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Subprotocol 3
Study Initiation: April 5, 1993
Initiation of Dosing: April 29, 1993
Completion of In-Life Phase: May 14, 1993
SUMMARY

Twenty-seven groups of 16 female CD-1 mice sach were dosed according to the Table
in ll.l. An approximate area of 2.5 X 4 cm of the dorscscapular area was shaved two days
prior to the first dose. Each mouse was dosed with 200 M (100 pl if test agent was
undiluted) on April 29, 1993 (Thursday), May 3, 1993 (Monday), May 6, 1993 (Thursday) and
(May 10, 1993 (Monday). All animals were observed for dermal irritancy 24 h after each dose
and remaining animals 72 h after the last dose. Signs of gross dermal irritation were observed
in eight of the animals from the toluene dose; fourteen from the mineral seal oil (MSO):toluene
dose; two from the 23.5 4L odorless light petroleum hydrocarbon (OLPH) dose; one from the
50 4L OLPH dose; eleven from the 100 L OLPH dose; four from the 11.8 pL MSO dose; six
from the 23.5 4L MSO dose; eight from the 50 sL. MSO dose; twelve from the 100 uL MSO
dose; three from the 11.8 zL Light Vacuum Distiilate (LVD) dose; three from the 23.5uL LVD
dose; five from the 33.3 uL LVD dose; nine from the 100 4L LVD dose; three from the 0.2125
nmol TPA dose; five from the 0.85 nmol TPA dose; seven from the 3.4 nmol TPA dose;
thirteen from the 13.6 nmol TPA dose; two from the 10 mg n-dodecane dose; four from the
25 mg n-dodecane dose; four from the 50 mg n-dodecane dose; five from the 500 mg n-
dodecane dose; one from the 1 mg benzoyl peroxide dose; five from the 5 mg benzoyl
peroxide dose; three from the 10 mg benzoy! peroxide dose; and two from the 20 mg benzoyl
peroxide doss. Minimal [defined as dried skin] to marked desquamation was observed in
approximately 99% of all the mice exhibiting signs of dermal irritancy. Minimal to marked
erythema was exhibited in thirty-two mice, minimal to marked eschar in six mice, and minimal
to moderate fissuring in two mice. There were no significant body weight gain differences
in any of the groups when compared to the negative control (acetone) group (Table 2; Figure
2). Four mice from each group were sacrificed 6, 24, 48 and 96-h after receiving the last
dose. Thirty minutes prior to scheduled necropsy at 24, 48 and 96-h after the last dose, each
animai received bromodeoxyuridine (BrdUrd) intraperitoneally at a concentration of 1 00 ug/gm
of body weight. Mice scheduled for necropsy were killed by cervical dislocation. Skin from
the treated arca was collected for ornithine decarboxylase (ODC) activity and cryopreservation
at 6 and 24-h necropsies while skin, pancreas and duodenum were collected for histopatho-
logical evaluation and cryopresevation at the 6, 24, 48 and 72-h necropsies. The histopatho-
logical evaluation was performed under a separate contract and not part of this report. The
skin samples for ODC were collected, scraped, homogenized, and frozen at -70°C. The
homogenates were shipped on dry ice to Dermigen May 24, 1993.
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The purpose_ of this study is to establish a data base for designing and implementing a
comparative study to measure the effects of petroleum middle distillates on dermal irritancy
and markers of tumor promotion in mouse skin to the human situation. These data will be
used to design subsequent studies on sequential skin biopsies, and humen skin xenografts in
nude mice. ,

Sub-protocol 3 was expanded to compare the effects of three petroleum middle distillates to
the efficacy of two structurally different skin tumor promoters, TPA and benzoyl peroxide by
assessing dermal irritation and two markers of tumor promotion (i.e. sustained epidermal
hyperplasia and ornithine decarboxylase (ODC) activity). We previously found that n-
dodecane produced dose-dependent induction of ODC. Using identical samples, Science Park
Institute comfirmed its positive tumor-promoting ability and therefore n-dodecane was
included in subprotocol 3 as a positive control. This report summarizes the in-life portion of
the study and the homogenization of skin samples for ODC evaluation.

Materials and Methods

A. Tast Articles: The test article, 12-O-tetradecanoyiphorbol-13-acetate (TPA), CAS #
57716-89-9, Lot # F131, 99+ % purity was received on April 13, 1993 from LC
Services, Inc., Woburn, MA. TPA was stored in its original container (glass ampule)
and kept frozen (-20°C) until just prior to dosing. Acetone, Lot No. 2435 KAVY
(99.6% purity) was received from Mallinckrodt Chemicals Co., stored in a glass amber
bottle at room temperature. Toluene, Lot No. 04444CZ (> 99% purity) was received
from Aldrich Chemical Co., and stored in a glass amber bottle at room temperature.
Three middie distillates, an odorless light hydrocarbon (OLPH), a mineral seal oil
(MSO), and a light vacuum distillate (LVD} were received August 4, 1992 and stored
at room temperature. n-Dodecane was received on February 10, 1992, iot # PY-
03547KY, and stored at 0°C under nitrogen. Benzoyl Peroxide, lot# MZ 06613KY,
97% purity, was received April 13, 1993 and stored at 4°C with dessicant present.
Five grams of BrdUrd, lot #32H0779, was received from Sigma July 31, 1992 and
stored below 0°C with dessicate.

B. Animals: Specific pathogen-free, female CD-1 mice (40-47 days old at the time of
receipt) were received in autoclaved, filtered cartons on April 5, 1993 from Charles
River Laboratories, inc., Quebec, Canada. Health records (Appendix 1) of the
supplier’s breeding colony did not show any heaith related conditions that could affect
the resutts of this study.

C. Ammm The mice were quarantined for three weeks in MTC room # 137.
. wmmmmywmobumdifwmamcmmmw~
rendcrﬂwmmsmtab&ofor mclusion mtho:tudy. Afte qu
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mice were single housed in stainless-steel cages (Allentown Caging Equipment Co.,
Allentown, NJ). Near tha end of quarantine, the mice were randomized into dosing
groups (See Table Section 1.1), ear tagged, and placed consecutively in the cage units
according to the dosing schedule. The cage unit and cage dimensions comply with
current ILAR/AAALAC caging requirements.

Anims! Water: City of Durham water (filtered and deionized by ManTech Environmen-
tal) was provided ad libitum to each cage via automatic watering.

Animal Feed: Animals were provided Purina 5002 Csrtified Rodent Chow (pellets) in
stainless steel feeders ad libitum during the study. All feed used in this study was
stored at ~5°C. See Appendix 2 for feed analysis.

Animal Room Environment: The animal room was environmentally controlled to

maintain temperature in a range of 69 to 74°F and a relative humidity of 55 to 57%.

