T

Y T

T

T

0

# -

S R e DGO B |

1

r—mg;-,.,
B

[
&

|

-

rwvvl
PR

1

Part D, Chapter VIT Page 54 of 57

Mahyco B.t. cotton

ATTACHMENT 5

Comparative assessment of the allergenicity of cottonseed
meal from Bollgard™ and non-transgenic indian hybrid
cotton in a guinea pig model.
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ABSTRACT: A study was conducted using guinea pigs to assess the relative
allergenic activity of cottonseed meal from transgenic cotton,
containing the CrylAc Lepidopteran specific insecticidal protein
from Bacillus thuringiensis, compared to non-transgenic cotton.
Young adult female Hartley-derived albino guinea pigs were fed
diets containing no cottonseed meal (control diet) or diets
containing 10% (w/w) cottonseed meal made either from non-
transgenic cottonseed (MECH-1 and MECH-3) or transgenic
cottonseed (MECH-1 Bt) containing CrylAc. The diets were to be
fed for approximately 60 days and a passive cutaneous
anaphylaxis assay (PCA) would be done to compare the antigen
specific IgGla reaginic antibody response of all groups. However,
by day 21 guinea pigs fed cottonseed meal-containing diets gained
significantly less weight compared to controls and failed to thrive.
As a result, all groups were fed commercial guinea pig diet from
day 21 to day 28; guinea pigs subsequently were fed their
intended diets from day 28 to day 49 at which time the study was
terminated.
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The addition of cottonseed meal to the diet at 10% w/w produced
an immediate decrease in body weight gain and lower weights
when compared to controls. For example, by day 21 body weights
of animals fed the non-transgenic raw cottonseed meal diets,
MECH-1 and MECH-3, were significantly less (p<0.001) than
animals fed the control diet ( Table I). Weight gains in the
MECH-1 and MECH-3 groups were on average only 22%
compared to the control group. These animals also exhibited
clinical signs including reduced fecal pellet production, soft stools
and rough coats.
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Abstract

{continued)

Table 1

Mean Body Weights (g) of Guinea Pigs
Diets Day 0 Day 21 Day 28 Day 49
Control 333 444 484 551
Control / 332 443 473 529
MECH-1 Bt'
MECH-1 333 365~ 405 * 443 =
MECH-3 333 359 402 * 466 #

' This group did not receive cottonseed meal in the diet from day 1 through day 28 and
MECH-1 Bt from day 28-49. Significantly different from control: * p<0.001, # p<0.01,

On day 21, all animals were fed commercial diet for the next
seven days to determine whether the animals would recover body
weight. In addition, feed samples were analyzed for vitamin C,
mycotoxins and CrylAc; results showed that the feed provided to
the MECH-1 Bt group for the first 21 days did not contain
CrylAc, subsequently it was determined that this group
inadvertently had been fed control diet. Between days 21 and 28,
MECH-1 and MECH-3 groups gained weight at'a rate similar to
controls, except that one animal in the MECH-1 group died and
one in the MECH-3 group was moribund and subsequently
euthanized.

On day 28, remaining animals were fed their intended diets.

Body weight gains were again decreased in cottonseed meal fed
groups from days 29 to 35, whereas gains were lower or similar to
control gains from days 36-49. Failure of the animals to thrive on
10% cottonseed meal indicated probable compromised health
status of these animals. The study was terminated without
performing PCA assays on day 49.

In conclusion, results demonstrate that guinea pigs have
decreased body weight gains and clinical signs (reduced fecal
pellet size and abundance, soft stools and rough coat) when fed a
nutritionally balanced diet containing 10% cottonseed meal
(MECH-1 and MECH-3). Although a direct comparison of gains
and signs between the MECH-1 Bt and MECH-1 and MECH-3
groups was not possible, the results show that guinea pigs fed
diets with 10% (w/w) cottonseed meal havé significant decreases
in body weights and gains by day 21. Since weight gain for
MECH-1 and MECH-3 groups were on average 22% of the weight
gain of the control group during the first 21 days of this study, the
likelihood that the animals would produce a reliable immune
response was doubtful. Thus it was concluded that feeding
guinea pigs 10% cottonseed meal for a 60 day sensitization period
to accurately measure relative allergenic activity of the test diets
was not possible.
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crylAc Class I (Lepidopteran-specific) crystal protein gene

CrylAc

CSM
DHL

g

mg

Heg

ml

pl

FeyR

i.c.

i.d.

Igk
MAHYCO
MECH-1
MECH-3
MECH-1 Bt
nptll

NPTII

SAS®
SDS-PAGE
SLI

w/v

w/w

Class I (Lepidopteran-specific) crystal protem from Bacillus
thuringiensis var. kurstaki
cottonseed meal

DHL Worldwide Express

gram

milligram

microgram

milliliter

microliter

High affinity IgGla receptor
intracardiac

intradermal

antibody isotype IgE

Maharashtra Hybrids Seeds CO. Ltd.
MAHYCO cotton hybrid #1
MAHYCO cotton hybrid #3

Transgenic MAHYCO cotton hybrid #1 with CrylAc and NPTII

neomycin resistance, selectable marker gene (Neomycin
phosphotransferase II gene

neomycin resistance protein (amino-glycoside-3’-
phosphotransferase II)

SAS® statistical analysis software

sodium dodecylsulfate-polyacrylamide gel electrophoresis
Springborn Laboratories, Inc.

weight to volume

weight to weight



.

A |

e

g o

e

YTy 31Oy Ty Y T

rWevv’

71 7Y T

1

1]

Final Report ' Study #: 97-01-00-02
Monsanto Company MSL-15763

Biotech Regulatory Sciences Page #: 7 of 197

1. SUMMARY

A study was conducted using guinea pigs to assess the relative allergenic
activity of cottonseed meal from transgenic cotton, containing the CrylAc
Lepidopteran specific insecticidal protein from Bacillus thuringiensis,

-compared to non-transgenic cotton. Young adult female Hartley-derived

albino guinea pigs were fed diets containing no cottonseed meal (control diet)

LKarsazsw isalsin AaThe RRATUS LAV s A2% SR LULAoLRAL L0 aL (WL v/

or dlets contammg 10% (w/w) cottonseed meal made either from non-
transgenic cottonseed (MECH-1 and MECH-3) or transgenic cottonseed
(MECH-1 Bt) containing CrylAc. The diets were to be fed for approximately
60 days and a passive cutaneous anaphylaxis assay (PCA) would be done to
compare the antigen specific IgG1a reaginic antibody response of all groups.
However, by day 21 guinea pigs fed cottonseed meal-containing diets gained
significantly less weight compared to controls and failed to thrive. Asa
result, all groups were fed commercial guinea pig diet from day 21 to day 28;
guinea pigs subsequently were fed their intended diets from day 28 to day 49
at which time the study was terminated.

The addition of cottonseed meal to the diet at 10% w/w produced an
immediate decrease in body weight gain and lower weights when compared
to controls. For example, by day 21 body weights of animals fed the non-
transgenic raw cottonseed meal diets (MECH-1 and MECH-3) were
sxgmﬁcantly less (p<0.001) than animals fed the control diet (Table I).
Weight gains in the MECH-1 and MECH-3 groups were on average only 22%
compared to the control group. These animals also exhibited clinical signs
including reduced fecal pellet production, soft stools and rough coats.

" Table I
Mean Body Weights (g) of Guinea Pigs

Diets Day 0 Day 21 Day 28 Day 49
Control 333 444 484 551
Control / 332 443 473 529
MECH-1 Bt'

MECH-1 333 355* |- 405 * 443 *
MECH-3 333 359 * 402 * 466 #

' This group did not receive cottonseed meal in the diet from day 1 through day 28 and
MECH-1 Bt from day 28-49. Significantly different from control: * p<0.001, # p<0.01.

On day 21, all animals were fed commercial diet for the next seven days to
determine whether the animals would recover body weight. In addition, feed
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samples were analyzed for vitamin C, mycotoxins and CrylAc; results
showed that the feed provided to the MECH-1 Bt group for the first 21 days
did not contain CrylAc, subsequently it was determined that this group
inadvertently had been fed control diet. Between days 21 and 28, MECH-1
and MECH-3 groups gained weight at a rate similar to controls, except that
one animal in the MECH-1 group died and one in the MECH-3 group was
moribund and subsequently euthanized.

On day 28, remaining animals were fed their intended diets. Body weight
gains were again decreased in cottonseed meal fed groups from days 29 to 35,
whereas gains were lower or similar to control gains from days 36-49.
Failure of the animals to thrive on 10% cottonseed meal indicated probable
compromised health status of these animals. The study was terminated
without performing PCA assays on day 49.

In conclusion, results demonstrate that guinea pigs have decreased body
weight gains and clinical signs (reduced fecal pellet size and abundance, soft
stools and rough coat) when fed a nutritionally balanced diet containing 10%
cottonseed meal (MECH-1 and MECH-3). Although a direct comparison of
gains and signs between the MECH-1 Bt and MECH-1 and MECH-3 groups
was not possible, the results show that guinea pigs fed diets with 10% (w/w)
cottonseed meal have significant decreases in body weights and gains by day
21. Since weight gain for MECH-1 and MECH-3 groups were on average
22% of the weight gain of the control group during the first 21 days of this
study, the likelihood that the animals would produce a reliable immune
response was doubtful. Thus it was concluded that feeding guinea pigs 10%
cottonseed meal for a 60 day sensitization period to accurately measure
relative allergenic activity of the test diets was not possible.

2. INTRODUCTION

Bollgard™ (a registered trademark of Monsanto Co.) cotton contains the
crylAc gene encoding the CrylAc Lepidopteran specific insecticidal protein
that was originally isolated from Bacillus thuringiensis var. kurstaki. The
crylAc gene was transferred into cotton along with the marker gene, nptil,
which expresses the neomycin phosphotransferase II (NPTID) proteiri.
Monsanto Company and Maharashtra Hybrids Seeds CO. Ltd. (MAHYCO)
have crossed Bollgard cotton with Indian cotton (MECH-1) to incorporate the
crylAc gene into Indian cotton hybrids to provide protection against
Lepidopteran insect pests in India.
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2.1 Background

Various Bacillus thuringiensis formulations have been safely used for more
than thirty years to control insect pests in a variety of crops, ornamentals
and trees (reviewed in Entwistle et al., 1993). As literature searches
indicate, this use has not led to any documented cases of allergic responses to
the insecticidal proteins. CrylAc is insecticidal only to lepidopteran larvae
when ingested. CrylAc acts by binding to a lepidopteran larval specific mid-
gut membrane receptor and after activation in the highly basic gut fluid,
inducing perforation of the gut. CrylAc has no adverse biological effect on
non-target species including mammals. More detailed background
information is presented in MSL-15740 (Goodman and Holden, 1998).
Searches of the literature and studies that we have performed (Astwood,
1995a; Ream, 1994; Ream, 1993; Fuchs et al,, 1993; Astwood, 1995b) indicate
that there is no evidence that would 1mphcate either CrylAc or NPTII
proteins as allergens. In addition, there is no evidence that any of the
transgenic cotton materials are more allergenic than non-transgenic cotton.

The current study was performed in response to the request from the Indian
Department of Biotechnology to further assess in a guinea pig model, the
relative allergenic activity of transgenic Indian Bollgard cottonseed compared
to non-transgenic Indian cottonseed. The basis for the assay is that Hartley
guinea pigs develop reaginic antibodies, predominantly IgGla, in response to
a wide range of antigens (Sarlo et al.,, 1994, Zhou et al., 1998). Antigen’
specific antibody concentrations or titers may be measured by passive
cutaneous anaphylaxis (PCA). Since the primary concern for increasing the
allergenicity of agricultural products is the risk associated with consumption,
the logical route of sensitization is including the test material in the diet of
naive guinea pigs (Pahud and Schwarz, 1984). However, no animal model
has been validated and shown to be an accurate predictor of the allergenic
activity of a range of clinically relevant allergens (Metcalfe et al., 1996).

Guinea pigs do not normally consume cottonseed or cottonseed meal. There
are no known reports establishing safe levels of consumption of cottonseed
meal in this species. A primary concern regarding the use of any animal
species to test cottonseed meal is the ability totolérate gossypol. Gossypol is
a polyphenolic compound that is known to be more toxic to monogastric
species than to ruminants (Abraham and Hron, 1992). There is little data
concerning the safety levels for guinea pigs, but the acute LDso may be as low
as 280 mg/kg, nearly ten fold lower than the level that is safe for rats (Abou-
Donia, 1989). If that number is valid, a 400 g guinea pig would be expected
to consume around 20 g of feed per day, or 2 g of cottonseed meal. Assuming
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1% of the cottonseed weight is gossypol (Nida et al., 1996), the animal would
consume 20 mg of gossypol, or approximately 12 to 15% of the LDso dose, on a
daily basis for 60 days. It is not clear what effect that level of consumption
would have on the animals. Based on reports in the literature for domestic
pigs, it is reasonable to assume that there could be serious health effects in
guinea pigs due to chronic ingestion of cottonseed. Therefore, one objective of
these studies was to assess whether guinea pigs would tolerate extended
feeding of raw, full-fat cottonseed meal (CSM) at 10% of the diet.

2.2 Purpose
The purpose of this study was to assess the relative allergenicity of Indian
Bollgard cottonseed meal compared to conventional cottonseed meal using a

PCA assay by comparing the reaginic antibody response of Hartley guinea
pigs fed either transgenic or non-transgenic cottonseed meal.

3. EXPERIMENTAL DESIGN

Prior to the initiation of this study, a similar study using the Brown Norway
rat as a test animal was initiated under Study Protocol # 98-01-36-01. The
overall design of the current study (protocol amendment request submitted to
the Dept. of Biotechnology by Dr. Muzumdar, Appendix 7.1) was to sensitize
Hartley guinea pigs to cottonseed proteins by feeding different groups of
animals cottonseed meal from transgenic (MECH-1 Bt) and non-transgenic
(MECH-1 and MECH-3) hybrid cotton. A non-cottonseed diet was included
as an additional control. Serum from all animals would then be tested for
the production of cotton specific IgGla by the in vivo method of PCA. Ten
animals were assigned to each feeding group, non-cottonseed control, and
10% cottonseed meal diets of MECH-1 Bt, MECH-1 (non-transgenic) and
MECH-3 (non-transgenic). At the end of the study, serum was to be collected
from each animal, and used in a cross-over PCA assay designed to compare
the relative reactivity of serum from each sensitization group and similarly
dosed challenge groups. Skin reaction sizes were to be scored for comparison
between hybrid extracts, doses and diets. This design allows direct
comparison of each cottonseed test extract material while reducing the
influence of animal to animal variation.

3.1 Materials

a. Cottonseed. Seed of transgenic cotton (MECH-1 Bt) and non-transgenic
cotton (MECH-1, MECH-3) were harvested, acid delinted by MAHYCO and
shipped via DHL, through U.S. Customs to Monsanto Company.



771 T

A |

[

O

T T

NI A

T

’m‘v‘wj

I

0 IR IR B SN

5 v *]

™

"

Final Report Stady #: 97-01-00-02
Monsanto Company MSL-15763
Biotech Regulatory Sciences Page #: 11 of 197

b. Raw cottonseed meal (CSM). Cold (-20°C) delinted cottonseed lots were
weighed and ground to a moderately fine powder in the presence of liquid
nitrogen, using a commercial/industrial Waring blender. Powdered meals
were stored frozen (-20°C), with permeable covers and mixed occasionally
over one day to allow the N2 to sublimate from the meal. The ground
cottonseed meals were maintained frozen (-20°C). Proximate analysis was
conducted on ground, whole cottonseed meal of all three hybrids. Raw,

ground seed of the three hybrids was used in the manufacture of the feed for
the guinea pigs.

c. Defatted cottonseed meal. Samples of raw CSM of each of the three
hybrids were defatted by three serial extractions of each ground meal in six
volumes of hexane (HPLC, UV spectrophotometry grade) at 45°C to 50°C
with mixing for 15 minutes. The hexane was removed by filtration after each
extraction. Residual hexane was removed by evaporation at room
temperature under vacuum. Defatted samples were used for protein gel
electrophoresis, for immunoassay of CrylAc in the CSM and for production of
challenge doses for the passive cutaneous anaphylaxis (PCA) assays.

d. Cottonseed meal analysis. Samples of raw cottonseed meal (not defatted)

were submitted to Ralston Analytical Labs for analysis of gossypol content
and for proximate analysis.

e. Guinea pig diet pellet formulation. Dr. Dorrance Haught, primary animal
nutritionist of Purina TestDiet in St. Louis, MO, formulated three diets
based on standard, commercial Purina Laboratory Guinea Pig Diet 5025.
These were a control diet containing no cottonseed meal and three feed
sensitization diets containing full-fat, ground, raw, transgenic MECH-1 Bt,
non-transgenic MECH-1 and non-transgenic MECH-3 cottonseed. The
percentage of cottonseed in the cottonseed containing diets was equal to 10%
of the bulk weight of the diet. All four diets were balanced with
approximately equal composition of total protein, lipid, carbohydrate and
fiber. The other major plant material sources were soybeans, corn, oats,
sugar beet, wheat and alfalfa. The diets contained fish meal and domestic
animal meat. The exact proportion of components in the diets is proprietary
(Purina) except for the concentration of cottonseed meal.

f. Guinea pig diet pellet manufacture. Four test diets were manufactured at
Purina TestDiet, Richmond, IN. Each diet was manufactured as two
individual batches, dried and packed into three containers (boxes) for
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shipment to Springborn laboratories. Retention samples were submitted to !
Monsanto.

g. CrylAc detection assay. A qualitative immuno-detection assay was used
to measure CrylAc protein in seed samples and dietary pellets using a
Cry1Ae specific monoclonal antibody and detection system. This assay was
used to demonstrate that the MECH-1 Bt test materials contained the
transgenic protein and that non-transgenic materials did not.

3.2 Animals

Guinea pigs. Nulliparous, non-pregnant female Hartley guinea pigs between
300 g total body weight (approximately 5 to 7 weeks of age) were purchased
from Charles Rivers Laboratories, Raleigh, NC by Springborn Laboratories.
Animals were acclimated on control diet (Purina 5026) with food and
deionized water provided ad libitum. All animals were marked with
uniquely numbered ear tags. Animals were stratified by body weight and
assigned to the feeding groups to minimize average weight differences.

3.3 Feeding Exposure

Springborn Laboratories Inc., of Spencerville, OH conducted these studies.
Protocols and results are included in the Final Report from Springborn (SLI
Study # 3044.697), Appendix 7.2. Following acclimation, the animals were
fed from box #2 of each of the appropriate dietary boxes for the first 21 days
of the study (July 24, 1998 to August 14, 1998). As will be discussed in the
results, on day 21 it became evident that the two non-transgenic CSM diets
were not being consumed at a rate that would maintain the health status of
the animals. All animals of the study were placed on commercial guinea pig
diet for the next seven days to allow recovery of the health status of the -%
animals, and to provide an opportunity to perform analyses of all diets. At :
day 28 of the study analytical results were equivocal, but most of the animals
were gaining weight at a rate equal to the control diet growth rate. At day
28 all animals were returned to the scheduled dietary treatment, however
feed was supplied from box #1 of each diet instead of box #2. In addition, on
day 31, all animals were placed on water bottles with supplemented vitamin
C to help ensure sufficient vitamin C intake for those animals that were not
consuming adequate diet. Within one week after re-starting the treatment
diets, all three CSM dietary groups were gaining significantly less weight (
than the control diet group and the MECH-1 Bt group lost an average of 5% !
body weight. On day 49 the study was terminated and all animals were

euthanized due to the questionable health status and potential confounding

effect on that might have on the immune system and study results.
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3.4 Statistical Methods :
Analysis of body weight data was performed at Monsanto using SAS® (SAS
Institute Inc., Cary, NC), by a one-way analysis of variance. Springborn

Laboratories, Inc., performed separate data analyses which are presented in
the final report, Appendix 7.2.

4. RESULTS/OBSERVATIONS

4.1 Cottonseed Meal Analyses

Cottonseeds were ground in liquid nitrogen (N2) at Monsanto in preparation
for feed, analytical work and for the passive cutaneous anaphylaxis assay.
Samples of the ground meal were transferred by courier to Ralston Analytical
Labs, St. Louis, MO for analysis. Data from the individual analyses
(Appendix 7.3) are summarized in Table II.

Table II. Summary data of Ralston Analytical proximate analysis of cottonseed meal
samples, reported as percents of meal.

Cottonseed meal MECH-1 Bt MECH-1 MECH-3
analysis

Moisture % 8.36 7.73 ~ 8.76
Protein % ! 23.0 23.1 23.6
Ammonia % 0.14 0.13 0.14
Fat % 2 13.8 14.5 14.3 -
Crude Fiber % 19.4 18.5 18.0
Ash % 4.28 3.92 4.21
Gossypol % 3 0.48 0.52 0.40

! Protein measured by the protein combustion-IR method; 2 Fat determined by soxhlet
extraction with ether; 3 free gossypol determined by HPLC

4.2 Transgenic Protein Expression in Seeds
Seed samples from the cottonseed hybrids provided by MAHYCO were
ground and extracted in neutral buffer, then tested using a CrylAc specific

solid phased immunoassay. The MECH-1 Bt seed sample was the only that
tested positive for the CrylAc protein.

4.3 SDS-PAGE Band Patterns
The banding patterns of the CSM extracts in colloidal blue stained gel

indicated that there were no obvious differences in the extracted proteins of
the three CSM preparations (MECH-1 Bt, MECH-1 or MECH-3).
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4.4 Feed Manufacture

Purina TestDiet manufactured the guinea pig feeding pellets based on the
Purina 5025 guinea pig diet. A control diet was made using the same
components as the test article diets, but without CSM. To manufacture the
CSM diets, portions of components of the proprietary feed were replaced with
raw, full-fat cottonseed meal such that 10% of the bulk of the diet was from
either MECH-1 Bt, MECH-1 or MECH-3. The ingredient mix of the other
components were adjusted to provide approximately equal levels of protein,
lipid, carbohydrate and fiber in each diet, as summarized in Table III. The
exact formulation was determined by the Purina TestDiet Nutritionist, based
on the proximate data for the cottonseed meal provided by the Ralston
Analytical Labs assay. Historical data of composition of the individual
ingredients were used to formulate the diets. Contents included corn, oats,
alfalfa, sugar beet pulp, wheat germ, wheat middlings, soybean meal, fish
meal, meat meal, brewer’s yeast, micro-nutrients, calcium carbonate, sodium
chloride, whey, DL-methionine, tallow, molasses, choline chloride and water.
Diets were made sequentially, with the last completed on June 5, 1998,

shipped directly to Springborn Laboratories. Retention samples were
shipped to Monsanto.

Table ITII. Calculated dietary composition, percent of total mass, calculated values estimated
from proximate analysis of cottonseed meal and historical data of other components.

Control 10% MECH-1 Bt2 | 10% MECH-12 10% MECH-32?
Protein! 19.3 20.1 20.1 20.1
Fat (Soxhlet)! 4.3 4.3 4.3 4.3
Crude Fiber! 13.0 13.8 13.8 13.7
Starch! 17.3 12.8 12.8 12.8
Ash! 8.1 7.6 7.6 7.6

1 percent by weight; 2 cottonseed meal, raw, full-fat

4.5 Feed Analysis Prior to Study Initiation

Samples of all diets were submitted to Ralston Analytical Laboratories.
Proximate analysis, iron, vitamin C and free gossypol determinations were
performed on samples from boxes #1 and #2 of each diet. Pesticide residue
analyses were performed on samples from box #2 of each diet. Diets were
manufactured approximately one month prior to sampling. Values for each
box of feed used in this study were determined (Table IV). Two values were
lower than the other diets. Although low, vitamin C at 754 ppm in box#1 of
MECH-3 was still approximately three times greater than the minimum
required for guinea pigs. The protein concentration of the sample from box
#2 of MECH-3 (13.8%) was lower than other samples. New samples were
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submitted and analyzed in duplicate (17.2% and 17.4%), indicating that the
protein concentration in this diet was sufficient. The concentration of free
gossypol in all diets was low and was not expected to cause toxic effects.
Values for pesticide residues were below the limits of detection.

Table IV. Measured analytical values one month after manufacture. Samples were analyzed
by Ralston Analytical Laboratories.

Box #1 of each3 Control 10% MECH-1 Bt? | 109% MECH-12 10% MECH-32
Moisture 10.8 8.00 8.98 13.0
Proteint 19.9 20.6 20.1 20.1
Fat (Soxhlet)! 4.78 5.25 5.46 4.63
Crude Fiber! 13.6 16.2 15.7 14.5
Ash! 7.12 7.71 7.41 . 7.4
Iron (ppm) 281 298 280 276
Vitamin C (ppm) 1070 1200 1100 754
free gossypol! 0.011 0.034 0.037 0036
Box #2 of eacht Control 10% MECH-1 Bt? | 10% MECH-12 10% MECH-32
Moisture 7.72 10.4 11.6 . 12.2
Protein! 20.4 19.4 19.6 [19.6)7 13.8*[ 17.3Y7
Fat (Soxhlet)! 4.79 4.56 5.66 5.44
Crude Fiber! 14.0 13.6 14.5 178
Ash! 7.68 7.96 7.7 8.08
Iron (ppm) 275 280 259 280
Vitamin C (ppm) 1320 .1250 1230 1220
free gossypol! 0.01 0.0118 0.041 0.04
carbamatest nd nd nd nd
org.phosphatesé nd nd nd nd
chlorinated pest.8 nd . nd nd nd

! percent by weight; 2 cottonseed meal, raw, full-fat; 3 samples from Box#1 of each diet
(stored at room temperature for 30 days prior to sampling; + samples from Box#2 of each diet
(stored refrigerated for 30 days prior to sampling); 3 note that this low free gossypol value
measured for this box of feed is one of the few measurements that clearly supports the idea
that box#2 of the MECH1 Bt diet did not contain cottonseed; nd, not detected; 6 broad
spectrum pesticide screen, all values below the limit of detection. * Out of range protein
value. 7 New sample analysis for protein only, 12/3/98 by Ralston Analytical.

4.6 Animal Body Weights Days 0 to 21 .

Each animal was weighed approximately weekljf/EAppendix 7.2). Cumulative
mean percent weight gains over the 21 day feeding period (Figure 1) were
compared statistically using a one-way analysis of variance. There were
significant differences among weight gains between diet groups, establishing
that cottonseed diets had an adverse impact on growth rates. On day 21, the

' Springborn Study Director notified Monsanto of the weight gain discrepancy
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and early clinical observations that suggested there was a significant
depression of the guinea pig growth rates with two of the cottonseed diets.
Samples of dietary pellets from each box of feed were taken by Springborn
and shipped to Ralston Analytical for vitamin C and mycotoxin assays.
Similar samples were submitted to Monsanto for immunoassay detection of
the CrylAc protein. On day 21 the test diet feed was removed from all cages
and commercial diet {Hurina 5025) was supplied ad libitum for the next
seven days. During the seven day recovery period the animals were
monitored closely. One animal from the MECH-1 group died and one animal
from the MECH-3 group was euthanized because it failed to gain weight and
clinical symptoms indicated that the animal was moribund. All other
animals gained weight at rates approximately equal to the control group and
appeared to have recovered sufficiently by day 28 to restart the study.

Guinea Pig Average Percent Body Weight Gain
at21 Days

so -
45 4
40 4
33.05 33.21
35 4
30 4

25 o

20 4

Weight Gain % +/- SEM

15 4

* *
6.41 7.71

Conatrol 10% MECH.1 Bt 10% MECH -1 10% MECH-3

Diet ( *=significantly ditferant from control, p<0.05)

Figure 1. Average percent body weight gain at day 21 of the study. Treatment averages
were compared to the control dietary group. This was the first indication that guinea pigs
would not gain weight normally on 10% full-fat cottonseed meal diets. Analysis of all boxes
of diet following this finding demonstrated that the 10% MECH-1 Bt group in fact had been
fed control diet (without cottonseed) for the first 21 days of the study and had not received
the intended cottonseed diet. No other differences were found.
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4.7 Immunoassay of CrylAc Protein in Feed

Samples of each box of feed (3 per diet), returned by Springborn Laboratories
for identity analysis were ground and extracted, and the supernatants were
tested for the presence of the CrylAc protein. The results were as expected
except that box #3 of the Control diet tested positive for CrylAc, and box #2
of the MECH-1 Bt diet tested negative for CrylAc. Subsequent testing of
retention samples at Monsanto, and directly on-site at Springborn
Laboratories, verified these results and indicated that the error occurred
during packaging of those two boxes of diet. The results established that the
MECH-1 Bt feeding group had not received CSM diet during the first 21 days
of the study, but instead had received the non-cottonseed control diet, and
therefore were equal to the control diet fed group during the initial feeding.
When feeding of test diets was resumed at day 28, all animals were fed from
box #1 of the specified diets, which tests had shown were correct regarding
the presence of the transgenic cottonseed meal.

4.8 Feed Analysis Post-Day 21

Because of the lack of weight gain in the non-transgenic cottonseed fed
groups, samples of all three boxes of each diet (12 in all) were sent to Ralston
Laboratories for analysis of vitamin C and 19 mycotoxins. Animals were
only fed from boxes #1 and #2 during this study. Lack of vitamin C, or the
presence of mycotoxins were potential causes of the compromised health of
the animals. Some of the mycotoxin assays were performed by Romer -
Laboratories, on a subcontract from Ralston. Vitamin C values were all
above 1,000 ppm except box #1 of the MECH-3 diet which at 793 ppm was
similar to the previous determination of 753 ppm, and well above the
minimum required dietary requirement. Only one mycotoxin was measured
above the level of detection. That was deoxynivalenol (vomitoxin), which was
measured in all dietary boxes including control diets. Fusarium infected corn
was the most likely source of this mycotoxin. The measurements of
deoxynivalenol were between 0.2 and 0.3 ppm and were not considered
significant as the animals fed the control diet and the MECH-1 Bt diet (box
#2) had the same level of the toxin and showed no ill effects. The nutritionist
at Purina was consulted along with Monsanto veterinary pathologists and
there was a general agreement that the levels of deoxynivalenol were
insignificant. The conclusion from this analysis was that the low weight
gain, and apparent unpalatability of the cottonseed diets were not caused by
a loss of vitamin C, and were not likely to have been caused by mycotoxins.
Since the animals seemed to have recovered by day 28 on commercial diet

~ and the specific cause of the weight gain reduction in CSM diets hadn’t been



Final Report Study #: 97-01-00-02 .
Monsanto Company MSIL.-15763
Biotech Regulatory Sciences Page #: 18 of 197

identified, a decision was made to restart the study using box#1 from each
diet, which were demonstrated to contain the correct test articles.

4.9 Weight Gain Day 21 to Termination at Day 49

Following the seven day recovery period (day 21 to day 28) when animals
were on commercial diet, the correct treatment diets were provided ad
libitum from box #1 of each diet on day 28. Additional vitamin C was
provided in drinking water at day 31 since some of the earlier clinical
symptoms suggested that some of the animals had symptoms consistent with
scurvy which would be attributable to inadequate dietary intake of vitamin
C. On day 35 at the next body weight measurement, all three CSM feeding
groups were either loosing weight, or gaining weight at a significantly lower
rate than the control group. This finding indicated that all three cottonseed
diets were compromised. Although the rate of weight gain increased from
day 35 to day 42, the total body weight differences between the control
animals (averaging around 550 g at day 42) and the two non-transgenic
cottonseed groups (averaging around 450 g at day 42) indicated that the
health of the cottonseed fed groups was impaired. The study was stopped
and all animals were euthanized on day 49. Because of the compromised
health status of the animals, the planned immunological assays (PCA) were
not performed. The body weights were measured on the day of termination,
day 49, and analysis indicated that although the animals were gaining

weight, the animals were substantially smaller than the control animals
(Figure 2).
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Mean Body Weights (g)
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Figure 2. Mean body weights. Animals were weighed at approximately weekly intervals.
Average group weights are shown. While the average weights were equal initially, at the
time of termination there was approximately a 100 g difference in total body weight between
non-transgenic cottonseed fed animals and controls control fed animals. The weight
difference indicates a highly likelihood of significant differences in the health and immune
status of the animals. All animals were euthanized on day 49 of the study and the sera was
discarded. MECH-1 Bt group were unintentionally fed control diet dumng the first 21 days
of the study and are indicated as MECH-1 Bt(CTL).

