NecaTive: DMSO

SOLVENT/FINAL CONCENTRATION: DMSO* (Baker Lot # B02339)/7777?7?
PosiTive: NON-ACTIVATION:

SOD1UM AZIDE 2 ue/pLATE TA100, TA1535
2-N1TROFLUORENE 25 uc/PLATE TA98

I(R-191 ACRIDINE 2 uGc/PLATE TA9/

OTHER (LIST):

AcTiVATION: )

2-AMINOANTHRACENE (2-ANTHRAMINE) 1 (TA9/) UG/PLATE

2 (TA98,TA1535)uc/PLATE
USUALLY ALL STRAINS

OrHEr (LIST):

* SOLVEN% FOR SODIUM AZIDE WAS DISTILLED DEIONIZED WATER

3. Activation: S9 DERIVED FROM

_X_ArocLor 1254 X INDUCED X _RAT(MALE) _X LIVER
___ _PHENOBARBITAL ____ NON-INDUCED ___ MOUSE ____LUNG
____ NONE ___HAMSTER  __ OTHER
____ OTHER ___OTHER

THE S9 MIX coMPOSITION WAS As FoLtows: 8MM MeCLp, 33MM KCo,

S5MM aLucose-6-PHoSPHATE, 4MM NADPY, 100M1 sobiuMm PHosPHATE (pH=7.4),
1.6 M6 S-9 FracTION/1.0ML S-9 mMix. THE S-9 FracTION (SITEK RESEARCH
LaBorATORIES, RockviLLE, MD, Lot # 880809) was THE 9,000 X G SUPERNATANT

OF LIVER HOMOGENATE (1 6 WET LIVER 3-0 ML PBS). THE LIVERS WERE FROM
MALE CrL: CD®FR RATS INJECTED 1-P- 5 DAYS BEFORE SACRIFICE-

TEST ORGANISMS: S- TYPHIMURIUM STRAINS

X _TAS7  _X_TA98  _X TAIO0 __ TA102 __ TAlo4
_X_TA1535 __ TA1537 __ TA1538; LIST ANY OTHERS-

No INFORMATION WAS PROVIDED AS TO WHETHER THE TEST ORGANISMS WERE
CHECKED FOR APPROPRIATE GENETIC MARKERS OR HOW THEY WERE MAINTAINED-

TEST COMPOUND CONCENTRATIONS USED:
NON-ACTIVATED CONDITIONS: 0, 50, 75, 100, 250, 500 ue/PLATE

ActivaTep conpiTions: 0, 50, 75, 100, 250, 500 uc/PLATE




SALMONELLA
TEST PERFRMANCE
TYPE oOF _X_ STANDARD PLATE TEST
SALMONELLA ASSAY: PRE-INCUBATION (__ MINUTES)

___ "Pr1vAL” MODIFICATION (1-E., AZO
REDUCTION METHOD)

____SPOT TEST

____OTHER (DESCRIBE)

ProTOCOL: THE ASSAY WAS PERFORMED WITH AND WITHOUT A RAT LIVER
HOMOGENATE ACTIVATION SYSTEM (S-9 MIX) SIMILAR TO THE METHOD OF

Aves, ET AL., [MutaT. REs. 113, 173-215 (1983)]. PoSITIVE INDICATORS
AND NEGATIVE CONTROLS WERE INCLUDED IN ALL ASSAYS- NON-ACTIVATED
TREATMENTS WERE CONDUCTED BY ADDING 0-1 ML OF SOLVENT OR SOLUTION

OF TEST MATERIAL AND 0-1 ML OF AN OVERNIGHT CULTURE CONTAINING
APPROXIMATELY 108 BACTERIA To 2 ML oF ToP AGAR (0.6% AGAR, 0-67 NaCr,
0.-05 M1 L-H1sTIDINE, 0-05 MM BIOTIN)- THESE COMPONENTS WERE MIXED
AND POURED ON THE SURFACE OF A PLATE CONTAINING 25 ML oF Davis
MINIMAL AGAR- TREATMENTS WITH ACTIVATION WERE CONDUCTED BY ADDING
0-5 ML oF S-9 MIX TO THE BACTERIA/TEST SAMPLE/TOP AGAR AS DESCRIBED
ABOVE AND POURING THE MIXTURE ONTO A MINIMAL AGAR PLATE. REVERTANT
COLONIES WERE CQUNTED AFTER THE INDIVIDUALLY-LABELED PLATES WERE
INCUBATED AT 37°C FOR 48 HouRs-