Temperature and humidity were recorded twice daily, once daily on weekends.
Fluoresceiit lnghtmg was provided automatically on a 12 hlight, 12 h dark cycle (iights
on from 0600-1800). In the room where the dosing or bromodeoxyuridine (BrdUrd)
injections were done, yeliow light was used to make sure there was no degradation
of the light sensitive chemicals. A back-up electrical generator was on-line to ensure
animal room environments were maintained in case of power failure.

Assignment to Groups: At the end of the quarantine period, on April 27, 1993 (Study
Day -2), the dorsoscapular region (2.5 x 4 cm) of the back was shaved using an
Oster® electric shaver with a No. 40 clipper blade. Shaving was performed in a
manner that minimized abrasions, and shaving heads wera frequently changed to avoid
heating the skin. Muiltiple shavers were used, and the blades were cleaned with a
brush and ethanol. The mice were then weighed and given physical examinations to
ensure their suitability as test subjects (mice that were abraised during shaving were
eliminated from the study). The mice were assigned to their respective groups by a
stratified random method using a computer program. The randomized body wecchts
for the animals ranged from 23.5 to 31.4 g.

Test Article Dosage Preparation: A stock solution of TPA in acetone was prepared on

April 29, 1993 and stored at -20°C. TPA and the remaining test agent dilutions were
prepared fresh each day just prior io dosing.

TPA
Stock Solution: 1 mg TPA + 1.193 mL Acetone = 838 up/mL
a. 13.6 nmol = 0.3 mL (Stock Solution) + 5.7 mL Acetone

b. 3.4nmol = 1.5mL (a) + 4.5 mL Acetone
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c. 0.85 nmol = 1.5 mL (b) + 4.5 mL Acetone

d. 0.21285 nmol = 1.5 mL (c) + 4.5 mL Acetone

OLPH and MSO

a. 100 L = Neat

b. 50uL = 1.5 mL (a) + 4.5 mi. Acetone
c. 23.5,L = 1 mL (e) + 7.5 mL Acetone

d. 11.84uL = 2.5 mL (c) + 2.5 mL Acetone

8. 100 4L = Nezat

b. 33.3uL = 1 mL (a) + 5 mL Acetone

c. 23.5 4. = 1 mL (a) + 7.5 mL Acetone

d. 11.84L = 25 mL (c) + 2.5 mL Acetone
n-Dodecane

a. 100 mg = 5.33 mL (Neat) + 2.67 mL Acetone
b. 50 mg = 3.5 mL (a) + 3.5 mL Acetone
c. 25 mg = 2.5 mL (b) + 2.5 mL Acetone
d. 10 mg = 0.5 mL (a) + 4.5 mL Acetone
Benzoyl Peroxide

a. 20 mg = 1 gram (Naat) + 10 mL Acetone

b. 10mg = 4 mL (a) + 4 mL Acetons

c. 5mg =3mL(b) + 3 mL Acetone
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d. 1mg = 1mL(c) + 4 mL Acetone

Mineral Seal Qil:Toluene (1:1)

2.5 mL MSO (Neat) + 2.5 mL Toluene (Neat)

Design of the Study: Groups of 16 female mice were administered the test agents
dermally to the shaven backs (dorsoscapular area) at doses according to the following
schedule. All doses were administered dermally at a constant volume of 200 L per
animal (100 4L when the te.¢ agent was applied neat) using a pipette (Oxford ®
Labware, St. Louis, MO). The treatment groups were as follows:

Group Test Agent Animal # Dose

1 Toluane 1-16 0

2 Acetone 17-32 200 xt

3 NS0:Toluene 3-48 200 L

4 OLPH 49-64 ) 1.8 al
é OLPH ' 81-96 S0 aL

7 OLPH o7-112 100 al

8 uso 113-128 - 1.8 at
9 NSO 129-164 23.5 aL
10 nso 145-160 50 aL

1 MSO 161-176 100 al

12 v 177-192 10 ng 2’:;_9'
13 o 193-208 S g —1T
1% (k"] 209-224 S0 mg

15 w 225-240 100 mg
16 RET 2461-256 1.7 rwol
17 TPA 57-212 3.4 ol
18 TPA a73-288 6.8 nmol
19 TPA 289-304 13.6 rwol
20 n-Dodecane 305-320 10 mg

21 n-Dodecane 321-3%6 S ng

2 n-Dodecane 337-352 50 mg

a3 n-Dodecane 353-368 100 mg
% Senzoyl Peroxide 369-384 i1ng

s Benzoyl Peroxide 385-400 Smp

26 Benzoyl Peroxide 401-416 10 wg

7 Senzoyl Peroxide 417-432 20 mg

Each of these trestment greups received velume of 200 sl except groups 7, 11, end 15. The ameunt of wst agent remaine
a8 is. .
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J. Dosing Schedule: The first day of dosing was April 29, 1993. Subsequent doses were
administered on May 3 and May 6, 1993, and the final dose administered on May 10, 1993,
All of the dosings were administered between 0800 and 1200. On the last dose day, four
animals/group scheduled for sacrifice were nsarapsied 6 h post-dose. The remaining animals
(four per group) were sacrificed at 24, 48 and 56 h post-dose.

Dosing Schedule Necropsy Schedule
Dose Dose Dose Dose abc abed abd abd
Th Mon Th Meon 6 24 48 96
Days Hours

a=necropsy performed, b=tissues taken for histology, c=ODC analysis, d=BrdUrd injection

K. Body Weights: All animals were weighed two days prior (Study Day -2) to the initiation of
dosing and again on the final dose day (Study Day 12).

L. Clinical Observations: Each animal was observed for signs of morbidity or
mortality twice daily on weekdays (am and pm) and once daily on weekends
throughout the study.

M. Assessment of Gross Dermal Irritancy: All animals were observed for gross signs of Germal
irritancy approximately 24 h after the dermal dosing and 72 h following the last dose. The
following parameters were assessed: erythema, desquamation, eschar, alopecia, discoloration,
fissuring, and ulceration.

