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Summary of Study Findings:

The amended ECM report, MRID No. 50086001, addressed the following deficiency identified
in the original DER:

1. The determination of the LOQ and LOD were not based on scientifically acceptable
procedures.

The amended report provided additional detail:
Limit of Quantification (LOQ) and Limit of Detection (LOD). The LOQ was defined as
the lowest fortification level successfully tested. The LOQ for Diflufenzopyr (BAS 654
H), M1, M2, M6 and M9 in water matrices was 0.5 μg/kg (ppb). The LOD in water
matrices was set at 0.1 ppb, which was 20% of the defined LOQ. The LOD is defined as
the absolute amount of analyte injected (0.004 ng) into the LC-MS/MS when the lowest
calibration standard was analyzed (0.100 pg/μL) for all analytes.

The DER response letter additionally addressed the following deficiencies:

2. For the ECM, mean recoveries of M2 in surface water were <70% at the LOQ and
10xLOQ.

The registrant cites OCSPP 850.6100 (d)(2)(iii) to argue that the average M2 surface
water recoveries of 65% and 67/68%, coupled with low relative standard deviations (5.2
to 12.6%), should not impact the acceptability of the study. OCSPP 850.6100 sets
criteria of 70 to 120% recovery and a relative standard deviation of ±20%. Section
(d)(2)(iii) states:

“The Agency recognizes that some methods may not be able to meet these precision objectives. 
The Agency will review the results of those methods to determine their significance on the 
acceptability of the ECM. Methods will not be rejected outright for failure to comply with each 
and every aspect of the data quality objectives but will be reviewed on a case-by-case basis to 
determine their suitability by science reviewers and chemists in the Agency.” 

The original DER appropriately notes the low recovery for M2 as a study deficiency. 
While the accompanying memo stated that the method was not acceptable for M2, the 
method is considered adequate for EFED’s use and no additional data for M2 are 
requested at this time.

3. The sponsor did not specify that the ground water used in the ILV was either an
equivalent, or more difficult, analytical sample condition as the surface water used in the
ECM.

The registrant states that well water was used for the ILV because it satisfies the EU
requirement to perform ILVs using drinking water. Addressing ILV procedures, OCSPP
850.6100 (e)(3)(ii) states that:
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For a given sample matrix, the registrant should select the most difficult analytical sample condition
from the study (e.g., high organic content versus low organic content in a soil matrix) to analyze from 
the study to demonstrate how well the method performs.

Therefore, this remains a study deficiency.

4. Linearity coefficients were < 0.995 for some of the ECM calibrations and most of the
ILV calibrations.

The registrant notes that all linearity coefficients were >0.990 (r2 > 0.9800) and that
OCSPP 850.6100 does not include minimum standards for linearity coefficients. The
reviewer agrees that the reported linearity coefficients in this case should not impact the
acceptability of the study.

Study Limitations: Remaining deficiencies are listed in Section IV, pages 10-11 of the original 
DER.

Study Classification: Based on the amended ECM and DER response letter, the diflufenzopyr 
ECM/ILV in water is now classified as fully acceptable.
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D) 20%) at the stated 

According to the ILV study authors, this change was “made at the sponsor’s request” and 
was “documented in Protocol Amendment 1” (p. 20). Additionally, the ILV study autho

not always 0.995 in the ECM and was usually <0.995 in the ILV (see 



The ECM study authors noted that interferences “can be alleviated by modifying the LC
ent before GLP analysis” (p. 26). Matrix matched standards were not required.






