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1. STATEMENT OF NO DATA CONFIDENTIALITY CLAIMS 

No claim of confidentiality is made for any information contai 
the basis of its falling within the scope of FIFRA §10(d)(1)(A , 

"We submitted this material to the United States 
Agency specifically under provisions contained in 
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2. COMPLIANCE STATEMENT 

This study was conducted in compliance with the Good L 
Standards as described by the FDA (21 CFR Part 58), the 
160) and the OECD [ENV/MC/CHEM(98)17]. 

·~G 
Study Director/Author 
Springborn aboratories, Inc . 

.I 
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3. QUALITY ASSURANCE STATEMENT 

This study was inspected by the Quality Assurance 
submitted to management and the Study Director in 
Standard Operating Procedures as follows: 

Phase 

05/18/01, 07/09/01, 
07/10101 

ure that it accurately describes the 
esults accurately reflect the raw data. 

Date 7J/() ItU 

s been incorporated into this report 

Reason for Change 
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6. SUMMARY 

The oral toxicity of E. coli Produced Cry38b1.11098(03 
evaluated in CO-1 mice. This study was performed in whic 
received the test article at varied dose levels as indicated b 

Target Dose 
Lever 

(mg/kg) Female 
0 10 

2700 10 
300 10 

Protein 
900 10 10 

10 10 

necropsy examination was-p 

No mortality occur 
noted during -the 
weight or the 
Cry38b1.110 
Cry38b1.11 
consumpti 
consum I n i 
at necr 

study. No significant clinical observations were 
statistical differences were observed in the body 

- gain data. The 300 mglkg E. coli Produced 
rotein males and the 900 mglkg E. coli Produced 

Protein males had a significant increase in food 
red to the control group during the day 0 to 7 food 

only. No significant gross internal findings were observed 
day 14. 
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8.1 . Experimental P 

ontral and Vehicle Control Articles 

control articles were received fram the Sponsor and 
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S onsor'slD 
Vehicle Control 
Lot No.: 6839197A 

Protein Control (8SA) 
Lot No.: 838089 

E. coli Produced 
CryY38b1.11098(Q349R) 
Protein 300 mg/kg 
Lot No.: 6962478 

E. coli Produced 
Cry38b1 .11098(Q349R) 
Protein 900 mg/kg 
Lot No.: 6962478 

E. coli Produced 
Cry38b1.11098(Q349R) 
Protein 2700 mg/kg 
Lot No.: 6962478 

8.3. Retention S 

The Sponsor 
article. 

(9) 

Assigned 
SLiID 

V01 .002.3044 

S01 .025.3044 

S01.022.3044 

S01 .023.3044 

Report Amendment 1 

04/17/01 ' 

04/17/01 

04/17/01 

Ie for maintaining a retention sample of the test 

n of dosing, samples of each bulk material were collected, frozen 
to the Sponsor. 
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8.5. Method of Test/Control Article Preparation 

The test and control articles were administered as received fr 
and were stirred continuously for approximately 20 to 30 minut 

dispensed fresh on the days of dosing and were stirred c 
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8.7.3. Food 

8.7.4. Water 

Municipal tap water treated by reverse 
throughout the study. The purified water 
system. Monitoring of the drinking wat 

8.7.5. Acclimation 



SLI Study No. 3044.856 (12) 

9. EXPERIMENTAL PROCEDURES 

9.1. Dosing 

On day 0, the. animals chosen for use on study were wei 
hours prior to dose administration. The test article was 
two equal separate doses administered 4 hours apart (± 
tipped stainless steel gavage needle attached to a syrin 

ose 
Group olume 

No. Treatment mLlkg)a.b 

1 Vehicle Control :S 33.3 
1a Vehicle Control :S 33.3 
2 Protein Control (8SA) :s 33.3 
2a Protein Control (8SA) :s 33.3 
3 E. coli Produced :s 33.3 Cry38b1.11098(Q349R) Protein 
3a E. coliProduced :s 33.3 Cry38b1.11098(Q349R) Protei 
4 E. coli Produced :s 33.3 Cry38b1.11098(Q349R) Pr n ..f..J 
4a E. coli Produced 0' 900 :s 33.3 

Cry38b1.11098(Q349R) t~ 
5 E. coli Produced 

2700 :S33.3 Cry38b1.11 098(Q34 pr~ 
5a E. coli Produced 0 2700 :s 33.3 C 38b1.11098 rote' 

No. of Animals 

Male Female 
10 

10 
10 

10 

10 

10 

10 

10 

10 

10 

ated based on the animal's nonfasted (day 0) body 
ned to ad libitum feeding after dosing. 
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9.2. Clinical Observations 

Study animals were observed for clinical abnormalities two time 
(post-dose) and daily thereafter (days 1-14). A general heal 
was performed twice daily (in the morning and in the afternoo 

9.3. Body Weights 

Individual body weights were obtained for the study ani 
0). prior to dosing on day 0 and on days 7 and 14. 