N. Sacrifice Schedule: Four animals/group were sacrificed at 6, 24, 48 and 96 h following the last
dose. Thirty minutes prior to scheduled necropsy at 24, 48 and 96 h after the last dose, each
animal received BrdUrd intraperitoneally at a concentration of 100 ug/gm of body weight.
BrdUrd was dissolved in sterile phosphate-buffered saline approximately one hour before dosing
and administered such that the volume for injection ranged from 0.1-0.2 ml. Refer to the
Sacrifice Schedule on the following page for animal numbers and the order in which they were
sacrificed.
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SACRIFICE SCHEDULE

Toluene 1-4
Acetone 17-20
MSO:Toluene 33-36

OLPH
11.8 ul 49-52 53-56
23.5 ul - | 65-68 69-72
50 ut 81-84 85-88
100 ut 97-100 101-104

MSO
11.8 ul 113-116 117-120
23.5 ul 129-132 133-136 137-140
50 pi 145-148 149-152 153-156
100 ul - 161-164 165-168 169-172

LVD
11.8 ul 177-180 181-184 185-188
23.5 ul 193-196 197-200 . | 201-204

333 4l 209-212 213-216 217220
100 gl 225-228 229-232 233-236

TPA
0.2125 nmol 241-244 245-248 249-252
0.85 nmol 257-260 261-264 265-268
3.4 nmol 273-276 277-280 281-284
13.6 nmol 289-292 293-296 297-300

Dodecane
10 mg/mL 305-308 309-312 313-316
25 mg/mL 321-324 325-328 329-332
50 mg/mL 337-340 341-344 345-348
100 mg/mL 353-356 357-360 361-364

BPX
1 mg/mL 369-372 373-376 377-380
5 mg/mL : 385-388 389-392 393-396
10 mg/mL 401-404 405-408 409-412
20 mg/mL. - 417-420 421424 | 425428
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Sacrifice_and Skin Preparation: smcmofmmm-memmbymw
dislocation. Each animals cage card was removed and placed with the body to avoid mixup of
animals. The dead mice were thea shaved (when required), and a depilatory (Nair™) was applied
to the back. The depilatory was removed after five minutes by gentle scrubbing, with a gloved
finger, under cold running tap water. The group of four mice was then placed in a pan of ice
(dorsal side down), with extra ice covering the ventral side, until necropsy.

Necropsy: The prosector team was given only one group of four mice at a time to avoid mixing
up tissues. Each prosector received two tissue cassettes with a matching number of the mouse
they were necropsying. An approximate area of 2.5 X 4 cm of the dorsoscapular area was
removed, spread out on a cutting board, and a template was used to guide the exact size
measurement. Using a razor to cut downward, the skin was divided according to the following
diagram:

\
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Specimen (1 x 1 cm) for ODC aseay

Specimens (0.5 x 2 om each) for histopathology,
morphomatric assay of epidermal hyperplasia, and
determination of labeling and proliieration inclices.
Specimen 20 will be evalualed. Specimen 2a wil
Ve ssareesve. -

E Remainder of exposed tesus 10 be frozen at =70°C
for kture studies
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The two skin sections 2a and 2b were placed in two separate cassettes at 6, 24, 48 and
96-h post exposure. In addition to the above skin sections, the pancreas and a section
of duodenum were collected at 24, 48, and 96-h post exposure. The abdominal cavity
_was opened. The stomach was located and approximately 2-3 cm of duodenum,
proximal to the stomach, was removed with the pancreas attached. The duodenum and
pancreas samples were divided in half with each half going into one of the cassettes
along with skin samples 2a and 2b. The cassettes and the remaining carcass were placed
in 10% buffered formalin and delivered to Veritas Laboratories, Inc., for histologic
processing and histopathologic evaluation on the same day.

The two skin specimens 3 were quick frozen on a pre-made block of frozen optimal
cutting temperature (OCT) compound (Tissue Tek®, Miles, Inc., Elkhart, IN) at 6, 24,
48 and 96-h post-exposure. The tissue was spread out, covered with more OCT
compound and quick frozen in liquid nitrogen. These specimens, with their labels, were
then placed in a freezer (-70°C) and will be retained at ManTech for two years for
possible future evaluations.

Epidermal Homogenization: Skin specimen 1 was collected such that excess skin was left
attached posterior to the specimen. Erch skin specimen was spread on a cold glass plate which
was kept on ice. A 1-cm’® segment was scraped from a posterior to anterior direction. The
scrapings from each treatment group (4 replicates) were placed in a single tube containing ODC
homogenization buffer, pH 7.2 and homogenized for 15 sec twice with a 15 sec interval in
between using a polytron tissue homogenizer. The homogenized samples were centrifuged at
15,000 rpm for 30 min and the supernates were divided into two equal aliquots. The samples
were frozen a -70°C. On May 24, 1993 all of the samples were packed in dry ice and sent by
Federal Express to Dermigen.

Statistical Methods: The difference in variance was analyzed in body weights and body weight
gains. Body weights and body weight gain data for all treatment groups were compared to the
acetone control group using Dunnert’s Test (Computational Handbook of Statistics, James L.
Bruning and B.L. Kintz, 2nd Edition, 1977).

Animal Survival: Two mice were accidently killed before the scheduled necropsies. The deaths
were not related to the test article exposure.

Body Weights: Individual body weights and body weight gains are presented in Table 1. Group
mean body weights and body weight gain values are presented in Table 2. There were no
mmys.mmwwmmmmmammmmm~;
mmmm(mwwa)mmz) s y ;
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DERMIGEN - SUBPROTOCOL 3

BODY WEIGHT GAINS

.
1.9 | ;
1.8
1.7
1.6 |-
~ 1.5 |
I\
z 1.4 b
) 13}
3 12}
¥ 1.1
4
0.9
0.8 |
0.7 |
0.6
I ERENEEREIENENEIERAEREDRE 7
D D L R P R LA A
GROUP
Figure 2 - Body Ueight Gains
Grouwp Group Group Growp
Ho, . Mame o, Maee
1 Toluene 1% TPA, 0.2125 rmol
2 Acstone 1”7 TPA, 0.85 rmol
3 n$0:Toluene 18 TPA, 3.4 nmol
& oLrn, 11.8 at 1¢ TPA, 13.6 rmol
S OoLPH, 23.5 aL 20 n-Dodecane, 10 mg
; w' 2&':1. g m’ g =
’ e
s S0, 11.8 sl 3 n-Dodecane, 100 mg
- e 5w se
. s 2 09
1 #S0, 100 sL 26 5, 10 mg
12 LW, 11.8 sl 14 ®», 20 9
13 LW, 3.5 sl
% LW, 33.3 aL
15 LW, 100 st




‘ D.l'miotnmmeol No. 910801
mma
Clinical Observations: Nowmmwueddinicalsixmofwxicity,withﬂleexeepuonof
dermal irritancy, were observed during the study.

W- Individual dermal irritincy scoring values are presented in Table 3 with total
irritancy scores summarized in Table 4.

Necropsy: See Table S for observations noted at gross necropsy.

At the 6-h necropsy, 44 mice showed signs of varying degress of skin thickening while
8 mice exhibited thinning areas. Four were scabby, 4 were scaly, and 1 appeared
granular. Nineteen skin samples were wrinkled and 8 were flacid or gelatinous. One
animal exhibited reddish, bumpy areas.

At the 24-h necropsy, the excised skin from 43 mice showed signs of varying degrees
of thickening while 14 had thin areas. Two exhibited bumpy areas, 8 were scaly, 14
were granular, and 9 were scabby. Thirty-five of the mice had wrinkled skin, 7 were
gelatinous, and 7 had reddish areas.