5. CONCLUSIONS/DISCUSSION

The primary conclusion of this study was that guinea pigs do not thrive on a
diet containing 10% raw, full-fat cottonseed meal for an extended period of
time. Assay of vitamin C levels and tests for @ broad spectrum of mycotoxins
failed to provide an answer regarding the cause of the unsuitable response to
the cottonseed meal diets. There was evidence that the depressed weight
gain was due to feed refusal. Animals fed the cottonseed meal diet gained
less weight than controls, but recovered the rate of gain in seven days.
However, reintroduction of the cottonseed meal diets at day 28 caused weight
loss in two groups and little gain in the other. In addition, observations
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indicated that some, of the cottonseed meal fed animals were spilling feed,
without evident consumption. As a consequence of the failure to thrive on
these diets, the guinea pig model could not be used to accurately measure the

relative allergenic activity of the transgenic and non-transgenic cotton
hybrids.

Alternatively the Brown Norway rat model could be used to assess relative
allergenicity of transgenic and non-transgenic cottonseed meal. These
animals have been demonstrated to be tolerant to feeding 10% raw, full-fat
cottonseed meal in the diet for sixty days (Goodman and Holden, 1998). The
Brown Norway rat model has been used to evaluate potential changes in
endogenous cottonseed allergens in transgenic hybrids relative to
conventional cotton. No differences were found in the rat study using the
same hybrids tested in this guinea pig study (Goodman and Holden, 1998).
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APPENDICES: Assessment of the allergenicity of Bollgard
cottonseed proteins relative to conventional cottonseed proteins.

Appendix 7.1 Study Protocol
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Animal Model Allergenicity Testing, Transformed Cotton

Animal Model. Unfortunately, no established animal model is available in the literature
for assessing the allergenicity of genetically modified foods, however, rabbit or guinea
pig could be used to detect allergenicity. Brown Norway rats (Atkinson and Miller, 1994,
Atkinson, et al., 1996) have been used in experimental studies but it is yet to be accepted

as an animal model by the regulatory agencies. However, this could be used to generate
additional data.

Treatment Schedule: Normal adult healthy animals are kept under proper husbandry
conditions with 12 hour light and 12 hour dark periods. Before the start of the
experiment, animals are kept at least five days for acclimation. Animals are randomly
divided into four groups, based on diet fed. The experimental group consists of ten
animals, sensitized to the test protein(s) by incorporating the transgenic food stuff (crop
material, variety or line) into the feeding pellets such that 10% of the total diet is from the
test compound. The control groups of ten animals are fed 10% of the total diet of non-
transgenic foodstuff or crop material. A negative control group of ten animals are fed a
diet that does not contain the crop material. The diets are balanced as closely as possible
for total protein, carbohydrate, lipid and fiber. Animals are fed for sixty days. Water is
provided ad libitum. Sera from the treated animals are used to assess allergenicity.

Preparation of antigen/allergen: Collect the test materials in as pure form as possible,
grind into a fine powder form and defat with ether (or hexane). Extract the defatted
material with buffered saline, 10% wt./vol., however, this proportion can be varied
depending upon the type of test compound. Mix the suspension at 20 to 25°C for2to 4
hours to extract the proteins from the insoluble matter. Filter through Whatman No. 1
filter paper, then through 0.45 micron or smaller pore size sterile filters. Transfer to
sterile vials and lyophilize or freeze the aliquotes at -80°C.

Experimental Protocol

The following in-vivo immunological assays could be used for the detection of reaginic
antibodies in the test sera.

In-vivo assav:

Passive Cutaneous Anaphylaxis (PCA)

Application and limitations of test: PCA is an in-vivo method usually employed to assay
the specific reaginic antibody present in serum. It is a useful immunological tool to detect

as little as 0.1 pg antibody protein. In this test the anaphylactic reaction is visualized as a
local skin reaction.

Sex of animals: Male and/or female healthy young adult animals can be used. If females
are used they should be nulliparous and non-pregnant.

" Housing and feeding conditions: Where the lighting is artificial, the sequence should be
12 hours light, 12 hours dark. For feeding, conventional laboratory diets may be used
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Animat Model Allergenicity Testing, Transformed Cotton

t

with an unlimited supply of drinking water. If guinea pigs are used, it is essential that
animals receive an adequate amount of ascorbic acid.

Preparation of the animals: Animals are acclimated to the laboratory conditions for at
least 5 days prior to the test. Before the test, animals are randomized and assigned to the
treatment groups. Removal of hair is done by close clipping, shaving or by chemical
depilation. ‘Care should be taken to avoid abrading the skin.

Principle: PCA could be produced with the sera of the allergic host by challenging
intradermally sensitized sites with intravenously injected antigen/allergen plus dye. Well-
‘defined blue areas appear, indicating the sites of antigen-induced extravasation of fluid
due to the interaction with tissue fixed reaginic antibody.

Description of test procedure: Naive animals are shaved on the back and flanks, avoiding
abrasion of skin. Unblemished skin sites are selected and cleaned with 70% alcohol.
Injections are spaced approximately 2-4 cm apart. 0.1ml (or 0.05ml) of test serum is
injected intradermally. Doses are usually in the ratio of 1:2:4 or 1:3:9. The doses are
injected using tuberculin syringe(s). The syringe used for the intradermal injection must
not leak even under heavy injection pressure. Plastic disposable sterilized tuberculin
syringes are satisfactory in this respect. Glass tuberculin syringes must be checked for
leaks both at the needle butt and past the piston. Needles with “short bevel” points,
usually ¥z inch x 26 gauge are used. 4 to 72 hours later, 1.0ml of antigen/allergen (1mg or
2mg), in sterile physiological saline, with 1% Evans blue dye is injected intravenously or
intraventricularly. For the intravenous injection the piston of the syringe must be easy
moving so that there is no doubt that the needle is in the vein when the smallest pressure
is applied. The needle must be very sharp. For intravenous administration in guinea pigs,
the vein which runs on the dorsal surface of the hind foot between the metatarsals of the
outer and middle toes or ear vein or intracardiac route can be used. In rabbits, the vein

running along the margin of the ear is the most useful site but other veins which are easily
accessible can also be used.

Assay design: Since cottonseed proteins are known allergens, the non-transgenic control
sensitized animals should produce a significant reaginic antibody response. This assay is
designed to measure differences in response of animals exposed to transgenic vs. non-
transgenic cottonseed proteins by injecting equal doses of-sera from each group of
animals into every naive PCA test subject. That way, each animal serves as it’s own
control. In addition the naive animals will receive sera from non-sensitized animals and
from animals sensitized with a distinct line of cottonseed. The challenge antigen is also
critical in this assay. One group of naive animals that have been injected with serum
dilutions will be challenged with the transgenic cottonseed proteins while a second group,
‘injected with identical serum dilution samples will receive a challenge dose from the
non- transgenic cottonseed. Reciprocal comparisons of the differences in reaginic
responses will be used to determine if there true differences in the immune responses
induced by the transgenic plant relative to the non-transgenic plant. A third group,
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injected with an identical serum pattern will not be challenged with cottonseed protein,
but will be injected with Evans blue dye to ensure that the extravasation is due to reaginic
responses, rather than general irritation, or improper injection.

Observation: - 30-60 min. later, animals are killed. The skin is opened and reflected so
that the lesions can be evaluated. Measurements of diameter and the assessment of
intensity are usually made. This can be postponed until all the animals have been killed
but the delay is not advised and should not exceed 2 hours. The skin must not be allowed
to dry. Intensity of bluing is often expressed arbitrarily as + to +++. Since the
relationship between the area of response and the dose is roughly linear, the plot of mean
diameter upon log dose will also be linear. A table showing both would usually be
preferred. When the potency of sensitizing antibody is unknown, a wider range of doses
may be useful. The highest dose should give lesions of about 15 to 20 mm. Diameter and
the smallest about Smm.
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QUALITY ASSURANCE STATEMENT

This study was inspected by the Quality Assurance Unit and reports were submitted
to management and the Study Director in accordance with SLI's Standard Operating
Procedures as follows:

Phase Date

Gene Check Assay 09/23/98

Data Audit 11/24/98,11/25/98, 11/27/98
Report Review 11/30/98

Report to Study Director 11/30/98

and Management

This study was conducted in compliance with the Good Laboratory Practice

Standards as described by the EPA (40 CFR Part 160) and the FDA (21 CFR Part
58.)
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Anita M. Bosau, RQAP-GLP
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SUMMARY

This study was performed to provide an assessment of the allergenic activity of
transgenic and non-transgenic cottonseed meal in a guinea pig model. Animals
were to be sensitized by feeding diets containing cottonseed meal for
approximately sixty days, to induce cottonseed protein specific 1gG,,, the
dominant reaginic antibody of guinea pigs. Antibody titers were to be measured
by passive cutaneous anaphylaxis (PCA) following transfer of serum from
sensitized animals to naive recipients. However, based on the results of the main
study, in particular, the results pertaining to adverse clinical observations/reduced
body weight/weight gain (possibly compromising PCA resuits) in conjunction with
the results of the test feed analysis indicating that Group 1 did not receive test
article feed through day 21, the PCA was not conducted. The main study design
consisted of an untreated control group and three treatment groups with ten
females in each group as follows:

Group  No, of
No. Animals Administration
1 10 NB# 6312322 (Mech1 trans) 5713C-l (10%)* [5713C-I}™*
2 10 NB# 6312323 (Mech1 non-trans) 5713C-K (10%) [5713C-K]**
3 10 NB# 8312331 (Mech3 non-trans) 5713C-M (10%) {5713C-M]**
4 10 Control Diet 5713C-H [5713C-H]*"*

*Apparently, from day O - day 21, the box utilized to feed this group was mislabeled by the
manufacturer and was apparently control diet (5713-H) based on analytical results of the
diet. A second box utilized beginning on study day 28 was the correct diet.

**Abbreviation of the test article name.

Animais were fed the appropriate pre-made diet as received from the Sponsor ad
libitum from days 0-21. Animals were returned to commercial guinea pig chow
on day 21 through day 28 to allow for recovery from adverse clinical signs
observed when feeding the test diets. On day 21, the animals were anesthetized
with isoflurane and blood samples were obtained.ocularly (via orbital sinus) to
conduct clinical pathology/clinical chemistry. [n addition, blood samples were
collected from five stock animals in order to compare the test diet animals with
completely untreated animals. Animals were returned to their respective test diets
on day 28. On day 30, water was provided ad libitum in water bottles (rather than
the automated watering system) and supplemented with ascorbic acid (Vitamin
C, 200 mg/L). Detailed clinical observations were conducted weekly and animals
were observed daily for overt clinical signs of toxicity. Individual body weights
were obtained for the animals on study days 0, 7, 14, 17, 21, 24, 28, 35, 38, 42
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and 49. Individual food consumption was measured three times a week during
the study. On day 49, the study was terminated for both humane reasons
concerning the palatability of the feed and the invalidation of Group 1 through day
21 due to the incorrect labeled feed. Gross necropsy examinations were
conducted on animals that died or were euthanized for cause. No gross necropsy
examinations were conducted for surviving animals.

One animal in Group 2 (Animal No. 4611) was found dead on day 27. The
animals's death was associated with poor feed intake/inadequate nutrition in
conjunction with body weight loss and severe adverse clinical observations. This
death may have been a direct result of Vitamin C deficiency as a consequence
of an inadequate intake of Vitamin C sufficient diet, although this could not be
definitively determined. A second animal in Group 3 (Animal No. 4648) was
removed from study on day 28 due to severe adverse signs probably caused by
the above. The onset of the majority of the adverse clinical observations began
on day 16 for Groups 2 and 3. These observation included: feces small in size,
soft stool, rough coat, fecal stain, distended abdomen, dehydration, decreased
food consumption and extremities blue in color (Vitamin C deficiency-like clinical
observations possibly due to reduced feed intake). After returning to commercial
guinea pig chow on day 21, the majority of the clinical observations subsided.
Upon study diet restart (day 28) along with the water bottles containing added
Vitamin C (day 30), adverse clinical observations began to reappear by day 30
in all test groups (Group 1, 2 and 3). Due to the severity of clinical observations
causing an animal welfare concern (poss:ble mortality) and due to an apparent
lack of feed intake (probable palatability issue and/or inadequate diet), the study
was terminated on day 49.

A statistically significant decrease in mean body weight was noted in Groups 2
and 3 by day 7 and continued to be decreased at days 14, 17, 21, 24 and 28.
After returning to normal commercial guinea pig chow, body weight gains were
similar from days 21 - 28. However, after resuming the test article diets, the body
weight for Group 2 was significantly depressed by day 38 and both Groups 2 and
3 were significantly depressed by days 42 and 48. Although not significantly
different, Group 1 also had a notable decrease in body weight during this time
period (day 35-49).

Examination of the hematology and biochemistry data revealed significantly
decreased alkaline phosphatase, chioride, phosphorus, total protein and albumin
in Groups 2 and 3 and significantly decreased globulin, ‘urea nitrogen, sodium
and calcium in Group 3, only. Mean corpuscular volume and mean corpuscular
hemoglobin were significantly decreased in the animals of both Groups 2 and 3.
Hemoeglobin and hemacrit were significantly decreased for Group 3, only. Alanine
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amino transferase was significantly increased in Group 2. There was a significant
increase in segmented neutrophils, lymphocytes and leukocytes for Group 3.
When compared to the results of the stock animals, there were no notable
differences; and, the resuits were only slightly outside published values for guinea
pigs [1].

Based on the results of this study, the most reasonable conclusion from body
weight data, observations regarding feeding and clinical symptoms is that the 10%
cottonseed diets provided by the Sponsor were unpalatable, or there was an
undetermined toxic response to those diets specifically. The nearly immediate
weight loss in all cottonseed meal fed groups upon restarting the study on day 28
indicated that it was highly unlikely that the animals could have survived a full
sixty day feeding trial on the appropriate diets. Because of the questionable
health status and immune function of the surviving guinea pigs in this study, the
Sponsor ordered the study terminated. Therefore, the PCA was not conducted
since any results would not have been reliable utilizing serum from compromised
main study animals.
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[. INTRODUCTION

This study was performed to validate that the Passive Cutaneous Anaphylaxis
Assay (PCA) could determine the titer of IgG,, antibody present in serum of the
animals fed (approximately 60 days) with test article. However, based on the
results of the main study, in particular, the results pertaining to adverse clinical
observations/reduced body weight/weight gain (possibly compromising PCA
results) in conjunction with the results of the test feed analysis indicating that
Group 1 did not receive test article feed through day 21, the PCA was not
conducted. This study was performed at Springborn Laboratories, Inc., 553 North
Broadway, Spencerville, Ohio. The protocol was signed by the Study Director on
July 24, 1998 (GLP initiation date). The in-life phase of the study was initiated
with test article administration on July 27, 1998 (day 0) and concluded with
termination on September 14, 1998.

{I. MATERIALS AND METHODS

A. Experimental Protocol

The study protocol and protocol amendment are presented in Appendix A.

B. Test Articles

The test articles were received from the Sponsor and identified as follows:

, Assigned Physical Receipt Expiration
Sponsor's 1D SLID Description Date Date
5713C-| $98.018.3044  Brown pellets June 9, None
Lot No.: 9848-2 1998 provided
5713C-K 588.021.3044  Brown pellets June 9, None
Lot No.. 9848-4 1998 provided
5713C-M $98.023.3044  Brown pellets  June 9, None
Lot No.: 9848-6 1998 provided
§713C-H* V88.003.3044  Brown pellets June 9, None
Lot No.: 9848-1 1998 provided

*Apparently, from day O - day 21, the box utilized to feed this group was misiabeled by the
manufacturer and was apparently control diet (5713C-H) based on gene feed analytical
results of the diet. A second box utilized beginning on study day 28 was the correct diet
(see Appendix B for results of the gene assay).
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The test articles were stored refrigerated or at room temperature. The
Sponsor is responsible for any necessary evaluations related to chemical
composition, strength, purity, stability and other data required by 40 CFR
160.105 and 21 CFR Part 58.105. After study completion, each box of diet
was analyzed by the Sponsor at SLI using a gene feed assay (See Appendix
B).

C. Retention/Analytical Samples

An approximate 20 g analytical sample of each lot of test/control article feed
was taken on days 7, 14, 21 28, 35, 42 and at study termination (day 49) and
stored in a -70" C freezer for possible Sponsor evaluation. An approximate
10 g retention sample of each lot of test/control article feed and each
subsample was collected. These samples were stored refrigerated and serve

as the retention samples for all studies conducted with the lot of test/control
article feed utilized.

D. Test Article Disposition

The remaining test/control articles were dispensed of by incineration following
completion of all studies with the test/control articles.

E. Method of Test Article Preparation

Each appropriate dietary test article for Groups 1, 2, 3 and 4 was fed as a
pre-made diet as received from the Sponsor to each animal ad libitum. A
Certificate of Analysis for each test article will be maintained by the Sponsor.
On day 21, 50 g samples of each box of diet (3 boxes/test article diet) were
sent to Raiston Analytical Laboratories, 824 Gratiot, St. Louis, MO 83102.

F. Animals and Animal Husbandry
1. Description, Identification and Housing

Young adult, Hartley-derived albino guinea pigs (born on 6/19/98) were
received at SLI from Charles Rivers Laboratories, Inc. Raleigh, North
Carolina. Upon receipt, plastic ear tags displaying unique identification
numbers were used to individually identify the animals. Cage cards
displaying at least the study number, animal number and sex were affixed
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to each cage. The animals were housed individually in suspended
stainless steel cages. All housing and care were based on the standards

.recommended by the Guide for the Care and Use of Laboratory Animals

[21.

. Environment

-
)
3
[{e]
(41}

and 38- 80%, respect:vely Envnronmental ntrol qunpment was momtored
and adjusted as necessary to minimize ﬂuctuatlons in the animal room
environment. Light timers were set to maintain a 12-hour light/12-hour
dark cycle and room ventilation was set to produce 10-15 air changes/hour

The room temperature and relative humidity were recorded a minimum of
once daily.

. Food

PMI Certified Guinea Pig Chow #5026 (Purina Mills, Inc.) or diet provided
by the Sponsor was provided ad libitum to the animals throughout the
study. The lot number of each batch of diet used during the study were
recorded. The feed was analyzed and certified by the supplier for
nutritional components and environmental contaminants. Dietary limitations

- for various environmental contaminants, including heavy metals, pesticides,

polychlorinated biphenyls and total aflatoxin are set by the manufacturer.
Within these limits, contaminants which may have been present were not
expected to compromise the purpose of this study. Results of the dietary
analyses (Certificates of Analysis) are provided by the manufacturer for
each lot of diet. Certificates of Analysis from Purina Mills, Inc. are
maintained by SLI. For the feed supplied by the Sponsor, Certificates of
Analysis are maintained by the Sponsor.

. Water

Municipal tap water treated by reverse osmosis was available ad libitum
throughout the study. The purified water was supplied by an automatic
watering system (day 0-29) or reverse osifiosis water in water bottles
supplemented with 200 mg/L ascorbic acid (Vitamin C, day 30-48). A
Certificate of Analysis for the ascorbic acid was provided by the
manufacturer and is presented in Appendix C. Monitoring of the drinking
water for contaminants is conducted annually by SL! and the records are
available for inspection. Within generally accepted limits, contaminants
which may have been present were not expected to compromise the
purpose of this study. The water meets the standards specified under the
EPA National Drinking Water Regulations (40 CFR Part 141).
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5. Acclimation

Upon. receipt, the animals were removed randomly from the shipping
cartons, examined by qualified personnel, identified with plastic ear tags
and then acclimated to the laboratory conditions for a minimum of five
days. The animals were observed daily for overt physical or behavioral
abnormalities, general health/moribundity and mortality.

6. Animal Selection

Animals were weighed and examined in detail for adverse clinical
observations. Animals determined to be suitable as test subjects were
assigned to groups randomly by body weight. The animal numbers and
the respective body weight values were entered into the computer.
Homogeneity of groups by weight was the criteria of acceptance of the

randomization. Disposition of animals not selected for study was
documented in the study records.

fll. EXPERIMENTAL PROCEDURES

A. Study Group Design

The main study consisted of :

Main Study No. of Test : Administration

Group No. Animals {Days 0-21 and Days 28-49)
1 10 NB# 6312322 (Mech1 trans) 5713C-l (10%)*
2 10 NB# 6312323 (Mech1 non-trans) 5713C-K (10%)
3 10 NB# 6312331 (Mech3 non-trans) 5713C-M (10%)
4 10 Control Diet 5713C-H*"

*Apparently, from day 0 - day 21, the box utilized to feed this group was misiabeled by the
manufacturer and was apparently control diet (5713C-H) based on analytical results of the
diet. A second box utilized beginning study day 28 was the correct diet.

““In addition, stock animals were assigned to two of the diets (Group 5: four animals to

5713C-l and Group 6. four animals to 5713C-H) from days 35-44 to determine if the
results wouid repeat utilizing new animais.
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B. Dosihg Procedures (Main Study)

1.

Dietary Dosing

Each group of Dietary Test animals was fed the appropriate pre-made diet
as received from the Sponsor ad libitum from day 0 through day 21. Due
to severe adverse clinical observations/reduction in body weight/weight
gain, the animals were removed from test/control diets on day 21 and
resumed their appropriate test diet on days 28 - 49. During days 21-28
animals were fed PMI Certified Guinea Pig Chow #5026 in an attempt to
return the animals to good health and complete the study. On day 35,

-eight animals were chosen from stock to determine if new animals would

respond the same way as the main study animals. Therefore, four animals
were designated as Group 5 and fed diet 5713C-l (Group 1 feed) and four
animals were fed diet 5713C-H (10%, Group 4 feed) until day 44 (day 9).

Clinical Observations

The animals were checked for general health/mortality and moribundity
twice daily during the study. In addition, cage-side observations were
performed once daily and detailed clinical observations were performed
weekly,

Body Weights

Individual body weights were obtained for the animals on study days 0, 7,
14,17, 21, 24, 28, 35, 38, 42 and 49. Note: Additional body weights were
collected in order to evaluate animal health.

Food Consumption

Individual food consumption was measured 3 times a week. Food was
also added as necessary to maintain ad libitum feed. Food consumption
values were used as a means to track test article usage and are not
reflective of the actual amount of diet consumptjon. Therefore, this data
was invalidated as food consumption data afd will not be reported.

Collection of Blood Sampiles/Clinical Pathology

On day 21, animals were anesthetized with isoflurane and approximate 2
ml. blood samples were obtained ocularly (via orbital sinus). Hematology

and biochemistry parameters were evaluated (see Appendix D for
methodology):
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a. Hematology Parameters

erythrocyte count (RBC)

hematocrit (Hct)

hemoglobin concentration (Hgb)

mean corpuscular hemoglobin (MCH)

mean corpuscular hemoglobin concentration (MCHC)
mean corpuscular volume (MCV)

platelet count

reticulocyte count

total and differential leukocyte counts

b. Biochemistry Parameters

alanine aminotransferase (ALT)
albumin

albumin/globulin ratio (calculated)
alkaline phosphatase

aspartate aminotransferase (AST)
biood creatinine

blood urea nitrogen (BUN)
caicium

cholesterol

electrolytes (sodium, potassium, chloride)
globulin (calculated)

glucose

phosphorus

total bilirubin

total serum protein

6. Euthanasia

Animais dying on study or euthanized moribund (carbon dioxide inhalation)
during the study were necropsied. Body cavities (cranial, thoracic,
abdominal and pelvic) were opened and examined. On day 30, Animal No.
4648 was euthanized for cause. The proximal arid distal ends of the femur
and tibia were collected, processed/decalcified and evaluated by Dr. J.
Dale Thurman, D.V.M., M.S., DACVP. No other tissues were retained.
Following clinical observations and food consumption determination on
study day 49, all surviving animals were euthanized by carbon dioxide
inhalation or sodium pentobarbital and discarded.
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C. Protocoi Deviations

Group 1 was fed the incorrect diet (control diet 5713C-H rather than 5713C-1)
during the day 0-21 interval due to a labeling error by the manufacturer. This
error resulted in a compromised Group 1. There was no expiration date for
feed supplied by Sponsor. The animal room relative humidity range (38-80%)
exceeded the preferred range (30-70%) during this study. The method of
euthanasia for surviving animals was not documented. IACUC approval of this
study was not obtained prior to study initiation. On day 0, the sampie of each
test/control feed article was inadvertently not collected. These occurrences
were considered to have had no adverse effect on the outcome of this study.

V. ANALYSIS OF DATA

Statistical analyses were performed using a MicroVax 3100 computer. The level
of significance was a minimum of 5% and tests were two-tailed. The control
group data was compared to the treated data using all groups or by a group by
group comparison depending on the test. Data including body weights, weight
gain and clinical pathology were analyzed by one way analysis of variance. If
significance was detected, a group by group comparison proceeded with Tukey-

Kramer.

V. MAINTENANCE OF RAW DATA, RECORDS AND SPECIMENS

All original paper data, photographs, the final report, magnetically encoded
records and any specimens were transferred to the SLI archives for a period of
7 years. The Sponsor will be contacted prior to final disposition of these items.
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VI. RESULTS

A. Survival and Clinical Observations

Table 1 (Summary Data)
Appendix E (Individual Data)

One animal in Group 2 (Animal No. 4611) was found dead on day 27. The
animal's death was associated with poor feed intake/inadequate nutrition in
conjunction with body weight loss and severe adverse clinical observations.
This death may have been a direct result of Vitamin C deficiency as a
consequence of an inadequate intake of Vitamin C sufficient diet, although this
could not be definitively determined. A second animal in Group 3 (Animal No.
4648) was removed from study on day 28 due to severe adverse signs
probably caused by the above. The onset of the majority of the adverse
clinical observations began on day 16 for Groups 2 and 3. These observation
included: feces small in size, soft stool, rough coat, fecal stain, distended
abdomen, dehydration, decreased food consumption and extremities blue in
color (Vitamin C deficiency-like clinical observations possibly due to reduced
feed intake). After returning to commercial guinea pig chow on day 21, the
majority of the clinical observations subsided. Upon study diet restart (day 28)
along with the water bottles containing added Vitamin C (day 30), adverse
clinical observations began to reappear by day 30 in all test groups (Group 1,
2 and 3). Due to the severity of clinical observations causing an animai
welfare concern (possible mortality) and due to an apparent lack of feed intake

(probable palatability issue and/or inadequate diet), the study was terminated
on day 489. '

B. Body Weights and Weight Gain

Tables 2 and 3 (Summary Data)
Appendices F and G {Individual Data)

A statistically significant decrease in mean body weighf was noted in Groups
2 and 3 by day 7 and continued to be decreased at days 14, 17, 21, 24 and
28. After returning to normal commercial guinea pig chow, body weight gains
were similar from days 21 - 28. However, after resuming the test article diets,
the body weight for Group 2 was significantly depressed by day 38 and both
Groups 2 and 3 were significantly depressed by days 42 and 49. Although not
significantly different, Group 1 also had a notable decrease in body weight
during this time period (days 35-49).
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C. Collection of Blood Samples/Clinical Pathology

Tables 4 and 5 (Summary Data)
Appendices H, | and J (Individual Data)

Examination of the hematology and biochemistry data revealed significantly
decreased alkaline phosphatase, chloride, phosphorus, total protein and
albumin in Groups 2 and 3 and significantly decreased globulin, urea nitrogen,
sodium and calcium in Group 3, only. Mean corpuscular volume and mean
corpuscular hemoglobin were significantly decreased in the animals of both
Groups 2 and 3. Hemoglobin and hemacrit were significantly decreased for
Group 3, only. Alanine amino transferase was significantly increased in Group
2. There was a significant increase in segmented neutrophils, lymphocytes
and leukocytes for Group 3. When compared to the results of the stock
animals, there were no notable differences; and, the results were only slightly
outside published values for guinea pigs [1].

. Gross Necropsy Observations

Appendix K (Individual Data)

Gross necropsy examinations of the animal in Group 2 (Animal No. 4611)
which died on day 27 included body fat depletion, distended stomach and dark
red apical lobe of the lung. The animal in Group 3 (Animal No. 4648),
removed from study on day 28 due to severe adverse clinical
observations/body weight loss and euthanized for cause on day 30, revealed
body fat depletion, distended stomach and small intestines, mottled lungs, fluid
in the abdominal cavity and foam in the trachea. A necropsy examination was
not required for surviving animals. Also the proximal and distal ends of the
femur and tibia appeared within normatl limits to the board-certified pathologist.

. Added Stock Animals

Appendix L (Individual Data)

Within two days post feeding, all four of the stock animals in Group 5 fed
5713C-I (same diet as Group 1) developed few feces and/or soft stools and/or

feces small in size. In addition body weight loss/reduced body weight gain

was observed in all four of the stock animals. No body weight loss was
observed in Group 6 fed control diet (5713C-H same diet as Group 4). These
resuits were similar to the effects observed when administering the correct test
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diet to Group 1 on day 28. The observations associated with feeding this
additional group of animals the cottonseed meal diet confirm the findings in the
main study, that the cottonseed diets appear to be the direct cause of the
health problems that occurred in feeding Groups 1, 2 and 3.