PREL IMINARY CYTOTOXICITY ASSAY: THE CYTOTOXICITY oF IN F6594 (wITH
AND WITHOUT AN ACTIVATION SYSTEM) WAS MEASURED IN STRAIN TA98, USING
TH§ SAME PROCEDURE_AS IN THE MAIN STUDY EXCEPT THAT APPROXIMATELY
103 RATHER THAN 108 BACTERIA WERE USED PER PLATE, EXCESS HISTIDINE
WAS PRESENT, AND NO POSITIVE INDICATORS WERE TESTED- THE DOSES
TesTep were 0, 1, 5, 10, 50, 100, 500 ue/PLATE. THE AUTHOR STATED
THAT SOLUBILITY oF IN F6594 PROHIBITED DOSING ABOVE 500 UG/PLATE-.
THE RESULTS ARE PRESENTED IN TABLE 1, copy ATTACHED. IN F6594 pip
NOT EXHIBIT TOXICITY AT ANY OF THE DOSE LEVELS, WITH OR WITHOUT
ACTIVATION. THE 500 uG/PLATE DOSE WAS CHOSEN AS THE HIGHEST DOSE
FOR THE MUTAGENICITY ASSAYS-




SALMONELLA

MUTAGENICITY ASSAY : [HE MUTAGENICITY oF IN F6594 wAS EVALUATED
USING FOUR TESTER STRAINS OF SALMONELLA TYPHIMURIUM (TA97, TA9S8,
TA100 anp TA1535) AT cONCENTRATIONS OF 500 UG/PLATE AND BELOW,
SINCE THE TEST MATERIAL IS APPARENTLY NOT SOLUBLE ABOVE THIS LEVEL-
No SOLUBILITY DATA WERE PROVIDED TO SUBSTANTIATE THIS- PLATING WAS
PERFORMED IN DUPLICATE-

THE RESULTS INDICATE THAT COUNTS OF REVERTANT COLONIES FOR EACH
TESTER STRAIN TREATED WITH TEST MATERIAL WERE SIMILAR TO THE
CORRESPONDING SOLVENT CONTROLS AT THE CONCENTRATIONS TESTED, BOTH
WITH AND WITHOUT METABOLIC ACTIVATION [SEE ATTACHED TABLES -
TaLes 11 & 111 (TA1535), TaBLes IV & V (TA97), TasLes VI & VII
(TAS8), anp TaBLEs VIII & IX (TA100)]. THE STRAIN SPECIFIC CONTROL
COMPOUNDS AND THE POSITIVE CONTROL COMPOUND TO ENSURE THE EFFICACY
OF THE ACTIVATION SYSTEM GAVE THE POSITIVE RESPONSES EXPECTED-

REVIEWER'S DISCUSSION/CONCLUSION

A. THE SPONTANEOUS REVERTANT COLONIES FOR EACH OF THE FOUR TESTER
STRAINS OF SALMONELLA TYPHIMURIUM WERE WITHIN THE NORMAL RANGES OF
REVERTANTS RECOMMENDED BY AMES, ET AL- (MutaTion REs. 31, 347-364
(1975); Mutation Res. 113, 173-215 (1983). THE INFORMATION FOR

CONF IRMING THE GENOTYPES OF THESE TESTER STRAINS SHOULD BE INCLUDED-

B- THE RESPONSES OBSERVED WITH THE STRAIN SPECIFIC CONTROLS AND
THE POSITIVE CONTROL COMPOUND INDICATE THAT THE ASSAY SYSTEMS
WERE SENSITIVE ENOUGH TO DETECT REVERSE MUTATIONS UNDER THE
CONDITIONS OF THE ASSAYS-

C. THE RATIONALE USED TO DETERMINE THE MAXIMUM DOSE LEVEL TO
BE USED IN THE ASSAYS IS BASED ON THE SOLUBILITY OF THE TEST
MATERIAL- [HE REGISTRANT SHOULD PROVIDE DATA/INFORMATION TO
SUBSTANTIATE THE CHOICE oF 500 uG/PLATE DOSE AS THE MAXIMUM
SOLUBLE LEVEL «