At the 48-h necropsy, 21 mice showed signs of skin thickening and 6 mice had thin
areas. Forty-aine mice appeared wrinkled, while 6 exhibited scaly areas, 18 were
granular, and 17 were scabby. Five mice had reddened areas, 4 mice had raised or
swollen areas, and 4 were gelatinous.

At the 96-h necropsy, 41 mice showed signs of varying degrees of skin thickening while
7 had thinning areas. Sixty-two mice exhibited wrinkled skin, while 2 were scaly, 7
were granular, and 12 were scabby. Five of the mice had gelatinous skin and 4 had
reddened areas.

Protocol Deviations: At the 6-h necropsy, only skin specimen 1 was taken for epidermal
homogenization instead of specimens 1, 2a, and 2b as stated in protocol amendment #11.
Specimens 2a and 2b were sent to Veritas.

Dosing began at 8:00 instead of 7:00 as stated in protocol amendment #8.
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TABLE 1 |
INDIVIDUAL BCOY VEIGHTS AND BODY WEIGHT GAINS (grams)

’ Initial Terninal Welght

Group Welight Veight . Gain
Toluene a7 .3 0.4
10‘” M-s 30-1 '0-‘
Toluene 26.8 2r.o0 0.2
Toluene 9.6 2.6 -2.0
Toluene S.0 .3 2.3
Tolusne S.6 8.1 -0.5
Toluene 7.4 8.2 0.8
Toluene 4.6 7.1 2.5
Toluene 27.0 29.0 2.0
Toluene 8.8 9.6 0.8
Toluene 8.6 29.6 1.0
Toluene 26.3 26.8 0.5
Tolusne 9.2 3.8 1.6
Toluene S5.8 ar.7? 1.9
Toluene 27.9 9.3 1.4
Téluene 26.6 28.8 2.2
Acetone 8.7 2.7 : 1.0
Acetons 26.7 30.0 3.3
Acetone . 9.7 2.8 0.1
Acetone .7 T 29.6 1.9
Acetone 2r.9 8.6 0.7
Acetone 26.0 27.8 1.8
Acetone 30.6 2.5 -1.1
Acetone 27.3 2r.9 0.6
Acetone . 27.0 29.2 2.2
Acetone 26.4 25.7 0.3
Acetone 26.5 7.0 0.5
Acstone 8.5 8.5 3.0
Acetone 2%.8 26.5 1.7
Acetone 29.2 : .7 1.5
Acetone 26.6 26.8 2.2
Acetone 28.3 7.8 -0.5
KS0:Toluene 29.3 29.9 0.6
#50:Toluene 8.5 8.0 2.5
:Tolusne 26.6 28.2 1.6
Hus0:Tolusne 26.0 9.3 3.3
n50:Toluene 28.1 3.2 3.1
nS0:Toluene 9.0 2.5 0.5
m:"tm " 27.6 ”c' 3.2
Ns0:Toluene 2.0 S.1 1.1
H$0:Tolusne 2r.0 8.5 1.5
N$O:Toluene 30.0 30.8 0.8
NS0: Toluene &S.0 2.9 3.9
sToluene 2.5 3.9 4.6
ms"tm 31.2 ”-' '0-‘
N$0:Toluene ar.3 28.4 1.1
u$0:Tolusne 6.7 3.6 4.9
us0:Toluene 26.4 2.5 2.1
oLPH, 110w .5 2.8 0.0
m' 1.8 u 28.1 7.5 -0.6
M. 11.. uL “o’ 50‘ ".‘
otPH, M8 WL 2%h.9 5.9 1.0
oLPH, 11.8 Wb ¥.6 30.4 0.8
“". ‘1.. |l. a.. ”.’ 1-5
OLPH, 11.8 WL 5.2 ar.1 1.9
oLPH, 11.8 ul o &3 0.3
oLen, 1.8 W 3.5 2.7 3.2




Animal
Mumber

cenewe

88823288282 ARRRARSBIIYAANINIISEALS

TABLE 1
INDIVIDUAL BODY WEIGHTS AND BODY VEIGNT GAINS (grams)

~ Inftial |, Terminal Weight
Group Weight Weight . Gain
oLPN, 23.5 W 7.5 9.4 1.9
oLPN, 23.5 u 8.4 30.4 2.0
m. a.’ u ”53 ”03 300
m. a.s ll. “.7 M.’ ‘-z
oLri, 3.5 w 30.4 32.0 1.6
oLrH, 23.5 W 3.8 5.5 1.7
o, 3.5 w &.3 5.6 0.3
o, 23.5 u 29.4 32.5 3.1
oL, B35 w 2.9 30.1 1.2
oLPH, 23.5 W 8.9 21.6 1.7
oLPH, 3.5 w 26.7 ar5 0.8
oLPN, 23.5 u 26.3 28.6 2.3
oLPN, 23.5 u 2r.1 2r.2 0.1
oL, 23.5 W 9.7 NS 1.8
OLPH, 23.5 ulL ar.9 30.8 2.9
oLPN, 23.5 w 26.8 28.2 1.4
oLPK, 50 ul 26.1 28.0 1.9
OoLPi, SO ul 3.9 5.1 1.2
OLPH, 50 uL . .4 3.3
m. ,0 w 28.9 2707 '1.2
OLPN, 50 u 26.5 28.2 1.7
m. 50 ul 28.4 a.o '00‘
OLPH, 50 ul ar.2 30.1 2.9
OLPH, 50 uL 30.1 31.6 1.5
OLPN, 50 uL s.7 2r.0 1.3
OLPH, 50 ul 2.1 26.4 1.3
OLPH, 50 w 30.9 30.3 <0.6
OLPN, 50 uL 29.4 NS 2.1
OoLPH, 50 w 26.8 a7 0.9
OLPH, S50 w S.3 26.9 1.6
oLPH, 50 w. .4 29.2 1.8
oLPR . - 270' 30.‘ 2.8
OLPK. s W 27.0 28.1 1.1
m. FLESa T 27.‘ 29-0 1.2
OLPH, 100 uL 28.3 28.8 0.5
OLPH, 100 uL 24.8 5.8 1.0
OLPH, 100 uL 26.3 ean.4 1.1
OLPH, 100 uL 26.3 avr.4 3.1
OLPH, 100 uL 30.4 0.7 0.3
OoLPH, 100 uL 26.9 2.0 1.1
OLPH, 100 wL 7.4 8.5 1.1
oLPH, 100 uL 5.5 5.9 0.4
oLPH, 100 WL 30.1 30.4 0.3
oLPH, 190 WL 9.2 29.4 0.2
OoLPH, 190 w 9.0 %.3 0.3
OLPH, 100 wul S.8 26.0 0.2
OLPH, 100 w ar.9 Died Died
OLPH, 100 ul 2.6 8.2 1.6
NSO, 11.8 ul &S.7 26.8 1.1

w

w

u

w




TABLE 1
INDIVIDUAL BODY WEIGHTS AND BODY WEIGHT GAINS (prems)