VII. CONCLUSION

Based on the results of this study, the most reasonable conclusion from body
weight data, observations regarding feeding and clinical symptoms is that the 10%
cottonseed diets provided by the Sponsor were unpalatable, or there was an
undetermined toxic response to those diets specifically. The nearly immediate
weight loss in all cottonseed meal fed groups upon restarting the study on day 28
indicated that it was highly unlikely that the animals could have survived a full
sixty day feeding trial on the appropriate diets. Because of the questionable
health status and immune function of the surviving guinea pigs in this study, the
Sponsor ordered the study terminated. Therefore, the PCA was not conducted
since any resuits would not have been reliable utilizing serum from compromised
main study animals.

| ((.NJ W,\Q,D)'@/‘\Mﬁﬁ@ Date i 130 )’\\%

Kimberly L. Bonnette, M.S., LATG [
Study Director

VIIl. REPORT REVIEW

JM %,0/2% Date 730/7 §

Deborah A. Douds, M.S.
Assistant Manager of Acute Toxicology

' Qﬂ#f)4 o M Date __ //30(73

Jgseph' C. Siglin, Ph.D., JABT
Director of Toxicology
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) TABLE 1
SLI STUDY NO.: 3044.697 A PASSIVE CUTANEQUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 1
CLIENT: MONSANTO COMPANY SUMMARY OF SURVIVAL AND CLINICAL OBSERVATIONS (OCCURRENCE/ANIMALS AFFECTED)

~~~~~ FEHALE -wum-
TABLE RANGE: DAY 0 T0 DAY 49 :
GROUP: 1 2 3 . 4
LEVEL: 5713C-1 : 5713C-K 5713C-M (5713C-H
NORMAL
-NO REMARKABLE CLINICAL OBSERVATIONS 72/10 58/10 : 66/10 76710
DEAD
-FOUND DEAD 0/ 0 1/ 1 0/ 0 0/ 0
~-REHOVED FROM STUDY, BUT NOT FUTHANIZED AT THIS 0/ 0 0/ 0 /1 9/ 0
- TIME
-SCHEDULED EUTHANASIA 10/10 9/ 9 9/ 9 10/10
ACTIVITY
-SALIVATION 0/ 0 0/ 0 /1 0/ 0
EXCRETA
~-FEW FECES 127 7 33/ 9 30/ 7 16/ 7
~-FECES SMALL IN SIZE 9/ 7 93/10 53/ 9 14/ 8
-SOFT STOOLS 5/ 5 8/ 5 9/ 4 13/ 8
BODY :
-URINE STAIN 3/ 3 13/ 3 &/ 3 4/ 3
~-ROUGH COAT 0/ 0 44/ 9 30/ 5 0/ 0
~-FECAL STAIN 15/ 8 "7/ 4 2/ 1 12/ 4
~-EXTREMITIES APPEAR BLUE IN COLOR 0/ 0 12/ 3 S/ 1 0/ 0
~-DISTENDED ABDOMEN 0/ 0 24/ 4 1/ 2 0/ 0
-DEHYDRATION 0/ 0 ’ 2/ 1 2/ 1 ‘ 06/ 0
-HATRLOSS 0/ 0 1/ 1 0/ 0 0/ 0
EYES
-DARK MATERIAL AROUND EYE(S) 0/ 0 0/ 0 1/ 1 0/ 0

e i e A s D T R . A2 e B U UV T o o o T A o o B e S e e Y W B W " e . T o i A e o o A ot e S W S o M 8 S 28 P S e e e S8 e T o T B D B v e e S

NOTE: DATA REFLECT THE TOTAL OCCURRENCE OF EACH CLINICAL FINDING QVER THE NUMBER OF ANIMALS EXHIBITING THE FINDING.

(12)
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SLYI STUDY NO.: 3044.697
CLIENT: MONSANTO COMPANY

s 2t o et 2 e s e -

TABLE RANGE:
GROUP:
LEVEL:

- — -

-

QUALT FOOD/WATER
-DECREASED FOOD CONSUMPTION
~DECREASED VATER CONSUMPTION

g -
Y TTTY

N N Boe B Bt e B B T
TABIE 1
A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 2
SUMMARY OF SURVIVAL AND CLINICAL OBSERVATIONS (OCCURRENCE/ANIMALS AFFECTED)

----- FEMALE -emu-
DAY 0 TO DAY 49

1 ‘ 2 3 4

5713C-1 5713C-K 5713C-H 5713C-H

4/ 3 41/ 9 15/ 6 4/ &

4/ 4 29/ 5 8/ 2 2/ 2

N T e B o o e B T g A v e e T S W
S G e e s e e e P T " T L B S e i S o A - M e R . . M At B N TV N . A 1t A et e A Y i e . s S ot B T i S A e Al o S A A O o i NG S b A A 0 RO I D o s . Uy e i OO P o

NOTE:

DATA REFLECT THE TOTAL OCCURRENCE OF EACH CLINICAL FINDING OVER THE NUMBER OF ANIMALS EXHIBITING THE FINDING.

F g
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TABLE 2

SLS STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 1
CLIENT: HONSANTO COMPANY SUMMARY OF BODY WEIGHT DATA (GRAHS)
----- FEHALE -
GROUP: 4 1 2 3
LEVEL: 5713C-H 5713C-1 5713C-K 5713C-H
DAY 0 HEAN 333 332 333 333
5.D. 10.3 10.8 11.1 10.4
N 10 10 10 10
DAY 7 HEAN 366 379 3424 339
5.D. 16.4 16.3 21.0 8.9
N 10 10 10 10
DAY 14 HEAN 408 408 3464 3564
S.D. 23.6 18.7 25.3 11.3
N 10 10 10 10
DAY 17 HEAN 421 419 3464# 3454
§.D 27.9 27.3 22.2 11.2
N 10 10 10 10
DAY 21 HEAN 4hh 443 3554 3594
$.D 29.6 31.2 222 13.6
N 10 10 10 10
DAY 24 HEAN 461 452 3734# 3814
$.D 31.4 27.4 34.3 25.8
N 10 10 10 10
DAY 28 HEAN 484 473 4054 4024
S.D 36.0 29.1 31.6 32.8
N 10 ! 10 9 10

i ———— s — - —— - AW W T T " Y ———— - —— b
-~ - o o e e e ettt e e e A o8 St 6. B i e e i . e i e o o e S A S S . A R A A e St e T e 2 S S 2 Sk B e -

SIGNIFICANTLY DIFFERENT FROM CONTROL:  #x = P<0.01 # = P<0.001

(£2)
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TABLE 2

SLS STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS . PAGE 2
CLIENT: MONSANTO COMPANY SUMMARY OF BODY WEIGHT DATA (GRAMS)
----- FEHALE -~ |
GROUP: 4 1 2 3
LEVEL: 5713C-H 5713C-1 5713C-K 5713C-H
DAY 35 HEAN 500 453 4034 4114
5.D. 41.5 45.2 49.7 25.6
N 10 10 9 9
DAY 38 HEAN 525 479 4164 4374
5.D. 43.4 40.0 60.5 33.2
N 10 10 9 9
DAY 42 MEAN 545 508 4344 4564
5.D. 41.9 31.7 58. 4 28.4 =
N 10 10 9 9 R
DAY 49 HEAN 551 529 4434 466
S.D. 51.7 48.1 54.7 32.8
N 10 10 9 9
DAY 56 HEAN
5.D.
N
DAY 60 HEAN
5.D.
N

SIGNIFICANTLY DIFFERENT FROM CONTROL: +% = P<0.01 # = P<0.001



TABLE 3

SLS STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 1
CLIENT: MONSANTO COMPANY SUMMARY OF BODY WEIGHT GAIN DATA (GRAMS)
weeee FEHALE ~o-=-
GROUP: 4 1 2 3
LEVEL: 5713C-H 5713C-1 5713C-K 5713C-H
DAY 0T0 7 HMEAN 33 4Tx 9 6#
S.D. 8.8 7.5 16.6 6.2
N 10 10 10 10
DAY 7170 14 MEAN 42 29% 4t 17#
S.D. 9.5 9.6 11.1 10.7
N 10 10 10 10
DAY 14 T0 21 HEAN 35 35 9% R 3%
S.D. 13.4 14.5 11.9 14.9
N 10 ’ 10 10 10
DAY 21 T0 28 HEAN 40 30 50 43
S.D. 19.2 7.0 14.6 24,0
N 10 10 . 9 10
DAY 28 T0 35 HEAN 17 -19 -3 -1
S.D. 29.5 33.3 30.1 20.0
N 10 10 9 9
DAY 35 T0 42 MEAN b4 55 31 45
S.D. 28.9 -26.5 24.8 28.5
N 10 10 9 9
DAY 42 TO 49 MEAN 6 21 9 10
S.D. 16.5 21.2 16.9 14.8
N 10 10 9 9

Y Mo 010 4 A AT A e i o e e 7 L A% 8 Y. T T . S o e . otk s i b ke e e W L ALt 4o il A Al e A e e - o = S A T s R o e o o b ek A S i 0 P e T Y M Y e T il b e S0 VOE AR WY D P ST T R e o o an S

SIGNIFICANTLY DIFFERENT FROM CONIROL: % = P<0.05 # = P<0.001

(c7)
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TABLE 4 ‘
SLS STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 1
CLIENT: HONSANTO COMPANY SUMMARY OF HEMATOLOGY DATA
----- FEHALE —--
GROUP: 4 1 2 , 3
LEVEL: 5713C-H 5713C-1 5713C-K '5713C-H
ERYTHROCYTES ~ 10+6/CHM
DAY 21 HEAN 5.05 4.80 5.03 4.77
S.D. 0.232 0.279 0.323 0.313
N 10 10 10 10
HEMOGLOBIN G/DL
DAY 21 HEAN 14.3 13.7 13.4 13.0%%
$.D. 0.68 0.84 0.69 0.95
N 10 10 10 10
HEMATOCRIT %
paY 21 HEAN 43.1 41.5 40.9 39.0xx
S.D. 1.87 2.64 2.10 2.89
N 10 10 10 10
MEAN CORPUS VOL  FL
DAY 21 MEAN 85.3 86.5 81.4# B1.8xx
§.D. 2.41 1.96 2.11 1.30
N 10 10 10 10
MCH PG
DAY 21 HEAN 28.2 28.5 26.7# 27 2%%
§.D. 0.89 0.38 0.65 0.55
N 10 10 10 10
MCHC G/DL
DAY 21 HEAN 33.1 33.0 32.8 33.3
S.D. 0.35 0.44 0.47 0.47
N 10 10 10 10
SIGNIFICANTLY DIFFERENT FROM CONTROL:  #x = P<0.01 # = P<0.001

NOTE: THE MEANS AND STANDARD DEVIATIONS WERE CALCULATED USING NONROUNDED VALUES.

T

(92)



TABLE &

SLS STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 2
CLIENT: MONSANTO COHPANY SUMHARY OF HEMATOLOGY DATA
————— FEHALE ——=w-
GROUP : 4 1 2 3
LEVEL 5713C-H 5713C-I 5713C-K 5713C-H
PLATELETS 10%3/CHH
DAY 21 HEAN 556 454 493 470
S.D. 119.7 103.9 119.5 90.6
N 10 10 10 10
SEGD NEUTROPHILS % WBC
DAY 21 HEAN 30 36 55+« 624
S.D. 10.4 17.8 18.8 o 17.1
N 10 10 10 10
LYMPHOCYTES %4 WBC
bAY 21 HEAN 68 61 Lbx 36#
S.D. 9.8 18.8 18.8 16.4
N 10 10 10 10
HONOCYTES % WBC
DAY 21 HEAN 1 1 2 2%
5.D. 0.7 0.9 1.0 1.2
N 10 10 10 10
BASOPHILS %L WBC .
DAY 21 MEAN 0 -0 0 0
S.D. 0.3 0.3 0.0 0.0
N 10 10 10 10
EOSINOPHILS % WBC
DAY 21 HEAN 2 2 0 1
s.D 1.3 2.0 0.3 0.7
N 10 10 10 10

e i e e Y S ek e s o S A i i A4 408 WS o - W R i L A A% W P T A S A o sy % Y S TR YoE vt e S PRV o A e S e W 00 S S B TP A A0 e S P T A v e R 0= P Ty W 4 e 0 B e = S s o 0 S o

SIGNIFICANTLY DIFFERENT FROM CONTROL: * = P<0.05 % = P<0.01 # = P<0.001
NOTE: THE MEANS AND STANDARD DEVIATIONS WERE CALCULATED USING NONROUNDED VALUES.

! | J I I | J l J J J J ! I | ! ]
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TABLE 4
SLS STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 3
CLIENT: MONSANTO COMPANY , SUHHARY OF HEHATOLOGY DATA
————— FEHALE —--
GROUP: 4 1 2 3
LEVEL: 5713C-H 5713C-1 5713C-K 5713C-H
NON-SEGD NEUTRO. ¥ WBC '
DAY 21 MEAN - 0 0 Q 0
S.D 0.0 0.0 0.0 0.0
N 10 10 10 10
NUCLEATED RBC’S % WBC
DAY 21 HEAN ] 0 ] . 0
S.D 0.0 0.0 0.0 0.0
N 10 10 10 10
RETICULOCYTES % RBC
DAY 2i MEAN 1.8 2.1 1.6 1.2
S.D 0.70 0.97 0.74 0.58
N 10 10 10 10
LEUKOCYTES 10«3/CHM
DAY 21 HEAN 6.44 7.09 12.00% 14.22%%
s.D 0.989 2.€71 5.043 6.187
N 10 10 10 10

TS T o ke e e T e S e B €Y A e 8 G e Gt e o s e . S0 " R o D 58 b o e e e o o ot . Sk A A A R e i S o S A A L s At i A8 A e e PR A e e A h A e S e = i P A S e B 8 A W Y T P S T v e o S0 b it St B S8 D B8 TR o e

SIGNIFICANTLY DIFFERENT FROM CONTROL: =+ = P<0.05 +x = P<0.01
NOTE: THE MEANS AND STANDARD DEVIATIONS WERE CALCULATED USING NONROUNDED VALUES.
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TABLE 5
SLS STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE
CLIENT: HONSANTO COMPANY SUMMARY OF BIOCHEMISTRY DATA
----- FEHALE -
GROUP: 4 1 2 3
LEVEL: 5713C-H 5713C-1 5713C-K 5713C-M
ASP. AMINOTRANS. TO/L. T
DAY 21 HEAN 54 72 84 89
$.D. 19.2 46.7 23.4 28.1
N 10 10 10 10
POTASSIUM MHOL/L
DAY 21 HEAN 5.11 5.16 4.96 4.71
S.D. 0.643 0.423 0.373 0.466
N 10 10 10 10
SODIUM HHOL/L
DAY 21 HEAN 141 140 140 1384
S.D. 1.6 1.8 2.8 1.8
N 10 10 10 10
PHOSPHORUS HG/DL
DAY 21 HEAN 7.1 6.6 5.74 5.5
S.D. 0.80 0.59 0.64 0.55
N 10 10 10 10
TOTAL BILIRUBIN  MG/DL
DAY 21 MEAN 0.47 0.50 0.54 0.56
S.D. 0.105 0.080 0.135 0.063
N 10 10 10 10
TOTAL PROTEIN G/DL
DAY 21 HEAN 4.90 4.73 4.52% 4.04¢
S.D. 0.264 0.212 0.385 0.263
N 10 10 10 10
SIGNIFICANTLY DIFFERENT FROM CONTROL: # = P<0.05 #k = P<0.01 # = P<0.001

NOTE:

THE HEANS AND STANDARD DEVIATIONS WERE CALCULATED USING NONROUNDED VALUES.

{~ A\



SLS STUDY NO.: 3044.697
CLIENT: HONSANTO COHPANY

A - s D e s B S P A e e e et e S e e

GROUP:
LEVEL:
A/G RATIO
DAY 21 MEAN
S.D.
N
GLUCOSE HG/DL
DAY 21 MEAN
S.D.
N
GLOBULIN G/DL
DAY 21 MEAN
S.D.
N
ALAN. AHMINOTRANS IU/L
DAY 21 HEAN
S.D.
N
ALBUHMIN G/DL
DAY 21 MEAN
S.D.
N

TABLE 5
A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS
SUMMARY OF BIOCHEHMISTRY DATA

- 1 -

SIGNIFICANTLY DIFFERENT FROM CONTROL:
NOTE: THE HEANS AND STANDARD DEVIATIONS WERE CALCULATED USING NONROUNDED VALUES.

----- FEHALE -———--

4 i 2
5713C-H 5713C-1 5713C-K
1.05 1.08 1.04
0.090 0.077 0.104

10 10 10
149 149 146
13.2 24.7 9.9
10 10 10
2.40 2.28 2.22
0.190 0.119 0.288
10 10 10

33 34 68%%
5.1 9.3 38.6
10 10 10
2.50 2.45 2.30%
0.146 0.151 0.138
10 10 10
x = P<0.05 %% = P<0.01 # = P<0.001

1.08
0.071
10

147
14.7
10

1.95#
0.150
10

— ke

(1€)
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APPENDIX A

Protocol and Amendment
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A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY
‘ IN GUINEA PIGS

Springborn Study No. 3044.687
Monsanto Study No. SB-98-212

Springborn Laboratories, nc. (SLI)
Ohio Research Center
640 North Elizabeth Street
Spencerville, Ohio 45887

Kimberly L. Bonnette, M.S., LATG
Study Director

For
Monsanto Company

800 N. Lindbergh Bivd.
St. Louis, MO 63167

& Springborn

i
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SLI Study No. 3044.697 Page 1 of 19
l. PURPOSE

The purpose of the study is to determine by Passive Cutaneous Anaphylaxis Assay
the titer of |gG,, antibody present in the serum of animals fed test article
(approximately 60 days).

{l. RESPONSIBILITIES

A.  Sponsor

Monsanto Company
800 N. Lindbergh Bivd.
St. Louis, MO 63167

B. Sponsor's Representative

Terry Kaempfe

Phone: (314) 694-1318

Fax:  (314) 684-4028

E-mail: terry.kaempfe@monsanto. com

C.  Study Monitor

Rick Goodman, Ph.D.

Phone: (314) 737-5314

Fax:  (314) 737-6189

E-mail: richard.e.goodman@monsanto.com

D.  Testing Location

Springborn Laboratories, Inc.
QOhio Research Center

- 553 North Broadway
Spencerville, OH 45887
Telephone: (419) 6474196
FAX: {419) 647-8560
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SLI Study No. 3044.697 Page 2 of 19

D. Personnel'Responsibilities

1. Kimberly L. Bonnette, M.S., LATG
Study Director/Manager of Acute Toxicology
E-mail: kbonnett@springborn.com

2. George A. Douds, M.S.
Alternate Contact/Assistant Toxicologist

3. Deborah A. Douds, M.S.
Assistant Manager of Toxicclogy

4. Robert C. Springborn, Ph.D.
Chairman, President and CEO

5. Malcolm Blair, Ph.D.
Vice President and Managing Director

6. Joseph C. Siglin, Ph.D., DABT
Director of Toxicology -

7. Rusty E. Rush, M.S., LAT, DABT
Associate Director of Toxicology

8. J.Dale Thurman, D.V.M., M.S., DACVP
Director of Pathology

8. Anita M. Bosau, RQAP-GLP
Director of Compliance Assurance

lIl. PROPOSED STUDY SCHEDULE

A.  Initiation of In-Life Phase: July 1998

B.  Completion of In-Life Phase: August 1998

C.  Audited Report Date: 6 Weeks Following Sponsor's Approval for
Study Termination



SLI Study No. 3044.697

(37)

IV. TEST ARTICLE IDENTIFICATIONS

A. Test Articles -

1. Main Study/PCA Assay

Page 3 of 19

vPhase

Sponscr Identifications

SLI Identification
Nos.

Dietary Dosing (Group 1)

NB# 8312322 (Mechi trans) 5713C-{
(10%)

$5988.019.3044

Dietary Dosing (Group 2)

NB# 6312323 (Mech1 non-trans) 5713C-K
(10%)

§98.021.3044

Dietary Dosing (Group 3)

NB# 6312331 (Mech3 non-trans) 5713C-M
{10%)

§988.023.3044

Dietary Dosing (Group 4)

Control Diet 5713C-H

V88.003.3044 i

PCA IC* Dosing

*r

PCA IC Dasing i i
PCAIC Dosing i b
PCAID** Dosing Histamine $98.007.3044
PCA IC Dosing Evans blue {(crystals from Sigma) S98.012.3044
PCA IDAC Dosing Sterile Saline V98.006.3044

*fntracardial, ™intradermal, *Ta be added by protocal amendment.

2.

Characteristics

The Sponsor is responsible for any necessary evaluations related to
chemical composition, strength, purity, stability and other data required
by 40 CFR 160.105 and 21 CFR Part 58.105. Any special storage
conditions fcr the test/control articles will be supplied by the Sponsor.
The Sponsor has requested that the bulk feeds be maintained
refrigerated (~4°C) and smaller amounts (subsamples) removed weekly
or as necessary (to be maintained refrigerated) for dispensation.

Handling Precautions
Safety data regarding the test/control articles should be provided by the

Sponsor [Material Safety Data Sheet (MSDS) or equivalent, if available].
Technical personnel are required to read this information prior to handling
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SLI Study No. 3044.697 Page 4 of 19

the test/control articles. Any question concerning this information should
be referred to the Study Director.

Additional safety and handling information may be provided by the Study
Director and/or Sponsor. Minimum safety requirements include safety
glasses, impervious gloves, and laboratory wear. An MSDS shall also be
available for any chemical entities utilized in the conduct of this study.

Analytical/Retention Samples

An approximate 20 g analytical sample of each lot of test/control article feed
(Groups 1-4) will be taken on days 0, 7, 14, 21, 28, 35, 42, 49, 56 and at
termination and stored in a -70°C freezer for possible Sponsor evaluation.
An approximate 10 g retention sample of each test/control article feed will also
be collected from each bulk test/control article and from each subsample. The

sample will serve as the retention sample for all studies conducted with the lot
of test article utilized.

Test/Control Article Disposition

All remaining test/control articles will be returned to the Sponsor following

completion of all studies with the test/control articles unless otherwise
instructed by the Sponsor.

Method of Dosage Preparation for Injection Animals

1. Main Study

a. Dietary test/control article (day O through day 60 + 2 days)

Each appropriate dietary test/control article for Groups 1, 2, 3 and 4
will be fed in a premade diet as received from the Sponsor to each
animal ad libitum. The Sponsor will provide analysis to be included
in the final report. The method of preparation may be provided by the

Sponsor, documented in the raw data and presented in the final
report.
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SLI Study No. 3044 .697 Page 5 of 19

2. PCAEAssays

a. Histamine for PCA Assay

Histamine will be administered intradermally at a 1:10 dilution in
sterile saline or as directed by the Sponsor. The test article will be
prepared and/or dispensed fresh on the day of dosing. The method
of preparation will be documented in the raw data and presented in
the final report.

b. Sterile Saline
Sterile saline may be administered intradermally as received (if
requested) and may be dispensed on the day of dosing. The method
of preparation will be documented in the raw data and presented in
the final report.

c. Evans blue

An Evans blue solution of 6% w/v in sterile saline will be prepared for
use on each day of the PCA Assay. The method of preparation wilf
be documented in the raw data and presented in the final report.

d. PCA Challenge Solutions

To be determined and added by protocol amendment.

V. TEST SYSTEM

A.  Justification of the Test System

1.

The guinea pig is the preferred species for immunological testing by
various U.S. and International regulatory agencies.

The Hartley-derived albino guinea pig has been shown to be sensitive to
the hyperallergenic effects of a variety of drugs and chemicals.
Therefore, this species and strain is a reasonable alternative to larger
mammals for dermal sensitization testing of drugs and chemicals for
human safety assessment.
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3. The Hartley-derived albino guinea pig has been used extensively for
dermal sensitization testing. Thus, data from this study may be compared
and contrasted to other studies performed in Hartley-derived albino
guinea pigs.

4. Historical information concerning Hartley-derived albino guinea pigs is
available at SLI and in the published literature.

5. Healthy, outbred Hartley-derived albino guinea pigs may be obtained from
reliable, USDA approved and regulated suppliers.

8.

The laboratory guinea pig may be safely handled and manipulated by
trained technical personnel.

B. Justification of the Route of Exposure and Number of Animals

1. Feeding was selected as a potential route of human exposure of the
antigen being evaluated.

2. Since Hartley-derived albino guinea pigs are PVR antibody free, the
response should be specific for the antigen.

3. The number of animals used on this study will be the minimum number
to ensure scientifically meaningful resuits and to allow for adequate
practice for the future studies to be conducted.

C. Description

1. Species
Guinea Pig

2. Strain
Hartley-derived albino, VAF

3. Source

Charles River Laboratories, Inc. or another USDA approved supplier
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4. Age and Body Weight Range

Young adult, Main Study Animals will weigh approximately 250 g to 500 g
{on day 0) and PCA animals approximately 250 to 500 g (on the day prior
to dosing).

Number of Animals/Sex on Study

All female guinea pigs

40 Main study animals (10 per test group; 4 groups)

A maximum of 80 animals will be utilized for the PCA assay. The
actual number will be documented in a protocol amendment.

Method of Identification

Plastic ear tags displaying unique identification numbers will be used to
individually identify the animals. Cage cards displaying at least the study
number, animal number, and sex will be affixed to each cage.

1;

Animal Husbandry

Housing

The animals will be housed individually in suspended stainless steel
cages. All housing and care will be based on the standards recommended
by the Guide for the Care and Use of Laboratory Animals [1].

Environment

The environmental conditions for the animal room will be set to maintain
rcom temperature and relative humidity ranges of 70 £ 7°F and
50 + 20%, respectively. Environmental control equipment will be
monitored and adjusted as necessary to minimize fluctuations in the
animal room environment. Light timers will be set to maintain a 12-hour
light/12-hour dark cycle and the room ventilation will be set to produce 10-
15 air changes/hour. The room temperature and relative humidity will be
recorded a minimum of once daily.
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3. Foad

PMI Certified Guinea Pig Chow #5026 (Purina Mills, Inc.) or diet provided
by the Sponsor will be provided ad libitum to the animals throughout the
study. The iot number and expiration date of each batch of diet used
during the study will be recorded. The feed is analyzed and certified by
the supplier for nutritional components and environmental contaminants.
Dietary limitations for various environmental contaminants, including
heavy metals, pesticides, polychiorinated biphenyis and total aflatoxin are
set by the manufacturer. Within these limits, there are no contaminants
reasonably expected in the diet which would interfere with the conduct of
the study. Results of the dietary analyses (Certificates of Analysis) are
provided by the manufacturer for each lot of diet. These will be
maintained in the laboratory records. Feed that is outside the ranges set
for the above mentioned criteria will not be utilized by the testing facility.

4. Water

Municipal tap water following treatment by reverse osmosis will be
available ad libitum throughout the study. The purified water wil} be
supplied by an automatic watering system. Monitoring of the drinkiig
water for contaminants will be conducted annually by the testing
laboratory and the records will be available for inspection. Levels of
contaminants which may be present are not expected to compromise the
purpose of the study. The water meets the standards specified under the
EPA National Drinkihg Water Regulations (40 CFR Part 141).

F. Acclimation

Upon receipt, the animals will be removed randomly from the shipping
cartons, examined by qualified personnel, identified with plastic ear tags, and
then acclimated to the laboratory conditions for a minimum of 5 days. The
animals will be observed daily for ovest physical or behavioral abnormalities,
general health/moribundity and mortality.

G.  Animal Selection

At least 42 animals will be weighed and examined in detail for adverse clinical
signs. Animals determined to be suitable as test subjects will be assigned
randomly to groups. The animal numbers and the respective body weight
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values will be entered into the computer. Homogeneity of groups by weight
will be the criteria of acceptance of the randomization. Disposition of animals
not selected for study will be documented in the study records.

VI, EXPERIMENTAL DESIGN AND PROCEDURES

A.  Study Group Design

This study will consist of a Main Study and a PCA assay:

Main Study
Group No. { No. of Test
Animals Administration
1 10 NB# 6312322 (Mech1 trans) 5713C-1 (10%)
2 10 NB# 6312323 (Mech1 non-trans) 5713C-K (10%)
3 10 NB# 6312331 (Mech3 non-trans) 5713C-M (10%)
4 - 10 Control Diet 5713C-H
oot e et e et e e e e e
PCA Assay | No. of Test
Group No.* Animals* Administration”
*To be determined and added by protocol amendment.

B.  Rationale for Dosage Level Selection

Levels chosen were considered acceptable for determination of titer to the
antigen administered based on preliminary work.

C. Dosing Procedures (Main Study)
1. Dietary Dosing (Groups 1-5)

Each group of Main Study Test animals will be fed the appropriate
premade diet as received from the Sponsor ad libitum from day O through
day 60 ( 2 days).
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2. Clinical Observations

The animals will be checked for general health/mortality and
moribundity twice daily during the study. In addition, cage-side
observations will be performed once daily and detailed clinical
observations will be performed weekly, The detailed weekly
observations will include, but not be limited to, evaluations of the skin
and fur, eyes and mucous membranes; respiratory, circulatory,
autonomic and central nervous system; somatomotor activity and
behavioral pattern. Particular attention will be directed to observations
of tremors, convulsions, lethargy, other signs of central nervous system
depression, salivation and diarrhea.

Body Weights

Individual body weights will be obtained for all Main Study test animals
(Groups 1, 2, 3and 4) onday 0, 7, 14, 21, 28, 35, 42, 49 and 56 ‘and prior
to blood collection (termination).

Food Consumption

Individual food consumption will be measured at least weekly (or more
frequently as determined by the Sponsor) on the same day as body

weights. Food consumption may be reported as g/animal/day.

Collection of Blood Samples

On day 60 (£ 2 days), Main Study test animals (Groups 1, 2,3 and 4) will
be anesthetized with isoflurane and blood samples will be obtained
intracardially (approximately 2 mL or as much as paossible up to 10mL-
terminal blood collection). Blood collected for serum separation will be
allowed to clot. Serum will be harvested according to the Standard
Operating Procedures of the Test Facility for preparation of serum
specimens. Each serum sample for PCA will be heat inactivated at
approximately 56°C for 30 minutes. Approximately 200 uL or up to one-
half of each of the serum samples will be collected for return to the

Sponsor for possible analysis. All serum samples will be stored frozen
(with minimal freeze-thaw if possible).
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Unscheduled Deaths and Euthanasia