9.4. Food Consumption 

Individual food consumption was measured on d 

9.5. Scheduled Euthanasia 

All study animals were euthanized by 
termination (day 14) and necropsied. Bo 
and pelvic) were opened and examined. 
retained in 10% neutral buffered forma' 

9.6. Protocol Deviations 

No protocol deviations occurred 

1 o. ANALYSIS OF OAT A 
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11. MAINTENANCE OF RAW DATA, RECORDS AND SPECIM 

The following records were transferred to the SLI archives for a 

-Protocol, protocol amendments and protocol deviations (if a 
-Study related correspondence 
-Test article receipt, utilization and preparation data 
-Animal husbandry data 
-In-life and pathology data 
-Specimens 
-Final report 

The Sponsor will be contacted prior to final disp 

12. RESULTS 

12.1. Analytical Dose Analysis 

The analytical results of the dosing 
are presented in Appendix 8. The 

900 

2700 

Analytically Confirmed 
Dose levelb (m Ikg) 

o 
2900 
400 

1100 

3200 
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12.3. Clinical Observations 

Summary Data: Table 2 
Individual Data: Appendix C 

Summary Data: Tables 3 and 4 
Individual Data: Appendices D and E 

(15) 

No statistical differences were observed i ~d eight or the body weight 
gain data. Slight body weight loss was ten or e female (A 1166/F) during 
the day 0 to 7 body weight interval giv the Prl n Control (8SA). During the 
day 7 to 14 body weight interval, a . h~d eight loss was noted for one 
male (A 1 079/M) given E. coli Pr?d d <9'Y.3 1.11098(Q349R) Protein (2700 
mg/kg), one female (A 1125/F) gl ol roduced Cry38b 1.11 098(Q349R) 
Protein (300 mg/kg) and one e 1148/F) given E. coli Produced 
Cry38b1.11098(Q349R) Prote· ( /kg); however, these · animals all 
exceeded their initial body w 1 ht s y termination (day 14). 80dy weight 
gain was noted for all other 1 g the test period. 
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across all five of the groups and were therefore not considered to b 

13. CONCLUSION 

There were no adverse effects attributed to the oral ad 
Produced Cry38b1.11098(Q349R) Protein in male and fe 
400. 1100 or 3200 mg/kg (target levels of 300. 900 or 2 
of body weight. Therefore. the No-Observed-Effec v 
Produced Cry38b1.11098(Q349R) Protein administ r: d 
gavage to mice was determined to be at least 320 
of body weight. the highest tested dose. 

Date ] 1'1 10 I 

14. 
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TABLE 1 
Study No. 3044.856 AN ACUTE ORAL TOXICITY STUDY IN RATS 

SUMMARY OF MORTALITY . MONSANTO COMPANY 

Study Day 

No. of 
Animals o 1 2 3 4 5 6 7 8 9 

10 o 0 0 o 0 o 0 o 0 0 

10 o 0 0 o 0 o 0 o O. 0 

10 000 o 0 o 0 o 0 0 
Vry'''Dl.llU""(<'M'"~ ~ 

E. coli Produced 1~ r"'\ 0 0 0 o 0 o 0 o 0 0 
Cry3Bb1.11098(Q349R) Protein 

E. coli Produced 
:L{UU~c:t t ~~ o 0 o 0 0 

Cry38b1 .11098(Q349R) Protein 

Female Vehicle Control 0 10 o "o'./:p 0 0 0 

Protein Control 2700 10 

E. coli Produced 300 10 o 0 0 
Cry38b1 .11098(Q349R) Protein 

10 11 12 13 
0 0 0 0 

0 0 0 0 

0 0 0 0 

0 0 0 0 

0 0 0 0 

0 0 0 0 

0 0 0 0 

0 0 0 

E. coli Produced 900 10 
Cry38b1 .11098(Q349R) Protein 

o 0 0 o 0 o U u 'Q... '-..Q ..... £t:Y.Jl '<l""", 0 

2700 10 o 0 0 o 0 o 0 o 0 0 

PAGE 1 

14 Mortalit 
0 0/10 

0 0/10 

0 0/10 

0 0/10 

0 0/10 ..-... 
-"" 
co ........ 