Animal Initial Terminal Weight

Nusber = Growp Weight Wefght Gain
129 NS0, 23.5 W 7.4 28.3 0.9
130 "o, BS5 W 8.9 2.9 3.0
131 S0, 3.5 u 29.6 _ 29.8 0.2
132 neo, 23.5 uL 28.7 28.9 0.2
133 neo, 3.5 w 24.0 8.6 1.6
134 m. 385w 30.5 29.6 «0.9
135 ns0, 23.5 ul 8.2 29.8 1.6
136 Nso, 23.5 w 26.7 9.2 2.5
137 NS0, 3.5 W 5.5 7.6 2.1
138 nso, 23.5 u 26.6 ar.7 1.1
139 NS0, 3.5 ul 5.1 26.8 1.7
140 nso, 25.5 w 30.1 30.4 0.3
149 M0, 23.5 u ar.1 2.7 0.6
142 NSO, 235.5 W 26.4 28.2 1.8
%3 50, 23.5 u. 7.6 29.1 1.5
144 N80, 23.5 W 8.4 7.6 -0.8
1S5 NS0, S0 w 1.6 28.0 0.4
146 S0, 50 W 29.3 7.3 -2.0
w? "us0, 50 u 26.5 7.7 1.2
148 S0, 50 wL 8.6 29.9 1.3
149 S0, S50 uL 28.8 29.5 0.7
150 %s0, 50 W ar.1 8.7 1.6
151 NS0, 50 uw 2r.5 28.6 1.1
152 NSO, 50 uw 8.2 26.9 1.7
153 m. S0 w “c’ 26.6 -0.3
154 ®S0, 50 w 26.3 26.4 0.1
155 NS0, 50 u 24.5 29.4 4.9
156 NSO, 50 W ar.9 27.1 -0.8 -
157 NSO, 50 uw 5.2 27.4 2.2
158 m. 50w 30.6 29.5 1.9
159 RS0, 50 w a85.7 9.2 3.5
160 ns0, 50 w 30.2 30.6 0.4
161 NSO, 100 W 30.7 30.6 -0.1
162 NSO, 100 uL 8.8 8.5 2.7
1“ m. 100 u u.? ”-‘ ' 0-‘
164 NSO, 100 ub 2r.3 a7.% 0.2
165 NSO, 100 uL ar.? 30.0 2.3
166 NSO, 100 uL 29.4 30.8 1.4
167 NSO, 100 u 25.9 29.0 2.1
168 NSO, 100 wi 5.2 26.0 -1.2
16 NSO, 100 ub 29.9 31.2 1.3
m NS0, 100 uL 26.3 .4 1.1
m NS0, 100 wt 26.7 26.9 0.2
172 m. 100 w 8.8 28.6 0.2
3 §sSO, 100 w 2.1 .2 3.1
176 NSO, 100 w 5.0 28.0 3.0
175 xS0, 100 uL 27.0 8.4 1.4
176 #s0, 100 w 28.0 9.6 1.6
(4 I.W, 118w 2.2 28.2 1.0
1”8 L, N8 u n.2 n.s 0.6
m Lw. 1.8 w ”-‘ a-‘ ‘0.5
180 LW, 1.8 5.6 n.e 2.3
181 LW, 1.8 u 26.46 26.6 0.0

1“ I.W, 11.' w 2’.7 a.z "-!




Animal
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TABLE 1
INDIVIDUAL SODY WEIGHTS AND BODY WEIGHT GAINS (grams)

Initiatl
Veight

Yerminal
Veight

30.4
8.7
26.6
28.4
29.3
28.4
ar.7
32.2
28.1
28.0

elight
Gain




TABLE 1
INDIVIDUAL BODY WEIGHTS AND BODY WEIGNT GAINS (grams)

Inittal Terminal Weight
Growp Veipght Weight . Gain
TPA; 0.85 rmol 26.2 26.1 -0.1
TPA, 0.85 rmol 2r.2 an.e 0.7
TPA, 0.85 rmol &8.2 av.2 2.0
TPA, 0.85 reol 28.7 26.4 -2.3
m, 0.85 mmol 26.9 26.0 <0.9
TPA, 0.85 rmol 29.5 32.5 3.0
TPA, 0.85 rwol ar.7 9.9 2.2
TPA, 0.85 rmol 25.6 26.8 1.2
TPA, 0.85 rmol 7.0 2r.8 0.8
TPA, 0.85 rmol 30.1 31.9 1.8
TPA, 0.85 rmol 26.5 1.7 1.2
TPA, 0.85 rwol 2.0 30.3 1.3
TPA, 0.85 rmol 30.4 2.7 -0.7
TPA, 0.85 nmol 28.2 30.7 2.5
TPA, 0.85 rmol 8.9 28.2 2.3
TPA, 0.85 rmol 26.3 7.2 2.9
TPA, 3.4 rmol sS.9 7.7 1.8
TPA, 3.4 rmol 31.0 32.0 1.0
TPA, 3.4 rmol 8.3 9.2 -0.%
TPA, 3.4 rmol 29.1 28.5 -0.6
TPA, 3.4 rmol 28.1 26.7 1.4
TPA, 3.4 nmol 30.1 29.3 -0.8
TPA, 3.4 nmol 27.2 29.1 1.9
TPA, 3.4 reol 5.2 27.7 2.5
TPA, 3.4 reol . 8.4 ar.9 -0.5
TPA, 3.4 mmol 26.6 7.4 0.8
TPA, 3.4 rmol 27.8 2.2 1.4
TPA, 3.4 neol 20.8 5.1 0.3
TPA, 3.4 nmoi 7.1 27.0 -0.1
TPA, 3.4 rmol 26.9 1.6 0.7
TPA, 3.4 reol 4.2 8.7 1.5
TPA, 3.4 nmol 26.3 28.2 1.9
TPA, 13.6 nmol 30.6 30.0 -0.6
TPA, 13.6 mmol 28.7 7.9 1.2
TPA, 13.6 nmol 26.0 26.9 0.9
TPA, 13.6 rmol 29.7 32.1 2.4
TPA, 13.6 rmol 5.6 28.2 2.6
™A, 13.6 nmol 7.4 28.4 1.0
TPA, 13.6 nmol 2.0 30.1 1.9
TPA, 13.6 rmol 28.5 29.2 0.7
TPA, 13.6 rmol . 2.3 2.2
TPA, 13.6 nmol S.2 ar.9 2.7
TPA, 13.6 reol 8.2 a.2 -3.0
TPA, 13.6 nmol 26.4 5.6 -0.8
TPA, 13.6 rmol 2.3 2.8 0.5
TPA, 13.6 nmol 2.8 30.7 2.9
TPA, 13.6 rmol 26.2 r.1 0.9
TPA, 13.6 reol 8.9 24.8 0.9
Dodecane, 10 mg/mlL &9 8.5 -0.4
Dodecane, 10 mg/mi 8.4 2.5 0.1
Dodecane, 10 mg/ml 8.9 8.2 0.3
Dodecans, 10 mg/mk 2r.8 2.0 1.2
Dodecans, 10 mg/ul 9.9 9.3 0.4
Oodecans, 10 mg/ui. 2.2 8.8 -0.4
Oodecane, 10 wg/ul 3.7 S5 1.8
Dodecans, 10 mg/mi. 7.0 31.4 4.4