Any animals dying or euthanized moribund during the study will be -

«-necropsied. The animals will be euthanized by carbon dioxide inhalation

or an intraperitoneal injection of sodium pentobarbital. Body cavities
(cranial, thoracic, abdominal and pelvic) will be opened and examined.
No tissues will be retained.

Scheduled Euthanasia

Immediately following the blood collection, all surviving animais will be
euthanized by carbon dioxide inhalation or an intraperitoneal injection of
sodium pentobarbital. A gross necropsy examination will be conducted
for surviving animals at the discretion of the Sponsor (e.g., adverse
clinical observations) in which case limited tissues may be collected and
retained in 10% buffered formalin for possible future evaluation.

D.  PCA Study Procedures

1.

Preliminary Procedures

Within 14 days of Main Study blood collection, the animals will be clipped
using a No. 40 size blade from the neck to the rump and down both sides
onto the abdomen. When clipping, care will be taken not to abrade the
skin. [n addition, the back of the animals may be depilated: Neet Hair
Remover or other appropriate depilatory agent will be placed on the test
sites and surrounding areas and left on for a sufficient time to remove hair
but no more than fifteen minutes. The depilatory will then be thoroughly
removed with a stream of warm water. The animals will be dried with a
towel. Test sites will be delineated on the day prior to dosing. The
animals will be individually weighed on the day prior to dosing. Note:
PCA assay may be conducted by splitting groups and dosing over more
than one day if needed, depending upon the final number of PCA
animals required.

Serum Preparation - Dilutions

On the day of dosing, serum samples from the Main Study animals will be
allowed to thaw at less than 37°C. Each serum tube will be gently mixed
prior to removing the sample aliquots. Samples (0.5 ml/serum sample
or less, if possible) from each of ten animals in each Main Study group
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(1-4) will be diluted individually for ID dosing. Dilutions of the serum will
be made by mixing measured aliquots of the sera with measured volumes
of sterile saline to provide the final ratios. The following dilutions will be
utilized for dosing:

Group Dilution* Diluent
Group 1 Sterile Saline
Group 2 Sterile Saline
Group 3 Sterile Saline
Group 4 Sterile Saline

*To be determined and added by.protocol amendment.

Any change in dilutions requested for use by the Sponsor will be
documented in the raw data and presented in the final report. All dilutions
will be used on the day that they are prepared, and the time between
preparation and injection will be minimized as much as possible.

Intradermal Injection Sites

On the day of dosing, animals selected for the PCA Study will be injected
intradermally with up to 24 injections. Intradermal injection sites and
injections will be determined and added by protocol amendment.

Changes to the dosing regime may be made by the Sponsor not to
exceed 24 injection sites. The final dosing regime will be documented in
the raw data.

Each injection site area may be re-identified with indelible ink. In addition,
a PCA assay record will be used to identify each PCA test animal by
identification number and will specify which individual serum samples are
tested on that animal and the location (left dorsal surface or right dorsal
surface). In each case, the test sera will be injected in close proximity to
the shoulder and each successive dilution will be injected in a more
posterior position.

A 1 cc tuberculin syringe and an attached 26 or 27 gauge intradermal
needle will be utilized.
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4. PCA Chalienge

Approximately four hours (£ 30 minutes) after the intradermal injections,
a chaltenge dose using 1 mL of the appropriate PCA challenge solution
(note: an additional 1 mL of PCA solution may be injected if needed) per
animal will be injected intracardially using a 3 cc disposable syringe and
a 22 gauge, 3/4 or 1 inch needle (or other appropriate size). The animals
will be lightly anesthetized with isoflurane to expedite handling at
challenge. Note: Histamine and Sterile Saline (if utilized) will be injected
intradermally approximately 15 minutes after PCA challenge.

5. Challenge Evaluation

Approximately twenty minutes (x 15 minutes) after PCA challenge
(intracardial injection of compounds and dye), the animals will be
euthanized by carbon dioxide inhalation or an intraperitoneal injection of
sadium pentobarbital. The skin will be removed, inverted, photographed
(with e.g. a clear ruler) and examined for areas of bluing (the diameter of
which will be measured). In addition, the thoracic cavity of each PCA
animal will be examined specifically to observe heart and lungs. Also, it
will be noted if the musculature of the back is a bluish discoloration.

8. Clinical Observations

Any unusual observations and mortality will be recorded. The animals will
be observed for general health/mortality twice daily (cnce in the morning
and once in the afternoon).

7. Body Weights

Individual body weights will be obtained for all PCA Study animals on the
day prior to dosing.

8. Unscheduled Deaths and Euthanasia

Any animals dying or euthanized moribund during the study will be
necropsied. The animals will be euthanized by carbon dioxide inhalation
or an intraperitoneal injection of sodium pentobarbital. Body cavities
(cranial, thoracic, abdominal and pelvic) wili be opened and examined.
No tissues wili be retained.
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VIl. PROTOCOL AMENDMENT

A(teratioﬁs to this protocol may be made as the study progresses. No changes in
the protocol will be made without the specific consent of the Sponsor's
Representative. ‘A protocol amendment will be prepared and signed by the Study

Director, SLI Quality Assurance and Sponsor's Representative for any such
changes.

Vill. DATA REPORTING

One unbound copy of the draft report (if requested) and three copies of the final
report (two bound and one unbound) will be submitted to the Sponsor. The final
report will include all information necessary to provide a complete and accurate
description and evaluation of the experimental procedures and results.

The report will include at least the following information and data:

- Table of Contents

- Regulatory Compliance

- Summary

- Introduction ,

- Experimental Design and Test Procedures

- Presentation and Discussion of Results -
- Conclusion

- References

- Data Tables

- Summary of Titers and Diameter of Responses
- Summary of Body Weights

- Summary of Body Weight Changes

- Summary of Food Consumption (g/animal/day)
- Individuai Titers and Diameter of Responses

- Individual Clinical Signs

- Individual Body Weights

- Individual Body Weight Changes

- Individual Food Consumption (g/animai/day)

The following additional information may be presented in the appendices:

protocol and any amendments, sponsor analytical chemistry report and personnel
respansibilities.
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IX. ANALYSIS OF DATA

The last intradermal injection site on the PCA animal to show a positive response
(bluing) may be considered to be the titer of that serum sample. If the highest
dilution of serum tested demonstrates a positive response, a higher dilution series
of that sample may be tested (e.g., 2 or 3 dilutions higher than previously tested).
The response will be recorded for each dilution. Comparisons of diameters of bluing
may also be made.

Statistical analyses will be performed using MicroVax 3100 computer. The level of
significance will be a minimum of 5% and tests. will be two-tailed. The summary
. tables will indicate the level of significance detected. The control group data will be
compared to the treated data using all groups or by a group by group comparison
depending on the test. Data including body weights, weight gain, food consumption
will be analyzed by one way analysis of variance. if significance is detected, a group
by group comparison will proceed with Tukey-Kramer.

X. MAINTENANCE OF RAW DATA, RECORDS AND SPECIMENS

All original data, magnetically encoded records, photographs, specimens and
reports from this study are the property of the Sponsor. These materials shall be
available at SLI to facilitate auditing of the study during its progress and prior to
acceptance of the final report. All original paper data, the final report, magnetically
encoded records, and any specimens will be transferred to the SLI archives for a
period of 7 years. The Sponsor will be contacted prior to the final dispesition of
these items.

Xl. REGULATORY COMPLIANCE
A.  Guidelines
This study may be submitted to anc;! will be performed in general compliance
with the U.S. EPA and FDA Guidelines.
B. Good Laboratory Practices
This study will be performed in general compliance with the principles of the

Good Laboratory Practice Standards as described by the EPA (40 CFR
Part160) and FDA (21 CFR Part 58).
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Xll. QUALITY ASSURANCE

The study will be inspected at least once during the in-life phase by the Springborn
Laboratories, Inc., Quality Assurance Unit to assure compliance with Good
Laboratory Practice Standards, SLI's Standard Operating Procedures and for
conformance with the protocol and protocol amendments. The final report will be
audited prior to submission to the Sponsor to ensure that it completely and
accurately describes the test procedures and results of the study.

Xitl. USDA ANIMAL WELFARE COMPLIANCE STATEMENT

This study will comply with all applicable sections of the Final Rules of the Animal
Welfare Act regulations (9 CFR) and the Public Health Service Policy on Humane
Care and Use of Laboratory Animals (OPRR, NIH, 1988). Wherever possible,
procedures used in this study have been designed to avoid or minimize discomfort,
distress and pain to animals. Al methods are described in this study protocol or in
written laboratory standard operating procedures. These procedures are based on
the most currently available technologies concerning proper laboratory animal use
and management. Methods of euthanasia used during the study are in
conformance with the above referenced regulations and the American Veterinary
Medical Association Panel on Euthanasia {3]. This study design has been reviewed
and approved by Springborn Laboratories, Inc. institutional Animal Care and Use
Committee (IACUC) for a maximum of 150 animals.

This study is being conducted to evaluate the potential immunological effect of the
test article and is not expected to produce undue pan or distress in the animals.
Following dosing, the Study Director will be notified by the technician if severe local
reactions occur, if the animals exhibit overt clinical indications of pain/distress post-
dose or if delayed severe skin or clinical changes subsequently develop. If severe
responses are noted, the Study Director will contact the Facility Veterinarian and
Sponsor to consider an appropriate course of action. in the event that the Sponsor

cannot be contacted, the Study Director and/or Facility Veterinarian may authorize
treatment or euthanasia of the animals.

XIV. DECLARATION OF INTENT

This study will be listed on the SLI Quality Assurance Master Schedule for the U.S.
Environmental Protection Agency and US Food and Drug Administration.
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XV. PROTOCOL APPROVAL

The Sponsor's signature below decumants for thg Study Director that there are no
generally accapted non-animal alternatives for t‘hls study, and that this study does
not unnecessarily duplicate any previous experiments.

il 103l oo 2JadlsC

Kimberly L. Bonnette, M.S., LATG
Manager of Acute Toxicolegy (SLI)

@ML L) Ija)&m Date: 7/34/ /95/

Quality Assurance Unit (SLY)

/WW(OMM@JZ Datﬂf/ 27/98

Maleolm Blalr, Ph.D.
Vice President and Managing Director (SLI)

o A;@Mﬁﬁpﬁk sve 32825

Tearry

Mons Comp
Sponsdts Reprasentative
(Principai Inveastigator)

/ -/
(b l) & st “,7/3%/7?

Rick Goodman, Ph.D.
Monsanto Company
Study Manitor
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Figure 1*

Intradermal Injection Sites

*To be determined and added by protocol amendment.

Page 19 of 19



;’w‘n}
LT

e

B

f“m R

-

4w

¢
"

i

(94)

SL! Study No. 3044.697 Page 1 of 12
Monsanto Study No. $B-98-212

1)

A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY
IN GUINEA PIGS

PROTOCOL AMENDMENT NO. 1

PART TO BE CHANGED/REVISED (EFFECTIVE NOVEMBER 30, 1998 AND
SEPTEMBER 10, 1998):

I. Purpose
CHANGE/REVISION:
Change the first sentence to read as follows:

This study was performed to provide an assessment of the allergenic activity
of transgenic and non-transgenic cottonseed meal in a guinea pig model.
Animals were to be sensitized by feeding diets containing cottonseed meal for
approximately sixty days, to induce cottonseed protein specific 1gG,,, the
dominant reaginic antibody of guinea pigs. Antibody titers were to be
measured by passive cutaneous anaphylaxis following transfer of serum from
sensitized animals to naive recipients. However, since the results of the main
study were considered to be compromised, the Passive Cutaneous
Anaphylaxis Assay was not conducted.

REASON FOR CHANGE/REVISION:

Requested by the Sponsor based on apparent poor nutritional status of the
animals fed the test diets (probable inadequate diet and/or palatability issue)
confirmed by severe adverse clinical observations (Vitamin C deficiency-like
indications) and severe reduction in body weight/body weight gain. In addition,
the feed for Group 1 (fed days 0-21) was apparently mislabeled control diet
(Group 4) from the manufacturer based on the Gene Feed Assay Resuilts.
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A PASSIVE CUTANECUS ANAPHYLAXIS ASSAY
IN GUINEA PIGS

PROTOCOL AMENDMENT NO. 1
2) PART TO BE CHANGED/REVISED (EFFECTIVE SEPTEMBER 10, 1998):
IV.A. Test Articles

CHANGE/REVISION;

Replace Section 1 to read as follows:

1. Main Study
SLi identification
Phase Sponser Identifications Nos.

Dietary Dosing (Group 1) | NB# 6312322 (Mech1 trans) 5713C-1 | S98.019.3044
(10%)

Dietary Dosing (Group 2) | NB# 6312323 (Mech1 non-trans) S98.021.3044
5713C-K (10%)

Dietary Dosing (Group 3) | NB# 6312331 (Mech3 non-trans) $598.023.3044
5713C-M (10%)

Dietary Dosing (Group 4) | Contro! Diet 5713C-H V/98.003.3044

REASON FOR CHANGE/REVISION:

PCA dosing was omitted as requested by the Sponsor based on reasons
stated previously.
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Monsanto Study No. SB-88-212

A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY
' IN GUINEA PIGS

PROTOCOL AMENDMENT NO. 1
3) PART TO BE CHANGED/REVISED (EFFECTIVE AUGUST 24, 1998):
IV.A.2. Characteristics

CHANGE/REVISION;

On day 28, the subsamples of the bulk feed will be stored at room temperature
rather than refrigerated to reduce potential condensation. In addition, the
Sponsor evaluated a sample from each box of diet (3 boxes per diet) on site
using a Gene Feed Assay to be described in the final report.

REASON FOR CHANGE/REVISION: !

Requested by the Sponsor.

4) PART TO BE CHANGED/REVISED (EFFECTIVE AUGUST 17, 1998):
IV.B. Analytical/Retention Samples
CHANGE/REVISION:

Replace this section with the following:

An approximate 20 g analytical sample of each lot of test/contro! diet will be
taken on days 7, 14, 21, 28, 35, 42 and at study termination (day 49) and
stored at approximately -70°C for possible Sponsor evaluation. An
approximate 10 g retention sample of each test/control diet will also be
collected from each lot of test/control diet and from each subsample. These
samples will be stored refrigerated and will serve as the retention samples
for all studies conducted with these lots of test/control diets utilized.

REASON FOR CHANGE/REVISION:

To specify the sample collection days due to early termination of the study.
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A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY
IN GUINEA PIGS

PROTOCOL AMENDMENT NO. 1
PART TO BE CHANGED/REVISED (EFFECTIVE AUGUST 17, 1998):

IV.E. Method of Test Article Preparation for the Main Study
CHANGE/REVISION:

Add the following:

On day 21, an approximate 50 g sample of each box of diet (3 boxes/diet) was
sent to Ralston Analytical Laboratories, 824 Gratiot, St. Louis, Missouri, 63102
for analysis.

REASON FOR CHANGE/REVISION:

Due to significant adverse clinical observations/reduced body weight, the feed
was analyzed to determine any feed deficiencies.

PART TO BE CHANGED/REVISED (EFFECTIVE AUGUST 26, 1998):
IV.E.3. Food Effective

CHANGE/REVISION:

Change the seventh sentence to the following:

These dietary analyses will be maintained by the Sponsor.

REASON FOR CHANGE/REVISION:

The Sponsor will present these analyses under a separate cover.
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A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY

IN GUINEA PIGS

PROTOCOL AMENDMENT NO. 1

PART TO BE CHANGED/REVISED (EFFECTIVE AUGUST 26, 1988):

IV.E.4. Water

CHANGE/REVISION:

Add the following to this section:

The purified water will be supplied by an automatic watering system (days
0-29) or reverse osmosis water supplemented with 200 mg/L ascorbic acid
(Vitamin C) in water bottles (days 30-48).

REASON FOR CHANGE/REVISION:

Requested by the Sponsor.

PART TO BE CHANGED/REVISED (EFFECTIVE AUGUST 31, 1988):

VLA, Study Group Design

CHANGE/REVISION:

Replace the table as follows:

Main Study | No. of Test Administration

Group No. Animals (Days 0-21 and Days 28-49)
1 10 NB# 6312322 {(Mech1 trans) 5713C-[ (10%)
2 10 NB# 8312323 (Mech1 non-trans) 5713C-K (10%)
3 10 NBi# 6312331 (Mech3 nen-trans) 5713C-M (10%)
4 10 Control Diet 5713C-H

Main Study | No. of Test Administration

Group No. Animals (Days 35 - 44 only)
5* 4 NB# 6312322 (Mech1 trans) 5713C-1 (10%)**
8* 4 Control Diet §713C-H

*No Vitamin C supplement; fed/observed at the same time intervais as in the main study.

**Correct diet.




(59)

SL! Study No. 3044.697 Page 6 of 12
‘Monsanto Study No. SB-98-212

9)

A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY
IN GUINEA PIGS

PROTOCOL AMENDMENT NO. 1

REASON FOR CHANGE/REVISION:

Since there were severe adverse clinical observations/reduced body weight in
the main study, any resuits from the serum of these animals would be
considered compromised/unreliable, a PCA study was not performed. In
addition, the feed for Group 1 (fed days 0-21) was apparently contro! diet
(Group 4) mislabeled by the manufacturer based on the Gene Feed Assay
results. Also, in order to confirm the effects of the diets, “nomal stock animals”

were fed the specified diets to observe/confirm the onset of adverse effects of
this test diet.

PART TO BE CHANGED/REVISED (EFFECTIVE AUGUST 17, 24 AND 26,
1998): ‘ ‘

| VI.C.1. Dietary Dosing (Groups 1-4)

CHANGE/REVISION:

Replace to read as follows:

Each group of Main Study test animals will be fed the appropriate pre-made
diet as received from the manufacturer ad libitum from days 0 -21 and from
days 28-49. Also on day 28, remove Animal No. 4648 from study. in addition,
on day 30, reverse osmosis water supplemented with 200 mg/L of ascorbic
acid (Vitamin C), was provided to the animals (changing water bottles ~3 days
per week, disconnecting the automatic watering system and refrigerating
remaining preparation for use).

REASON FOR CHANGE/REVISION:

The test diet was stopped, restarted, then the study terminated early for
reasons discussed previously. Due to severe adverse clinical observations
persisting, the referenced animal was removed from study. in addition, Vitamin
C was supplemented in an attempt to reduce Vitamin C deficiency-like signs.
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SLI Study No. 3044.697 Page 7 of 12
Monsanto Study No. $B-88-212

A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY
IN GUINEA PIGS

PROTOCOL AMENDMENT NO. 1

10) PART TO BE CHANGED/REVISED (EFFECTIVE AUGUST 13 and 20, 1998):

11)

VI.C.3. Body Weights
CHANGE/REVISION:
Replace this section to read as follows:

Individual body weights will be obtained for all Main Study test animals (Groups
1,2, 3 and 4) on days 0, 7, 14, 17, 21, 24, 28, 35, 38, 42 and 49 (study

termination). Animals found dead after day G or euthanized moribund will also
be weighed.

REASON FOR CHANGE/REVISION:

Additional body weights were conducted to determine animal health status due

to significant adverse clinical observations. Also, in addition, the study was
terminated early.

PART TO BE CHANGED/REVISED (EFFECTIVE AUGUST 17, 1998 AND
EFFECTIVE NOVEMBER 30, 1998):

VI.C.4. Food Consumption

CHANGE/REVISION:
Replace the first sentence of this section as foliows:

Individual food consumption will be measured three times a week. In addition,
due to the amount of food spillage on this study, food consumption is not
considered to be accurate and therefore will be invalidated.

REASON FOR CHANGE/REVISION:

Guinea pigs were fed more frequently than stated in the protocal in order to be

fed ad libitum. In addition, food consumption was invalidated as requested by
the Sponsor.
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A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY
IN GUINEA PIGS

) PROTOCOL AMENDMENT NO. 1
12) PART TO BE CHANGED/REVISED (EFFECTIVE AUGUST 17, 1998):
ViI.C.5. Collection of Blood Samples
CHANGE/REVISION:

Replace as follows:

On day 21, due to adverse clinical observations appearing particularly in
Groups 2 and'3 along with significantly reduced weight gain or weight loss, the
Sponsor requested the following:

Blood will be collected via the orbital sinus (under light anesthesia) from all

animals along with 5 additional stock animals for compatison. The following
parameters will be evaluated:
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SL! Study No. 3044 .697
Monsanto Study No. $B-98-212

Page 9 of 12

A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY
IN GUINEA PIGS

PROTOCOL AMENDMENT NO. 1

s

Hematoiogy‘ Parameters

Biochemistry Parameters

Erythrocyte Count (RBC)

alanine aminotransferase (ALT)

Hematocrit (Hct)

albumin

Hemaglobin concentration

albumin/globulin ratio

Mean Corpuscular hemoglobin
concentration
(MCHC)

alkaline phosphatase

Mean Corpuscular volume

aspartate aminotransferase (AST)

Platelet Count

calcium

Reticulocyte Count

cholesterol

Totat Differential Leukocyte Counts

blood creatinine

Mean Corpuscular hemoglobin
(MCH)

globulin (calculated)

glucose

electrolytes (Na, K, Cl)

phosphorus

total bilirubin

total serum protein

Urea protein-Urea Nitrogen (BUN) |

REASON FOR CHANGE/REVISION:

Serum was not needed for PCA as discussed previously. In addition, in order
to better evaluate main study animais’ health, clinical pathology was conducted
on all main study animals and 5 stock animals as requested by the Sponsaor.
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Monsanto Study No. 8SB-98-212

A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY
IN GUINEA PIGS

PROTOCOL AMENDMENT NO. 1
13) PART TO BE CHANGED/REVISED (EFFECTIVE AUGUST 26, 1998):
VI.C.6. Unscheduled Deaths and Euthanasia
CHANGE/REVISION:
Replace the last sentence as follows:
On déy 30, Animal No. 4648 was euthanized moribund and a gross necropsy
_examination was performed. In addition, the proximal and distal ends of the
ferpur @nd tibia were collected and the bones processed/decalcified and
eyahuatedsby~a, Rathologist.
REASON EGR EMANGE/REVISION:

Requested by fhe Sponsor in order to determine abnormalities, including
growth plate separation (possibly Vitamin C deficiency-related).

14) PART TO BE CHANGED/REVISED (EFFECTIVE SEPTEMBER 10, 1998} :
VI.C.7. Scheduled Euthanasia
CHANGE/REVISION:
Replace with the following:
All animals surviving to study termination (day 49) will be euthanized by carbon
dioxide inhalation or intraperitoneal injection of sodium pentobarbital and
discarded without a gross necropsy.

REASON FOR CHANGE/REVISION:

As discussed previously, the study was terminated early. The Sponsor
requested that surviving animals be discarded with out necropsy.
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SLI Study No. 3044.697 Page 11 of 12
Monsanto Study No. SB-98-212

A PASSIVE CUTANEQUS ANAPHYLAXIS ASSAY
IN GUINEA PIGS

PROTOCOL AMENDMENT NO. 1
15) PART TO BE CHANGED/REVISED (EFFECTIVE SEPTEMBER 10, 1998):
VI.D. PCA Study Procedures
CHANGE/REVISION:
Omit this section.

REASON FOR CHANGE/REVISION:

Based on the compromised results of the main study, PCA was not required as
requested by the Sponsor.

16) PART TO BE CHANGED/REVISED (EFFECTIVE SEPTEMBER 10, 1998):
IX. Analysis of Data
CHANGE/REVISION:
Omit the first paragraph.
REASON FOR CHANGE/REVISION:
Since no PCA data was collected, this paragraph is not needed.

.

17) PART TO BE CHANGED/REVISED (EFFECTIVE SEPTEMBER 10, 1988)
Protocol Appendix A

CHANGE/REVISION:
Omit Figure 1.
REASON FOR CHANGE/REVISION:

Since no PCA was conducted, this Appendix is not needed.
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APPENDIX B

Resuits of Feed Gene Assay
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FEED GENE ASSAY

A gene check assay was performed at Springborn Laboratories, Inc., Spencerville,
Ohio, by Richard Goodman, Monsanto Company on September 23, 1898 on the