0 0/10 

0 0/10 

0 0/10 

0 0/10 

---------------------



---------------------
TABLE 2 

AN ACUTE ORAL TOXICITY SnJDY IN MICE PAGE 1 
SUMMARY OF SURVIVAL AND CLINICAL OBSERVATIONS (OCCURRENCE/ANIMALS AFFECTED) 

HALE 

DAY o TO DAY 14 
1 2 3 4 5 
0 2700 300 900 2700 

-~~-~-~-- ---------------------------------------------------------------------------------
NORMAL t: 
-NO CLINICAL SIGNS Cl-l:' 160/10 160/10 151110 160/10 160/10 

DEAD .:y. 
-SCHEDULED EUTIIANASIA ~ )JI} 10/10 10/10 10/10 10/10 

BODY 
-RAISED AREA ~~0_~~ 8/ 1 01 0 01 0 
-SHALL SCAB(S) 5/ 1 01 0 01 0 

~ 

----------------------------------------------------~------- ~ 

": 



DEAD 
-SCHEDULED EUTIlANASIA 

TABLE 2 
AN ACUTE ORAL TOXICITY STUDY IN MICE 

SUMMARY OF SURVIVAL AND CLINICAL OBSERVATIONS (OCCURRENCE/ANIMAlS AFFECTED) 

----- F E MAL E -----

DAY 0 TO DAY 14 
1A 2A 
o 2700 

160/10 

10/10 

3A 
300 

160/10 

10/10 

4A 
900 

160/10 

10/10 

PAGE 2 

SA 
2700 

160/10 

10/10 

,.... 
I\.) 
o ........ 

---------------------



---------------------
TABLE 3 

AN ACUTE ORAL TOXICITY STUDY IN MICE 
SUMMARY OF BODY WIGHT DATA (GRAMS) 

PAGE 1 

HALE 
--------------------
1 2 3 a 2700 300 

4 5 
900 2700 

DAY --------------------------------------
29.1 29.2 29.1 
1.39 1.60 1.42 

10 10 10 

---------------------
29.5 29.3 
1.89 1.66 

10 10 

28.0 27.7 
1.40 1.48 

10 10 
''<., 

HEAN 5 0..(: 30.8 S.D. 
\0 llJqi- lO 

1.67 N 
10 

')# 

HEAN 32.1 
S.D. 1.91 

N 10 

28.3 27.5 
1.94 1.28 

10 10 

31.4 30.4 
1.84 1.58 

10 10 -'" ->. 
'--

32.8 31.9 
2.20 1. 75 

10 10 

DAY a 

DAY 7 

DAY 14 

-------------------------------------------------------------------~-
NONE SIGNIFICANTLY DIFFERENT FROH CONTROL 



TABLE 3 
AN ACUTE ORAL TOXICITY STUDY IN MICE PAGE 2 

SUMMARY OF BODY WIGHT DATA (GRAMS) 

----- F E MAL E -----
-----------------------
1A 2A 3A 4A 
0 2700 300 900 

SA 
2700 

--------------------------------------
25.3 25.4 25.4 25.4 
0.96 1.02 0.95 0.95 

10 10 10 10 
DAY 0 23.9 24.2 24.2 24.2 

0.94 1.23 0.93 
10 10 10 

0.93 
10 

MEAN 25.7 25.4 
S.D. 0.90 1.09 

N 10 10 

25.4 
0.96 

10 ........ 
N 

DAY 7 

N 
MEAN 27.0 27.0 
S.D. 0.95 1.68 

N 10 10 

......... 
26.9 
1.24 

10 

DAY 14 

---------------------------------------------------------------------~- ----------------------------------------NONE SIGNIFICANTLY DIFFERENT FROM CONTROL 

---------------------



---------------------

DAY 7 TO 14 

TABLE 4 
AN ACUTE ORAL TOXICITY STUDY IN MICE 

SUMMARY OF BODY llEIGHT GAm DATA (GRAMS) 

MALE 
--------------------
1 2 3 
0 2700 300 

--------------------
3.2 3.1 

0.96 0.94 
10 10 

1.5 1.7 
0.52 0.54 

10 10 

4 
900 

3.1 
1.30 

10 

1.4 
0.65 

10 

5 
2700 

2.9 
1.77 

10 

1.5 
0.85 

10 

PAGE 1 

..--.. 
I\.) 
(J.) 
'-" 



TABLE 4 
AN ACUTE ORAL TOXICITY SnIDY IN MICE 

SUMMARY OF BODY WEIGHT GAm DATA (GRAMS) 

1A 
o 

----- F E HAL E -----

2A 
2700 

3A 
300 

4A 
900 

SA 
2700 

1.3 1 5 
0.95 0 85 1. 