Dodecane, 10 sg/mi 26.0 4.6 1.4



TABLE 1
INDIVIDUAL BODY WEIGHTS AND BODY VEIGHT GAINS (grems)

Animal Inftial Terminal Weight

Number Group Weight Neight . Gain
321 Dodecane, 25 mg/wi. 8.2 28.9 0.1
322 Dodecans, 25 sg/mi T4 8.5 1.1
451 Dodecans, 25 mg/mi. 2.8 30.2 0.4
324 Dodecans, 25 mg/mi. S.4 26.1 0.7
335 Dodecane, 25 wg/nl 26.2 &.8 3.6
326 Dodecane, 25 mg/ml. 26.3 7.2 2.9
327 Dodecane, 25 wg/mlL 9.2 2.6 0.6
328 Dodecane, 25 mg/ml .7 28.0 0.3
329 Dodecane, 25 mg/ul 8.0 3.8 3.3
330 Dodecane, 25 mg/ml 26.6 ar.7 1.1
331 Dodecans, 25 mg/mL 28.3 2.3 1.0
332 Dodecans, 25 mg/ml 30.6 32.3 1.7
333 Dodecans, 25 mg/ml ar.2 27.9 0.7
334 Dodecane, 25 mg/nl 26.9 7.6 0.7
335 Dodecans, 25 mg/nl &s.7 26.3 0.6
336 Dodecane, 25 mg/sl .7 2.3 3.6
337 Dodecane, 50 mg/ml 9.4 29.3 -0.1
338 Dodecane, 50 mg/ml 26.6 2.3 2.7
339 Dodecane, S0 mg/ul 26.6 28.3 1.7
3% Dodecane, 50 mg/ml 2r.5 28.7 1.2
341 Dodecane, 50 mg/mi. 3.7 5.9 2.2
342 Dodecans, 50 mg/mi s.8 7.5 1.7
343 Dodecans, 50 mg/miL S.7 .7 2.0
k7Y Dodecane, 50 mg/al 8.2 29.1 0.3
345 Dodecane, 50 mg/ml 8.6 28.9 0.3
3u4é Dodecane, 50 mg/al 26.7 7.4 0.7
%7 Dodecane, 50 mg/al 2.7 2.0 -0.7
us Dodecane, 50 mg/mi. 7.1 28.0 0.9 v
ue Dadecane, S0 mg/ml 2.6 2r.6 0.0
350 Dodecane, SO mg/mL 26.0 28.8 2.8
351 Dodecans, 50 mg/ml 31.2 26.8 4.4
352 Dodecane, 50 mg/al 28.0 2.5 -0.5
353 Dodecane, 100 mg/al 27.9 29.8 1.9
354 Dodecane, 100 ag/ul 26.6 26.7 0.1
355 Dodecans, 100 mg/ml 7.2 7.8 0.6
=56 Codecans, 100 mg/ol 2.7 30.5 1.8
357 Dodecans, 100 mg/ml 26.0 .7 0.7
358 Dodecane, 100 mg/ml 30.2 30.7 0.5
517 Codecane, 100 mg/ul 3.9 2.4 2.5
360 Dodecans, 100 mg/ml .8 8.1 2.3
351 Dodecane, 100 mg/ul. 9.2 9.4 0.2
362 Dodecane, 100 mg/ml 8.4 8.8 3.4
383 Oodecans, 100 mg/al 8.9 30.0 1.1
364 Dodecane, 100 mg/ni 7.4 29.2 1.8
365 Dodecans, 100 mg/mi 5.1 o4 1.3
366 Dodecane, 100 mg/ml 30.4 3.4 1.0
357 Dodecarna, 100 mg/mi 26.9 8.0 1.1
348 Dodecane, 100 mg/mi. 2.8 er.0 0.8
360 ", 1 ng/ul 5.0 26.3 1.3
370 P, 1 sg/ul &s.7 30.7 5.0
m ”, 1 ag/at 7.5 .9 0.4
372 ®, 1 mg/ul. 26.5 28.6 2.1
373 P, 1 ng/ul .9 9.4 1.5
I ", 1 mg/al 5.4 ar.0 1.6
k 14} P, 1 mg/at 9.5 n.s 2.0
k1 o8, 1 ng/nl 9.7 30.0 0.3
kY4 s, 1 mg/ml 7.9 8.7 0.8
3 8P, 1 /L 30.3 3.9 2.6
3 82, 1 mg/ol -0 2v.6 0.6
380 ', 1 m a:' 27.. 0.9
381 8P, 1 my/mt 6.3 8.3
- -] e, 1 mg/nl 288 28.0
s &P, 1 ng/ol 8.7 g




TABLE 1
INDIVIDUAL BODY WEIGHTS AND SODY WEIGHT GAINS (grams)
Initial Terminal Veight