boxes of test diet listed in the results below. Approximately 5 pellets from each
box were removed and placed in test tubes. The samples were then q.s. to
approximately 4.0 mL with sterile saline and mixed (vortexed). The samples were
allowed to rest for approximately 10 minutes. The subsequent supernate was
then transferred to pre-labeled 1.5 mL tubes using sterile, disposable pipettes.
A gene check immunoassay testing strip was then placed in each tube. The
strips were allowed to develop for approximately 10 minutes. The strips were
then photographed (which remain in the raw data). :

The results of the test are as foilows:

Sample | Box # | Springborn I.D. | Purina Lot No. Results
5713C-H 1 Vv98.003.3044 9848-1 Negative®

2 VV98.003.3044 9848-1 Negative

. 3 V98.003.3044 9848-1 Positive

5713C-l 1 S598.019.3044 9848-2 Positive

2 $98.019.3044 9848-2 Negative

3 $98.019.3044 9848-2 Positive
5713C-K 1 $98.021.3044 9848-4 Negative

2 $98.021.3044 9848-4 Negative

3 S588.021.3044 9848-4 Negative
5713C-M 1 $98.023.3044 9848-6 | Negative

2 $98.023.3044 9848-6 Negative

3 $98.023.3044 9848-6 Negative
*Approximately eight minutes later, a second test strip was read and
appeared to be positive for the BT gene; upon review of the first strip, what
appeared originally as an imperfection was now clearly positive, but weak
(light pink).
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APPENDIX C

Certificate of Analysis
(Provided by the Manufacturer)



(69) 3050 Spruce Street
SLI Study No. 3044.697 Samt Louis, Missouri 63103 USA

Tetephone 800-521-8956 + (314) 771-5785

‘ ° z M° Fax 800-325-5052 « (314) 771-5757
y emaik sig-ald @sial.com
‘, : ' hitp:fwww.sigma.sial.com

SPRINGBORN LABS
; 640 N ELIZABETH ST
| SPENCERVILLE OH 45887

CERTIFICATE OF ANALYSIS

ASCORBIC ACID, APPROX. 325 MESE USP XXIII

PRODUCT NO: A2343 ’ CAS NO: 50-81-7
LOT NO: 096HQ3631 FORMULA: C HgQ,4
FORMULA WEIGHT: 176.13 STORE AT ROOM TEMPERATURE
, TEST SPECIFICATION RESULTS
i .
IDENTITY PASS PASS
SPECIFIC +20.5 DEG TO +21.5 DEG +20.9 DEG
ROTATION
| RESIDUE ON NMT 0.1% PASS
IGNITION
HEAVY METALS NMT 0.002% PASS
ORGANIC VOLATILE METHOD IV TESTING PASS
IMPURITIES .
ASSAY 99.0% TO 100.5% 99.8%
NOTE

ALL RESULTS SUPPLIER DATA

QC  ACCEPTANCE DATE MAY 1997

\‘Z:>-_;;?/;EZZ,441~——-—

DAVID FELDKER

MANAGER, ANALYTICAL SERVICES
238/980825#1/SML1

DOCUMENT DATE: 08/25/98

SIGMA-ALDRICH, INC. WARRANTS THAT [TS PRODUCTS CONFORM TQO THE INFORMAT
! CONTAINED IN THIS AND OTHER SIGMA-ALDRICH

PUBLICATICNS. PURCHASER MUST DETERMINE THE SUITABILITY OF THE PRODUCT(
(FOR THEIR PARTICULAR USE. ADBITIONAL TERMS

| AND CONDITIONS MAY APPLY. PLEASE SEE REVERSE SIDE OF THE INVOICE OR PA
NG sLIP.

! SIGMA BRAND PRODUCTS ARE SOLD EXCLUSIVELY THROUG
{1GMA-ALDRICH, INC.

t

Sigma is a Mcaher of the Sigma-Aldrich Family
Pravideng Biachemicals and Reagenes fur Life Science Rescarch,
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APPENDIX D

Clinical Pathology Methodology
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A. Blood Collection

1. Blood cdilection Blood samples for hematology were collected into tubes
containing K,EDTA anticoagulant. Blood samples for biochemistry were
collected mto tubes containing no anticoagutant.

B. Hematology

1. Red blood cell (RBC) and white bload cell (WBC). A Coulter S Plus IV
hematology analyzer is used in determining the RBC and WBC. A Coulter
S-Cal kit is used to calibrate the instrument and Coulter Tri-Pack control sera
are used in monitoring accuracy and precision of the instrument.

2. Hemoglobin (HGB). Hemoglobin is measured on the Coulter S Plus IV
hematology analyzer. A lysing reagent lyses the RBC and converts the
released HGB to a stable cyanide-containing pigment which is measured
photometrically. Couiter Tri-Pack control sera are used in monitoring
accuracy and the precision of the instrument.

3. Mean compuscular (erythrocyte) volume (MCV). The MCV is measured on the
Coulter S Plus IV hematology analyzer. Coulter Tri-Pack control sera are
used in monitoring the precision and accuracy of the instrument.

4. Mean corpuscular (erythrocyte) hemogiobin (MCH). The MCH is computed
electronically on the Coulter S Plus IV hematology analyzer using the
following equation:

MCH (uug) = 10 x HGB
RBC

5. Mean corpuscular (erythrocyte) hemoglobin concentration (MCHC). MCHC
is computed electronically on the Coulter S Plus IV hematology analyzer using
the following equation:

MCHC (g/dL) = 100 x HGB
HCT

8. Hematocrit (HCT). Hematocrit is the relative volume of erythrocytes and is

computed electronically on the Coulter S Plus |V hematology analyzer using
the following equation:
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HCT (%) = RBC x MCV
-10

7. Platelet count (PLT). The platelet count is determined on the Coulter S Plus
IV hematology analyzer. Coulter 4C Tri-Pack control sera are used to monitor
precision and accuracy of the instrument.

8. Differential leukocyte and nucleated red blood cell counts (NRBC). A Bayer
Hema-tek slide stainer is used to automatically stain the slides using a
combination of Wright stain, buffers and rinse solutions (Wright-Giemsa stain).
One hundred white cells are counted and identified under oil immersion
(100x) using the Nikon Labophot microscope. The slides are also checked
for any abnormal RBC morphology. Nucleated red blood cell (NRBC) counts
are counted as per 100 leukocytes. If the nucleated red bleod cell count
exceeds five or more in the differential count, then the WBC count from the
Coulter S Plus IV must be corrected by using the following equation:

100
100 + Number of NRBC x WBC count = corrected WBC count

9. Reticulocyte count using the Miller Disc Reticle method, Equal amounts of
K,EDTA blood and new methylene blue N solution are mixed, incubated and
spread on a microscope slide. A light microscope with a 100x objective and
a 10x ocular fitted with a miller disc reticle is used to enumerate reticulocytes

and red blood cells. Approximately 300 cells are counted and the following
equation is used:

% Reticulocyte = _number of reticulocytes X 100%
number of erythrocytes x 9

D. Biochemistry

All biochemistry parameters are performed on the Beckman Synchron CX-5
chemistry analyzer. Synchron Control Level | and Level Il are used as control
sera to monitor accuracy and precision of the instrument. Listed below are the
biochemistry parameters and their methodology. ‘

1. Albumin (ALB). Beckman Albumin reagent is used to measure the albumin
‘concentration by a timed-endpoint method. In the reaction, the albumin
combines with Bromcresol Green (BCG) to form a colored product. The
System moonitors the change in absorbance at 600 nanometers at a fixed-time
interval.  This change in absorbance is directly proportional to the
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concentration of albumin in the sample and is used by the Synchron CX-5
System to calculate and express the albumin concentration.

2. .Alkaline phosphatase (ALP). Beckman ALP Reagent is used to measure the
ALP activity by an  enzymatic rate  method using a
2-Amino-2-Methyl-1-Propanol (AMP) buffer. In ‘the reaction, the ALP
catalyzes the hydrolysis of the colorless organic phosphate ester substrate,
p-Nitrophenyiphosphate, to the yellow colored product, p-Nitrophenol, and
phosphate. This reaction occurs at an alkaline pH of 10.3. The system
monitors the rate of change in absorbance at 410 nanometers over a
fixed-time interval. This rate of change in absorbance is directly proportional
to the activity of ALP in the sample and is used by the Synchron CX-5 System
to calculate and express the ALP activity.

3. Alanine aminotransferase (ALT). Beckman ALT Reagent is used to measure
the ALT activity by an enzymatic rate method. In the reaction, the ALT
catalyzes the reversible transamination of L-alanine and alpha-ketoglutarate
to pyruvate and L-glutamate. The pyruvate is then reduced to lactate in the-
presence of lactate dehydrogenase (LDH) with the concurrent oxidation of
b-Nicotinamide Adenine Dinucleotide (reduced form) (NADH) to
b-Nicotinamide Adenine Dinucleotide (NAD). The system monitors the rate
of change in absorbance at 340 nanometers over a fixed-time interval. This
rate of change in absorbance is directly proportional to the activity of ALT in

the sample and is used by the Synchron CX-5 System to calculate and
express the ALT activity.

4. Aspartate aminotransferase (AST). Beckman AST Reagent is used to
measure the AST activity by an enzymatic rate method. In the reaction, the
AST catalyzes the reversible transamination of L-aspartate and alpha-
ketoglutarate to oxaloacetate and L-glutamate. The oxaloacetate is then
reduced to malate in the presence of malate dehydrogenase (MDH) with the
concurrent oxidation of b-Nicotinamide Adenine Dinucleotide (reduced form)
(NADH) to b-Nicotinamide Adenine Dinucleotide (NAD). The system monitors
the rate of change in absorbance at 340 nanometers over a fixed-time
interval. This rate of change in absorbance is directly proportional to the
activity of AST in the sample and is used by the Synchron CX-5 System to
calculate and express the AST activity.

5. Calcium (CA). Beckman Calcium Reagent is used to measure the calcium
concentration by a timed-endpoint method. In the reaction, the calcium
combines with Arsenazo 1ll to form a colored product. The system monitors
the change in absorbance at 650 nanometers at a fixed-time interval. This
change in absorbance is directly proportional to the concentration of calcium
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in the sample and is used by the Synchron CX-5 System to calculate and
express the calcium concentration.

6. Cholesterol (CHOL). Beckman Cholesterol Reagent is used to measure the
cholesterol concentration by a timed-endpoint method. In the reaction, the
cholesterol esterase (CE) hydrolyzes cholesterol esters to free cholesterol and
fatty acids. The free cholesterol is oxidized to cholesten-3-one and hydrogen
peroxide by cholesterol oxidase (CO). Peroxidase catalyzes the:reaction of
hydrogen peroxide with 4-aminoantipyrine (4-AAP) and phenol to produce a
colored quinoneimine . product. The system monitors the change in
absorbance at 520 nanometers at a fixed-time interval. This change in
absorbance is directly proportional to the concentration of cholesterol in the
sample and is used by the Synchron CX-5 System to calculate and express
the cholesterol concentration.

7. Creatinine (CREA). Beckman Creatinine Reagent is used to measure the
creatinine concentration by a modified rate Jaffe method. In the reaction, the
creatinine combines with picrate in an alkaline solution to form a
creatinine-picrate complex. The system monitors the rate of change in
absorbance at 520 nanometers over a fixed-time interval. This rate of change
in absorbance is directly proportional to the concentration of creatinine in the
sample and is used by the Synchron CX-5 System to calculate and express
the creatinine concentration.

8. Glucose (GLU). Beckman Glucose Reagent is used to measure the glucose
concentration by a timed-endpoint method. In the reaction, hexokinase (HK)
catalyzes the transfer of a phosphate group from adenosine triphosphate
(ATP) to glucose to form adenosine diphosphate (ADP) and
glucose-6-phosphate. The glucose-6-phosphate is then oxidized to
6-phosphogluconate with the concomitant reduction of b-Nicotinamide
Adenine Dinucleotide (NAD) to b-Nicotinamide Adenine Dinucleotide (reduced
form) (NADH) by the catalytic action of glucose-6-phosphate dehydrogenase
(G6PDH). The system monitors the change in absorbance at 340
nanometers at a fixed-time interval. This change in absorbance is directly
proportional to the concentration of glucose in the sample and is used by the
Synchron CX-5 System to calculate and express the glucose concentration.

9. Phosphorus (PHOS). Beckman Phosphorus Reagent is used to measure the
phosphorus concentration by a timed-endpoint method. In the reaction,
inorganic phosphorus reacts with ammonium molybdate in an acidic solution
to form a colored phosphomolybdate complex. The system monitors the
change in absorbance at 340 nanometers at a fixed-time interval. This
change in absorbance is directly proportional to the concentration of
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10.

11.

12.

13.

phosphorus in the sample and is used by the Synchron CX-5 System to
calculate and express the phosphorus concentration.

Total bilirubin (TBIL), Beckman Total Bilirubin Reagent is used to measure
the total bilirubin concentration by a timed-endpoint Diazo method. In the
reaction, the bilirubin reacts with diazo reagent in the presence of caffeine,
benzoate, and acetate as accelerators to form azobilirubin. The system
monitors the change in absorbance at 560 nanometers at a fixed-time
interval.  This change in absorbance is directly proportional to the
concentration of total bilirubin in the sample and is used by the Synchron
CX-5 System to calculate and express the total bilirubin concentration.

Total protein (TP). Beckman Total Protein Reagent is used to measure the
total protein concentration by a timed-endpoint biuret method. In the reaction,
the peptide bonds in the protein sample bind to cupric ions in an alkaline
medium to form colored peptide/copper complexes. The system monitors the
change in absorbance of 560 nanometers at a fixed-time interval.  This
change in absarbance is directly proportional to the concentration of total
protein in the sample and is used by the Synchron CX-5 System to calculate
and express the total protein concentration. -

Sodium (Na), potassium (K), chloride (Cl). The Synchron CX-5 System
determines sodium, potassium, and chloride by measuring electrolyte ion
activity in solution. Measurements are made by ion selective electrodes. A
precise volume of sample is mixed with a buffer solution at a ratio of 1:20 to
establish a constant ionic strength and to set a constant activity coefficient for
the electrodes. With constant activity established, the electrode system is
calibrated to concentration values. This mixture is transported to the flow cell
which houses the electrodes. Sodium, potassium, and chloride

determinations are made by measuring potentials developed at the face of
ion-selective electrodes.

Globulin (GLB). Globulin parameter is not measured directly but is calculated
using the following equation:

Globulin g/dL = Total Protein - Albumin
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APPENDIX E

Individual Clinical Observations
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GRADE CODE: 1-SLIGHT 2-MODERATE 3-HARKED P-PRESENT
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SLI STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 3
CLIENT: MONSANTO COMPANY INDIVIDUAL CLINICAL OBSERVATIONS
(POSITIVE FINDINGS)

- e o o e e 9 A > " W —— > - T " o - Y " " S 0 > 4 e v Tt S At - S o e o Y v S g S P T W S o e

ANIMAL CLINICAL DAY OF ' 111111111
NO.  OBSERVATIONS STUDY 01234567890123456789

4617 F GROUP 2: 5713C-K (10%)
FEW FECES P
FECES SMALL TN SIZE 13
SOFT STOOLS
ROUGH COAT
DECREASED FOOD CONSUMPTION

o ro
[a=Mavi

4620 F GROUP 2: 5713C-K (10%)
FEW FECES PP
FECES SHALL IN SIZE PP
DISTENDED ABDOMEN
DECREASED FOOD CONSUMPTION PPP PPP

g

PPPPP
PP

4632 F GROUP 2: S713C-K (10%)
FEW FECES P
FECES SHALL IN SIZE P
ROUGH COAT P
DECREASED FOOD CONSUMPTION P

4639 F GROUP 2: 5713C-K (10%)
FEW FECES P
FECES SHALL IN SIZE PPPP
ROUGH COAT PP
DECREASED FOOD CONSUMPTION . PP P

GRADE CODE: 1-SLIGHT 2-HODERATE 3-MARKED P-PRESENT

la-Mia-]

(64)
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SLI STUDY NO.: 3044.697 A PASSIVE CUTANEQUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 4
CLIENT: HONSANTO COMPANY INDIVIDUAL CLINICAL OBSERVATIONS
(POSITIVE FINDINGS)
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e e e o . W i B b o e e b e o S S P Pt o A A o S S S D s e ik e b e T e W D (P T YT P S 0 e o e v v -~ v -

e o o T - > - - ——— -

ANTHAL CLINICAL DAY OF 11111111112
NO.  OBSERVATIONS STUDY 01234567890123456789090

v 2 e b e e A e A e e B A o B i e o T S o A e 2 S
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4641 F GROUP 2: 5713C-K (10%)
FEV FECES P
FECES SMALL IN SIZE P
URINE STAIN P
ROUGH COAT PPPRP

4645 F GROUP 2: ST13C-K (10%)
FEW FECES
FECES SMALL IN SIZE P
ROUGH COAT P
DECREASED FOOD CONSUMPTION P

(08)

4612 F GROUP 3: 5713C-M (10%)
FEV FECES
URINE STAIN

la~Na-]

4623 F GROUP 3: 5713C-M (10%)
FEW FECES ‘
FECES SMALL IN SIZE PP
SOFT STOOLS
ROUGH COAT EPP

4628 ¥ GROUP 3: 5713C-M (10%)
FEW FECES . PP
FECES SMALL IN SIZE PPP
ROUGH COAT PPPP
DECREASED FOOD CONSUMPTION P

T 0 o o e S T T ey e o 0 A S s S G e il A T At ok Lt Bk e Sy Sy e . 0 P S e e S A S 9t i i L Ak 4t e Ay i T VY P A e . o e S0 e P D Bk M b T ot e b ) e A AR An s o Y T e e e oy S T

GRADE CODE: 1-SLIGHT 2-HODERATE 3~MARKED P-PRESENT



SLI STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 5
CLIENT: HONSANTO COMPANY INDIVIDUAL CLINICAL OBSERVATIONS

(POSITIVE FINDINGS)

it 2 2ANS
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ANTHAL CLINICAL DAY OF 1111111111222222222
NO. ossmwmous STUDY 012345678901234567890123456178
4629 F GROUP 3: 5713C-M (10%)

FECES SMALIL IN SIZE PppP P
DECREASED FOOD CONSUMPTION _ P
4630 F GROUP 3: 5713C-M (10%)
FEW FECES PPP
FECES SHALL IN SIZE PP
DECREASED FOOD CONSUMPTION PP
4646 F GROUP 3: 5713C-M (10%) ‘
SALIVATION P
FECES SMALL IN SIZE P PP P
SOFT STOOLS PPP
ROUGH COAT » PPPPPPP PPP
FECAL STAIN P P
DISTENDED ABDOMEN P
4648 F GROUP 3: 5713C-M (10%)
FEW FECES PPPPPPPP
FECES SMALL IN SIZE PPPPPPPPP P
SOFT STOOLS PP
ROUGH COAT PPPPPPPPP
EXTREMITIES APPFAR BLUE TN COLOR phbrPpP
DISTENDED ABDOMEN . PPPPP
DEHYDRATION PP
DARK MATERTAL AROUND EYE(S) P
DECREASED FOOD CONSUMPTION PPP PPP
REMOVED FROM STUDY, BUT NOT EUTHANIZED AT THIS TIME® . P
RADE CODE: 1-SLIGHT 2-HODERATE 3-MARKED P-PRESENT
MALL IN , SOFT STOOLS, ROUGH COAT,

Pt EReIe A PR AT VrBAAATAUMIR] VAT ViAL AU LN P S

M\!TNAI EUTHANTZED ON DAY '.m CLINTCAI, OBRSERVATIONS NOTED AT THAT TIME INCLUDED FECES SMALL IN

(18)
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SLI STUDY NO.: 3044.697
CLIENT: HMONSANTO COMPANY

Y 0

CLINICAL

FRERA PR

'‘OBSERVATIONS

4650 F GROUP 3: 5713C-HM (10%)
FEW FLLLO
FECES SMALL IN SIZE
ROUGH COAT

4614 F GROUP 4: 5713C-H
FEW FECES
FECES SMALL IN SIZE
SOFT STOOLS

BRNAAY QOMa TR
rouhl,. olalln

4621 F GROUP 4: 5713C-H

SOFT STOOLS

BV & SaAs

- URINE STAIN

GROUP 4: 5713C-H
FECES SHALL IN SIZE

neroracen NN COMOITMDTTNAM
VLLAALAOODLL TUULY LUINDULLL 114y

4622 F

GROUP 4: 5713C-H
SOFT STOOLS

FECAL STAIN

4625 F

4636 F GROUP 4: 5713C-H
FEW FECES
FECES SHALL IN
SOFT STOOLS
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A PASSIVE CUTANEOUS ANAPHYLAXYS ASSAY IN GUINEA PIGS
INDIVIDUAL CLINICAL OBSERVATIONS
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SLY STUDY NO.: 3044.697 A PASSTVE CUTANECUS ANAPHYLAXIS ASSAY IN GUINEA PIG
CLIENT: MONSANTO COMPANY INDIVIDUAL CLINICAL OBSERVATIONS
‘ (POSITIVE FINDINGS)

ANIHMAL CLINICAL DAY OF 111i1i111111222222222
NO.  OBSERVATIONS STUDY 012345678901234567890123456738
4638 F GROUP 4: 5713C-H

FEW FECES 14
FECES SMALL IN SIZE PP
SOFT STOOLS P
FECAL STAIN P
4644 F GROUP 4: 5713C-H
FEW FECES P
FECES SMALL IN SIZE p
SOFT STOOLS P
P

URINE STATN

LARAAND AL
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SLI STUDY NO.: 3044.697
CLIENT: MONSANTO COMPANY

A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS

INDIVIDUAL CLINICAL OBSERVATIONS

(POSITIVE FINDINGS)

- —— s o 2t S e tam b i Tt e e A Ak B it e i e WO S S S s a0 o e
PR S D e it e e 7 D A e e v e o T M (e G e ot S Y AP P M e A o e e i P M 7 o k. v et VO S A b e o e o - A " - 1l o 1t o B s . . B P o O T D D W 8 e

ANTHAL CLINICAL
NO.  OBSERVATIONS

- - —_—— it 2 i o o . VI YA e e e e e e e e o o T A S e
T T ek o Y P A e A o . At i e G T W e T St . A o Y S A A i % e s e T S0 - A > - - "ty o ] o A O o 4 Pon Pt ot Pt T e o e e b

4606 F GROUP 1: 5713C-I (10%)
FEW FECES
FECES SMALL IN SIZE
SOFT STOOLS
FECAL STAIN
DECREASED VATER CONSUMPTION
SCHEDULED EUTHANASIA

4610 F GROUP 1: 5713C-I (10%)
FEW FECES
FECES SMALL IN SIZE
DECREASED WATER CONSUMPTION
SCHEDULED EUTHANASIA
4619 F CROUP 1: 5713C-I (10%)
FECES SMALL IN SIZE
FECAL STAIN
SCHEDULED EUTHANASIA
4626 F GROUP 1: 5713C-I (10%)
URINE STAIN
FECAL STAIN
SCHEDULED EUTHANASTA
4627 F GROUP 1: 5713C-I (10%)
FEW FECES
FECES SMALL IN SIZE
DECREASED WATER CONSUMPTION
SCHEDULED EUTHANASIA

A P e e e o A W b ot S o e ot e e o P A A e e e o e T e 6 e ke e ek e A e

GRADE CODE: 1-SLIGHT 2-HODERATE 3-MARKED P-PRESENT

33333344444644404%4
4567890123456789
P
P
P
P P
P
P
P
P
P
P
P
P P
P
P
p
P
P
P
P
P
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LI STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS -~ PAGE 9
LIENT: MONSANTO COMPANY INDIVIDUAL CLINICAL OBSERVATIONS
(POSITIVE FINDINGS)
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ANIMAL CLINICAL DAY OF 2
NO.  OBSERVATIONS STUDY 9
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4633 F GROUP 1: 5713C-I (10%)
FEW FECES PP
FECES SMALL IN SIZE PP
FECAL STAIN P P
DECREASED FOOD CONSUMPTION PP
SCHEDULED EUTHANASTA P

4635 F GROUP 1: 5713C-I (10%)
FECES SMALL IN SIZE P
SCHEDULED EUTHANASIA : P

4642 ¥ GROUP 1: 5713C-I (10%)
FEV FECES P
FECES SMALL IN SIZE P
SOFT STOOLS I3
DECREASED WATER CONSUMPTION P
SCHEDULED EUTHANASIA , P

4643 F GROUP 1: 5713C-I (10%)
FEW FECES P .
URINE STAIN P
FECAL STAIN . P
SCHEDULED EUTHANASIA P

4649 F GROUP 1: 5713C-I (10%)
URINE STAIN P
SCHEDULED EUTHANASTA P

(G8)
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SLI STUDY NO.: 3044.697
CLIENT: MONSANTO COMPANY

* ANIMAL CLINICAL
NO.  OBSERVATIONS

e e e e o o 0 0 7 ol e e o e e 90 0 om0t i . 6t Bt s 3 s 2 4 i S 208 4 i 4 b 4 2 e 2 e o 48 e 0 P o S o 0 B P00 P S i e e e e e o

4602 F GROUP 2: 5713C-K (10%)
SCHEDULED EUTHANASIA

4608 F GROUP 2: 5713C-K (10%)
FEW FECES
FECES SMALL IN SIZE
SOFT STOOLS
URINE STAIN
FECAL STAIN
DECREASED FOOD CONSUMPTION
DECREASED WATER CONSUMPTION
SCHEDULED EUTHANASTA

4609 F GROUP 2: 5713C-K (10%)
SOFT STOOLS
SCHEDULED EUTHANASIA

4617 F GROUP 2: 5713C-K (10%)
ROUGH COAT
HATRLOSS
SCHEDULED EUTHANASIA

4620 F GROUP 2: 5713C-K (10%)
FEW FECES
FECES SMALL IN SIZE
SOFT STOOLS
URINE STAIN
ROUGH COAT
FECAL STAIN

et > e et B e 2 e o s e —

T

T Ty Ty Ty

INDIVIDUAL CLINICAL OBSERVATIONS
(POSITIVE FINDINGS)

1

DAY OF 2333333333
STUDY 9012345678
P P
P
P PP
P
P
P PPPP P
P PPPPPPPP
P
P
P

GRADE CODE: 1-SLIGHT 2-MODERATE 3-HARKED P-PRESENT

A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS

TTY T T
344444644044
90123456789

P

PPP

PPP

P P

P

P P

P
PPP P
P
P
PPP
P
P
PPPPPPPPPPP

e~ ]
[a~Na-]
o
o, -]

PAGE 10
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ANTHAL, CLINICAL DAY OF 2333333333 4 4 4
NO. OBSERVATIONS STUDY 901234567890123456789
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4620 F GROUP 2: STI3C-K (10%) (CONTINUED)
EXTREMITIES APPEAR BLUE IN COLOR P
DISTENDED ABDOMEN PPPPPI
DECREASED FOOD CONSUMPTION PP PPPP

PR R BRI Y

DECREASED WATER CONSUMPTION P PPPPEPP PEBPPP

SCHEDULED EUTHANASIA

~c. v
A Pag -
I

11 14
1D \
IN SIZE P pEPPPPPPPP P
DO}
D

Rorp .
QAUUL &3

g
FECES SMALL
ROUGH COAT
DISTENDED AR
DECREASED F CONSUMPTION P
DECREASED WATER CONSUHPTION

SCHEDULED EUTEANASIA

on
o
to
rel

MEN PPPPPP

a1}
[a~]
[a-]

GROUP 2: 5713C-K
FEW FECES
FECES SMALL IN SIZE
ROUGH COAT

EXTREMITIES APPEAR BLUE IN COLOR

I~
[+
(8]
\o
g ]

ro Mo
la-Mla-
ln ey ]
la~Mila-]

ro
ro
—d
La-]
oy g
-~
Lo}
[a-Bia-)
o]
[a ]
ro
[a -]

DISTENDED ABDOMEN . PPPPPP

r
DECREASED FOOD CONSUHMPTION PP P PP
DECREASED WATER CONSUHMPTION - PPP P

CHUIDNIIT DN CIMTIIANACT A
QUINLLIULEL [uliiainso i

GRADE CODE: 1-SLIGHT 2-HODERATE 3-MARKED P-PRESENT

(28)
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SLI STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 12
CLIENT: HONSANTO COMPANY . INDIVIDUAL CLINICAL OBSERVATIONS
(POSITIVE FINDINGS)

- —— - - - -t - o - . ok 4 o e o s
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ANTMAL CLINICAL . DAY OF 23
NO.  OBSERVATIONS STUDY 90

- e e i e i ot Ao R P e Y e e b ot
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4641 F GROUP 2: 5713C-K (10%)
FECES SMALL IN SIZE P PP
URINE STAIN P P 3
DECREASED VATER CONSUMPTION P
SCHEDULED EUTHANASIA : P

4645 F GROUP 2: 5713C-K (10%)
SCHEDULED EUTHANASIA P

4612 F GROUP 3: 5713C-M (10%)
FEV FECES P
FECES SMALL IN SIZE P
DECREASED FOOD CONSUMPTION P
SCHEDULED EUTHANASIA P

4623 F GROUP 3: 5713C-H (10%) :
FECES SMALL IN SIZE PP
URINE STAIN P
SCHEDULED EUTHANASIA P

4628 F GROUP 3: ST13C-H (10%)
FEW FECES P
SCHEDULED EUTHANASIA - P

T T T S e B e A o e e e T T T 4 M L e . it i i P - Y A e Y P e et o S Sk S A2 - . S 4 S e A il ik i ok B ko 1 Al k. e . o . v T = . T e e ot o e T = — ——

GRADE CODE: 1-~SLIGHT 2-MODERATE 3-MARKED P-PRESENT
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SLI STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 13

CLIENT: MONSANTO COMPANY - INDIVIDUAL CLINICAL OBSERVATIONS
: (POSITIVE FINDINGS)
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ANIMAL CLINICAL DAY OF 233333333336444644644044
NO.  OBSERVATIONS STUDY 9012345678901234567889,
4629 F GROUP 3: 5713C-H (10%)

FECES SHALL IN SIZE PP P

URINE STAIN P . p

SCHEDULED EUTHANASIA P
4630 F GROUP 3: 5713C-H (10%)

FEU FECES PPP P

FECES SMALL IN SIZE PP

DECREASED FOOD CONSUMPTION PP

DECREASED WATER CONSUMPTION ' ' ‘ P