2 
1 2 

DAY 7 TO 14 ~-(""'J.->- "'-"'- 10 '10 o·t~ 0.46 ~~"'- 1 1 10 

_____ 0.46 1.2 1.6 
____________________ 10 0.85 1 31 1.5 

NONE SIGNIFICANTLY DIFFERENT----FR--O-H--------~"'.:-~A---~ ~ _ 10 ·10 0.64 CONTROL ~ .-~~------------------------------ 10 ------------------------

PAGE 2 

N 
~ -

---------------------
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TABIE 5 

AN AClJl'E ORAL lDXICTIY S'IUDY IN HICE 
SUMMARY OF F<XJ) cmstJHPTICN DATA (GWiSIID!DAY) 

----- MAL E -----

PAGE 1 

-.-----------------------------------------------------------------------------------------------------
1 2 3 4 5 
0 2700 300 900 2700 

'~----O-iO--~~'-~~-~~---~A7~~------------i97~4------------206~O:-----------204~9:-----------202~3 
11.50 10.48 9.18 18.34 

10 10 10 10 
...................... " r~ ...................... 

DAY 7 'ID 14 

-I\.) 
CJ1 
'-' 



DAY 

DAY 7 TO 14 

TABLE 5 
AN Aarl'E ORAL 'lOXlCTIY S1UDY IN MICE 

SUMHARY OF roD crnsuMPTICN DATA (GRAHSflG/DAY) 

----- .F E HAL E -----

PAGE 2 

-~--------------------------------------------------------------------------------------------------~~ U ~ ~ ~ ~ 
o 2700 300 900 2700 

----------------------------------------------------------------------------------------
0.3 202.8 207.3 208.8 208.4 

~~M ~." M.~ U.ro 
W W W W 

218.9 213.9 201.3 

N:NE SIOOFICANl1.Y DIFFERENl' FIm <XNrnOL 
.-... 
I"V 
(j) --

---------------------



---------------------

DAY OID 7 ~ ~ .... ltBAW '" 

TABLE 6 
AN Aa1l'E ORAL 10XICTIY SlUDY IN MICE 

SUMMARY OF fOO) <rNSUMPl'I(N DATA (rnAHS/lINIMAUDAY) 

"'~ 

1 
o 

5.2 

----- MAL E -----

2 
2700 

5.5 
0.35 

10 

3 
300 

5.7* 
0.41 

10 

5.8 
0.28 

10 

4 
900 

5.8* 
0.34 

10 

5.7 
0.49 

5 
2700 

5.5 
0.38 

10 

5.7 
0.34 

PAGE 1 

-N 
-...j --



TABLE 6 
AN Aarl'E ORAL 'IDXICTIY S'lUDY 1N HICE 

SUMMARY OF FCro crNSUMPIICN DATA (GWfS/ANIHAlJDAY) 

----- F E HAL E -----

lA '}J. 3A 4A SA 
0 2700 300 900 2700 

------------------------------------------------------
DAY 4.8 5.0 5.1 5.0 

0.48 0.36 0.46 0.28 
10 10 10 10 

DAY 7 1U 14 5.6 5.4 5.1 
0.77 0.63 0.35 

10 10 10 

N:ro: SIOOFICANl'LY DIFFERENI' FROM <XNIROL 

PAGE 2 

-'" co ........ 

---------------------



---------------------
TABLE 7 

.AN AaJTE ORAL lOXICTIY S1UDY IN HICE 
SUMMARY OF GROSS NECROPSY OBSERVATI<NS 

saIEOOLID ElJ1HANASIA 

----- MAL E -----

PAGE 1 

--------------------------------------------------------------------------------------------------------
1 2 3 4 5 

.~ 0 2700 300 900 2700 
---------------------------------------------------------------------------------------------

W W W W W 
W W W W ill 

-----------------------------------------------------------------------------------

...-.. 
I'..) 
co ......... 



