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DATA EVACATRN

CHEMICAL:

Chemical name: 3,6-bis (2-chlorophenyl)-1,2,4,5-tetrazine

Common name:; clofentezine

trade name: same | c

structure: @ _ﬁ\____@
N

CAS #: 74115-24-5

Shaughnessy #: 125501

TEST MATERTAL: n.a.

STUDY/ACTION TYPE: supplement to fish biocaccumilation study
STUDY IDENTTFICATIQON:

Arnold, D.J. and Newby, S.E. W78 CLOFFNTEZINE: Bioconcentration of

clof ine in BIi i1l Sunfish: Analysis of i ivi in Fish Ti
(Supplement to Original Report) performed by Schering Agrochemicals
Limited, Essex, England. sponsored by Nor-Am Chemical Company, Wilmington,
DE. dated 1/5/88, received EPA 1/12/88, under Acc.# 404679-12.

REVIFWFD BY:
Typed Name: E. Brinson Conerly - S % @«,\_Q_,\%/ <’_/27/&?
u » ..

Title: Chemist, Review Secti
Organization: FEAB/HED/OPP <7

.

APPROVFED BY: ﬂ
(
Typed Name: Emil Regelman
Title: Supervisory Chemist, Review Section 3
-Organization: EAB/HED/OPP
. APR 28 1988
QONCLUSICNS

EAB cannot review this material without a response to our previous review
(EBC 1/27/88) which indicates the need for further information pertinent to
the present study and the one discussed at that time. This supplement
should be resulmitted to EAB when the response is received.

RECOMMENDATTONS & none at this time

AR

6120



BACKGROUND: see attached previous review. The questions it raises must
be answered before the entire study, including the present
supplement, can be evaluated.

DISCUSSICON OF INDIVIDUAIL, TESTS COR STUDIES: n.a.
COMPLETTON OF ONE-LINFR: n.a.

CBI APPFNDIX: n.a.



JAN 27 1988

To: Nennis Edwards
Product Manager 12
Registration Division (TS 767C)

From: Fmil Regelman, Supervisory Chemist
Review Section #3
Fxposure Assessment Branch
Hazard Fvaluation Division (TS 769C)

Thru: Pl *, Schivda, Chief %«é/g,—%rz——

Fyposure Assessment Branch/HED (TS 76QCH

Attached, please find the FAB review of...

Reg. 'File #: 45639-EUP-GG

Chemical Name: Clofentezine

Type Product: Acaricide

Product Name: 2Amnllo SC

Company Name:  Nor-3am Chemical Company

Pirpnse: snbmission of studieg in suprort of reqistration

Nate Rereirvedr 10/16/87 ... Actinn Code:711 a

Nate Completed: FAB #(s): 80046 .
Vonitoring Stidy Requested: Tatal Reviewing Time: _LS:QQ_.1A

Monitoring Study Volunteered:
Neferrals to: Ecolngical Fffects Rranch
Residue Chemistry Branch

Tovicology Branch



CHEMICAL:

chemiral name:

common NAME
trade name:
st ricture:

CAS 4:

Shaughnessy #:

3,6-Ris (2-chlorophenvi}-1,2,4,5-ferrazine
Clofentezine (provisionally approved TS0 as of 3/25/87)

Apollo SC
RS
i N=N
<l
74115-24-5
125501

TEST MATFRIAL: described below

STUDY /ACTION TYPF: submission of fish hicaccimmilation study in support of

registration

STUDY IDENTIFTCATION:

Hill, R.W. et al.

W70 CLOFENTEZINE: Determination of the Accoumilation and

Flimination of [l4c1-Clofentezine in Rluegill Sunfish (Lepomis macrochirus).

dated 8/4/87.

REVTEWFD BY:

Tvped Name:
Title:
Organization:

APPROVED BY:

Tyvped Name:
Title:

Organization:

CONCT.USTONS ¢

The study is unacceptable at this time.
to reconsider.

received EPA 10/5/87 nnder aAce. ¢ 403635-01.

S R o
] /?_%&A_@

F. Brinson Conerly
Chemist, Review Section 1}
EAB/HED/OPP

Emil Regelman
Supervisory Chemist, Reiew Section 13
FAB/HED/OPP ST

JAN*D-7 |88

Mirther information mav allow FAB

This sutmittal also contains A rearnnse to an Agency aqiestion reacarding:

apiking of soil samples 1n A field study

FPA Ace., # 262273, The response

indicated that samples were spikeri irmeliately before extraction for

analveis,

This methad 1s not antomataically invalid, bt s less

representative of actual recoverics than s field spiking.