SCHEDULED EUTHANASTA

4640 F GROUP 3: 5713C-H (10%)
SCHEDULED EUTHANASIA ' P

4646 F GROUP 3: 5713C-M (10%)
FECES SHALL IN SIZE P
SCHEDULED EUTHANASIA " P

4647 F GROUP 3: 5713C-H (10%)
FEW FECES p
FECES SMALL IN SIZE PP
SCHEDULED EUTHANASTA P

e e et o o o o S e e e e S e e e e S e e e A o T e et Al B A A A . A 0 2 T A o o B T T S 0 e T S 0 o Sk i i o B 0 A At 0 L TR T A ke e T R 8 T e oS 8 S T

GRADE CODE: 1-SLIGHT 2-MODERATE 3-HMARKED P-PRESENT

(68)
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SLI STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 14
CLIENT: MONSANTO COMPANY INDIVIDUAL CLINICAL OBSERVATIONS _
(POSITIVE FINDINGS)
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ANTMAL CLINICAL DAY OF 2
NO.  OBSERVATIONS STUDY 9

- i - 27 O oy A o
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4650 F GROUP 3: 5713C-M (10%)

FEW FECES PP PP
FECES SMALL IN SIZE pp PP
SOFT STOOLS P PP

ROUGH COAT
DECREASED FOOD CONSUMPTION BEP
DECREASED WATER CONSUMPTION PPPPPP P
SCHEDULED EUTHANASTA

4601 F GROUP 4: 5713C-H
FEW FECES P
FECES SMALL IN SIZE PP
SOFT STOOLS p
FECAL STAIN : P
DECREASED FOOD CONSUMPTION P
SCHEDULED EUTHANASIA

(©08)

4604 F GROUP 4: 5713C-H
FEW FECES PP
FECES SMALL IN SIZE P
DECREASED WATER CONSUHPTION ) P
SCHEDULED EUTHANASIA P

4614 F GROUP 4: 5713C-H
FECES SMALL IN SIZE PPEPP
FECAL STAIN . P
DECREASED FOOD CONSUMPTION P
DECREASED WATER CONSUHFTION P
SCHEDULED EUTHANASTA

CRADE CODE: I1-SLICGHT 2-HODERATE 3-HARKED P~PRESENT



SLI STUDY NO.: 3044.697 A PASSIVE CUTANEQUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 15
CLIENT: MONSANTO COMPANY INDIVIDUAL CLINICAL OBSERVATIONS
(POSITIVE FINDINGS)
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ANTMAL CLINICAL DAY OF 23
NO.  OBSERVATIONS STUDY 50
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4618 F CROUP 4: 5713C-H
SCHEDULED EUTHANASIA P

4621 F GROUP 4: 5713C-H
FEU FECES P
FECES SMALL IN SIZE : ‘ P
SCHEDULED EUTHANASIA ' P

4622 F GROUP 4: 5713C-H
SOFT STOOLS PP
SCHEDULED EUTHANASIA 3

4625 F GROUP 4: S5713C-H
FECAL STAIN P
SCHEDULED EUTHANASIA , P

4636 F GROUP 4: 5713C-H
SCHEDULED EUTHANASIA P

4638 F GROUP 4: 5713C-H
URINE STAIN ¥
FECAL STAIN P ~
SCHEDULED EUTHANASIA P

4644 F GROUP 4: 5713C-H
FEW FECES P
DECREASED FOOD CONSUMPTION P
SCHEDULED EUTHANASTIA P

ot o 7 T Y o i ik Ak T St 3 2 T T Y o 1 S P ot S o e S S i B R = T i 4 s e ok W TR TP T S o e Al N T B i e e 2 o D O B8 BN o Gk e Ll VL A G B S SRS A Mk B W O S

GRADE CODE: 1-SLIGHT 2-HODERATE 3-MARKED P-PRESENT
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APPENDIX F

Individual Body Weight Data
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SLI STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 1
CLIENT: MONSANTO COMPANY INDIVIDUAL BODY WEIGHT DATA (GRAHS)
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ot o o = e e o b Y 1 S i e A e A e e S O o S e o i T e A P g o o A AR e SN A T o S T A T o e S e S S A 4 B - A D A e i s O P R L AP e A T S o S o S S 4 S S e o e B T Gl S 5 e e 2 e S5 S e

GROUP 1: 5713C-I (10%)

4606 F 315 352 391 389 400 421 442 372 399 469 453
4610 F 335 378 400 411 423 431 458 411 465 487 504
4619 F 333 374 396 393 419 435 451 455 477 501 524
4626 F 322 361 381 389 416 427 439 463 484 512 5217
4627 F 319 370 408 418 436 457 468 435 504 522 518
4633 F 327 376 397 399 431 426 452 426 427 455 474
4635 F 340 386 408 428 451 466 484 488 492 509 537
4642 F 345 408 434 462 482 485 516 453 491 527 548
4643 F 345 395 428 455 483 494 508 525 526 554 607
4649 F 340 388 435 442 486 478 507 503 523 547 598
HEAN 332 379 408 419 443 452 473 453 479 508 529
S.D. 10.8 16.3 18.7 27.3 31.2 27.4 29.1 45.2 40.0 31.7 48.1

N 10 10 10 10 10 10 10 10 10 10 10
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SLI STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 2
CLIENT: MONSANTO COMPANY INDIVIDUAL BODY WEIGHT DATA (GRAMS)
(FOUND DEAD)
DAY 0 7 14 17 21 24 21 28 35 38 42 49

R A e o T S T P e 7 T 6l L e " T T i P e . 8 e T A AR i o e o e e S e B o et e B At Ak B A e PR A e 8 S P T e e s o Sun o M S S AL . S P S T A o e S e o M e B S S T

GROUP 2: 5713C-K (10%)

4602 F 344 392 403 401 399 429 - 461 448 497 515 518
4608 F 334 342 348 346 340 363 - 400 393 401 400 424
4609 F 320 334 347 332 354 385 - 400 411 448 476 471
4611 F 326 338 350 343 352 326 279 - - - - -
4617 F 343 330 330 336 352 381 - 421 448 444 453 434
4620 F 313 316 320 323 320 318 - 356 306 315 351 372
4632 F 336 334 338 334 344 354 - 369 379 375 400 330
4639 F 340 333 347 350 364 384 - 404 355 345 362 389
4641 F 328 336 312 332 341 382 - 403 434 445 453 466 —~
4645 F 347 362 364 361 380 410 - 434 451 470 496 519 o
HEAN 333 342 346 346 35 373 - 405 403 416 434 443
5.D. 11.1 21.0 25.3 22.2 22.2 34.3 31.6 49.7 60.5 58.4 54.7
N 10 10 10 10 10 10 9 9 9 9 9

0 et e £ o i e e A T i o o S e e B A S £ S e e e o T s e T R S D B o A o i o b S T P A B Wl A ik A e P T > S 7 S o Vo Bt . i S T i T P o o i o i Bt o o . S e T s 1 A0 o T ok o 2 T o

NOTE: THE HEAN IS NOT CALCULATED FOR ANIMALS FOUND DEAD.



SLI STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS .o PAGE 3
CLIENT: MONSANTO COMPANY INDIVIDUAL BODY WEIGHT DATA (GRAHMS) ’

1 s e o e e e Ml s 0 e " " o T o o S e S M s i W S BT T P P T T A AL e et ke A > P Y i S 7 e o P o o i A AL A D M o ot e e A i G G Gt B S P T T i - e A WS o T T S A e T 4B S e
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4612 F 326 336 366 359 370 395 416 424 453 459 487
4623 F 319 334 360 343 363 378 399 421 436 452 470
4628 ¥ 316 3264 340 332 352 377 393 403 410 430 454
4629 F 340 335 367 340 363 386 417 4l2 44T 465 470
4630 F 336 338 351 346 349 385 412 413 403 421 426
4640 F 343 351 367 358 373 406 431 419 480 5157 517
4646 F 332 339 353 332 352 369 389 398 436 463 465
4647 F 342 352 349 356 382 418 44l 450 4Bl 470 494
4648 F 347 348 367 358 340 322 3P - - - -
4650 F 335 332 338 336 346 371 402 355 384 429 41l
HEAN 333 339 356 345 359 38l 402 41l 437 456 466
S.D. 10.4 8.9 11.3 11.2 13.6 25.8 32.8 25.6 33.2 28.4 32.8
N 10 1 1 10 10 10 10 9 9 9 9

v-_—-_—-_._.........._—-_-_............__...__....._-_.-_..q......_.....__..__.._...-..__.._.._—_.....—..___...._......—-..-....___......-.....--....._-._..._..........-._...-.._..o_-..,_—....—-—.~--~__ -

ADDI'I‘IONAL VEIGHT TAKEN ON DAY 43 (501 G) TO ENSURE WEIGHT COLLECTED ON DAY 42 WAS NOT ABBERANT.
PANIMAL WAS REMOVED FROM STUDY ON DAY 28, BUT WAS NOT EUTHANIZED UNTIL DAY 30 AT WHICH TIME THE BODY WEIGHT WAS 345 G.

5

(56)
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SLI STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 4
CLIENT: MONSANTO COMPANY INDIVIDUAL BODY WEIGHT DATA (GRAMS)
DAY 0 7 14 17 21 24 28 35 38 42 49

GROUP 4: 5713C-H

4601 F 326 355 406 405 435 452 469 496 502 521 526
4604 F 344 372 420 420 454 463 490 428 500 552 563 B
4614 F 328 351 381 397 412 435 445 480 498 529 499 *
4618 F 343 375 428 441 463 489 524 548 573 590 596
4621 F 339 389 434 452 476 493 496 543 557 573 586
4622 F 318 353 379 392 413 417 440 456 483 489 499
4625 F 347 389 439 465 464 507 545 575 582 610 628
4636 F 334 373 412 443 482 473 500 520 566 562 594
4638 F 334 366 410 414 443 462 489 509 536 544 550
4644 F 319 340 373 382 394 415 437 450 455 478 468
HEAN 333 366 408 421 444 461 484 501 525 545 551
S.D 10.3  16.4 23.6 27.9 29.6 31.4 36.0 47.5 43.4 41.9 51.7

(986)
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SLI STUDY NO.: 3044.697 A PASSIVE CUTANEQUS ANAPHYLAXIS ASSAY IN GUINFA PIGS PAGE 1
CLIENT: MONSANTO COMPANY INDIVIDUAL BODY WEIGHT GAIN DATA (GRAKS)
Ty 0-7  7-14  14-17 1721 21.24 2428  28-35 35-38  38-42 42-49

e o e o i 4t e s e .t o = e e . B s AR S P Ak B PR e D T P e e 4 i S Y T ot L8 o e o oo e o A A e Gl o A Sk A At ot S b S (8 o D B T (T T Py T o S L S Bt A e o T T T e S T Y e A A 4k G O P S e

GROUP 1: 5713C-I (10%)

4606 F 37 39 -2 11 21 21 -70 27 0 -16
4610 F 43 22 i1 12 8 27 47 54 2 17
4619 F 41 22 -3 26 16 16 4 22 24 23
4626 F 39 20 8 27 11 12 24 21 28 15
4627 ¥ 51 38 10 18 21 1 -3 69 18 -4
4633 F 49 21 2 32 -5 26  -26 1 28 19
4635 F 46 22 20 23 15 18 4 4 17 28
4642 F 63 26 28 20 3 311 -63 38 36 21
4643 F 50 33 27 28 11 14 17 1 28 53
4649 F 48 47 7 44 -8 29 -4 20 24 51
HEAN 47 29 11 24 9 21 -19 26 30 21
$.D. 7.5 9.6 11.0 9.8 10.0 7.4 333 22,6 153 21.2
N 10 10 10 0 10 10 10 10 10 10

e Ak e s e et G e 00 s g . o A e s S o B S8 S L T > T A T TP T W T U T P Wt o B i S GV Y S Y B D ve A

(26)



SLI STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPH'ﬁAXIS ASSAY IN GUINEA PIGS PAGE 2
CLIENT: HONSANTO COMPANY INDIVIDUAL BODY WEIGHT GAIN DATA (GRAHS)

————— - - o A . S s " o+ T S 4 s R en i o o W e o O S S
e A o s T R o AT D 4 o U U ek S o o e . B e ot o o o e i . o e o A M B8 P S L S S Ak Ay o A o o . o A o

DAY 0-7  7-14 14-17 17-21 21-24 24-28 28-35 35-38 38-42  42-49
GROWP 2: STILIC-K (10%) T
4602 F 48 11 -2 -2 30 32 -13 49 18 3
4608 F 8 6 -2 -6 23 37 -7 8 -1 24
4609 F 14 13 -15 22 31 15 11 37 28 -5
4611 F 12 12 -7 9 -26 - - - - -
4617 ¥ -13 0 6 16 29 40 27 -4 9 -19
4620 F 3 4 3 -3 -2 38 ~50 9 36 21
4632 F -2 4 ~4 10 10 15 10 -4 25 -10
4639 F -7 14 3 14 20 20 -49 -10 17 . 27
4641 F 8 ~24 20 9 41 21 31 11 8 13
4645 F 15 2 -3 19 30 24 17 19 26 23
HEAN 9 A 0 9 19 27 -3 i3 18 9
S.D 16.6  11.1 9.2 9.6 19.8 10.0 30.1 19.6 11.6  16.9
N 10 10 10 10 10 9 9 9 9 9

(66)
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SLI STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS : PAGE 3
CLIENT: MONSANTO COMPANY INDIVIDUAL BODY WEIGHT GAIN DATA (GRAHS)
DAY 0-7 7-14  14-17 17-21 21-24 24-28 28-35 35-38 38-42  42-49 J

s o .t o e e e e 7 o o e e A 78 NP O B 8 b ot ke okt e 8 e A M L e e e St B i e A o W o o e o b e A P o o W A 0 S i S 8 v A S YR P T o e e S T AL A b T S B G T TS ¥ S S S T T i e ke g 0

GROUP 3: 5713C-H (10%)

(ooL)

4612 F 10 30 -7 11 25 21 8 29 6 28
4623 F 15 26 -17 20 15 21 22 15 16 18
4628 F 8 16 -8 20 25 16. 10 7 20 24
4629 T -5 32 -27 23 23 31 -5 35 18 5
4630 F 4 13 -11 ) 36 27 1 -10 18 5
4640 F 8 16 -9 15 33 25 -12 61 35 2
4646 F 7 14 -21 20 17 20 9 38 27 2
4647 F 10 -3 7 26 36 23 9 31 -11 24
4648 F 1 19 -9 -18 ~-18 -1 - - - -
4650 F -3 6 -2 8 27 31 ~-47 29 45 -18
HEAN 6 17 -10 13 22 21 -1 26 19 10
S.D 6.2 10.7 9.6 12.6 15.7 9.2 20.0 20.2 l6.1 14.8

= G i 306 . o 08 708 . R A8 S8 - 0 T > . S e S > " T SR YD Y L S S A S . i o m R S vt o P e A B n A o T e S o A i (R e S Tk r S Y e e e et e A A AP S8 TR TP T S A S Y ot St ok e e M A = e -



SLI STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 4
CLIENT: MONSANTO COMPANY INDIVIDUAL BODY WEIGHT GAIN DATA (GRAHS) '

" B > A 9 o o S+ A o - > ok o S S B I D B e S = S e e AP P Y S e e e -

s o et o P e e e it - At B SN P b P e e e S i o o o A S R T e ot AL M 2 A2 P P oty o A e o R e e . B D kR e A i e i P P M8 ALl WY S i g A A Y S, £ e 0 S P S8 £ i 4 B S -

GROUP 4: 5713C-H

4601 F 29 51 -1 30 17 17 27 6 19 5
4604 F 28 48 0 34 9 27 -62 72 52 11
4614 F 23 30 16 15 23 10 35 18 31 -30
4618 F 32 53 13 22 26 35 24 25 17 6
4621 F 50 45 18 24 17 3 47 14 16 13
4622 F 35 26 13 21 4 23 16 27 6 10
4625 F 42 50 26 -1 43 38 30 7 28 18
4636 F 39 39 31 39 -9 27 20 46 -4 32
4638 F 32 44 4 29 19 27 20 27 8 6
4644 F 21 33 9 12 21 22 13 5 23 -10
MEAN 33 42 13 23 17 23 17 25 20 6
S.D. 8.8 9.5 10.5 11.7 13.8 10.7 29.5 20.8 15.5 16.5

- i o o P et e o 2 B S8 S0 e S i e e 4t A Vo D P e T . o e e e 0 e 0 M S T e o T S e e A A S 7 St A W G W D L . . ik M ¥ W o e T T P b W . S A b e e A i e e e S S € Y e o W S s 1t Ok A S O T i e o S8 S it g S e R
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SL! Study No. 3044697
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APPENDIX H

Individual Hematology Data



SLI STUDY NO.: 3044.697
CLIENT: MONSANTO COMPANY

ERYTHRO- HEMO- HEMA-
ANTHAL CYTES GLOBIN TOCRIT
NO. 10%6/CHY  G/DL pA

N L e s 0 i 0 ol A Y A 7 e s D et AU P o S e S o e P i B S A Sl WY S b P T o o e S P S o S P s

GROUP 2: 5713C-K (10%)

4602 F 4.80 12.6 39.2
4608 F 5.00 13.2 40.0
4609 F 4.80 13.5 41.2
4611 F 5.30 13.9 41.2
4617 F 4.90 13.1 40.3
4620 F 4,90 13.1 40.3
4632 F 5.80 15.0 46.1
4639 F 5.20 13.9 42.5
4641 F 4.80 13.2 39.4
4645 F 4.80 12.8 39.1
HEAN 5.03 13.4 40.9
S.D. 0.323 0.69 2.10

N 10 10 10

ti 4
[

A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS
INDIVIDUAL HEHATOLOGY DATA

CORPUS
VOLUHE
FL

81.6
79.9
85.8
77.8
82.2
82.3
79.5
81.7
82.1
81.5

81.4
2.11
10

HEAN
CORPUS
HHGLBN

PG

26.2
26.4
28.1
26.2
26.7
26.7
25.9
26.7
27.5
26.7

26.7
0.65
10

HEAN

SEGD

CORPUS  PLATE-  NEUTRO-
HEMO-CON  LETS PHILS
G/DL  10+3/CMM % UBC
32.2 350 54
33.0 310 15
32.8 640 42
33.7 540 67
32.5 320 72
32.5 580 61
32.5 540 41
32.7 540 57
33.5 580 56
32.7 530 82
32.8 493 55
0.47 119.5 18.8
10 10

- - ia. s e o S e S o e e B i e S S . e B0 s i S

LYHPHO-  HONO-
CYTES  CYTES
Z WBC % WBC

44
83
57
30
26
36

43
43
17

bt QA D DD LD e e N

14 2
18.8. 1.0
10 10

e G e et o O e P P e A St T e S e Y e SRt e e . ke e e S A P S P P A B B8 S e TP

PAGE 3
BASO-  EOSINO-
PHILS  PHILS
% WBC % WBC
0 0
0 1
0 0
0 0
0 0
0 0
0 0 .
0 0
0 0
0 0
0 0
0.0 0.3
10 10

o e T e e e o e o s 0 0 7 T s . =8 e 7 o ot 0 4 A7 e S Bk S 8 o e i B3 $00 W A e i ot Sm TR o o i e g T ot S e A S o T e St Sk o S et A R . e F S T e o T e = o ko o A s o A Ah o e kA e el W e S8 P e it S Pt T A A $24 o ot A
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SLI STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 4
CLIENT: MONSANTO COMPANY INDIVIDUAL HEHATOLOGY DATA
DAY 21

NON-SEGD  NUCLE- NON-SEGD

NEUTRO- ATED  RETICU- LEUKO-
ANTHAL PHILS RBC’S LOCYTES CYTES
NO. % WBC % WBC % RBC  10x3/CHM

- - e e e v i i e e A S A Y S~ e o S o T o A e G e S s b T oy
s i o e o o o e U 2 i S T . . i o . o . . e Y T S i PV T U Ul S B ST T S T B e T P M A ok A L s U D gt g g Oy P P e ik A D B T Y Y e T S A T e M S P P S A S T s o, S

GROUP 2: S713C-K (10%)

4602 F 0 0 0.6 10.90
4608 F 0 0 1.7 5.10
4609 F 0 0 3.2 10.60
4611 F 0 0 1.6 11.40
4617 F 0 0 1.5 23.70
4620 F 0 0 0.7 14.50
4632 F 0 0 1.1 9.20
4639 F 0 0 1.3 12.30
4641 F 0 0 1.9 7.60
4645 F 0 0 1.9 14.70
HEAN 1.6 12.00

0 0
S.D. 0.0 0.0 0.7 5.043
0 0 10 10

i
4

1

(ant)



SLI STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 5
CLIENT: MONSANTO COMPANY INDIVIDUAL HEMATOLOGY DATA

- i e o kb e o S e e o o B D S ok o ol o ik S A 4k e o e e 9w . . e . o o S o e S S A e ke Ak Al 48 At i S i B O T P 8 P AR S T Y T O S S 8 S S A L TV S T P g e S s

MEAN MEAN HEAN SEGD
ERYTHRO- HEMO- HEHA- CORPUS  CORPUS CORPUS PLATE~-  NEUTRO- LYMPHO-  HONO- BASO-  EOSINO-
ANTHAL CYTES GLOBIN TOCRIT VOLUME HMGLBN HEMO-CON  LETS PHILS CYTES CYTES PHILS PHILS
NO. 10+6/CHY  G/DL % FL PG G/DL  10«3/CHM % WBC % WBC % UBC % WBC % WBC

o e e nt  4m s S e - A4 P T > P B = o o ek o e o o 8 42 - G o s 4 1 o A i B o o e ot e Ak A e P D A P T P D I T = D S e e D e o s e e B s R e € Y oy o A = B b e e

GROUP 3: 5713C-H (10%)

4612 F 5.10 14.4 42.3 83.0 28.2 34.0 350 29 69 1 0 1
4623 F 4.70 12.7 37.6 79.9 27.0 33.8 590 42 53 4 0 1
4628 F 4.20 11.6 34.5 82.2 27.6 33.6 380 68 28 3 0 1
" 4629 F 4.40 11.7 35.2 80.1 26.6 33.2 430 68 30 2 0 0
4630 F 5.10 14.0 42.4 83.2 27.5 33.0 490 68 31 1 0 0
4640 F 4.80 12.8 39.1 81.4 26.7 32.8 410 69 29 2 0 0
4646 F 4.80 13.2 39.2 81.7 27.5 33.7 600 64 33 1 0 2
4647 F 4.70 12.9 39.2 83.4 27.4 32.9 550 93 7 0 0 0
4648 - F 5.20 14.0 42.8 82.3 26.9 32.7 510 57 41 2 0 0
4650 F 4.70 12.4 37.7 80.3 26.4 32.9 350 62 37 1 0 0
HEAN 4.77 13.0 39.0 81.8 27.2 33.3 470 62 36 2 0 1
S.D. 0.313 0.95 2.89 1.30 0.55 0.47 90.6 17.1 16.4 1.2 0.0 0.7

N 10 10 10 10 10 10 10 10 10 10 10 10

(LO1)
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SLY STUDY NO.: 3044.697 ‘A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINFA PIGS PAGE 6
CLIENT: MONSANTO COMPANY INDIVIDUAL HEMATOLOGY DATA
DAY 21

NON-SEGD NUCLE- NON-SEGD

NEUTRO- ATED RETICU- LEUKO~
ANTHAL PHILS RBC’S LOCYTES CYTES
NO. % WBC % WBC X RBC  10x3/CHM

e e e e 0 o T2 (o i T o om0 0 o e 7 o a0 940 S 0 e 10 7% e 00 e b e e O M Ml k. T PV B B S i A T T At A Ay 0 o S b e . G S S ok Y e S St b i T e o D o e e S o A S o Sk e WA v . b A

GROUP 3: S713C-M (10%)

4612 F 0 0 2.4 9.40
4623 F 0 0 0.9 6.80
4628 F 0 0 0.9 19.40
4629 F 0 0 1.9 20.50
4630 F 0 0 0.6 10.00
4640 F 0 0 0.8 12.90
4646 F 0 0 1.7 13.40
4647 F 0 0 1.2 26.90
4648 F 0 0 0.8 10.10
4650 F 0 0 1.2 12.80
HEAN 0 0 1.2 14.22
S.D. 0.0 0.0 0.58 6.187

N 10 10 10 10

T A o L R e et T T T Y L e e T Y 18, A v TR A R St 4 . o At Ak e . T A 2 kb e P M g S e St e Al b T . S e A S o e St AR o A e T S S U e o o Py D e S e e e Y T e S e Al S e o ot s e e T o

(801)



SLI STUDY NO.: 3044.697 A PASSIVE CUTANEQUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 7
CLYENT: MONSANTO COMPANY INDIVIDUAL HEMATOLOGY DATA
DAY 21

HEAN HEAN HEAN SEGD '

ERYTHRO- HEHO- HEMA- CORPUS CORPUS CORPUS PLATE- NEUTRO- LYMPHO-  MONO- BASO-  EOSINO-
ANTMAL CYTES GLOBIN TOCRIT VOLUME HMGLBN HEMO~-CON  LETS PHILS CYTES CYTES PHILS PHILS
NO. 10x6/CHY  G/DL 4 FL PG G/DL  10%3/CHH % WBC % WBC % WBC % WBC % WBC

e e =t e b s i o o T e Y e o ——— - — - " s 1m0t i S > T - P = S0 v > " ot ok " L . o o et e ke P Y o e o Y P A PU W L i T MDA % S T e B TR W A S ST e 4 ey e S S

GROUP 4: S5713C-H

4601 F 5.40 15.2 46.1 85.4 28.1 33.0 600 21 77 1 0 1
4604 F 4.80 13.3 41.1 85.6 27.7 32.4 690 21 18 0 0 1
4614 F 5.10 13.7 41.5 81.3 26.9 33.0 630 39 61 0 0 0
4618 F 5.00 15.1 45.0 90.1 30.2 33.5 540 41 56 0 1 2
4621 F 4.90 13.9 42.5 86.7 28.4 32.7 250 23 14 2 0 1
4622 F 5.10 14.2 42.3 83.0 27.8 33.5 610 41 56 0 0 3
4625 F 4.90 14.2 42.5 86.7 29.0 33.4 530 44 56 0 0 0
4636 F 4£.90 13.9 42.1 86.0 28.4 33.0 590 30 68 1 0 1
4638 F 4.90 13.8 41.7 85.1 28.2 33.1 510 21 76 0 0 3
4644 F 5.50 15.2 45.9 83.5 27.6 33.1 610 17 78 1 0 4
HEAN 5.05 14.3 43.1 85.3 28.2 33.1 556 30 68 1 0 2
S.D. 0.232 0.68 1.87 2.41 0.89 0.35 119.7 10.4 9.8 0.7 0.3 1.3 (
N 10 10 10 10 10 10 10 10 10 10 10 10

(601)
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SLI STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 8
CLIENT: MONSANTO COMPANY INDIVIDUAL HEMATOLOGY DATA
DAY 21

NON-SEGD NUCLE- NON-SEGD

NEUTRO- ATED RETICU- LEUKO-
ANTHAL PHILS RBC’S LOCYTES CYTES
NO. % WBC % WBC Z RBC  10x3/CMM

e e U o 0 o e ot % o it o 0 v B Gt S (e e o o 200 i Sl i e Ao o T AP B Ao > Aty e S A Bt U ke s 0w P T P YR P S S e ¥ S o A T P T e i A et Ak A B e e A o s -

GROUP 4: 5713C-H

4601 F 0 0 1.1 4.60

4604 F 0 0 1.4 7.10

4614 F 0 0 2.0 6.20

4618 F 0 0 3.2 8.10

4621 F 0 0 2.5 5.90

4622 F 0 0 1.0 7.00 —
4625 F 0 0 1.9 6.70 -
4636 F 0 ) 1.5 5.30 =
4638 F 0 0 1.1 6.80

4644 F 0 0 1.9 6.70

MEAN 0 0 1.8 6.44

S.D. 0.0 0.0 0.70  0.989

N 10 10 10 10

e e e e o P e e e o o e 4k e o 0 4 ol s e T3 0 0 W om S e i T A S e e kA L A S Y e = =y st S0 e ek o e - e B e £t A S ke i e o o i ) e b A A s o it o -



SLI STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 1
CLIENT: MONSANTO COMPANY INDIVIDUAL HEHATOLOGY DATA .

T e o o o e o e e e e e e e e e e o v o e e et e e e v 0 20 2860t i o 2t e i e e 7 B . i . 0 4D i o o o o s Sl o S Al e e e Ak e Ak e B kA8 R o e 2 e S 2 2 e o e R e S s o S S e

: MEAN MEAN HMEAN SEGD
ERYTHRO- HEMO- HEMA- CORPUS  CORPUS  CORPUS  PLATE- NEUTRO- LYMPHO-  MONO- BASO-  EOSINO-
ANIMAL CYTES-~ GLOBIN TOCRIT VOLUME HMGLBN HEMO-CON LETS PHILS CYTES CYTES PHILS PHILS

NO. 10+6/CH4  G/DL % FL PG G/DL  10«3/CHM % UBC % WBC % WBC % WBC % WBC
STOCK

4603 F 5.00 14.1 42.5 85.1 28.2 33.1 430 28 70 1 0 L
4605 F 5.10 14.7 43.3 85.0 28.8 33.9 540 29 68 0 0 3
4607 F 4.80 14.1 42.4 88.4 29.4 33.2 390 21 78 1 0 0
4613 F 5.50 15.0 45.5 82.7 27.3 33.0 510 36 62 1 0 1
4615 F 5.40 14.7 44.8 82.9 27.2 32.8 540 31 67 0 0 2
HEAN 5.16 14.5 43.7 84.8 28.2 33.2 482 29 69 1 0 1
S.D. 0.288 0.40 1.39 2.30 0.95 0.42 68.3 5.4 5.8 0.5 0.0 1.1
N 5 5 5 5 5 5 5 5 5 5 5 5

(Le)
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SLI Study No. 3044.697 (113)

APPENDIX |

individual RBC Morphology Data
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SLI STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS . PAGE 2
- CLIENT: HMONSANTO COMPANY INDIVIDUAL RBC HORPHOLOGY DATA '

- i e e s e Ay P S P Tt 0
-.-...—__-..___.._«.....__----—-._..-...-.-.._......_...._.4--..-—_....-.-....__....-_....__.--.....“....-_...-—...._...--.....--..-———.--._._.--.__...._-.__-.__—_-_.—.-...—ﬁ_

ANTMAL  RBC MOR HACRO- MICRO- POIKILO- SPHERO- OVALO- HYPO- CHROH-
NO. PHOLOGY CYTES CYTES CYTES CYTES CYTES CHROMIC  ASIA HISCELLANEGUS

-—_...*_......-—.-.--..—....—-..____....—--—..--..-.-—.._.—...-——.—..__~......-..-...._........__.._.-...--.....-_.-.._..-_.——_—.._—.-....‘....-..._..—_—_--——.._.....—......—_...._-_.--.-——- -

GROUP 2: 5713C-K (10%)

4641
4645

4602 F N
4608 F N
4609 F N
4611 F N
4617 F N
4620 F N
4632 F N
4639 F N

F N

F N

—w—-.._..._.-..__.........-....__.--_....__._.--...__...............__........_..__._._...-.....-_.—.._—.....-..-_.___.—.._.....-..........__._..-...-.—_.--._.._.......-._............._..._—.....—..---—..-.-.--——— -

N = NORMAL 1+ = SLIGHT 2+ = MODERATE 3+ = MODERATE TO MARKED 4+ = HARKED

(o)
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SLI STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 3
CLIENT: MONSANTO COMPANY INDIVIDUAL RBC HMORPHOLOGY DATA
DAY 21

POLY-

ANIMAT, RBC MOR HMACRO- MICRO- POIKILO- SPHERO- OVALO- HYPO- CHROM-
NO. PHOLOGY CYTES CYTES CYTES CYTES CYTES  CHROMIC ASTA HISCELLANEGUS

hed - e i o At Ak i A S T e £ e S ST O U o e S
A e e s Sy e . A A, e W S Vo A0 . s o bt oy o A o e B oo o e e D v A . U T ol S ekl o T i B P S e B PR e e M T R T S e s B o i B S A . S D G P @ P - - -

GROUP 3: 5713C-H (10%)

4612
4623
4628
4629
4630
4640
4646
4647
4648
4650

L e Bl B B B B B
ZZzZZZE e

Al ot -t vt 2 2 e e O et o S e e P ot o
s e e . 8 B B T S T i e T e ke G e 2 o B iy e e D M G WD e W e e o ot o o S i B e e S e s By B S e e it S byt s ot . > b s ek Gt T e A B P R At e P B A B P e Bl o o ke WY o e

N = NORHAL 1+ = SLIGHT 2+ = MODERATE 3+ = MODERATE TO MARKED 4+ = MARKED



SLI Study No. 3044.897 (119)

APPENDIX J

Individual Biochemistry Data
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SLI STUDY NO.: 3044.697
CLIENT: HONSANTO COMPANY
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A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS
INDIVIDUAL BIOCHEMISTRY DATA
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ALK PHOS UREA
NITROGEN CALCIUM

’TASE
TU/L

HG/DL

HG/DL

CHLO-
RIDFE,
HHOL/L

CHOLE-
STEROL
HG/DL

CREA-
TININE
HMG/DL

AST
TU/L

POTAS~
SIUM
MMOL/L

PHOS-
PHORUS
HG/DL
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GROUP 1: 5713C-I (10%)

4606
4610
4619
4626
4627
4633
4635
4642
4643
4649

HMEAN
S.D.

mrp rE] e rr b exp oexg ey by b

203
156
142
185
155
159
259
189
185
174

181
33.4
10

20
17
18
18
21
20
21
18
21
20

19
1.5
10

11.22
10.62
16.98
10.84
11.22

9.96
11.16

'11.63

11.98
11.27

11.09
0.551
10

112
109
114
115
116
111
113
114
115
113

113
2.2
10

44
43
68

58
48
51

48
42

50
1.9
10

.

poLooooo00
W& & b W B W W W
O OONONS WS

o
(7%
Y =]
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0.071
10

39
70
76
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54
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194
37
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46.7
10

.
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et
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SLI STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 2
CLIENT: HONSANTO COMPANY INDIVIDUAL BIOCHEHMISTRY DATA
DAY 21
GLOB
ANIMAL A/G GLUCOSE  ULIN ALT  ALBUMIN

NO. RATIO MG/DL G/DL IU/L G/DL

TS TSN ST T e e e e e et e o 3 > M e S = T 00 Y o Y T VS W A St M s e ok e o P T Y D M e T P . e S . e ok . e e > T St e %O - " ———— :

GROUP 1: 5713C-I (10%)

4606 F 1.16 126 2.14 28 2.48
4610 F 0.97 122 2.39 27 2.31
4619 F 1.00 135 2.48 36 2.48
4626 F 1.03 172 2.31 39 2.37
4627 F 1.11 168 2.33 34 2.59
4633 F 1.11 147 2.35 31 2.61
4635 F 0.98 202 2.18 32 2.13
4642 F 1.13 138 2.28 58 2.57
4643 F 1.15 142 2,22 28 2.56
4649 F 1.16 137 2.10 28 2.43
HMEAN 1.08 149 2.28 34 2.45
S.D. 0.077 24.7 0.119 9.3 0.151

N 10 10 10 10 10

(12L)
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SLI STUDY NO.:

3044.697

CLIENT: MONSANTO COMPANY

s ot o e e e o e e v i S T Ty o S . e e e G P e T W il B O e i e T
e s o v o 4 o o = 00 0 o 0t W (Bl 100 s e o2 0 U At ks e e P78 S . B 3 b a7 o Tt P 0 i . T A S BB s et Ak S et v S oo D A o e o e e B o A e 20 - -

ALK PHOS

/TASE
IU/L,

UREA

NITROGEN CALCIUM

HG/DL

GROUP 2: 5713C-K (10%)

4602
4608
- 4609
4611
4617
4620
4632
4639
4641
4645

HEAN
S.D.

T o e T e o e r oy o ot ™ Lot - e B e T e e > Y b T e o ke o e e e T T T £ b e P e o T 5 s o i e T . s ¢ 8 A L ab Bt i A e e A i b ke i e e S Bt

T3 i rxy vxf vagoveg exg kg ey emy

144

84
151
131
113
103
124
142
114
123

123
20.4
10

21
17
19
21
18
20
23
20
16
19

19
2.0
10

MG/DL

11.68
10.63
11.43
11.45
11.72
11.26
10.85
10.69
10.97
10.92

11.16
0.401
10

CHLD~
RIDE

MHOL/L

- e e s e e i i o 2 8 e o > A P ot b A Lkt o T e S S G T St P S O e o e St e e T S P
o e ot B Ll v = o 0 sk it e o 0t s e i U8 0 e - 0. o e 0 0 . 0 o D S 8 A . Gt v . A A A 7 S el S B Bt A Tt A S B S B i o 48 Y e S

109
106
113
111
113
112
115
110
107
107

110
3.1
10

TYOTTLOTTTY oY T Ty Ty Y T

INDIVIDUAL BYOCHEMISTRY DATA

CHOLE-
STEROL
MG/DL

CREA-
TININE
HG/DL
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N~ NSO\ =

o
&
fronst

0.110
10

AST
IU/L
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67
88
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59
101
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POTAS-
SIuM
MHOL/L
