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Table 1. Vaginal opening of offspring.

Maternal dose age at vaginal body weight at
(ug/kg/day) opening (days) vaginal opening (g)
0 342 £22 132.5 £15.5
0.5 332 £23 1243 +16.5
-5 350 £2.1 1403 £15.6
50 343 £25 133.2 £22.8

Not significant.

Table 2. Preputial separation of offspring.

Maternal dose  age at complete body weight at
(ng/kg/day)  separation (days) complete separation (g)
0 405 =1.1 2220 +204
0.5 402 +1.3 212.1 £22.8
5 40.7 £0.6 2244 +18.2
50 414 £1.6 218.1 +£19.2

Not significant.
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Table 3. Summary of estrus cycle.

0 0.5 5 50
Maternal dose ( pg/kg/day)

Just after vaginai opening
Cycle length (mean days) 4.3+0.4 41+05 45£1.2 43+04
Normal cycle 46/46 34134 35/35 46/46
Persistent diestrus 0/46 0/34 0/35 0/46
Constant diestrus 0/46 0/34 0/35 0/46
Persistent estrus 0/48 0/34 0135 0/46
Constant estrus 0/46 0/134 /35 0/46

3 months of age
Cycle length (mean days) 4.1+0.3  4.1+0.3 42+04 41203
Normal cycle 31/31 23123 22/22 30/30
Persistent diestrus 0/31 0/23 0122 0/30
Constant diestrus 031 0/23 022 0730
Persistent estrus 0/31 0/23 0722 0/30
Constant estrus 0/31 0/23 0122 0/30

4 months of age
Cycle length (mean days) 4.2+ 0.4 4312006 41+04 41+0.2
Normal cycle 31131 22123 20/22 30/30
Persistent diestrus 0/31 0/23 022 0/30
Constant diestrus 0731 0/23 2/122 0/30
Persistent estrus 0/31 123 0122 0/30
Constant estrus 0/31 0/23 0/22 0/30

5 months of age
Cycle length (mean days) 4.2+04 42+05 4001 42 +0.4
Normal cycle 29/31 20/23 21/22 29/30
Persistent diestrus 1/31 0/23 1/22 1/30
Constant diestrus 1/31 2123 0122 0/30
Persistent estrus 0/31 1123 0122 0/30
Constant estrus 0/31 0/23 0122 - 0130

6 months of age
Cycle length (mean days) - - - -
Normai cycle 31/31 22123 20/22 27130
Persistent diestrus 0/31 1123 - 2/122 0/30
Constant diestrus 0/31 0123 0122 0/30
Persistent estrus 0/31 1/23 0/22 3/30
Constant estrus 0131 0/23 0722 0/30

L S ——

Persistent diestrus (prolonged diesirus periods lasting 5-¢ days)
Constant diestrus (prolonged diestrus periods lasting 10 days or more)
Persistent estrus (prolonged estrus periods lasting 3-7 days})
Constant estrus (prolonged estrus periods lasting 8 days or more)
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ORGANISATION DE COOPERATION ET DE PEVELOPPEMENT ECONOMIGUES

AIRER

ORGARISATION FOR EGONOMIG GO-QPERATION ANDY BEVELDEMENT

OIREGTION DE L'ENVIRONNEMENT
ENVIRONMENT DIREGTORATE

Division de I'Environnement, Sanlé el Sécurité
Emviranment, Health and Safaty Division

Le Chef de Programme
The Head of Programme

ENV/EHS/LM/jh/2006.02 Paris, 13 Fanuary 2006
To: EDTA Validation Management Group for Mammalian Testing (VMG-Mammalian)

Ce: Working Group of National Co-ordinators of the Test Guidelines Programme (WNT)
: Task Force on Endocrine Disrupters Testing and Assessment (EDTA)
EDTA Validation Management Groups (VMG-eco and VMG-non animal!)
Buropean Commission, BIAC, TUAC, EEB, IPCS
National Delegations (letter only)

5" Meeting of the Validation Management Group for Mammalian Testing (4-5 April 2006)

