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OPPT Document Processing Center (7407)
ATTN: FYI1 Coordinator

U.S. EPA

401 M St. SW

Washington DC 20460

January 26, 1995

Dear FYI Coordinator:

In accordance with API's policy of providing the federal government with copies of
research designed to determine whether any chemical substance or mixture

manufactured, processed or distributed by API member companies may cause a risk
of injury to health or the environment, we are enclosing a copy of the following

preliminary report:

(Identification no: FYi not assigned) Preliminary Report on Pilot Experiment Using
Human Skin Xenografted to Athymic Nude Mice--December 15, 1994

Piease note that this information is provided in accordance with the full disclosure
policy of APl and does not constitute a formal submission as required by a test rule.

This document does not contain confidential information. If you have any questions,
please communicate with me.

Singerely, m/

Robert T. Drew, Ph.D.




siting of biopsies from individual mice. The 3
Mm.mm.mmm m

were performed by

Claudio Contl, D.V.M., Ph.D. and the ODC assays were performed in the lahoratory of dohn
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was indicative of graft rejection and the
cannot be exciuded. Significant TPA-
. hyperplasia was not observed in either the xenografied skin or the skin of
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was unexpected, since a relatively high dose of TPA was utilized, i.e. 4.25 nmole/50 pL.
CMMmmebabdwﬂaoamexpmm,4.25nmo!eTPAI50uLisequivalentto
17 nmole TPA/200 uL. The highest dose of TPA used with CD1 mice in Dermigen Protocol No.
010801 was 13.5 nowe/200 L. Tﬁiﬁiﬁﬁ@rﬁﬁdosemdmnbaedonmmmanceof
MnmaﬁnmomwTPAmoﬁmofehemicelwiniﬁauhumanskinxenogm(t2). Dr.
Sbgawamounexperimentinwhid\TPAmadministeredtointacthumansldn(single
deunslappﬁaﬁonofTPAinmedmnngaoHs-ssnmolelsouL)andhisreoolbcﬁonismatthe
Mdlwmmcem,amumdbmeepidemdmm,mmman
that for mouse skin. Onmeoﬂnrhand.KnngerandShelby(a)mpomdmatasingledennal
application of low doses (0.016-0.16 nmoie/50 L) of TPA induced epidermal hyperplasia in
human skin xenografts, a3 measured by labeling (*H-thymidine) index. The relevance of this
omwhmmmdyquam.mmgerandsmwwwmn
acetone:DMSO [1:1 vv]
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skin. KnngeundShelby(3)mmatundermoircondiﬁomofdemdappﬁaﬁon[shgb
application in 50 uL acetone:DMSO, 1:1 (vN)]adoee-dopendemcﬂaetonm&mxit
obufvodhunrangoo.ms-tSnmoleTPNsouL,ﬁmmeﬂmmnts
nmole. AtTPAconeeMomhighermantenmousouLtheepidomhbdmm
decreased until maximal inhibition was reached at 161 nmole/50 ul. inhibition of epidermal
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ctanguler graft (spprox 3x2cm) with its long axis placed in the
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3. Evaluation of epidermal hyperplasia in nude mouse skin.




over a 4 log dose range:
dosingschoduleshaubem:tdoscriud

. Dosingandtisweeollection-nudemouseskin. TPAshallbetestedonnudemouseskin
contralateral to the xenograft at the same doses and schedule mentioned in No. 2 above.
AtBhrpoct-ﬁnaldoﬂng.mme4mmdiabiopsieswillbetakenﬂumtt'etreatednude
mouse skin. These biopsies, which wi i

of epidermal thickness and labeling (BrdUrd) i
contralateral to the xenograft will allow unequivocal evaluation of TPA-induced epidermal
hyperpiasia in nude mouse skin.

. Analysis of skin specimens. Histopathologic, histomorphic, and immunohistochemical
(labeling index) evaluations will be performed by Dr. Claudio Conti using procedures
outlined in Dermigen Protocol No. 910828, except where modifications are stipulated
above.

TheirducﬁonofepidemalODCa:ﬁvnywﬂlbodebmﬁnodbyDr.DiGiovmnius&m
methods specified in Dermigen Protocoi No. 910828,







radiminery report on plot experiment using Ian skin senooraie Datymcrce 6
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Size of trans-

0.75x 2.0

0.75x2.00

*Treatment/site code:
THS = treated human skin
THS/MN = junction of xenograft with host nude mouse skin
TN = treated nude mouse skin, i.e. nudemouaskinadjacenttomgraﬂ
UN = untreated nude mouse skin, i.e. remote from freatment area.

® First measurement was made in anterior/posterior direction and second measurement in
dorsal/ventral direction.

“instead of a biopsy, a strip of tissue was excised.




. Human epidermis similer to that of animal No. 235081/7.
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hr. Nude mouse skin, nothing remarkable.

~ 3. Acetone, TNS, 24 hv. Nude mouse skin, nothing remarkable.

with heavy inflammatory infiltration.
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Animai No. 235086/8

1. TPA, THS, 24 Iv. Epidormbofpoormorphology.humanormuﬁmoﬁyhmdnr. A
deepithelislized area was visible.

2. TPA, THSN, 24 Iv. Nonndmmmmanmhmchmmmnnis
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3. TPATNS, 24 Iv. Mmudm.pmhblymhypuphsh. ,

4. TPAUNS, 24 . Nude mouse skin, probably some hyperplasia of hair follicles.




 Miology report (cont )
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Spacimen n¢
2. TPA, THSMN, 24 hv. No clesr junction of human and murine skin.. Normal murine
mmmmhmmmmmmmﬁsm.
. skin, probably some hyperpissia.
skin, probably some :yperplasia of hair follicles.




- trealed nude mouse skin, i.t.mdommwbxmmn
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23508177 ‘ 2X6mm/1.0mL
o 3 X6mm/1.0 mL

32X Bmm/1.0mi

, ! : 3 X 4mm/0.5 mL
235082/2 3 X 4mm/0.5 mL

-~ 235084/4 2X6mm/1.0mL
3 X6mm/1.0 mL

3IX6mm/1.0mL

235000/ ' 2 X 4mm/0.5 mL
235085/8 3 X 4mm/0.5 mL

THS/N = junction of xenograft with host nude mouse skin
m-'mm'mmm.i.c;Mmmmmmmm
UN = untreated nude mouse skin, i.e. remote from trestment area.
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