8.

10.

RECOMMENDATIONS:

The applicant campany should do the following for the fish study:
If they believe the present study can be made acceptable, they must:

1. Demonstrate conclusively that the test fish did in fact reach
equilibrium within the 14 day exposure period.

2. Give parareters of individual fish, such as length, weight,
approximate age if known, for both test and control groups.

3. Explain the apparent lack of weight gain of the test fish.

4. Explain fully the tissue classificatioms used: viscera,
flesh, and carcass.

5. Submit the results of the analyses for metabolites.

If they cannot provide satisfactory supplemental infomation cutlined
above, they must perform the required 28-day exposure Guidelines
experiment and may wish to submit a protocol for approval before
proceeding with yet another study.

Regarding the spiked samples, the applicant should provide any clarifying
information on extractability of the compound vs contact time with the soil.

¢
BACKGRQUND:

This is a second study performed and submitted because samples from the
prior study had been stored too long for metabolite analysis to be valid.

DISCUSSION OF INDIVIDUAL TESTS OR:STUDIES: T

A. Study Identification v

Hill, R.W. et al. W70 CLOFENTEZINE: Detemination of the Accumulation

and Elimination of [l4c)-Clofentezire in Bluegill Sunfish (Lepamis
macrochirus). dated 8/4/87.- received EPA 10/5/87 under Acc. #
403635-01.

B. Materials and Methods

test materials - -
unlabelled analytical grade clofentezine, 99.2% pure
tetrazine ring labelled {l4C)-clofentezine, sp. act. 140.5
uCi/mg, 99.6% pure (HPLC)

test solution - 73 mg labelled + 3 gm unlabelled materials described
above in 500 ml acetone

saturation column - 25 ml increments of test solution and 50 gm
increments of pumice were alternately added to a glass column
until a total of 150 ml test solution and 300 gm pumioce had been



test

test

applied. The acetone was then removed fram the column by aerating
for 70 hr (no liquid acetone was visible after the first hour).
organism - bluegill sunfish, mean weight of 20 randamly selected
fish, 0.88 gm [no range given] at the start of the study. [Non-
exposed controls fram the same batch are described elsewhere as
also having a mean weight of 0.88 gm for 20 randamly selected fish
(range 0.48 - 3.03 gm) and mean length of 32.1 mm (range 26 - 49.3
mm)]. On day zero of exposure test fish weighed an average of
1.26 gm, and control fish weighed an average of 1.27 gm. At day
14 of exposure, exposed fish had a mean weight of 1.33 gm, and
controls had a mean weight of 1.53 gm.

system - A dynamic system was used to produce a constant nominal
concentration of 0.03 mg/L during the study. Light was a cycle of
12 hour light and 12 hour darkness. Flow rate was ca. 450 ml/min.
Fish were exposed for 14 days and depurated for 7 days.

ocontrol system - as above, but the system contained no test material.
sampling protocol - 110 fish each were used in the experimental and

~

"~ ocontrol groups. Sampling was according to the attached protocol.

analytical method -

water analyses for radiolabelled campounds
LSC
HPIC

concentration of [14C) in fish during equilibrium and exposure
oxidation followed by LSC

C. Reported Results

1.
2.

3.

4.

The mean measured concentration of clofentezine in the test vessel
was 0.033 + 0.002 mg/1 by LSC and 0.0.29 + 0.004 mg/1 by HPLC.
Levels of radioactivity in the fish tissues had reached a plateau
after 3 days.

Mean bioconcentration factors (BCF) for the edjble, nomedible and
viscera were 39x, 73x, apd 2294x respectively.® -The overall (whole
body) BCF was 248x.

Rapid elimination of (14C) occurred during depuration. Mdre than
96% of radiocactivity was eliminated fram the viscera, and >78%
fram the other tissues within 7 days. 93% of the radicactivity
had been eliminated fram the whole body of the fish within 7 days.

D. Study Author's Conclusions

1.
2.

3.

The agreement of the results of the two water analyses indicates
that little if any degradation of the campound occurred.

[l4c) —Clofentezine did not accumulate to any appreciable extent in
either the edible or non-edible tissues.

