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Overview of conference call with Jun Kanno Jan 26, 2006
(Compiled by Don, Jan 27, 2006)

On the call from 8:00 to 9:00 am ET: Gary Timm, Don Bergfelt, Ralph Cooper and Jun Kanno

Topic: To learn more of the Japanese effort to incorporate a one life span test into

their endocrine screening and testing program.

Comment: Jun has provided us with three references (two have not been completely
translated) and an email indicating his efforts as well as those of colleagues of MHLW
EDC Research Groups, for example, one group lead by Dr. Hirosi Ono (Food and Drug Safety
Center).

Action: Distribute or redistribute to Gary, Don, Vicki and Ralph.

Comment: Jun had been sent a copy of the Life~Stages report in advance of the conference
call and was initially confused by the ILSI-HESI Tiered approach and that of the EDSP.

I think I was not confused, The approach was totally opposite, so that I was not sure
how our proposal could be of any help to ILSI-HESI approach. Especially it was not clear
how you handle “low-dose effect”, which is the reason why we are considering actual
human exposure levels, but in your document, “human relevant exposure level” was used
in very different ways. The last issue has not been clarified, for me, at this
teleconference, I believe Ralph said it is still a point of discussion in ILSI-HESI.

Gary, clarified, if adopted by the EPA/OPPTS, the Life Stages Fl-extended one—generation
reproductive toxicity test would be used as a Tier-2 test in the EDSP and a Tier—1 base
test in OPP. Action: Send Jun additional reports for ADME, systemic toxicity and the

overall review to complete the picture of the ACSA initiative.

Gary: introduced the basis for our call was, in part, to ask Jun to clarify to the EPA
the Japanese reason for considering a one-generation test so that the EPA could get an
idea of the similarities and/or differences to the ILSI-HESI Life Stages Fl-extended
one—generation reproductive toxicity test of which the EPA is considering to adapt into
its EDSP program. In addition, the EPA wanted to determine if Jun would be interested
in pregenting the Japanese effort at a mammalian VMG meeting of the OECD in Wash DC April
4 or 5, )

Jun: indicated that the Japanese Ministry of Agriculture & Forestry currently uses a
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two—generation test (OECD TG 416, 2001) similar to the OPPTS 970.3800, 1998 guideline
used by OPP in FIFRA but, it is ikely that the ministry believes the modified test is

insensitive in detecting endocrine disruptors.

Jun: indicated his efforts are focused on “low-dose” effects using BPA (5 ug/kg) and
other estrogenic chemicals plus dioxin and identifying alternative end points sensitive
to low dose exposure to detect endocrine effects as well as neurological and
immunological effects. He discussed specific end points that were indicated in an email
sent in advance of the conference call (this email has since been distributed or

redistributed to Gary, Don, Vicki and Ralph).

Ralph: indicated that a group at SOT 2005 suggested including endo-, neuro- and
immunological test in one test. The ILSI-HESI ACSA initiative has done just this and,

apparently, so has the Japanese.

Jun: indicated their interest is primarily on ER-mediated, AR mediate, TR mediated, and
AhR mediated, and if nessesary any other receptors especially of nuclear receptor groups,
but may in clued membrane receptors as well in the future, but in practice, “low-dose
effect” endpoints are monitored (believed to be monitored) by estrogenic chemicals and
dioxin. Androgenic and thyroid receptor mediated low dose endpoints are not available
yet for designing the one—lifAspan test. Apparently, thyroidogenic responses are
difficult to detect at low doses because of diffuse target tissue distribution; although,
the brain may be a sensitive target organ. Thyroid peroxidase inhibitors are out of the
scope for the time (we believe that TPO inhibitors have been effectively detected by

current protocols)

Ralph and Jun: continued to engage in a technical discussion about the similarities and
differences between the Life-Stages one-gen and the Japanese one-life span (please give
me better name !) (e.g., time and length of dosing and number of animals/sex/ group at
necropsy) including alternative end points to detect low—doe effects (e. g., multi-oocyte
follicles, transgenic mouse model, estrogen and androgen receptors), dose selection,
issues surrounding low—dose response curves (i.e., non —-monotonic) and species
extrapolation. Ralph also clarified to Jun that the ILSI-HESI ACSA initiative was more
than the Life-Stages. Results from the ADME and systemic. toxicity components of the
paradigm help determine how the Life Stages one-generation test will be designed and

run.

Gary and Ralph: emphasized the apparent common interest that the US and Japan have in
developing a one—generation reproductive toxicity test tailored to detect endocrine
activity as well as related neurological and immunological effects and, that a concerted

effort to develop a test protocol by the US, Japan and OECD, is in the interest of
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international collaboration and harmonization.

Gary: concluded the conference call by inviting Jun to do a presentation of his work

with the one-generation reproductive toxicity test at the VMG meeting in early April,
Jun: agreed to attend the mammalian VMG meeting of the OECD in Wash DC on April 4 and

5, 2006 to do a 20 min presentation of the Japanese version of the one—generation (one

life-span) test.
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[Pasyis ElLibRE R R BR RIS, —EERRE]
(OECD Conceptual Frame Work Level 5 HaRBRBEF)

1) ik - 178
2. Bisphenol A
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LR BEBREICL Y, KEEEYIC
TORIGHERE LS TTET B Z L 2L T
LT3, £Z TR TIX, BPA REEDN
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( Differential Reinforcement of Other
Behavior: DRO) @ 2 FE D a  R—FR v
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mEEE L. —1 b+ 1 OFETERT
5, MEEOFEIZ. HREPRICEE
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[CRI KIS NDEIENNE— B ED
NHE5CedZ s, TNETOHE
THLMPIZLTWD, Z O Accuracy &,
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EBIERFR R ICRTE & B2 DG —
PRRTHZENRROOLNTERY, BE
R O RIAEIE FR TH - 724> DRO TH
ol (BRI ESL L DOREF
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AIEALTWET vy NADLDIITHERT,
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B LT DRO) TERII ZHEE 2 KIE
NE—CEBRBLEBDZLRFRETE,
LT Ty FOGE LAY A A
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— A RIBH) LHEBLTEZVWI ERAH
DERTHBHA L,

SEIDOERTIE, HARBREAF<Y
— VOB 2HICHETIIRP 2T,
AF=S—VOEBIFA LTV RFOD
i b@EO bniedof, PCBRRED
WHREED A Hh=A 2L LT, PCB A
FRBRBALEVCRIEA L, MBROFE
A BRECHRRROBEBICEETLIOT
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M - AEBEAEL, ZROEBEICNA
T, BEEBRILD - OO EEHIR L OBE%
HHLEB LR TR LAV, REKEEE
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