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CONCLUSIONS:

The anaerobic aquatic metabolism study is not acceptable to meet Subdivi-
sion N Data Requirement for the following reasons:

The metabolite (degradate [12]), which reached a maximum concentration

of 52% of applied radiocactivity by day 360 posttreatment, was only

;entagively'identified. The identity of this metabolite must be con-
irmed.

The registrant must satisfactorily address the deficiency above for the
study to fulfill the data requirement. If the registrant does not address
the above deficiency, a new anaerobic metabolism study is required to ful-
£ill the data requirement. :

This study covered both the aniline and the pyrimidine labelled XRD-498.
However, the data was so similar that it is treated as one set of data.
The XRD-498 labelled materials had a half-live of 183 days when applied to
clay soil at 26°C and 75% of 1/3 bar moisture. There was one anaerobic
metabolite which was greater than 10% of applied radioactivity and/or 0.01
me. The metabolite was tentatively identified as {N-(Z,S-difluorophenzl)-
»9,6,7-tetrahydro-5-hydroxy-5-methyl-(1,2,4)triazolo(1l,5-a)pyrimidine-2-
sulfonamide] (See Table VI). No anaerobic half-life for the metabolite was
calculated due to the continued formation up to 360 days posttreatment.
Under aerobic conditions this metabolite exhibited a half-life of 2 days in
comparison to an aerobic soil metabolism half-life of =80 for XRD-498,.
Therefore, XRD-498 under anaerobic¢c conditions appears to be persistent.

ER METHO |
Test Material: XRD-498-%C labelled in the 5" position of the pyrimi-

dine with a specific activity 10.9 mCi/mmole and la-
belled uniformly in the aniline ring with a specific
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activity of 28.0 mCi/mmol. The radiochemical purity
was 99%.

Standards: Standards were prepared from a 99.7% pure batch.

Stock Solution: The appropriate aliquot of }*C-XRD-498 in acetone was
delivered to 0.005 N NaOH solution and the acetone
evaporated under a stream of N, gas. Spiking solution
were prepared such that a 500 uL aliquot or 250 upL ali-
quot delivered to 50 gms of soil resulted in an appli-
cation of 0.2 ppm.

After analysis, the actual rates of agplication were
found to be 0.18, 0.22, 0.19, and 0.20 ppm for the
pyrimidine W, pyrimidine W,;, aniline W, and aniline
W;; samples, respectively

Soil: See Table 1

Sampling: 0, day 30, day 60, day 180, and day 360.
Test System: See Figure 2
METHODOLOGY :

Sediment was separated from water at the time of study initiation, by
decantation of water following sediment settling. Samples of sediment
were analyzed for air dr{ and oven dry moisture content. Biometer flasks
(see Figure 2) received 100 mL water + 50 gms. sediment. Additionally, the
repeat study (W;;) received 0.5 gms finely ground alfalfa per reaction
flask to serve as a carbon source for micobial oxidation z;nhancin micro-
bial activity will reduce the redox potential). The biometer flasks were
held in a dark incubator at =25°C for 8 days grior to spiking of test
material for the initial test (W); while in the repeat study a 32 day
incubation period was allowed to enhance microbial activity.

One hundred mL of 0.2N NaOH was added to the volatile reservoir at the time
of sample spiking. Aliquots of test solution were delivered to the surface
water of each flask. A sweep of N, gas was delivered to the water surface
. to distribute the test material and to flush the headspace in each biometer
flask. Each flask was then sealed and returned to incubators where they
were maintained in the dark until sacrificed.

At each sampling interval, dissolved 0, and pH (W;; samples) of the water
phase was measured and the color of the sediment ﬁhase was noted. Caustic
trapping solution was recovered and analyzed for *! Sediment and water
were transferred to 250 mL volume, capped, tared centrifuged tubes. The
sediment was then separated from water by centrifugation at =4000 rpm for
=30 minutes. The water phase was decanted into a 50 mL plastic bottle.
The sediment + entrained water was retained in the centrifuge tubes.

Sample intervals were at 0, 30, 60, 180, and 360 days posttreatment.

Extractions of sediment samples were determined manually and robotically
usin% acidified acetone (acetone/acetic acid/water 18:1:1 v/v/v). Approxi-
mately 15 g samples of moist soil were weighed into centrifuge tubes to
which 15 mL of acidified acetone solution was added. These were centri-
fuged for 21 hour at low setting. The samples were then centrifuged at
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1600 rpm and the water decanted to 50 mL volumetric flasks. Extractions
with 15 mL aliquots of acidified acetone was repeated twice and the centri-
fuged extracts were decanted and combined with previous fractions. Ali-
uots of these extractions were used for LSC and HPLC/fractional LSC.

Non-extractfble bound residues were determined by combustion and trappin
of evolved ‘Cozg Triplicate determinations were performed. Approximately
1 g samples of the extracted sediment were weighed on to a gﬁass boat for
combustion. The CO, was trapped in a scintillation vial. C activity was
determined by LSC. ,

DATA SUMMARY:

Distribution of applied !*C for any sampling interval was no different for
14c-aniline -and *C-pyrimidine-XRD-498. A calculated half-1life of 183 days
for XRD-498 was reported (See Table VI). One metabolite, [N-(2,6-difluoro-
phenyl)-4,5,6,7-tetrahydro-5-hydroxy-5-methyl-(1,2,4)triazolo(1,5-a)pyrimi-
dine-2-sulfonamide], was addressed which reached a maximum concentration of
52% of applied radioactivity at termination of test period (day 360 post-
treatment). Total radioactivity associated with other geaks average =<4% of
,appliedfradioactivit{ at any sampling interval. The half-1life for the
major degradate (called degradate [12] tentatively identified above) was
not dﬁtermined since no decline within the 360 day test period was ob-
served. ~

Volatilization was minimal in the strongly anaerobic system. The average
activity in the caustic traps was =<3% of applied radioactivity for any
sampling interval. Average bound residue increased from 7% to 15% of

- applied radioactivity over 180 days and a decline to 11% of applied radio-

activity by 360 days (see Table VI). Recovery of applied mass average 96 *

9% for all treatment and sample intervals,

COMMENTS : .

1. The half-life of XRD-498 was estimated through modeling data for aver-
afevrecOVery of applied '*C-XRD-498 with time (Table VI) (an apparent
first order decay). The data was subjected to simulation modeling

“‘using SimuSolv software. The model accounted for 84% of the variation
in average values of XRD-498 observed. A half-life of 187 days for XRD-
498 was determined.

_Data for average recovery of agplied ¢ within time were subjected to
more extensive simulation modeling using SimuSolv software. First
order rates were assumed for both the parent and major degradate. This
model accounted for 94% of the variation in data for XRD-498 and 98% of
the variation in data for the degradate. The half-life was calculated
to be 183 days for XRD-498.

2. Two studies were addressed in the submission. The weakly anaerobic
: study was used only for comparison of data. The confirmed study (stro-
ngly anaerobic) was used for the fulfillment of the data requirement.

3. The major metabolite, which reached 52% of applied by day 360 post-
treatment, was only tentatively identified.

4. Based on the aniline and pyrimidine labelled XRD-498 exhibiting no dif-
ference (within analytical variability) the two were averaged and one
half-life calculated.
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. 5. Storage stability data indicated that there was little effect of stor-
age on the distribution of radiocarbon (see Appendix K) in water and
sediment samples.

6. The correlation coefficients reported for the first order anaerobic
half-lives were 0.83 and 0.93.

7. The redox potential data was not furnished.
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Page is not included in this copy.

Pages fS/ through 4;E3 are not included.

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 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.
::;Z?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.