Dear Madamy/Sir, ' ' ¢

I am pleased to inform you that the 5% meeting of the Validation Management Group for Mammalian
Testing (VMG-mammalian) of the Task Force on Endocrine Disrupters Testing and Assessment (EDTA) will be
held in Washington on 4-5 April 2006. The venue of the meeting will be:

Hamilton Crowne Plaza Hotel
14th and K Strests NW
Washington DC 200005
United States

Practical information is included as an aunex to this letter. A draft agenda and most of the documents
will be posted on the password protected site (see details below), under “VMG mammalian 5%, by 21 February

2006.
http:/fwebdomino] .oeed.org/comnet/env/tfedia.nf

<Username: more>  <password: esirogen>

The draft final report of Phase 2 of the validation of the enhanced Test Guideline 407 will be posted on
the above website on 16 January to allow you sufficient time for the review of this important document, Please
provide cornments on this document by 16 February. Please feel free to send information documents for the
meeting; they will be posted on the protected website. Please note that the Secretariat will not provide paper copies
of the documents posted on the website before the meeting.

T would like to remind you that povernment representatives should register for the meeting through their
National Delegations to the OECD in Paris (see attached list for contact persons). Other participants should
register via their affiliation. For practical information, please contact Jennah Huxley (jennah.huxley@oecd.org). If
you have any queries regarding the upcoming meeting, please do not hesitate to contact me.

Yours sincerely,

Laurence Musset
Environment, Health and Safety Division

Emell: Laurence Mussel@oecd.org, Address: 2, rue André-Pascal, 75775 Paris Cedex 18, France T&i:+33(0) 145241676
www.oecd,org :
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Practical Information

The hotel check-in time is 3:00 PM (15:00). The room rate of $187 (plus tax) will be guaranteed until March 4,
so0 it is important for delegates to call the hotel before that time and make reservations. Reservations should be
made by calling 1-800-263-9802. Delegates should identify themselves as attendees of the OECD meeting so that
they can receive the discount rate (The normal rate is $250). Participants can view the facilities on the hotel

website,

Directions to the hote] from Dulles International Airport:

Dulles International Airport (IAD) is ‘approximately 42 kilometers from downtown Washington, DC.

By Taxi: )
Go to the "Taxi Passengers” area on the lower level of the Main Terminal, where a Taxicab Dispatcher is on duty
24 hours a day. Tell him you want to go to Washington DC and provide the driver the name of the hotel and

address (14th and K Streets NW). The fare should run approximately $45.

By Supershuitle:
Go down the ramps. located near either of the escalators, towards Ground Transportation/Shared Ride

Vans. SuperShuttle ticket counters are located on the lower level, just before exiting the building. The Supershuttle
may involve a wait and several other intermediate stops at other hotels but can deliver you to the hotel for $22.

By bus and Meiro.
The Washington Flyer Bus will take you to the West Falls Church Metro Station of the Orange Line for $8 or $14

round trip. The bus runs approximately every 20 minutes. Tickets may be purchased and the bus boarded at Door 4
of the Arrivals/Baggage Claim level of the airport. The Metro fare is approximately $2. Take the Orange Line in
the direction of New Carrollton to the McPherson Square Metro Station (15th and I Streets NW), The hotel (14th
and K Streets) is two blocks from the Metro Station.

O
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Overview of conference call with Jun Kannc Jan 26, 2006
(Compiled by Don, Jan 27, 20086)

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 secreening 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.

1 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—genefation
reproductive toxicity test would be used as a Tier—-2 test in the EDSP and a Tier-1 base
test in OPP. Aection: 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 thé 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 BC 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 minisiry 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 pcints 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 inciuding 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 dogse endpoints are not available
yet for designing the one-1if span 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-oacyte
follicles, transgenic mouse model, estrogen and androgen receptors), dose selection,
issues surrounding low—dose reéponse 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 réproductive toxicity test tailored to detect endocrins
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



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 {ohe

life-span) test.
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