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Attachment I — Product List

Case Name: 0270 - DCPA (or chlorthal-dimethyl)
PC Code and Chemical Name: 078701 - DCPA (or chlorthal-dimethyl)
Test materials: DCPA and/or TPA (tetrachlorophthalic acid)

EPA Registration Number: 5481-495
Product Name: TECHNICAL CHLORTHAL DIMETHYL































































Submission I formation for Comparative Thyroid Study

Date Description

04/29/2013 AMVAC submitted four initial Comparative Thyroid Assay (CTA) study protocols as part of its 90-day response to the DCI:

e DCPA(Chlorthal Dimethyl): Single and Repeat Exposure Dose Range Finding Study in Male and Female Juvenile
Crl:CD(SD) Rats by Oral Gavage Administration (HLS Enquiry # 53284).

e DCPA (Chlorthal Dimethyl): Single Dose Comparative Thyroid and Thyroid Hormone Study in Young Adult and 11
Day Old Juvenile CD Rats by Oral Gavage Administration (HLS Enquiry # 53284/34).

e DCPA (Chlorthal Dimethyl): Repeat Dose Comparative Thyroid and Thyroid Hormone Study in Young Adult and 11
Day Old Juvenile CD Rats by Oral Gavage Administration (HLS Enquiry # 53284/35).

e DCPA (Chlorthal Dimethyl): Gestational Exposure Comparative Thyroid and Thyroid Hormone Study in the CD Rat
by Oral Administration (HLS Enquiry # 53284/36).

11/19/2013 The Agency reviewed the four CTA study protocols submitted by AMVAC on 04/29/2013 (DP 413170). The protocols were
deemed inadequate. The Agency recommended that a new protocol for a range-finding study for juvenile (PND 11) rats be
drafted and submitted for Agency review before any thyroid assays were performed. The Agency also recommended that the
range-finding study on young adult rats be submitted for Agency review. The Agency recommended that AMVAC consider the
Agency's 2005 guidance document: Thyroid Assays in Pregnant Animals, Fetuses and Postnatal Animals, and Adult Animals
and consult with the Agency prior to revision of the protocols.

11/26/2014 AMVAC submitted an additional revised comparative thyroid protocol:

e  HLS Study# BDG0203.
03/19/2015 A conference call was held between the Agency and AMVAC to discuss the revised protocol. Points discussed included:
e No acute treatment (single exposure study) was needed.
e  Repeat dosing range was adequate.
e  Positive control (PTU) should be included.
o ADME/ime course inclusion: discussion of 2 hours vs. 24 hours duration should be provided.
e  Standard curves for thyroid hormone measures were required to be submitted with the final study.
o  The gestational protocol should be integrated with the post-natal protocol for one study (all four protocols should be in
one).
04/01/2015 AMVAC submitted revised comparative thyroid toxicity study protocols:

o  Definitive Main Pre and Post Natal Developmental Thyroid Study in CD Rats by Oral Administration (Envigo study:
BDG0202).

e DCPA (Chlorthal Dimethyl): Dose Range Finding Pre and Post Natal Developmental Thyroid Study in Sprague
Dawley Rats by Oral Administration (Envigo Study: BDG0204).

e HLS Study # HLS1095.
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04/16/2015 The Agency found the protocols submitted by AMVAC on 04/01/2015 to be adequate (DP 424915). The Agency further
recommended that AMVAC submit the positive control data and the results from the dose range-finding study before beginning
a definitive CTA study.

06/29/2015 The Agency recommended that AMVAC conduct a special thyroid assay in pregnant animals, fetuses, postnatal animals, and
adult animals (TXR#0057165).

01/25/2017 AMVAC updated the Agency via email about the CTA study status; explained delays with the study; and estimated a final
report submission to the Agency by the end of 2018.

03/17/2017 The Agency requested that AMVAC send quarterly updates on its CTA study status.

05/2017 AMVAC began submitting semi-regular quarterly updates on the status of its CTA efforts.

08/17/2017 AMVAC submitted a positive control study (MRID 50357301).

11/16/2017 The Agency recommended that the new range-finding study incorporate all aspects such that the results would directly
determine the dose levels, time points, and the potential for DCPA to be transferred in the milk avoiding the necessity of the
direct dosing of pups in the definitive study (DP 444017).

06/29/2018 AMVAC submitted a pre-natal developmental thyroid dose range finding study (MRID 50663603).

09/17/2019 The Agency provided AMVAC with its review of the dose range-finding study plan submitted by AMVAC (Envigo Study No.
JW36WK). The Agency recommended that the final study report contain internal standards and calibration curves. In reference
to the immunoassay, the Agency recommended that the testing facility provide method validation data for the assessment of
thyroid hormones to demonstrate similar results as those indicated by the manufacturer. (DP 420813).

03/19/2020 The Agency concluded that the updated protocol submitted by the registrant for the range-finding study (study # PM86YP) was
adequate with the additional recommendations made at that time (DP 456384).

06/23/2020 AMVAC projected delivery of the dose range-finding final report at the end of December 2020 via email.

08/06/2020 AMVAC projected delivery of the dose range-finding final report at the end of March 2021 via email.

10/16/2020 The Agency communicated to AMVAC in a letter via email that data for the definitive CTA were outstanding. In this letter, the
Agency solicited a response from AMVAC concerning its plans to satisfy the outstanding requirement.

12/17/2020 AMVAC communicated that it is developing data to satisfy the definitive CTA data requirements.

03/25/2021 AMVAC submitted a draft dose range-finding report for the CTA (Covance: PM86YP/8441782) and a protocol for the
comprehensive CTA (Covance: 8432592) via the portal, and courtesy copies via email.

05/27/2021 AMVAC submitted the range-finding report for the CTA (MRID 51591701) and requested the review of the protocol for the
main CTA assay by the end of June 2021.

07/15/2021 The Agency provided AMVAC with comments on the main CTA assay (Covance: 8432592) concerning dose selection and

recommendations for the definitive CTA (DP 462323).
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08/20/2021

AMVAC provided responses to the Agency’s review of the definitive CTA study protocol (Labcorp: 8432592), via email.

01/26/2022 AMVAC indicated that the in-life portion of the main CTA assay (initiated July 2021) was completed in August- September
2021, and projected delivery of CTA final report to the Agency at the end of June 2022, via email.
02/07/2022 The Agency requested supporting information for the CTA range-finding study, via email.
02/09/2022 The Agency requested additional supporting information (historical control thyroid hormone data).
AMVAC provided supporting information for the CTA range-finding study requested by the Agency on 02/07/2022.
02/15/2022 AMVAC provided supporting information (historical control thyroid hormone data) requested by the Agency on 02/09/2022,

via email.
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