Animal

Nunber Group Weight Weight : Gain
385 P, S wg/ul 8.4 7.9 -0.%
386 P, S mg/ul 2.9 F1 4% 4 1.8
387 5P, S wg/ul &S.0 .2 2.2
388 P, 5 mg/ml ar.0 28.5 1.5
389 P, 5 mg/ml 30.1 30.8 0.7
390 P, 5 mg/ul S.4 26.1 0.7
31 P, 5 mg/ul 9.1 28.6 -0.5
392 8P, 5 mg/ul 9.6 8.1 -1.5
393 P, S mg/ul 26.8 8.9 2.1
k- 3 8P, 5 mg/al 23.9 S.0 1.1
395 8P, 5 mg/ul 7.5 ar.3 -0.2
396 P, 5 mg/ul 2r.s 8.8 1.3
397 8P, S mg/ui 2r.9 8.0 0.1
398 "' 5 m “o? u.; 0.4
399 3P, 5 mg/al 26.3 30.9 4.6
400 P, S mg/ul 30.6 32.5 1.9
401 P, 10 mg/mi 26.08 30.8 4.0
402 8P, 10 mg/nl S.9 30.1 4.2
403 8P, 10 mg/mi 27.1 8.8 1.7
404 8P, 10 mg/mi 28.8 28.9 0.1
405 8P, 10 mg/mL .4 : 29.0 1.6
406 P, 10 mg/ml 26.1 ¢ 26.7 0.6
407 8P, 10 mg/mL 9.3 8.2 1.1 .
408 8P, 10 mg/ml 26.3 26.4 2.1
409 8P, 10 mg/ni S5 26.6 1.1
410 8P, 10 mg/ml 9.7 .5 -2.2
411 8P, 10 mg/ml 24.7 7.4 2.7
412 BP, 10 mg/mi 30.8 3.4 2.6
413 P, 10 mg/mL 28.3 7.4 -0.9
414 3P, 10 mg/nl 28.1 30.0 1.9
415 BP, 10 mg/mL 26.6 28.2 1.6
416 8P, 10 mg/mi .7 29.3 1.6
817 8P, 20 mg/mi 26.2 7.2 1.0
418 BP, 20 mg/ml 6.8 8.3 1.5
419 8P, 20 mg/ml 3.8 26.4 2.6
420 8P, 20 mg/mbL 9.6 28.9 -0.7
&21 8P, 20 mg/mi. 28.9 2.0 -0.9
422 3P, 20 mg/mL 30.5 7.3 -3.2
&3 BP, 20 mg/mi 7.2 2.9 1.7
424 8P, 20 mg/mi 26.5 7.6 1.1
425 P, 20 mg/ml 9.2 8.9 -0.3
426 8P, 20 mg/mL S.0 26.5 1.5
827 8P, 20 mg/ml 5.7 7.6 1.9
428 8P, 20 mg/ul. r.4 28.2 0.8
429 P, 20 mg/al 27.6 26.9 -0.7
430 8P, 20 mg/mL 28.0 2.6 1.6
431 8P, 20 mg/nl 8.7 8.7 1.0
432 8P, 20 mg/ml S.4 8.9 3.5




TABLE 2
Meen Body Weights and Sody Ueight Gains

Srowo Initial Weight Iserminel Weight
Toluane 27.3 2 1.7 28.4 2 1.5
Acetone 7.3 £ 1.7 28.3 ¢ 1.2
M$0:Toluene 27.4 2 1.9 29.0 ¢ 2.1
oLrN, 11.8 W 27.3 £ 1.9 8.1 £ 1.7
OoLPH, 23.5 W 27.3 £ 1.8 29.1 2 2.1
OLPH, 50 w 2T.4 2 1.9 28.72 2.0
,OLPH, 100 u er.3 2 1.8 28.22 1.5
nso, 118 u 2T.4 2 2.0 - 28.4 2 2.0
ns0, 3.5 ul T4z 1.8 28.5 = 1.3
n$0, 50 uL 2742 1.8 28.3: 1.3
NS0, 100 wL 7.3 ¢ 1.9 28.6 2 1.8
LW, 118 u 7.3 1.9 7.9 2 1.8
LW, 3.5 u X4 2 1.9 8.5 £ 2.0
iw, 333 uw 27.4 2 1.9 2.0 1.9
LW, 100 u 2.4 2 1.9 28.9 £ 2.4
TPA, 0.2125 rmol 2.3 2 1.9 28.3 ¢ 1.3
TPA, 0.85 rmol 2r.4 = 1.8 28.5 & 2.1
TPA, 3.4 mol 27.4 2 1.9 28.0 £ 1.6
TPA, 13.6 mmol .4 2 1.8 28.3 = 2.1
bodecans, 10 mg/ml 2732 1.9 8.5 ¢ 2.1
Dodecane, 25 mg/mi. 7.3z 1.8 28.7 2 1.7
Dodecane, 50 mg/mL 2r.3 2 2.0 28.0 £ 0.9
Dodecans, 100 mg/mL 273+ 1.9 28.6 = 1.7
P, 1 mg/ul 2732 1.8 8.7 1.8
P, S5 mg/ul 2.6 £ 1.9 28.3 = 1.9
8P, 10 mg/mL 7.3 ¢ 1.8 28.7 £ 1.8
P, 20 mg/ml 27.3 2 1.8 28.1 2 1.0

significant at P20.05 from Acetone Group (Dunnett’s Test)

" significant at P20.01 from Acetone Group (Dunnett’s Test)

Meight Gain
1.0 = 1.2
1.0 £ 1.4
1.6 £ 2.2
0.82 1.3
192 1.1
1.4 2 1.2
0.920.8
1.0 £ 1.3
1.1 1.1
0.9 =2 1.7
1.2 £ 1.2
0.6+ 1.3
1.5 ¢ 1.7
1.8 ¢ 2.9
152 1.8
1.0z 1.5
1.1z 1.5
0.6 2 1.1
1.0 2 1.5
1.2z 1.8
1.4 1.3
0.7 £ 1.7
1.2+ 1.0
14215
0.9z 1.5
1.32 1.7
0.82 1.6




Dermigen Protocol No. 910801
Subprotocol .3

TABLE 3
INDIVIDUAL DERMAL IRRITANCY SCORES

Test Agent: Toluens

Time Postdose: 24h 1st Dose

Date: 04/30/93
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_ Dermigen Protocol No. 910801
Subprotocol 3

TABLE 3

INDIVIDUAL DERMAL IRRITANCY SCORES
Test Agent: Acetone

Time Postdose: 24h 1st Dose

Date: 04/30/93
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Dermigen Protocol No. 910801
Subprotocol 3

TABLE 3
INDIVIDUAL DERMAL IRRITANCY SCORES

Test Agent: MSO:Toluene
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Dermigen Protocol No. 910801
‘Subprotocol 3

TABLE 3
INDIVIDUAL DERMAL IRRITANCY SCORES

Test Agent: OLPH, 11.8 L
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" Dermigen Protocol No. 910801

kw3

TABLE 3

INDIVIDUAL DERMAL IRRITANCY SCORES
Test Agent: OLPH, 23.5 sl
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910801

 Subprotocol 3

' TABLE 3
INDIVIDUAL DERMAL IRITANCY SCORES

Test Agent: OLPH, 50 L
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* Dermigen Protocol No. 810801
Subprotocol 3

TABLE 3 .
INDIVIDUAL DERMAL IRRITANCY SCORES

Agent: OLPH, 1004l
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TABLE 3

Test Agent: MSO, 11.8 st
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Dormbon Protocol No. 910801
‘Subprotocol 3

TABLE 3

INDIVIDUAL DERMAL IRRITANCY SCORES

MSO, 23.5 sl
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Dermigen ‘Prwwol No. 910801
Subprotocol 3

TABLE 3
INDIVIDUAL DERMAL IRRITANCY SCORES
Tost Agent: MSO, 50 sl

Time Postdosa: 24h 1st Dose
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m Protocol No. 810801
Subprotocol 3

TABLE 3

INDIVIDUAL DERMAL IRRITANCY SCORES

Test Agent: MSO, 100 4.
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Dermigen Protocol No.
Subprotocol 3

TABLE 3

Test Agent: LVD, 11.8 L

WNDIVIDUAL GERMAL IRRITANCY SCORES
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TABLE 3
Test Agent: LVD, 23.5 L