Although a relatively high bioconcentration factor was obtained in
the viscera, virtually all the accumulated residues were
eliminated during the first 3 days of depuration.




11.

12.

E. Reviewer's Discussion and Interpretation of Study Results

1.

It is not clear that the exposed fish had reached a steady state
within the period of the experiment. Mean bioconcentration
factors are fairly constant for the period of exposure -- i.e. a
steady state was apparently reached within the first two days of
exposure. However, individual values typically show threefold
variation on a given experimental day. The significance of these
two results is unknown. We need the parameters on the analyzed
test fish such as weight, length, approximate age if known, in
order to make the assessment.

The 1nvest1gator s conclusion re the lack of degradatlon of the
capound in the water is supported.

Residues do appear to be virtually eliminated within three days.
Control fish have gained approximately 20% of their original
average weight over the 21 day course of the experiment, whereas
test fish have only gained 5%. This may reflect a toxic effect of
the pesticide. We reed a clarification of this observation, and
an explanation, if the investigator can furnish one.

Although a statement is made about sending samples for metabolite
analysis, no results are reported on the metabolites. Only total
radioactivity is reported. We need the values for metabolites,
particularly since a major reason for rejection of the previous
study was the lack of just such data.

The precise nature of the tissues analyzed is not clear fram the
terms used to describe them -- "flesh" and "carcass" require
further explanation. e .

»

Y

COMPLETION OF ONE-LINER: n. a.

CBI APPENDIX: attached
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TABLE 3

Daily morcalicies of bluegill sunfish observed during the
exposure co clofentezine (initial 110 fish in both the treacment
and freshwater control)

| I | Exposure/conctrol | Mortalities | Morctalities |
| | Study | fish removed for | exposure | freshwater |
| Date | day | -- , analysis | 0.03 mg/l | concrol |
| | | |
| Acclimation 2 ] 3 |
| { |
| i { )
| 24.3.87 | 0 | | 0 | 0 |
}25.3.871 1t | b | 0 | 0 |
| 26.3.871 2 | | 0 | 1 |
}27.3.871 3 | 5 | 1 | 1 i
| 29.3.87 | S | | 3 | 1 |
| 30.3.87 | 6 | | 3 | 0 |
| 31.3.87 7 | S ! 1 | 0 |
| 3.4.87] 10 | 5 | 0 | 0 ]
| 5.4.87} 12 | | l I 0 |
| 7.4.87] 14 | 25 l 0 | 0 {
| | ! | | |
| | | Total 45 | 7 | 3 |
| | | | | |
I ] |
| | DEPURATION PERIOD |
| | | | ! ]
| 8.4.871 | | S | 1 i 1 !
| 10.4.871 3 | 5 | 0 | 0 !
| 14.4.871 7 1 S | 0 ! 0 |
I | | Tocal 15 A N {
| [ | ‘L ‘| ! i
{ | | | | N
| | SURVIVING | 40 I 43 |
] ] | | |
| | | | |
] | TOTAL PISH 'l 110 |I 110 :
| |
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TABLE 2

SUMMARY OF TEST FISH ANALYSIS

CLOFENTEZINE (Ql53/B):

(mg/kg wet weight)

April
8.64.87110.4.87 14.4.37

March
1 25.3.87127.3.87131.3.87]3.4.87717.4.87

i Dace
i Day
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Shaughnessy Number:_125501

AT sl
Date out of EAB: R 28 1983

To: Dennis Edwards/Portia Jenkins
Product Manager
Registration Division (TS 767C)

From: Emil Regelman, Supervisory Chemist
Review Section #3

Exposure Assessment Branch
Hazard Evaluation Division (TS 769C)

Thru: Paul F. Schuda, Chief / e W
Exposure Assessment Branch/HED (TS 769C) sz

Attached, please find the FAB review of...

Reg./File #: 6F3392. 6H5500

Chemical Name:_Clofentezine

Type Product:__insecticide

Company Name:_ Nor-Am Chemical Company

Purpose: submission of supporting data

Date Received: 1/20/88 Action Code: 232, 261

Date Campleted: 7 EAB #(s): 80312, 80315
Monitoring Study Requested: Total Reviewing Time: o -S ~Qc;3/ :

Monitoring Study Volunteered:
Deferrals to:__ Ecological Effects Branch
___Residue Chemistry Branch

____Toxicology Branch