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A PASSIVE CUTANEOUS ANAPHYLAXTIS ASSAY IN GUINEA PIGS

PHOS-
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SLI STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINFA PIGS PAGE 4
CLYENT: MONSANTQ COMPANY INDIVIDUAL BIOCHEMISTRY DATA
DAY 21
GLOB
ANTHAL A/G GLICOSE  ULIN ALT  ALBUMIN
NO RATIO MG/DI.  G/DL I/, G/DL
GROUP 2 5713{::1< (157:) --------

4602 F 0.98 145 2.46 83 2.41

4608 F 1.18 164 1.91 138 2.26

4609 F 1.06 147 2.07 46 2.19

4611 F 1.14 138 2.07 50 2.36

4617 F 1.04 145 2.24 41 2.32

4620 F 1.10 156 2.28 137 2.51

4632 F 1.06 143 2.05 36 -2.18

4639 F 1.12 131 1.88 46 2.11

4641 F 0.88 138 2.46 53 2.16

4645 F 0.88 157 2.81 53 2.47

HEAN 1.04 146 2.22 68 2.30

S.D. 0.104 9.9 0.288 38.6 0.138

N 10 10 10 10 10

(cz1)
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SLI STUDY NO.: 3044.697 . A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS . PAGE -5
CLIENT: MONSANTO COMPANY INDIVIDUAL BIOCHEHISTRY DATA
DAY 21
_ P04 TOTAL
AIX PHOS  UREA CHLO- CHOLE- CREA- POTAS- PHOS- BILI- TGTAL
ANIMAL ~ ‘TASE  NITROGEN CALCIUM  RIDE  STEROL TININE  AST  SIUM  SODIUM PHORUS  RUBIN PROTEIN
NO. IU/L  MG/DL  MG/DL MMOL/L  MG/DL  MG/DL  IU/L  MMOL/L HMOL/L MG/DL MG/DL  G/DL
GROUP 3: 5713C-M (10%)
4612 F 123 12 10.91 110 34 0.38 52 3.71 140 5.7 0.64 4.27
4623 F 102 12 10.91 107 29 0.33 55 4.89 140 5.6 0.57 4.06
4628 F 105 11 1L.21 105 29 0.42 103 4.60 136 6.0 0.59 4.09
4629 F 136 11 10.24 106 29 0.26 84 4.81 135 5.8 0.64 3.69
4630 F 143 11 10.81 109 26 0.29 88 4.85 138 5.3 0.60 4.12
4640 F 142 8  10.39 109 35 0. 44 68 4.64 138 5.2 0.49 4.28
4646 F 112 13 10.66 108 40 0.38 76 4.45 139 5.0 0.53 3.79
4647 F 183 11 10.37 105 29 0.50 114 5.33 139 6.2 0.56 3.65
4648 F 81 18 11.02 111 54 0.39 113 5.32 136 6.0 0.56 4.45
4650 ¥ 114 14 10.67 111 35 0.38 139 4.49 138 4.4 0.44  3.98
HEAN 124 12 10.72 108 34 0.38 89 4.71 138 5.5 0.56 4.04
S.D. 28.4 2.6 0.313 2.2 8.1  0.072 28.1  0.466 1.8  0.55  0.063  0.263
N 10 10 10 i0 10 10 10 10 10 i0 10 10

e e e e o e e o e i Y S o i . > T ¢ " S - s " " > T WD Wt o e e e 2

e e =R = i 8 8 et 4 Y o T Y L P o e . Al ot o s S TP B ot e e S S 2t 7 = P T o e T T e o o e
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SLI STUDY NO.: 3044.697, A PASSIVE CUTANEQUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 6

CLIENT: HONSANTO COMPANY INDIVIDUAL BIOCHEHISTRY DATA
DAY 21
GLOB
ANIHAL A/G GLUCOSE  ULIN ALT  ALBUMIN

NO. RATIO - MG/DL G/DL Iu/L G/DL

o o T T 0 e L e A e D e i T T Tl e e i D s e ki s e . . T e e e .t S T P T 5 4ot Ime o i o A VAL s B R Bl e TP U A WD Y= o A Mt e Ay o o W T 8 S S S

GROUP 3: S713C-H (10%)

- ant i -~ e . > -

4612 F 1.03 126 2.10 37 2.16
4623 F 1.18 137 1.86 42 2.20
4628 F 1.10 171 1.95 72 2.14
4629 F 1.11 154 1.75 50 1.94
4630 F 1.16 130 1.91 72 2.21
4640 F 0.96 164 2.19 52 2.09
4646 F 1.01 139 1.88 T 43 1.90
4647 F 1.03 146 1.80 52 1.85
4648 F 1.06 144 2.16 55 2.29
4650 F 1.12 157 1.88 88 2.10
HEAN 1.08 147 1.95 57 2.09 .
S.D. 0.071 14.7 0.150 16.2 0.145

) 10 10 10 . 10 10

(gzZ1)
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SLI STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 7
CLIENT: MONSANTO COMPANY INDIVIDUAL BIOCHEMISTRY DATA
DAY 21
P04 TOTAL
ALK PHOS UREA CHLO- CHOLE- CREA- POTAS- PHOS- BILI- TOTAL
ANTHAL ‘TASE  NITROGEN CALCIUM  RIDE  STEROL TININE AST SIUM  SODIUM PHORUS RUBIN PROTEIN
NO. TU/L MG/DL  MG/DL HMOL/L  MG/DL  MG/DL  IU/L  MMOL/L  MMOL/L MG/DL MG/DL  G/DL

T o 0 0 8 o v ™7 (0 o i o (. 0 Ml 8 ot oy L 0 e G o s s e o S O e e e o et e S ks WA B T D M e o > et e i S 2 e e A T P o e Sy o e B A1 Ak s S T P PO W Y i T e . S T P 9 . S i ot i At s .

GROUP 4: 5713C-H

4601 F 174 21 11.31 115 59 0.40 32 3.81 142 6.8 0.49 5.18
4604 F 145 20 10.72 115 50 0.38 50 5.25 138 1.5 0.53 4.94
4614 F 157 21 11.27 113 36 0.45 42 4.70 140 6.3 0.37 4.95
4618 F 156 21 11.51 114 54 0.42 51 5.23 142 7.2 0.48 5.34
4621 F 221 22 11.59 120 45 0.38 52 5.37 143 7.9 0.40 4.78
4622 F 228 20 11.18 113 33 0.37 91 5.78 140 6.8 0.45 4.75
4625 F 182 22 11.85 112 47 0.38 41 4.96 141 5.3 0.52 4.73
4636 F 220 20 11.50 112 51 0.32 45 6.06 141 8.0 0.62 4.82
4638 F 159 22 11.23 112 24 0.44 50 4.56 143 7.4 0.54 4.40
4644 F 160 20 11.69 112 55 0.40 86 5.40 142 1.4 0.25 5.07
HMEAN 180 21 11.38 114 45 0.39 54 5.11 141 7.1 0.47 4.90
S.D. 31.3 0.9 0.318 2.5 11.1 0.038 19.2 0.643 1.6 0.8 0.105 0.264

N 10 10 10 10 10 10 10 10 10 10 10 10

(9z1)



SLI STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 8

CLIENT:. HONSANTO COMPANY INDIVIDUAL BIOCHEMISTRY DATA
DAY 21
GLOB
ANTHAL A/G GLUCOSE  ULIN ALT  ALBUMIN

NO. RATIO HG/DL G/DL IU/L G/DL

IR A e Al o A Mh e e T S TED WD G e B G S ot TR P B ot (i o T . = Wl G e ot o e e s . D Ut T M T s o o o e o T - Wb M B Ut o o e o o T e o g e e e e S e o D A A e e A b ot Sl e o

GROUP 4: 5713C-H

4601 F 1.06 159 2.52 28 2.67
4604 F 0.97 157 2.51 29 2.43
4614 F 1.03 135 2.44 35 2.51
4618 F 0.92 137 2.77 28 2.56
4621 F 1.15 145 2.23 30 2.56
4622 F 1.17 129 2.19 40 2.56
4625 F 1.14 174 2.21 32 2.52 .
4636 F 0.94 155 2.49 31 2.34
4638 F 0.99 152 2.20 43 2.19
4644 F 1.10 150 2.41 33 2.66
HEAN 1.05 149 2.40 33 2.50
S.D. 0.090 13.2 0.190 5.1 0.146

N 10 10 10 10 10

et e 2 e G s e T Y e L ik e S o . e B s T . et o P A e " A e A W Al ok o kS ot o o o S A e T o ek A S e . v T S =t S T B i St i i S e o o e .t et ot R4 > P G e o 2 -

(L21)
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SLI STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXTS ASSAY IN GUINEA PIGS PAGE 1
CLIENT: MONSANTO COMPANY INDIVIDUAL BIOCHEHISTRY DATA
DAY 21
P04 TOTAL
ALK PHOS  UREA CHLO~-  CHOLE-  CREA- POTAS- PHOS- BILI-  TOTAL
ANIMAL  'TASE  NITROGEN CALCIUM  RIDE  STEROL TININE  AST  SIUM  SODIUM PHORUS  RUBIN PROTEIN
NO. Io/L MG/DL  MG/DL HMOL/L  MG/DL  MG/DL  IU/L  MMOL/L  MMOL/L MG/DL MG/DL  G/DL
STOCK
4603 F 213 18 11.10 104 41 0.43 39 4.80 136 5.8 0.36 4.37
4605 F 173 19 11.67 112 50 0.51 42 5.11 141 6.4 0.48 4.92
4607 F 172 19 11.10 110 70 0.32 46 5.00 137 6.4 0.59 4.55
4613 F 212 22 11.40 115 60  0.30 76 4,44 140 6.0 0.39 4.99
4615 F 143 18 11.39 113 50  0.35 44 5.11 140 7.4 0.60 4.63
MEAN 183 19 11.33 111 56 0.38 49 4.89 139 6.4 0.48 4.69
S.D. 29.8 1.6  0.240 4.2 11.1  0.087 15.1  0.283 2.2 0.62  0.111  0.259
N 5 5 5 5 5 5 5 5 5 5 5 5

(8z1)
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SLY STUDY NO.: 3044.697 A PASSIVE CUTANEOUS HYLAXIS ASSAY IN GUINEA PIGS PAGE 2
CLIENT: MONSANTO COMPANY INDIVIDUAL BIOCHEMISTRY DATA
DAY 21
GLOB
ANIMAL A/G GLUCOSE  ULIN ALT  ALBUHIN
NO. RATIO HG/DL G/DL Iu/L G/DL
STOCK
4603 F 1.22 201 1.97 29 2.40
4605 F 1.07 155 2.38 26 2.54
4607 F 1.13 148 2.14 29 2.41
4613 F 0.91 201 2.61 31 2.38
4615 F 1.08 139 2.23 29 2.40
HEAN 1.08 169 2.27 29 2.43
S.D 0.112 29.9 0.243 1.8 0.065
N 5 5 5 5 5

....._.._......-_-.-.-_....-...__..-.-...-_....__..__—_..___..-.......--._..__._..--.-.-----——__.-_.....-..-._.._...._-__-.._......_..-.._.._..____-.....-.......__
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SLI STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS PAGE 1
CLIENT: MONSANTO COMPANY INDIVIDUAL GROSS NECROPSY OBSERVATIONS
;RADE
ANIHAL NO. 4611 GROUP: 2 FEMALE FOUND DEAD
VHOLE BODY GROSS: BODY FAT DEPLETION P
LUNGS GROSS: DARK RED P
RIGHT APICAL LOBE
STOMACH GROSS: DISTENDED P
VITH GAS AND GREEN FLUID
ANTHAL NO. 4648 GROUP: 3 FEMALE EUTHANIZED MORTRUND
ABDOMINAL CAVITY GROSS: FLUID CONTENTS P
APPROXTHATELY 2.0 HL OF SLIGHTLY CLOUDY CLEAR FLUID
TRACHEA GROSS: CONTENT ABNORMAL P
ENTIRE LENGTH, WHITE FOAM
LUNGS GROSS: MOTTLED P
ALL LOBES, DARK RED AND RED
WHOLE BODY GROSS: BODY FAT DEPLETION P
STOMACH GROSS: DISTENDED P
VITH GAS AND SMALL AMOUNT OF INGESTA
SMALL INTESTINE GROSS: DISTENDED p

- T T T T S 4 S L A e e e e e e s A 90 D B A o B Al b Lt . s e e ke e S S T T T ST R 6 S =% Y VAR Y e e o o e A A T S PV S W T Ay A Gy Py (o S e e et M Y i S A4 L A M S i e Ak A s T e B T S P e S 4 i ok
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SLI STUDY NO.: 3044.697

CLIENT: HONSANTO COMPANY

A“__‘_____________________._..__,..____,..___-..____,___..__-,__,_,_,___,__,.__-,...__-_

R

ANTMAL CLINICAL
NO.  OBSERVATIONS

.._........-'._—...—....._...-_....._...__....._...—._......._..—...__.._..-_.—_..-.._—._....._..—_.-.._...-.............-_—-———

4603 F GROUP 5: 5

FEV FECES

SCHEDULED EUTHANASIA

4605 F GROUP 5:
FEW FECES

FECES SHALL IN SIZE
SCHEDULED EUTHANASIA

4607 F GROUP 5:
SOFT STOOLS

SCHEDULED EUTHANASIA

ADATIT

4615 F GROUP 5: 5

FEW FECES

SCHEDULED EUTHANASTA

4616 ¥ GROUP 6:

SCHEDULED EUTHANASTA

4624 F GROUP 6: 5713

sy IR

SCHEDULED EUTHANA

4631 F GROUP 6: 5713C-H

FEY YECES
]

E LR M v

FECES SHMALL IN SIZE
SCHEDULED EUTHANASIA

4634 F GROUP 6: 5713C-H

R~ el "]

FEW Folbo

SCHEDULED EUTHANASTA

AseAmETUT AWTYC ACCA

A PASSIVE CUTANEQOUS ANAPHILAALG nooa
INDIVIDUAL CLINICAL OBSERVATIONS

5713C-1 (10%)

5713C-1 (10%)

(POSITIVE FINDINGS)

PPP

e

PP

PPPFE

AY IN GUINE

EE AR idndianld

¢~

PPPP

......—...-_..._—....—_._......-..._....__.—_..._.........._......__.......-__

[a~]

.._..-.._.-.-_.-...——-—_...._—........--.-._....—___.-___..._._._._.__.......__....-_
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SLI STUDY NO.: 3044.697 A PASSIVE CUTANEQOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS
CLIENT: MONSANTO COHPANY ) INDIVIDUAL BODY WEIGHT DATA (GRAHS)
] DAY o 0 3 7 9 14 21 28 35 42 49 56 60

GROUP 6: 5713C-H

4616 F 460 473 492 483 .
4624 F 604 617 635 642
4631 F 582 574 586 585
4634 F 559 579 595 593
HEAN 551 561 577 576
5.D. 63.5 61.6 60.5 66.8
N 4 4 4 4

(GeL)
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PAGE 2

SLI STUDY NO.: 3044.697 A PASSIVE CUTANEOUS ANAPHYLAXIS ASSAY IN GUINEA PIGS
CLIENT: HONSANTO COMPANY INDIVIDUAL BODY WEIGHT GAIN DATA (GRAMS)
DAY 0-3 3-7 7-9

GROUP 6: 5713C-H

4616 F 13 19 -9
4624 F 13 18 7
4631 F -8 12 -1
4634 F 20 16 -2
HEAN 10 16 -1
S.D. 12.1 3.1 6.6
N 4 4 4

(ZeL)
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SLI Study No. 3044.697
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SLI PERSONNEL RESPONSIBILITIES

Kimberly L. Bonnette, M.S., LATG
George A. Douds, M.S.

Robert C. Springborn, Ph.D.
Malcolm Blair, Ph.D.

Joseph C. Siglin, Ph.D., DABT
Deborah A. Douds, M.S.

Pamela S. Smith, ALAT

Delores P. Knippen
Steven H. Magness, B.S., LATG

Jan K. Severt, B.S., ALAT

Anita M. Bosau, RQAP-GLP
Deanna M. Talerico, RQAP-GLP

Christopher W. Wilson, B.S., RQAP-
GLP

J. Dale Thurman, D.V.M., M.S.,
DACVP

Study Director/Manager of Acute
Toxicology

Alternate Contact/Assistant
Toxicologist .

Chairman, President and CEO
Vice President and Managing Director
Director of Toxicology

Assistant Manager of Acute
Toxicology

Primary Techniciah/Supervisor of
Acute Toxicology

Supervisor of Pharmacy

Supervisor of Gross and Fetal
Pathology

Supervisor of Acute Report
Preparation

Director of Compliance Assurance

Supervisor of Nonacute Quality
Assurance

Supervisor of Acute Quality
Assurance

Director of Pathology
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Appendix 7.3

Cottonseed Meal Analysis



av.d Ralston 5 Y 5 )
: Analytical. / ) g/ ? K E Ralston Purina Coroy
Laboratm / Checkerboard 5S¢ f

Saint Louis, MO ¢

TO R.GOODMAN, - CC K. S. PHILLIPS: 2ZRS

D.G.HAUGHT-2E
LAB NO 604278 ENTERED 0S5/11/98 REPORTED 05/14/98 o]
PO » TCSA' NBP 6312322 COTTONSEED MEAL

MONSANTO BBSEG

ASSAY ANALYSIS  UNITS LOW-LIMIT 2 HIGH-LIMIT  —
MOISTURE AT ASSAY 8.36 % 10.00
MOB —
PROT.COMB.(N X 6.25) 23.0 % . 20.0
PRCB
AMMONI A g.140 % 1.00 _
AMMN
FAT (ETHER EXT.) 13.8 % 19.00 20.0
FTEE
FIBER (CRUDE) 19.6 % 20.0 —
FIBR
ASH 4.28 % 5.00
ASHF ‘ —
GOSSYPOL (FREE) 0.480 % ' 1.00 2.00
GOSF

THE LETTER CODE LOCATED BELOW EACH ASSAY IS A METHOD REFERENCE CODE. -
FOR ADDITIONAL INFORMATION CONTACT CLIENT SERVICES 1-800-423-6832

5‘{%,08 q7-6(-00-02 B
meew-i BE CSM _
peert o —

T2 1gam L2533 TRan” :s USed (O SIgNTY the Jower umit o1 quanntaton oi the procedure unaer the conaitons emoioyed. The use of the term “Less Than” does
1:3C8S OF 3INAIVIE were Dresent. Samples suomitied 1o Ralston Anaivical Ladoratones tor routne anaivss wili 0 retainea for @ mimmum ot thirty (30) gays ane:
naysIs 1S 15sued. Exiended storage requirements must D& DrOUgNt to the aention of Ratston Anatyucal Laroratones oror 10 or at the me ot sample subm:s

' ]



Ra

Iston _
lca alston Purina Compan
I.ﬂb(xatories 5 / ) g / q 8 gh;ékergoard Sc:‘;ua; g

K 4

b Saint Louis, MO 63164
[
1 /ZM
™ro R.GOODMAN, CC K. S. PHILLIPS., 2RS
Eﬁ . D.G.HAUGHT-2E
~-
EjLAB NC 604281 ENTERED 05/11/98 REPORTED 05/14/98 o}
PO ; 'CS-D' NB 6312331 COTTONSEED MEAL
E?MONSANTO BBSG
ASSAY ANALYSIS  UNITS LOW=-LIMIT 2 HIGH-LIMIT
o
i—-—-‘i D S g WS WS g S AR G e W S G WS D ek ad W S SN G S W T S T e P S
EfMOISTURE AT ASSAY 2.7¢ u 10.00
MOB
~~PROT.COMB. (N X 6.25) 23.6 A 20.0
FI eree
“~ AMMONT A 6.140 % 1.060
AMMN
E?FAT (ETHER EXT.) 16.3 % 10.00 20.0
= FTEE
FIBER (CRUDE) 18.0 % 20.0
o FIBR
PiASH 6.21 % 5.00
ASHF
\GOSSYPOL (FREE) 0.400 % 1.00 . 2.00
: GOSF
[ )

THE LETTER CODE LOCATED BELOW EACH ASSAY IS A METHOD REFERENCE CODE.
FOR ADDITIONAL INFORMATION CONTACT CLIENT SERVICES 1-800-423-6832

gy v"]

St& g7-0r-00- 02

MRS B |

mecCl-3 Ao - l"fw\;uc. C Sm

T

T T T o

The term “Less Tnan” 1s used ta sigmity the lower imit of cuantiaton of tha procedure under the Conaitions empicved. The use of the term “Less Than” goes not Imalv tnat
Taces ot anavie were nresent. Samples suomited o Ralsion ANAIVICA! Laporaiones 10r I0UNNG analysis wil ba retained for a mimmum ot ity 130) days atter e repon of
| analysis is issued. Extended slorage requirements must De Drougnt to the atenticn of Ralston Analvtical Laborasones oror 10 of at the fime Of SaMple SUDMISSION,

i
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5 s

Ralston Purina Compar

g / | 8}4 8’ K_ié Checkerboard Square

Saint Louis, MO 63164

TO R.GOODMAN, . cC K.

—as

S. PHILLIPS, 2RS

D.G.HAUGHT~2E -

LAB NO 604279 ENTERED 05/11/98 REPORTED 05/14/98

a —
PO : 'CS-B' 6312322 COTTONSEED MEAL
MONSANTO BBSG __
ASSAY ANALYSIS UNITS LOW={IMIT 2 HIGH-LIMIT
MOISTURE AT ASSAY 7.73 % 10.00 -
MoB .
PROT.COMB.(N X £.25) 23.1 % 20.0
PRCB —_
AMMONI A c.l30 % 1.00
AMMN
FAT (ETHER EXT.) 14.5 % lo.00 20.0 .
FTEE
FIBER (CRUDE) 1%9.5 7% 20.¢
FIBR
ASH 3.92 % , 5.00 -
ASHF
GOSSYPOL (FREE3} Q.520 % 1.0 2.00
GOSF

THE LETTER CODE LOCATED BELOW EACH ASSAY IS A METHOD REFERENCE CODE.

FOR ADDITIONAL INFORMATIGON CONTACT CLIENT SERVICES

5&% q7-01-00-02

“ne term "33 Than'is used to sigrufy the tower nmit of quantiauon o! ne or

1-800~423-6832

/1o»~¢‘fnn~ﬁzﬁggg_ (i\fg,/bm

Ccegure unaer e conaions emoicveo, The use of the term “Lass Than” does not imov 1at

7aces 0f Jnaivie were Dresent. Samoles SuomEted o Ralston Anavical Laocralones 1ar routine 2Nalvsis wil oe retaned or a munmum ot ety (3Q) gays arer the reccrn ¢f
2nalysis is 1ssuea. Extenaed storage requirements must ba Drougnt 10 the arention of Ralsion Analyuical 1.aboraiones onor 10 or at the fime of Sameie SUormISSIoN.
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7.4 Feed Analysis Pre-study



Checkerboard Square
Saint Louis, MO 63164

7O R.E.GOODMAN, CC K. S. PHILLIPS, 2RS

”//L(/?? =

LAB NO 614489 ENTERED‘”07/15/98 REPORTED 07/20/98 ﬂ-ia

§713 1 USD. GUINEA PIG DIET. ROOM TEMP. GROUP 4

MONSANTO BBSG mecH-/ ﬁt /0% CS prt~
G/

ASSAY ANALYSIS  UNITS LOW-LIMIT 2 HIGH-LIMIT _
MOISTURE AT ASSAY 8.00 %
MOB
PROT.COMB.(N X 6.25) 20.6 % -
PRCB
FAT (ETHER EXT.) 5.28 %
FTEE _
FIBER (CRUDE) 16.2 %
FIBR
ASH 7.71 %
ASHF -
IRON 298. PPM
FEF
TOTAL VITAMIN C 1200. PPM . o
VTCA
GOSSYPOL (FREE) 0.0340 % g.100
GOSF

THE LETTER CODE LQCATED BELOW EACH ASSAY IS A METHOD REFERENCE CODE.
FOR ADDITIONAL INFORMATICN CONTACT CLIENT SERVICES 1-800-423-6832

Sty 970/-00-05

——
Thirgrm o ine

318 TYANT S useq IS ANty IR ICwer T 0! QUARLLIECH G INe IGCEAUrE LvIar INe CORGIIONS Sinoevad, THa USE of the 18 T 2ss Than' does not imaiv ina
ECES OF dNVIE were Dresent. Samoies SUBMITEY 10 RaISten ~Aavical LaDOraIcNES ICF (CUNG 2NaIVSIS wil D@ IStANEd 107 & MINIMUM 0f LRy (i3} days arter the repen ¢
£nalvsis s 1ssued. SXtenced SIOFage requiraments mist De DroUGN! 10 e atfention of Ralslon ANaVICAl Laboratones pror ta of at the tme of campie SubmISsion,

R1171C-50C3
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Ralston
Checkerboard &
Laboratories Chockerooard Sauare

3 1: E Il Ralston Purina Company’

TO R.E.GOODMAN. €T K. S. PHILLIPS, 2RS

010 ufilte

LAB NO 614488 ENTERED 07/15/98 REPORTED 07/20/93

5713H USD, GUINEA PIG DIET, ROOM TEMP. GROUP 10 C,J&nQ Dl Box |

MONSANTO BBEG ——
ASSAY ANALYSIS  UNITS LOW-LIMIT Z HIGH-LIMIT
MOISTURE AT ASSAY 10.8 %
MOB
PROT.COMB. (N X 6.25) 19.9 %
PRCB
FAT (ETHER EXT.) 4.78 %
FTEE
FIBER (CRUDE) 12.6 %
FIBR
ASH 7.12 %
ASHF
IRON 281. PPM
FEF
TOTAL VITAMIN € 1070. PPM ,
VTCA ,
GOSSYPOL (FREE) 8.0110 % 6.0100
GOSF

THE LETTER CODE LQCATED BELOW EACH ASSAY IS A METHOD REFERENCE CODE.
FOR ADDITIONAL INFORMATION CONTACT CLIENT SERVICES 1-800-423-6832

Sty §7-01-00-02

’
Traegem cUZZE THAN' IS USEO 1A SNV the «awer 2t OF SLISIMAUGT OF (NS DISCSONIR LUTRr M8 CONGIINNS SIRDICVEn TTa Lse Of M3 1enm L3S Than  €Ces Not imciv i
TaCes o INQIVIE were oresent. SaMDIes SLoMINed 10 RASI0N AnAMIC; LICIMBIONES “Cr TSULNG anaiVEs wal Be 1AI3iNed o 3 MIrimum of Mty (JG) ¢ays arer ma repar
NAIVSIS S SSUEd. Enlencey storage requirements must pe DOuUYNT 10 A atteniton o SJiston ananvticlt Laboratories Srior 10 or at tie ime ot samole sunmssicn
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Ralston Purina Company
Checkertoard Square
Saint Louis, MO 63164

TO R.E.GCODMAN, CC K. S. PHILLIPS., 2RS

LAB NO 614493 ENTERED 07/15/98 REPORTED 07/20/98 iO /t//(// 4]

5713 M USD., GUINEA PIG DIET. ROOM TEMP. GROUP g

MONSANTO BBSG ECH ﬂo‘* 1““7 /0% Pred”

ASSAY ANALYSIS UNITS LOW~ LIMIT 2 HIGH-LIMIT
MOISTURE AT ASSAY 13.0 %
MOB
PROT.COMB.(N X 6.25) 20.1 %
PRCB
FAT (ETHER EXT.) 4.63 %
FTEE
FIBER (CRUDE) 14.58 %
FIBR
AsSH 7.40 %
ASHF .
IRON 276. PPM
FEF
TOTAL VITAMIN C 754. PPM
VTCA
GOSSYPOL (FREE) 0.0360 % c.10Q
GOSF

THE LETTER CODE LOCATED BELOW EACH ASSAY IS A METHOD REFERENCE CODE.
FOR ADDITIONAL INFORMATION CONTACT CLIENT SERVICES 1-830~423-6832

Shd §7-01-00- 02

PPN -~ . e n by o A fere mecmps my e
T S R B PRI s i

Von Gt

Smetmm NSt s Area 4

INSTLTE ST e T nde SNSRI 135 0 7ON Z6ES nol TV e

TIS3S UL ANGIVIE Mol D7 SSENL SWRDIES BLLST NI D - oy

LNV SO O O TR T TN AT SIS A R CSIAASQ S AU L T 142) cays aner the repon o
TIVSIS 1 sUUe Sxienced SiCrIS rEGUINETeNS Mgt Gu Crouart WUTA IUSNOR S 30 8100 AGA VUSRI LATOM I INAS SRGT 10 OF al N2 L A1 SAMGCIe SUSmissSian.

21171C-5008



. ﬂy‘mvﬂ

- Ralston Purina Coinpe .y
£ I‘a atorles Checkerboard Square
b Saint Louis, MO 83164 -
r
- TO R.E.GOODMAN, €C K. S. PHILLIPS, 2RS
- - /(//27?
- LAB NO 614495 ENTERED 07/15/98 REPORTED 07/30/98 ﬂli}J {! / a
: 5713 H REF, GUINEA PIG DIET, REFRIG. GROUP 10 og
, Eﬂ MONSANTO BBSG et M (el Box 2
— ASSAY ANALYSIS UNITS ow~LIMIT 2 HIGH-LIMIT
v MOISTURE AT ASSAY 7.72 %
MOB
" PROT.COMB.(N X 6.25) 20.4 %
EE PRCB
o FAT (ETHER EXT.) 4.79 %
— FTEE
1 FIBER (CRUDE) 14.0 %
Pl FIBR
; ASH 7.68 %
S ASHF
b IRON 275. PPM
FEF
Ne TOTAL VITAMIN C 1320. PPM
b b VTCA
e GOSSYPOL (FREE) 6.0100 % ¢.la00
GOSF _
r CARBAMATE SCREEN CRBP
.- CARBAMATE PESTICIDES
OXAMYL LESS THAN 0.05 PPM
~ METHOMYL LESS THAN 0.05 PPM
g; 3-HYDROXYCARBOFURAN LESS THAN G.05 PPM
, ALDICARS LESS THAN 0.05 PPM
. PROPOXUR LESS THAN 0.05 PPM
(e CARBOFURAN LESS THAN 0.05 PPM
N CAEBARYL LESS THAN 0.05 PPM
CARBANOLATE LESS THAN G.05 PPM
! METHICCARS LESS THAN G.05 PPM
‘ ORGANOPHOSPHATE PEST ORGP
r~ (PPM: (PPM)
b DIAZINON...cvvaenn. LESS THAN 0.02 PARATHION. o e cven. LESS THAN 0.02
- DISULFOTON. cvnun.. LESS THAN 0.02 THIMET e e eevemcannn LESS THAN 0.02
' ETHION. ¢ ccsennannnn LESS THAN 0.02 THIODAN. v eemenennn LESS THAN 0.02
M MALATHION...... e-.- LESS THAN 0.02 TRITHION. ccveveun.. LESS THAN 0.02
1 METHYL PARATHION... LESS THAN 0.02
I 1
57‘“@7 97-0/-006-0 >
~
2

o L

Teterm cLzss Than'is usedq (o signify the lewer et o1 cuanination ¢ the 0rocegure Lnder the CoNAIlonS errciovad. The usa ! the term * Lass Than” cces notimety
‘races of 2navie were cresent. Samples suomined 1o Ralston Analviical LaoOratones 10r 1ouling anavsis wil be ratamed lor a minimum of thirty (30) days arer the ranon
analvsts 15 ssued. Extenaed storage requirements must De H7ougnt 10 the attention of Raiston Analylical Laboratones onor 10 or at the ime of $ampie susmission.
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Checkerboard Square
Saint Louis, MO 63164

TO R.E.GOODMAN, CC K. S. PHILLIPS, 2ZRS
!/// 4//? i'd
LAB NO 614491 ENTERED 07/15/98 REPORTED 07/20/98 { 0
57123 K USD, GUINEA PIG DIET, ROOM TEMP. GROUP &
MONSANTO BB5G mECH -/6‘,/;;*-1‘#% /0% md
/
ASSAY ANALYSIS  UNITS LOW=LIMIT 2 HIGH-LIMIT
MOISTURE AT ASSAY g.98 A
MoB
PROT.COMB. (N X 6.25) 20.1 %
PRCB
FAT (ETHER EXT.) 5.46 %
FTEE
FIBER (CRUDE) 15.7 %
FIBR
ASH 7.41 %
ASHF
IRON 280. PPM
FEF
TOTAL VITAMIN C 1100. PPM J
VTCA
GOSSYPOL (FREE) 8.0378 % 0.100
GOSF

THE LETTER CODE LOCATED BELOW EACH ASSAY IS A METHOD REFERENCE CODE.
FOR ADDITIONAL INFORMATION CONTACT CLIENT SERVICES 1-800-423~6832

LS\IL&Q\I §7-01-00-03
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INAVSIS 15 .SSUed. EXIBNced SICra0e Tecuiemeans inust Sé DIUGnT *3 =1 302Aren o 51600 ARARICHE LEGSra ies 713 OF Ak bme Of Sample SUTMISSIGH
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s=mrq Ralston [
Laboratories

Ralston Purina Company
Checkerboard Square
Saint Loufs, MO 63164

"0 R.E.GOODMAN,

EoE

CC K. S. PHILLIPS:

496 ENTERED 07/15/98 REPORTED 07/30/98

2RS
o

ﬂimﬁﬂﬁé

~.AB NO 614 ] .
? B itg? AN ;
“5713 1 REF. GUINEA PIG DIET, REFRIG. GROUP & !;
Fé‘iﬂNsANTO BB5G 67‘2' MECH J) gf /0‘2’
. 4 e S
' Assay ANALYSIS  UNITS LOW-LIMIT Z HIGH-LIMIT
FMOISTURE AT ASSAY 10.4 % _ .
¢ MoB ;.07 ?70/
PROT.COMB.(N X 6.25) 19.4 % S
-~ PRCB
i TAT (ETHER EXT.) 4.56 %
" FTEE ~
FIBER (CRUDE) 13.6 %%
, FIBR
" ASH 7.96 %
ASHF
“IRON 280. PPM
i FEF :
TOTAL VITAMIN C 1250. PPM
- VTCA
L BOSSYPOL (FREE) c.0110 % 0.100
- GOSF -
~CARBAMATE SCREEN CRBP
L CARBAMATE PESTICIDES
. OXAMYL, LESS THAN 0.08 PPM
METHOMYL LESS THAN 0.05 PPM
. 3~HYDROXYCARBOFUR AN LESS THAN 0.05 PPM
i ALDICARB LESS THAN 0.05 PPM
PROPOXUR LESS THAN 0.05 PPM
- CARBOFURAN LESS THAN 0.05 PPM
i -~ CARBARYL LESS THAN 0.0S5 FPM
- CARBANCLATE LESS THAN 0.05 PPM
- METHIOCARB LESS THAN 0.05 PPM
t 912GANOPHOSPHATE PEST ORGP
(PPM) (PPM)
™ DIAZINON. .« voveaun-. LESS THAN 0.02 PARATHION.......... LESS THAN 0.02
! DISULFOTON......... LESS THAN 0.02  THIMET..vucenen... LESS THAN 0.02
ETHION..... eemeans LESS THAN 0.02 THIODAN. < v e e veeeenn LESS THAN 0.02
- MALATHION. .. .unn.. . LESS THAN 0.02 TRITHION..... eeee.. LESS THAN 0.02
| METHYL PARATHION... LESS THAN 0.02
r~
E :

i |

e

] !

“& term “L2ss Than'1s 4seq Lo signity the lower Imil of Quanttation ¢! tha or3cequre unger tre conaitions empioved. The usa of the term “Less Than" does not imoly that

races of analvte were present. Samples submitted to Ralston Analyticat Laberatones {or routing analysis will be retainea for a mirimum of thirty (3Q) days after the repan of

v
k
E janalysis is issued. Extenged storage requirements must be brougnt to the anention oi Ralston Anatytical Laboratories prior to or at the tme of sample submission,

R11710Q-9008



Raiston Purina Compani™

Checkerboard Square
Saint Louis, MO 63164
RT LAB NUMBER 614495 PAGE 2 —_
5713 M REF, GUINEA PIG DIET. REFRIG. GROUP 10 1‘”{75/
MONSANTO BBEG s ¥ 3 -
. cH. R
PESTICIDES & PCB *  RSPB
(PPM) (PPM)
ALDRIN. ...cvenueen.. LESS THAN 0.02 ENDRIN. v o ccmmannnn- LESS THAN 0.02 —
ALPHA-BHC . . cevuun.. LESS THAN 0.02 HCB.voeevosnoaannnn LESS THAN 0.02
BETA-BHC....... ev.. LESS THAN 0.02 - HEPTACHLOR....-.... LESS THAN 0.02
DELTA-BHC...... -«.. LESS THAN 0.02 = HEPTACHLOR EPOXIDE. LESS THAN 0.02 _
CHLORDANE . « v vaeun. LESS THAN 0.02 LINDANE. . v veeenn. . LESS THAN 0.02
DDE..... ceescceaa.. LESS THAN 0.02 METHOXYCHLOR. ... ... LESS THAN 0.02
DDT..(TOTAL) ....... LESS THAN 0.02 MIREX . o oo e seeeemans LESS THAN 0.02
DIELDRIN.. .ccoue... LESS THAN 0.02 =107 LESS THAN 0.15 o

THE LETTER CODE LCCATED BELOW EACH ASSAY 1S A METHOD REFERENCE CODE. -
FOR ADDITIONAL INFORMATION CONTACT CLIENT SERVICES 1-800-423-6832

Sfudn 47-0/ 00 -0 = -

Tha tgrm tL2zs Than' s used (0 Sty the 1ower 1t o QUANKANCH Cf IRe BrOCeONTd unger Ire condiions empioyed. The use O e 18rm "L3ss Than’ does not ooy i
iraces Of anavie were present. SamDles suOMINea (o Ralston Analyical Laporatonies 16 roune analysis wil be retained for a mimmum of thary 130) days arer ine recor of
anaiysis 1s issued. Extenced storage requirements must be brougnt 1o the atenton of Ralston Anatyucal Laboratories prior ¢ or at the Iime of samole SUDHSSION



Ralston Purina Company
Checkerboard Square
Saint Louis, MO 63164

B
C

TO R .E.GOODMAN, CC K. S. PHILLIPS, 2RS
208 WH78 Rty
i:.{ . : J{*;:" o
F LAB NO 614498 ENTERED G7/15/98 REPORTED 07/30/98 ] S/‘ é P
5713 K REF, GUINEA PIG DIET. REFRIG. GROUP § ~ ,/F
F IMONSANTO BBSG . MEQJ& ! A"" - ? / 0% :
F_ASSAY . ANALYSIS UNITS ‘3 LOW=- LIMIT 2 HIGH-LIMIT
' 'MOISTURE AT AssAY 11.6 %
MOB
P PROT.COMB. (N X 6.25) 19.6 %
E PRCB
FAT (ETHER EXT.) 5.66 pA
ot FTEE
@;FIBER (CRUDE) 14.5 %
> FIBR
ASH T.77 %
¥ ASHF
L+ IRON 259. PPM
FEF
™ TOTAL VITAMIN C 1220. PPM
t: vica _
GOSSYPOL (FREE) 8.0410 % 0.100
P GOSF
%z CARBAMATE SCREEN CRBP
A CAREAMATE PESTICIDES
OXAMYL LESS THAN C.05 PPM
r METHOMYL LESS THAN 0.05 PPM
g} 3~-HYDROXYCARBCFURAN LESS THAN 0.05 PPM
ALDICARB LESS THAN 0.05 PPM
gj PROPOXUR LESS THAN 0.05 PPM