INDIVIDUAL DERMAL IRRITANCY SCORES
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Dermigen Protocol No. 810801

TABLE 3
INDIVIDUAL DERMAL IRRITANCY SCORES

Test Agent: LVD, 33.3 s
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* Animal #210 lost its ear tag, replaced with esr tag #503



Dermigen Protocol No. 910801
Subprotocol 3

TABLE 3
INDIVIDUAL DERMAL IRRITANCY SCORES

Test Agent: LVD, 100 gL
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TABLE 3

Test Agent: TPA, 0.2128 nmol

INDIVIDUAL DERMAL IRRITANCY SCORES
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* Animal #2656 lost its ear tag, replaced with esr tag #456
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TABLE 3

INDIVIDUAL DERMAL IRRITANCY SCORES

Test Agent: TPA, 3.4 nmol
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Tmm TPA, 13.6 nmol
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INDIVIDUAL DERMAL IRRITANCY SCORES
Test Agent: n-Dodecane, 10 mg
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~ INDIVIDUAL DERMAL IRRITANCY SCORES
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 Dermigen Protocol No. 810801
‘Subprotocol 3
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 Dermigen Protocol No. 910801
. Subprotocol 3

TABLE 3
INDIVIDUAL DERMAL IRRITANCY SCORES
Test Agent: Benzoyl Peroxide , 10 mg
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- Dermigen Protocol No. 910801

- Subprotocol 3

TABLE 3
INDIVIDUAL DERMAL IRRITANCY SCORES
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No. 910801

3 | . APPENDIX I
| ) Animal Health Report

AREACLE

|

AREA REDULTS: CURRENT e CUMENTY I

POR/TET ' POR/TET BACTERIOLOGY: POS/T87 POR/T78T

- ] /008 02003 C.hatecheri w008 /70008

"y w”oes  WeRm H.pulasnis 07000 070000

KE03 /000 /0024 Saloomellis wpp. /008 /0008

[ /000 /0024 B.bvonchisestice $7008 /0008

(- 14 w00 /0024 C.troundit (42000 /000 020008

"~ o000 4700 S.o0niliferals o o0 0/0008

[ o 8 /906 0009

Ke /000 /0008

POLY © [ 7 eed 0008 PARMBITOLDEY

WD o 000 /0008 Scteserssites /000 /0008

IR » 000 020000 Endeparasites /008 /0008

[T- &S /008 /0000

NNV « /000 /0000

HANT @ /000 70008

CROSS PATHOLOGY: Me lssiens consistent with am sctive infections disesse.
RENARKS: (n)=Ocreensd gquarterly (ond=Ocreened swmselly
Colony is sesitive for enteric pretezss.

AMEA TEST DATES: SEROLOCY- 3725/93 DACTERIDLOGY- 1/11/93 PARABITOLOCY~ 1/44/93

ORICIN: CrliC~1LICRIIR = Cassarsan-Berived in 4907 frea Mall/IER
M. and Nivand=Resusll Perk Henerisl Inatitute-Suiss)
[ 1{- N

s CRIXTIC NONITORDIC SECTION oo !

Yeu have evdersd a Charles River Labsratorien (CAL) sutbred neuse

steck. Uhen you order CRL WF inhred or hvbrid rets and alce, strain-
ssecific biechesical referance preofiles sith corront and histerical H
test data will be provided In this spoce. :

NUSSAMBRY: Theoe snisels were chisped te yeu free & Cherics River
Labereteries (CAL) Mazioss Barvier Aves. Ther have boen fod
pesteariznd diet and housed on sterilised beddine. COAL strives te
ssintain ether ewvirenssutal conditions incisding tesperaisre,
hesidity, ventilation and shataseried ot evtices tevels. [Infersation
on these parensters is availsble wen request.

The Sevine Charles River Updete festures an srticie on eer esponied
transyenic services. Vo set & cooy, plesse call ear Castomsr Service
Desarteant. 1-000-LAD-RATS. Ue lesk ferwerd te hosrimg free vou.




i No. 910801
. APPEDIX IT
Feed Analysil

Punna M«lls, Inc. :

“1401 S. Ha !ey Road -

28 St Louis, M ri 631 66 '

" sredBar Sm. 3 &

TO RIOHMOND: IN 00 RIGHMOND, IN

DAN HOPKINS. 1W

LAR NO 282657 ENTERED 02/02/98 REPCRTED 0Z/16/98 RHMI 3002

CERTIFIED RODENT DIET OHECKERS
LOT NUMBER FEB O 93 18

Ol 43 |6
ASBAY ANALYSI® UNITS
weosee asesewes L . .
PROTEIN (N X 6.28) 2.4 3 .
PAT CASID MYDRO.? LT K ' -
RIBER (CRUDE) 4.2 K
ARSENIC - 0.37F PPM
i ADMIUM C.130 PPM ' .
( CALGIUM 0768 %
LeAp | 0.226 PPN .
MEROLRY - ;
LETE THAN D.03 PPN '
PHOSPHORUS g.709 %
SRLENIUM 0.478 PPN

OROANOPHOSPHATE PReT

PEETIOIRE & POB

(PPN . )
DIARINGN.cesceseesee LEBS THAN 0,02 PARATHION o sssccace LEES THAN 0,02
"m.....-ooc Lm m ‘o" mm.oootaotoccti I-I“ M ‘o“
mw....oo..coooo L‘.‘ THAN 0,02 THIODAN.cvescccceee LEDE W_0.0l .
mﬁl"........ 0.07 TRITHION cessocccee LEES THAN 0.02
METHYL PARATHION... LES® THAN 0.02

mu...o-oo.occ.o b  : ekl m.-......o
m.oc-oocooo () - P! l'“ ‘

mm...........
m‘r‘%--......-o
mo.-. ‘O“O.

0.100000000.00.‘

~M..¢1'BWM csescac



T APPENDIX II
‘ Feed Analysis (con'd)

8| Purina Mills, Inc.
1401 S. Honley Road
“ @ 8t Louis, Missouri 63166

P2

7 y . R : PAOE 2

AT LAS NUMSER nzc’bﬁ .
CERTIFIED RODENT DIET OHECKERS

LOT NuUrMBER PEp 01 93 1B

PESTICIDE & PFCH CCONTINUED) ]
’x‘%:“'....“.... L!" mm o.oz m..........'..‘.- L‘.. mm 0-1‘

AFLATOXIN .
: TOTALILESS THAN & PPS

FOR ADDITIONAL INFORMATION: PLEASE CONTACT:

(32 FOR ASSAY METHOROLOOY = MICHAEL Jo NURPHY aLé-982-8562
(2) FOR NUTRITIONAL INTERPRETATION=DR DAN HOPKING 314-768-4876

($) ALl OTHER QUESTIONB-RICHMOND, INeoo» MANUFACTURING PLANT $17-762-9861
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