D. SINCE NO STATISTICALLY SIGNIFICANT INCREASES IN THE NUMBER

'OF REVERTANT COLONIES FOR ANY OF THE FOUR TESTER STRAINS WERE

OBSERVED FOLLOWING EXPOSURE TO THE TEST MATERIAL, WITH AND
WITHOUT METABOLIC ACTIVATION, IT IS CONCLUDED THAT THE RESULTS
OF THE TwWo TRIALS WITH IN F6594 DO NOT SUGGEST A POSITIVE EFFECT-

E- THIS STUDY 1S CLASSIFIED AS UNACCEPTABLE PENDING SUBMISSION
OF INFORMATION ON THE SOLUBILITY AND BATCH NuMBER oF IN F6594. THE
STUDY MAY BE UPGRADED UPON RESOLUTION OF THESE ASPECTS-

g~
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DATA EVALUATION REPRT

STUDY TYPE: Acute oraL LDsp - RATS TOX CHEM NO. 419H
ACCESSIONAR ID NO.; 413932-02

SYNONYMS:  IN F6594

STUDY NUMBER: Mepica. ResearcH # 4581-689; Hasker # 17,649; ReporT # 96-89
SPONS@R:  DuPont _

TESTING FACILITY: HaskeL LaBorATORY FOR ToxicoLocYy AND INDUSTRIAL MEDICINE

TITLE OF REPRT: AprproximaTeE LETHAL Dose oF IN F6594 1n RATS
AUTHRS: JoHN W. SARVER

REPRT ISSUED: Fesruary 21, 1989; Revisep Fesruary 19, 1990

QUALITY ASSIRANCE: A QUALITY ASSURANCE STATEMENT WAS PROVIDED-

CONCLUSIONS:  No LD5p VALUE FOR THE IMPURITY WAS DETERMINED- UNDER
THE CONDITIONS OF THE STUDY, THE LOWEST LETHAL DoSE wAs 2000 Mc/kG-

CLASSIFICATION CoRE SUPPLEMENTARY, NOT UPGRADEABLE-
TOXICITY CATEGRY:
A. MATRRIALS;

1. Test CompounD: IN F6594
BATCH # NOT PROVIDED
DESCRIPTION: WHITE SOLID
PuriTY: APPROXIMATELY 917
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2- TesT ANIMALS:
SPECIES: RAT
Strain:  Cru: CD®RR
AGE: 8 WEEKS oLD
WEIGHT: 243-276 GRAMS

Source: CHARLES R1VER BReeDING LABORATORIES, NC

Stuby DesieN: ONE MALE RAT PER DOSE GROUP WAS ADMINISTERED (GAVAGE)
THE TEST MATERIAL SUSPENDED IN MAZoLA® CORN OIL IN SINGLE Dosts ofF 100,
500, 1000, 2000, or 4000 mc/kec (DOSE VOLUME VARIED WITH DOSE). FEw
ANIMALS WERE USED DUE TO THE LIMITED SUPPLY OF TEST MATERIAL, WHICH IS
AN IMPURITY IN THE HERBICIDE METSULFURON METHYL- ALL ANIMALS WERE
OBSERVED FOR CLINICAL SIGNS OF TOXICITY FOLLOWING DOSING AND DAILY
THEREAFTER UNTIL SIGNS SUBSIDED, AND THEN 3 TIMES PER WEEK UNTIL DAY 15.

REsuts: No DEATHS OCCURRED AT THE 100, 500, or 1000 Mc/KG DOSE LEVELS-
BoTH OF THE ANIMALS AT THE TWO HIGHEST DOSE LEVELS DIED-

CONCLUSION  THIS STUDY DOES NOT SATISFY THE GUIDELINE REQUIREMENTS (81-1)

FOR AN ACUTE ORAL STUDY, BUT IT DOES PROVIDE INFORMATION ABOUT A LETHAL
DOSE FOR COMPARISON WITH THE ACUTE ORAL DOSE OF

_I LDsg =
1680 Mc/KG — MALES), ANOTHER IMPURITY IN METSULFURON METHYL: IT IS TO
BE NOTED THAT THE TEST MATERIAL IS AN IMPURITY OF METSULFURON METHYL ;

THEREFORE, THIS STUDY IS NOT A DATA REQUIREMENT, AS SUCH-

THIS STUDY IS CLASSIFIED SUPPLEMENTARY, NOT UPGRADEABLE-
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Page is not included in this copy.

Pages 2‘ through /“7 are not included in this copy.

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 product 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
_ZL FIFRA 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.