b, CARBOFURAN LESS THAN 0.05 PPM
o " CARBARYL LESS THAN 0.05 PPM
. CARBANOLATE LESS THAN 0.05 PPM
Ei METHICCARB LESS THAN 0.05 PPM
ORGANOPHOSPHATE PEST ORGP
™ _ (PPM) (PPM)
“ DIAZINON......c.... LESS THAN 0.02 PARATHION. ........ . LESS THAN 0.02
DISULFOTON......... LESS THAN 0.02 THIMET it cecncennnen LESS THAN 0.02
r ETHION...... ess~ea. LESS THAN 0.02 THICDAN......... ... LESS THAN 0.02
H MALATHION. ... ...... LLESS THAN 0.02 TRITHION. . e evenenn. LESS THAN 0.02
. METHYL PARATHION... LESS THAN 0.02 |
-
b
£,
f gl
b
|
—
i’ “reterm “Lass Tham 1s used to sigrify the lower urrit of quanutation of the procedure unger the conditions emezioyed. The use of the term “Lass Than” does not imoty that
EA § traces of anawie were present. Samples subminied 1o Raiston Anaiyncal t.aboratories far routine anaiysis wal de retamed for @ mimmum of thirty (30) gays aner the report ot

analysts 15 1ssueo. Extenced storage requirements must be brougnt 1o the arention of Ralston Analytical taboratortes prior to or at the ime of sample submission,



Ralston Purina Company
Checkerboard Square
Saint Louis, MO 631644

RT LAB NUMBER 614496

5713 I REF: GUINEA PIG DIET. REFRIG. GROUP 4

MONSANTO BBSG

PESTICIDES & PCB ™ RSPB

(PPM)
ALDRIN. .. .vewaeo... LESS THAN
ALPHA~BHMC.......... LESS THAN
BETA-BHC.....e..... LESS THAN
DELTA-BHC.......... LESS THAN
CHLORDANE. .. v...... LESS THAN
DDE...oceeceecnee... LESS THAN
DDT..(TOTAL) ....... LESS THAN
DIELDRIN........... LESS THAN

T (PPMD)

0.02 ENDRIN. ......... ..~ LESS
g.02 (0= LESS
Q.02 HMEPTACHLOR......... LESS
g.ag2 HEPTACHLOR EPOXIDE. LESS
g.02 LINDANE....... e-e.. LESS
g.02 METHOXYCHLOR...... . LESS
g.02 MIREX...... ceeenna . LESS

0.02 PCB.eneeeeninaan .. LESS

THAN 0.02
THAN 0.02
THAN ©.Q2
THAN 0.02
THAN 0.02
THAN 0.02
THAN 0.02
THAN 0.15

THE LETTER CODE LOCATED BELOW EACH ASSAY IS A METHOD REFERENCE CODE.
FOR ADDITIONAL INFORMATION CONTACT CLIENT SERVICES 1~800-423-6832

“ne term "L2ss Than s used 1o sigrify the lower wmnit of quantitancn <1 the croceaure unger ne cONCHiens emoloyed. T2 use of the term “Lass Than” does notimoly that
rraces o1 anavie were oresent. Samples subminted lo Ralston Anaviical Laooratones 1or rouune andiysis wilt 0g retained for a MImuUm ot thirty (30} days aner the repon of
Inalyss 1S 1ssued. Extenced storage requirements must be Drougnt to the artenton of Ralston Analytical Laboratories onior 1o or at the tme ot Samole SuomIssion.

A1171Q-5008



Ralston Purina Compory
Checkerboard Squart.
Saint Louis, MG 6316~

fo~

r "TO R.E.GCOODMAN, CC K. $. PHILLIPS, 2RS .
- [i v et shby 97
- A 4

t LAB NO 614501 ENTERED 07/15/98 REPORTED 07/30/98 0

5713 M REF, GUINEA PIG DIET, REFRIG. GROUP 8 me C{# 3- N - /\, .
7 Box 2.

f”MONSANTo BBS5G
ASSAY ANALYSIS  UNITS LOW=LIMIT 2 HIGH-LIMIT
P e mem—m—— [p—— - o o - - - - - - - - - .
. MOISTURE AT ASSAY 12.2 %
MoB
~=PROT.COMB. (N X 6.25) 13.8 %
E; PRCEB ‘
“EAT (ETHER EXT.) 5.66 %
FTEE
[Mriser ¢crUDE 17.8 %
b FIBR
ASH 8.08 %
e ASHF
{ 'IRON ~ 280. PPM
FEF
pmTOTAL VITAMIN C 1220. PPM
£ VTCA
**GOSSYPOL (FREE) 0.0400 % 8.100
GOSF
™ CARBAMATE SCREEN CRBP
s CARBAMATE PESTICIDES
OXAMYL LESS THAN 0.05 PPM
= METHOMYL LESS THAN 0.05 PPM
£ 3-HYDROXYCARBOFURAN LESS THAN 0.05 PPM
ALDICARS LESS THAN 0.05 PPM
- PROPOXUR LESS THAN 0.05 PPM
‘e CARBOFURAN LESS THAN 0.05 PPM
-+ . CARBARYL ) LESS THAN 0.05 PPM
CARBANJLATE LESS THAN 0.05 PPM
r METHIOZARB LESS THAN C.05 PPM
e

URGANCPHOSPHATE PEST ORGP

1 (PPM) (PPM)

P DIAZINON..... o LESS THAN 0.02 PARATHION. « . .... ... LESS THAN 0.02

o DISULFAITON. . venen.. LESS THAN 0.02 THIMET . e oo eeeeennn LESS THAN 0.02
ETHION. . v ecnaensea.. LESS THAN 0.02 THIODAN... .. e e no.oe L.LESS THAN C.C2

B MALATHION.......... 0.10 TRITHION. - . .... ee-- LESS THAN 0.02

L METHYL PARATHION... LESS THAN 0.02

)

S B

T e tarm Lass Than' is used 10 SIgNIY he lower Imit of QUANKTARION Gf INE Broceaure LNGAT INe CoNaIons emoioved. The use of the term “Lass Than” does not moly (n-1
‘races o anaivie were present. Samoles suomitted 1o Raision Analytical Laporatories 10r routing analysis witl pe retaned for a muimum of thurty (30) days aner the recon of
inalysts 1S 15sueq. Extended storage requiremerits must be brougnt to ihe attention of Ralstan Analytical Laboratories prior ta or at the ime of sample submission,

Maaram AAn

N



Ralston Purina Company —
Checkerboard Squars
Saint Louis, MO 63164

RT LAB NUMBER 614498

5713 K REF, GUINEA PIG DIET, REFRIG. GROUP ¢

MONSANTO BBS5G

PESTICIDES & PCB " RSPB
(PPM)
ALDRIN....... ecese. LESS THAN 0.02
ALPHA-BHC...... e-.. LESS THAN 0.D02

BETA-BHC........... LESS THAN 0.02
DELTA-BHC.......... LESS THAN 0.02
CHLORDANE.......... LESS THAN 0.02

DPE...ccceceunev... LESS THAN 0.02 -

DDT..(TOTAL)....... LESS THAN 0.02
DIELDRIN...... ees.. LESS THAN 0.02

PAGE

2

—

gy (78 Shdy g0

st o oo (0% Bom 2

(PPM)
ENDRIN....c.ccc..... LESS
HCB....cvvecvenns.. LESS
HEPTACHLOR......... LESS
HEPTACHLOR EPOXIDE. LESS
LINDANE....ev...... LESS
METHOXYCHLOR....... LESS
MIREX....cevivennen LESS
201 - +-sa.. LESS

THAN
THAN
THAN
THAN
THAN
THAN
THAN
THAN

THE LETTER CODE LOCATED BELOW EACH ASSAY IS A METHOD REFERENGE CODE.
FOR ADDITIONAL INFORMATION CONTACT CLIENT SERVICES 1-~800-623-6832

g.02 “”
g.02
.02
0.G2
g.G2
0.02
9.02
Q.15

“reterm "Less Than' s used ta signity the lower »m o Guanntation ! the procedure under the conaiions emoioved. The use of the term "Less Than” does not imoly 1nat
races ol analvte were present. Sampiles subrminted 12 Raiston Analyucal Lavoratones or routine anaivsis wil be retainea for a mamum ot thurty (301 days after the repoct of
analysis 1s issued. Extended storage requirements must ba brougnt to the artention of Raiston Analytical Labcratories prior 1o or &t the ime of sample SUDMISSIoN.
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7.5 Feed Analysis Post-Day 21



Ralston Purina (.. .
Checkerboard Catig, -
Saint Louwis, MO o001

RT LAB NUMBER 61450} PAGE 2

0y e
5713 M REF, GUINEA PIG DIET. REFRIG. GROUP g

MONSANTO BBS5G '(,iﬂ [!([‘f/‘ié’ Sﬁuﬂ‘-] C{,'O"OQN

PESTICIDES & PCB " RsPB quo\g- N;nhw‘? © fex 2

(PPM) (PPM)
ALDRIN. ... ... ...l LLESS THAN 0.02 ENDRIN...... cereann LESS THAN 0.02
ALPHA-BHC. ... ..... LESS THAN 0.02 HCB......... cemmw.. LESS THAN 0.02
BETA-BHC....... --.. LESS THAN C.D02 HEPTACHLOR. ........ LESS THAN 0.02
DELTA-BHC.......... LESS THAN 0.02 HEPTACHLOR EPOXIDE. LESS THAN 0.02
CHLORDANE.......... LESS THAN C.02 LINDANE............ LESS THAN 0.02
DDE...cceceaeaena.. LESS THAN 0.02 METHOXYCHLOR....... LESS THAN 0.02
DDT. . (TOTAL)}....... LESS THAN 0.02 MIREX. (ccicneceenean LESS THAN 0.02
DIELDRIN........... LESS THAN G.02 PCB. . caeannan- eeeese LESS THAN 3,15

THE LETTER CODE LOCATED BELOW EACH ASSAY IS A METHOD REFERENCE CODE.
FOR ADDITIONAL INFORMATION CONTACT CLIENT SERVICES 1-800-623-6832

“aterm "L2ss Than”is usea ta sigriy the lower nmi ot zuanttation of e CroCegure unaer thie Lonaiions amoioven, Tha use of tne 1erm “Lass Than” goes not ana, i,
7aGes ai anaivie were oresent. Samples subminea 1o Ralston ANAIVICAI LADOratonas (CF routing anaivsis wil be retaneg 1or a miskmum of thirty (3Q) days aner e ;|
mmmmmw&&m%ﬂm@umwmmmmmmmmmmmmmwwmmmmmmmwwmmmmmmmammmmwmmwmwm

A R



- 'ooratones heckerboars S

Saint Louis, MO 63& )

fjro R. GOODMAN, _ CC K. S. PHILLIPS, .2RS g
3 £ i l’}o\q
|
" LAB NO 619450 ENTERED 08/18/98 REPORTED 10/22/98 \ o
[ 3
& 7
GUINEA PIG CONTROL DIET §713C-H BOX 1 V98.003.3004 LOT9848-1 Clr*k'JtSLii' 6Uﬂﬁf
P MONSANTO '
" AssAY ANALYSIS  UNITS LOW-LIMIT 2 HIGH=-LIMIT
o e m—— e e
| | TOTAL VITAMIN C 1160. PPM
< VTCA -n) -
CONTRACT ANALYSES ouT S+“&‘H{c‘ 7-0 | -0J-02
g? AFLATOXIN 81 LESS THAN 1.0 PP8 .
£ B2 . LESS THAN 1.0 PPB
61 LESS THAN 1.0 PPB
e G2 LESS THAN 1.0 PPB
Vo AFLATOXIN PERFORMED BY HPLC METHOD
. OCHRATOXIN A LESS THAN 5 PPB
— CITRININ LESS THAN 0.2 PPM
1 TRICHOTHECENES ‘
b T-2 TOXIN LESS THAN 0.1 PPM
HT-2 TOXIN LESS THAN 0.1 PPM
- DIACETOXYSCIRPENOL LESS THAN 0.3 PPM
{! NEOSOLANIOL LESS THAN 0.5 PPM
FUSARENON-X LESS THAN 0.5 PPM
‘ DEOXYNIVALENOL 0.2 PPM
I NIVALENOL LESS THAN 0.5 PPM
ZEARALENONE LESS THAN 100 PPB
. FUMONISIN Bl LESS THAN 0.1 PPM
‘ FUMONISIN B2 LESS THAN 0.1 PPM
= FUMONISIN B3 LESS THAN 0.1 PPM
15 ACETYL-DON LESS THAN 0.1 PPM
- 3 ACETYL-DON LESS THAN 0.1 PPM
i

F THE LETTER CODE LOCATED BELOW EAC!t{ ASSAY IS A METHOD REFERENCE CODE.
! FOR ADDITIONAL INFORMATION CONTACT CLIENT SERVICES 1-800-423-6832

A T

7

L2
N

o

NS |

1

g

™ The term "Less Than s used lo sigmify the lower mit of guanutation of the procedure under the conditions emoioyed. The use of the term “Less Than" does not imaly 1 -
‘; traces of anaivie were present. Samples supmilied 1o Raiston Analytical Laboratones for routine analysis will be relameq lor a mimmum of thirty (3G) days anter e re
- analvers 18 1ssued. Extended storage requirements must be drougnt 10 the attenhon of Ralston Analytical Laboratories onor ta or at ihe ime of sample Sudmission

o R RS

Ralston Purina Coriipe -~



Ralston

Ralston Purina Company
Checkerboard Square
Saint Louis, MO 63164

TO R. GOODMAN, CC K. S. PHILLIPS. ZRS

yj’d u‘lb\

LAB NO 6196453 ENTERED 08/18s%8 REPORTED 10/22/%98

MOD GUINEA PIG W/10% CS-A 5713C-1 BOX 1 S$98.019.3044 LOT9848-2
MONS?\NTO mectt -/ BT Bef |
ASSAY ANALYSIS  UNITS LOW~LIMIT 2 HIGH-LIMIT
TOTAL VITAMIN C 1440. PPM
VTCA

CONTRACT ANALYSES ouT

AFLATOXIN Bl LESS THAN 1.0 PPB

AFLATOXIN 82 LESS THAN 1.0 PPB

AFLATOXIN Gl '~ LESS THAN 1.0 PPB .

AFLATOXIN G2 LESS THAN 1.0 PPB S-[»w(g); 577,0/ ~00-62

OCHRATOXIN A LESS THAN 5.0 PPB

CITRININ LESS THAN 0.2 PPM

T-2" TOXIN LESS THAN Q.1 PPM

HT-2 TOXIN LESS THAN 0.1 PPM

DIACETOXYSCIRPENOL LESS THAN 0.3 PPM

NEOSOLANIOL LESS THAN 0.5 PPM :

FUSARENON X LESS THAN 0.5 PPM ‘

DEOXYNIVALENOL 0.2 PPM

15 ACETYL-DON LESS THAN 0.1 PPM

3 ACETYL-DON LESS THAN 0.1 PPM

NIVALENOL LESS THAN 0.5 PPM

ZEARALENONE LESS THAN 100 PPB

FUMONISIN 81 LESS THAN 0.1 PPM

FUMONISIN B2 LESS THAN 0.1 PPM

FUMONISIN B3 LESS THAN 0.1 PPM

THE LETTER CODE LOCATED BELOW EACH ASSAY IS A METHOD REFERENCE CODE.
FOR ADDITIONAL INFORMATION CONTACT CLIENT SERVICES 1~800-6423-6832

The term “Less Than“1s used lo sigrify the lower it of quaninauon of the precedurs under the conditions empioyed. The use of the term “Less Than” does not imply that
tracas of anatyte were cresent. Samples submited to Ralston Analyticai Laboratones for routine analysis will be retames lor a mmimum ot thirly {30} days atter the report of
analysis s Issued. Extended storage requiremants must he braugnt 1o the artenticn of Ralston Analyucal Laboratories crior 10 o at the tme of samgple submission,

R1171G-50086
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Ralston Purina Company
Checkerboard Square

gy Adldiyl
Laboratories
TO R. GOODMAN, ceC K.

LAB NO 619452 ENTERED 08/18/98

GUINEA PIG CONTROL DIET 5713C-H BOX 3 V$8.003.3004 LOTI848-1

MONSANTO
ASSAY ANALYSIS  UNITS
TOTAL VITAMIN € 1580. PPM
VTCA
CONTRACT ANALYSES ouT
AFLATOXIN Bl LESS THAN 1.0 PFB3
82 . LESS THAN 1.0 PPB
Gl LESS THAN 1.0 PPB
G2 LESS THAN 1.0 PPB
AFLATOXIN PERFORMED BY HPLC METHOD
OCHRATOXIN A LESS THAN 5 PPB
CITRININ LESS THAN 0.2 PPM
TRICHOTHECENES
T-2 TOXIN LESS THAN 0.1 PPM
HT-2 TOXIN LESS THAN C.1 PPM
DIACETOXYSCIRPENOL LESS THAN 0.3 PPM
NEOSOLANIOL LESS THAN 0.5 PPM
FUSARENON=~X LESS THAN 0.5 PPM
DEOXYNIVALENOL ' 0.2 PPM
NIVALENOL LESS THAN 0.5 PPM
ZEARALENONE LESS THAN 100 PPB
FUMONISIN Bl LESS THAN 0.1 PPM
FUMONISIN B2 LESS THAN C.1 PPM
FUMONISIN B3 LESS THAN 0.1 PPM
15 ACETYL-DON LESS THAN 0.1 PPM
3 ACETYL-DON LESS THAN 0.1 PPM

=y
¥

REPORTED 10/22/98

S. PHILLIPS,

- 0o o o o

- . s . - m -

THE LETTER CODE LOCATED BELOW EACH ASSAY IS A METHOD REFERENCE CODE.

FOR ADDITIONAL INFORMATION CONTACT CLIENT SERVICES

1-800~423-6832

The term “Less Than' is used to signify the tower timit of quanutation of the procedurs under ihe conaitions emotoyed, The use of the term “Less Than” does not imoly that
races of analyte were present. Samples submitted to Ralston Analvical Latoratones for routine analysis will be retaineq lor a cinimum of thirty (30) days aiter the report ot
nalysis is issued. Extenced storage requirements must be prougnt to the attention of Raiston Analytical Laboratories onor (o or at the hme of sampie suonussion.

R1171C 2C08



Ralston Purina Compatr

Checkerboard Square
Saint Louis, MO 63164

TO R. GOODMAN,

LAB NO 619456 ENTERED 08/18/3%8 REPORTED 10/22/98

MOD GUINEA PIG W10% CS-A B713C-I BOX 2 $98.019.3044 LOT9848~-2

MONSANTO

TOTAL VITAMIN C
VTCA

CONTRACT ANALYSES
AFLATOXIN 81
AFLATOXIN B2
AFLATOXIN Gl
AFLATOXIN G2
OCHRATOXIN A
CITRININ
T-2 TOXIN
HT-2 TOXIN
DIACETOXYSCIRPENOL
NEOSOLANIOL
FUSARENON X
DEOXYNIVALENOL
15 ACETYL~DON
3 ACETYL-DON
NIVALENOL
ZEARALENONE
FUMONISIN Bl
FUMONISIN 82
FUMCNISIN B3

CC K. S. PHILLIPS, 2RS

5?_%’5 ,1\70{‘1’3

MeCH -l By Lox 2

ANALYSIS UNITS LOW-LIMIT 2 HIGH=-LIMIT
1550. PPM
ouT

LESS THAN 1.0 PPB

LESS THAN 1.0 PPB

LESS THAN 1.0 PPB ol

LESS THAN 1.0 PPB S(w% % q—7-

LESS THAN 5.0 PFB

LESS THAN 0.2 PPM

LESS THAN 0.1 PPM

LESS THAN 0.1 PPM

LESS THAN 0.3 PPM

LESS THAN 0.5 PPM ,

LESS THAN 0.5 PPM

0.2 PPM

LESS THAN 0.1 PPM

LESS THAN 0.1 PPM

LESS THAN 0.5 PPM

LESS THAN 100 PPB

LESS THAN 0.1 PPM

LESS THAN 0.1 PPM

LESS THAN 0.1 PPM

THE LETTER CODE LOCATED BELOW EACH
FOR ADDITIONAL INFORMATION CONTACT

ASSAY IS A METHOD REFERENCE CODE.
CLIENT SERVICES 1-800-623-6832

traces of anatvie were present. Sampies submitted to Ralston Analyucat Lavoratories for routine analysis wil be retained for @ mimmum ot mirty (30) ¢ays aner the repe”
analy$s 18 issuec. Extended storage requirements must be brougnt to the artentian of Ralston Anaiytical Lataratories crior {0 or al thg time o samoie SuBmISsiosn.

RUITIC-.



Raiston Purina Company
Checkerboard Squara
Saint Louis, MO 6316

™ TO R. GOODMAN, CC K. S. PHILLIPS., 2RS

‘

o 2o

e LAB NO 615656 ENTERED 08/18/98 REPORTED 10/22/98

by
{MOD GUINEA PIG W/10% CS-B 5713C~K BOX 1 $98.021.3044 LOT98648=4 “,\ oﬂ,{‘
MONSANTO ‘ mQ«C N Q 5?‘-1

E;?Assm' ANALYSIS UNITS LOW=LIMIT Z HIGH-LIMIT

pF~TOTAL VITAMIN C 1150. PPM

£ VTCA

" CONTRACT ANALYSES ouT
AFLATOXIN B1 LESS THAN 1.0 PPB

. AFLATOXIN B2 LESS THAN 1.0 PPB : '
AFLATOXIN Gl LESS THAN 1.0 PFB : f-OD' 02
AFLATOXIN G2 LESS THAN 1.0 PPB 7 0,7, 0

m OCHRATOXIN A LESS THAN 5.0 PPB S“"

CITRININ LESS THAN 0.2 PPM
T-2 TOXIN LESS THAN 0.1 PPM

r HT-2 TOXIN LESS THAN 0.1 PPM

P DIACETOXYSCIRPENOL LESS THAN 0.3 PPM

t NEOSOLANIOL LESS THAN 0.5 PPM
FUSARENON X LESS THAN 0.5 PPM ’

F DEOXYNIVALENOL 8.3 PPM

L 15 ACETYL-DON LESS THAN 0.1 PPM )
3 ACETYL-DON LESS THAN G.1 PPM

- NIVALENOL LESS THAN 0.5 PPM

{ ZEARALENONE LESS THAN 100 PP8
FUMONISIN 81 LESS THAN 0.1 PPM

- FUMONISIN B2 LESS THAN 0.1 PPM

e FUMONISIN B3 LESS THAN 0.1 PFM

m THE LETTER CODE LOCATED BELOW EACH ASSAY IS A METHOD REFERENCE CODE.

‘. FOR ADDITIONAL INFORMATION CONTACT CLIENT SERVICES 1-800-4223-6832

=

-

L

-

L

r

o~

b

[ anel

;|

The tarm “Less Than' is used lo signify the lower tmit of Guanutauon of the procedure under the conditions emoloved. The use of the term “Less Than” does not imply tha
iraces of analvie were present. Samples submutied to Raiston Analytical Laboratories for routine anatysis vall b2 retained or a runimum ot shirty (3Q) days aher the repor o

-

: analvsis 15 1ssbiea. Extenged storage requirements must be orougnt to the aitention of Ralston Analytical Laboratories cror to or at the time of sample sucmission,

3
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Ralston Purina Company
Checkerboard Square
Saint Louis, MO 63164

TO R. GOODMAN, CC K. S. PHILLIPS, 2RS \
n\qDQ%
D
o

LAB NO 619458 ENTERED 08/18/98 REPORTED 10/22/98

/\
MOD GUINEA PIG W/10%CS~-B BOX 3 5713C-K S98.021.3046 LOT9E848-4 “\iLH at
MONSANTO N k%fg
ASSAY ANALYSIS  UNITS LOW-LIMIT 2 HIGH-LIMIT
TOTAL VITAMIN C 1250. PPM
VTCA

CONTRACT ANALYSES ouT

AFLATOXIN Bl LESS THAN 1.0 PPB

AFLATOXIN 82 LESS THAN 1.0 PPB ' 02

AFLATOXIN Gl LESS THAN 1.0 PPB 0‘,00

AFLATOXIN G2 LESS THAN 1.0 PPB g; Q‘7 -

OCHRATOXIN A LESS THAN 5.0 PPB g}%

CITRININ LESS THAN 0.2 PPM

T-2 TOXIN LESS THAN 0.1 PPM

HT-2 TOXIN LESS THAN 0.1 PPM

DIACETOXYSCIRPENOL LESS THAN 0.2 PPM

NEOSOLANIOL LESS THAN 0.5 PPM

FUSARENON X LESS THAN 0.5 PPM

DEOXYNIVALENOL 8.3 PPM

15 ACETYL-DON LESS THAN 0.1 PPM

3 ACETYL=-DON LESS THAN 0.1 PPM

NIVALENOL LESS THAN 0.5 PPM

ZEARALENONE LESS THAN 100 PPB

FUMONISIN Bl LESS THAN 0.1 PPM

FUMONISIN B2 LESS THAN 0.1 PPM .

FUMONISIN B3 LESS THAN 0.1 PPM

THE LETTER CODE LOCATED BELOW EACH ASSAY IS A METHOD REFERENCE CODE.
FOR ADDITIONAL INFORMATION CONTACT CLIENT SERVICES 1~800-423-6832

The term “Less Than 13 used to signity the lower nmit of quantitation of the pracedure under the conaiions employed. The use of ihs term “Less Than" does not imow 1nat
traces of analyte were present. Samples subm:med to Ralston Analyncat Laporatones for routine analysis will be retaned (o @ mirimum of thuty (30) cays alier the reocn ot
anatvsis is Issued. Extenced storage requiremeants must te orougnt to the attention of Ralston Analytical Laboratories crior to or at the irme of sample submission,

R1171C-5008
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a4 ! Arlalytlcal. Ralston Purina Coizipiu: -

Checkerboard Squara
Saint Loufs, fQ G,

TO R. GOODMAN, CC K. S. PHILLIPS., 2RS
_ ¢1d14ﬁ$
LAB NO 619457 ENTERED 08/18/98 REPORTED 10/22/98 @*i 0
%tH -\ ,T(
MOD GUINEA PIG W/10% CS-B 5713C~K BOX 2 $98.021.3064 LOT 9848-6 ﬂﬂ pm
MONSANTO : (% 0X 2.
ASSAY ANALYSIS  UNITS LOW-LIMIT Z . HIGH-LIMIT
TOTAL VITAMIN C 1160. PPM
VTCA

CONTRACT ANALYSES ouT

AFLATOXIN Bl LESS THAN 1.0 PPB8

AFLATOXIN 82 LESS THAN 1.0 PPB : b -6 2

AFLATOXIN Gl LESS THAN 1.0 PPB 0\'»0

AFLATOXIN 62 LESS THAN 1.0 PP8 q*( -

OCHRATOXIN A LESS THAN 5.0 PPB ¥1¢£k\ X+

CITRININ LESS THAN 0.2 PPM €>

T-2 TOXIN LESS THAN 0.1 PPM

HT-2 TOXIN LESS THAN 0.1 PPM

DIACETOXYSCIRPENGL LESS THAN 0.2 PPM

NEOSOLANIOL LESS THAN 0.5 PPM

FUSARENON X LESS THAN G.5 PPM ‘

DEOXYNIVALENOL 0.3 PPM

15 ACETYL-DON LESS THAN 0.1 PPM

3 ACETYL-DON LESS THAN 0.1 PPM

NIVALENOL LESS THAN 0.5 PPM

ZEARALENONE LESS THAN 100 PPB

FUMONISIN B1 LESS THAN 0.1 PPM

FUMONISIN B2 LESS THAN 0.1 PPM.

FUMONISIN 83 LESS THAN 0.1 PPM

THE LETTER CODE LOCATED BELOW EACH ASSAY IS A METHOD REFERENCE CODE.
FOR ADDITIONAL INFORMATION CONTACT CLIENT SERVICES 1-800-423-6832

The term "Less Than'1s used (o sigmfy ihe lower imt of quanmation of the procedure under tne conditions emoioyed. The use 0! the term “Less Than” does aot imoly that
. races of anaivia were present. Sampies submitteqd ta Ralston Analytcal Lavbaratores for roytne anatysis wil ©e retained for a minimum or thirty (30} days after the report ot
anaiysis 15 sssuea. Extenaed storage requirements must te orougnt 1o the attention of Ralston Analyticat Laboratories orior 10 or at the time of sample Suomission,

RU1714-5008



Raiston-Rurina Company
Checkearboard Squsce
Saintlouis;: MO 63164 -

TO R. GOODMAN, CcC K. S, PHILLIPS, 2RS

LAB NO 619455 ENTERED 08/18/98 REPORTED 10/22/98 @‘ f\

MOD GUINEA PIG W/10%CS~A 5713C-I BOX 3 S9E£.019.2044 LOT9848-2 ZCHJ} Btw g
MONSANTO ‘ m

ASSAY ANALYSIS  UNITS LOW=LIMIT 2 HIGH-LIMIT
TOTAL VITAMIN C 1660. PPM
VTCA
CONTRACT ANALYSES ouT
AFLATOXIN Bl LESS THAN 1.0 PPB
AFLATOXIN B2 LESS THAN 1.0 PPB : 002
AFLATOXIN Gl " LESS THAN 1.0 PPB . d; Q‘].—O( - ‘
AFLATOXIN G2 LESS THAN 1.0 PPB SSTI
OCHRATOXIN A LESS THAN 5.0 PPB
CITRININ LESS THAN 0.2 PPM
T-2 TOXIN LESS THAN 0.1 PPM
HT-2 TOXIN LESS THAN 0.1 PPM
DIACETOXYSCIRPENOL LESS THAN 0.3 PPM
NEOSOLANIOL LESS THAN 0.5 PPM
FUSARENON X LESS THAN 0.5 PPM
DEOXYNIVALENOL 8.2 PPM
15 ACETYL-DON LESS THAN 0.1 PPM
3 ACETYL-DON LESS THAN 0.1 PPM
NIVALENOL LESS THAN 0.5 PPM
ZEARALENONE LESS THAN 100 PPB
FUMONISIN Bl LESS THAN 0.1 PPM
FUMONISIN B2 LESS THAN 0.1 PPM
FUMONISIN B3 LESS THAN 0.1 PPM

THE LETTER CODE LOCATED BELOW EACH ASSAY IS A METHOD REFERENCE GCODE.
FOR ADDITIONAL INFORMATION CONTACT CLIENT SERVICES 1-800-423-6832

The term "Less Than is used to signity the lower imit of quanutation of the procedure under the canditions emoloved. The use of ihe term “Less Than® daes ot imply tnat
traces of analvte were present. Samoles submutted to Raiston Analytical Laboratones for routine analysis vl be retamed for a minimum ot thirty (30) days atter the ¢eport of
analvsis IS 1ssued. Extenaed storage requirements must ba brougnt to the attention of Ratston Analytical Laboratornes onor (0 or at the tme of samgle sugrission,

A1171G-9008




Ralston Purina Company
Checksrboard Square
Saint Louis, MO 63164

70 R. GOODMAN, CC K. S. PHILLIPS, 2RS \q‘%
b | [e? w20

P=AB NO 619460 ENTERED 08/18/98 REPORTED 10/22/98 . o
| | |

ke 4 . "
MOD GUINEA PIG W/10% CS~D 5713C-M BOX 2 S$8.023.3044 LOT9848-6 nv%ﬂ}+j3

Er;x,orws;-\r\rrca Bor P
H
ngSAY ANALYSIS  UNITS LOW-LIMIT 2 HIGH-LIMIT
"OTAL VITAMIN C 1110, PPM
i+ VTCA
CONTRACT ANALYSES ouT
, AFLATOXIN Bl LESS THAN 1.0 PPB .
? AFLATOXIN B2 LESS THAN 1.0 PPB Sf‘mﬁvﬁ 47 -O) -90-52%
v AFLATOXIN Gl LESS THAN 1.0 PPB
AFLATOXIN G2 LESS THAN 1.0 PPB
fﬂ OCHRATOXIN A LESS THAN 5.0 PP8
.. CITRININ LESS THAN 0.2 PPM
T-2 TOXIN LESS THAN 0.1 PPM
.= HT-2 TOXIN LESS THAN 0.1 PPM
Ej DIACETOXYSCIRPENOL LESS THAN 0.3 PPM
NEOSOLANIOL LESS THAN 0.5 PPM ,
- FUSARENON X LESS THAN 0.5 PPM
b DEOXYNIVALENOL 0.3 PPM
- 15 ACETYL-DON LESS THAN 0.1 PPM
p— 3 ACETYL-DON LESS THAN 0.1 PPM
P NIVALENOL LESS THAN 0.5 PPM
v ZEARALENONE LESS THAN 100 PPB
FUMONISIN Bl LESS THAN 0.1 PPM
M. FUMONISIN B2 LESS THAN 0.1 PPM
. FUMONISIN B3 LESS THAN 0.1 PPM
-

¥

. TME LETTER CODE LOCATED BELOW EACH ASSAY IS A METHOD REFERENCE CODE.
“FOR ADDITIONAL INFORMATION CONTACT CLIENT SERVICES 1-~800-423-6832
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p=ae term “Less Than' is used 10 sigrify the lower imit of cuantitation of the procedure under the conditions emoioyed. The use of the term "Less Than” does not imoly that
" ces of anavte were present. Samples submitted 10 Ralston Analvucal Laboratonies for rauting analysis will be retaineq for a minimum of thuty (30} cays after ihe repon of
E jawsis 1s issuea. Extenaed storage requirements must te brougnt 1o the anention of Ralslon Anawtical Laooratories oniof ta of at the me of sample subrission,

ST AN




Ralston Purina Compeauty
Checkerboard Square
Saint Louis, MO 63164

TO R. GOODMAN, CC K. S. PHILLIPS, 2RS
4 (\1’)0\(1%
LAB NO 619659 ENTERED 08/18/98 REPORTED 10/22/98 @Ji 0
7, Xy
MOD GUINEA PIG W/10% CS-D 5713C-M BOX 1 S$98.023.3044 LOT9848~6 cu” 2 Nen
MONSANTO ~ Ut
Box /
ASSAY ANALYSIS  UNITS LOW-LIMIT 2 HIGH-LIMIT
TOTAL VITAMIN C 793. PPM
VTCA

CONTRACT ANALYSES ouUT

AFLATOXIN 81 LESS THAN 1.0 PP3

AFLATOXIN B2 LESS THAN 1.0 PPB 60" 02

AFLATOXIN Gl " LESS THAN 1.0 PPB ot ~©

AFLATOXIN G2 LESS THAN 1.0 PPB & q (l

OCHRATOXIN A LESS THAN 5.0 PPB S%JH

CITRININ LESS THAN G.2 PPM

T-2 TOXIN LESS THAN G.1 PPM

HT-2 TOXIN LESS THAN 0.1 PPM

DIACETOXYSCIRPENQL LESS THAN 0.3 PPM

NEOSOLANIOL LESS THAN G.5 PPM

FUSARENON X LESS THAN 0.5 PPM ,

DEOXYNIVALENOL 0.3 PPM

15 ACETYL~DON LESS THAN 8.1 PPM

3 ACETYL-DON LESS THAN 0.1 PPM

NIVALENOL LESS THAN 0.5 PPM

ZEARALENONE LESS THAN 100 PPB

FUMONISIN Bl LESS THAN 0.1 PPM

FUMONISIN B2 LESS THAN 0.1 PPM

FUMONISIN B3 LESS THAN 0.1 PPM

THE LEFTER CODE LOCATED BELOW EACH ASSAY IS A METHOD REFERENCE CODE.
FOR ADDITIONAL INFORMATION CONTACT CLIENT SERVICES 1-800-623-6832

Thaterm-Less Than'is used to signify the tawer limit of quantination of the orocedura under the condilions emoloved. The use of the term "Less Than” dees notumaly
traces of anavte were present. Samples submitted (o Ralston Analvtical Laboratories for routine analysis wil be retained for a mieumum ot thurty (30) days aher the recert of
analysis 1s issuea. Extenced storage requiraments must be brougnt to the antention of Ralstan Anaryticat Laboratones orior to or &t the ime of sample sutmission.

R1171C-2001
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Ralston Purina Cormpeur.
Checkerboard Sqtir
Saint Louis, MO 6317

TO R. GOODMAN, CC K. S. PHILLIPS., 2RS %
30 \\\10\\q
LAB NO 619461 ENTERED 08/18/98 REPORTED 10/22/9% g“ Q
MOD GUINEA PIG W/lQ%CSfD 5713C-M BOX 3 $98.023.2864% LOT98G63~6 %ﬁ;ﬁ ’B
MONSANTO M o
)
ASSAY ANALYSIS UNITS LOW~-LIMIT 2 HHIGH-LIMIT
TOTAL VITAMIN C 1090. PPM
VTCA

CONTRACT ANALYSES T

AFLATOXIN B8} LESS THAN 1.0 PPB

AFLATOXIN B2 LESS THAN 1.0 PP8 éﬁ"& O\") ~ 0100 -8

AFLATOXIN Gl LESS THAN 1.0 PPB g;TV~ ey

AFLATOXIN G2 QESS THAN 1.0 PPRB

CCHRATOXIN A LESS THAN 5.0 PPB

CITRININ LESS THAN 0.2 PPM

T-2 TOXIN LESS THAN 0.1 PPM

HT-2 TOXIN LESS THAN Q.1 PPM

DIACETOXYSCIRPENOL LESS THAN 0.2 PPM

NEOSOLANIOL LESS THAN 0.5 pPpPM

FUSARENON X LESS THAN 0.5 PPM

DEOXYNIVALENOL 0.3 PPM

158 ACETYL~-DON LESS THAN 0.1 PPM

3 ACETYL-~-DON LESS THAN 0.1 PPM

NIVALENCOL LESS THAN Q.5 PPM

ZEARALENONE LESS THAN 100 PPB

FUMONISIN Bl LESS THAN 8.1 PPM

FUMONISIN B2 LESS THAN 0.1 PPM

FUMONISIN B3 LESS THAN 0.1 PPM

THE LETTER CODE LOCATED BELOW EACH ASSAY IS A METHOD REFERENCE CODE.
FOR ADDITIONAL INFORMATION CONTACT CLIENT SERVICES 1-800-423-6832

The term "Less Than"is used to signify the lower i of quanuitation of the procedure under the condiions emoicyed The use of e term ".ass Than” does not o U
races ot analyie were present, Sampies submitted (o Raiston Analytical Laboratones tor routing anatysis witl 08 retaned or a muimum of ity (30) days ater e moac ot
Inaivses 13 Issued. Extended storage requirements must be brougnt 1o the attention or Ralston Andiyucat Labpcralories prior 10 or at the ime of sample sucmisssicn

R1t71G- 000