InG 
-DARK RED AREA(S) 
-REDDENED 

OVARY 
-PERIOVARIAN CYST(S) 

TABIE 7 
AN ACUl'E ORAL TOXICTIY S'IUDY IN MICE 
SUMMARY OF m)SS NFOOPSY OBSElWATIOOS 

saIEOOLED ElJIHANASIA 

lA 
o 

----- F E HAL E -----

2A 
2700 

3A 
300 

4A 
900 

PAGE 2 

SA 
2700 

-~------------------------------------------------------------------------------------------
10 10 10 10 10 

3 8 9 9 

1 
1 

o 
o 

o 
o 

o 
o 

2 1 1 
------------------------------------------------------ -w 

o .......... 

---------------------
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CE~TJFICATE OF ANALYSIS 

Produot: Albumin, Bovine Serum, Fraotion V, Fatty Acjd~Poor, Nucle 

Product Number: 1~6609 

Lot Number: 838089 

Molecular Weight! 

Appearance 

! 
66,000 ! 

TEST 

Solubility (A£50nm 'Of 1 % 'solution) 

SDS-PAGE 

Loss on drying 

Heavy Metals 

pH 

Sulfated ash 

Nuclease 

Protease 

Free Fatty Acid 

, 
J , 

6.9 

0.8% 

None detected 

None detected 

0.016% 

, ' 

, 

I 
~'I 

,.,1 
··:1 
'1 
"1 
" 
'.-1 

I 
··.·1 

• I • 

<i 
I 

'·'1 
I 

.-~----.. ,. '1 
r-------~--------~~~~rr----------_r------------~---------

~ ________ ~----~~~~~----------~-R-e-f-ri-~-re-· t-o-r-~-Cc-j,-----~ , I 

2 3)14;/6/ , .. ' I' 
':oate 

" ',' ,I 
.. ···1 
'. ' 

I 
( .llbhl"l<'n1-~'''·,I''lIh:hl'm Cllrp(lf;uic'n • I o.~1)4 Jl:z~ilic Center CoUrt • S1n Dit:go. CA 92121 ·4340 • TcJ. 858. 450 - 9600 • FlU: s';a • 453· J'55i 

. An Affili:1t~ of Merck KC!lA. D:lrmsudc. G.::rmltm· . I 
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Monsanto Company 
Final Analytical Report 
Product Safety Center 

Analytical Report for Monsanto Study SB-

Analvtical Study Title 

Authors 

Monsanto Company 
Ecology Technology Center 
800 North Lindbergh Blvd. 

St. Louis, MO 63141 

Laboratory Project ID 

SB-2001-085 
SLI Study 3044.856 

a, M.S., Christopher R. 
A. Turner, M.S., 
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SLI Study No. 3044.856 

Monsanto Company 
Final Analytical Report' 
Product Safety Center 

(35) 

Statement of Compliance for Analytical Study Titled: 

. Preparation, Formulation and Confirmation of Doses for an A 
Toxicity Study with E. coli-Produced Cry3Bbl Protein (lot 696 

Performed at Springborn Laboratories, Inc. 

This study meets the GLP requirements for 40 CFR PaIt 160 

Date: (!;)~-:J,; '7 49!J/ 
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Monsanto Company 
Final Analytical Report 
Product Safety Center 

Analytical Report for Monsanto Study SB-2 

Quality Assurance Statement for Analytical Study Titled: 

Preparation, Formulation and Confirmation of Doses for an 

Performed at Springborn Laboratories, Inc 

Reviews conducted by the Quality Assurance Unit confinn th 
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The total amount of protein administered in the BSA protein control dose was 
amino acid analysis to be comparable [2900 mg BSN kg (BW)] to the high 
Protein dose. 

2.0 Introduction 

I Genetically modified com, corn event MON 863, pro due 
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3.0 Purpose 

4.0 Materials 

4.1 

4.2 Control Substances. 

4.3 
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There was no test system for this study specific work procedure. 
were employed to assess and confirm the test and control doses. 

6.0 Justification of the Analytical Methods 

7.0 Methods 

, 7.1 
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High Test Protein dose Target = 

7.2 

Dose rate 

Test Protein Per Dose = 81 mg + 2 

protein concentration of 43.5 
on this information, the pu . 
0.94 = 40.9 mglrnL). 
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Dose Time 
Males, Day 1, AM 
Males, Day 1, PM 
Female;s, Day 2, AM 
Females, Da 2, PM 
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Sam Ie 
Stabili IConcentration 

before dosing 
after final dosing 

before dosing 
after final dosin 
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7.6 

A detailed description of the imaging/densitometry method was arc 
raw data. Aliquots of each dose were diluted to provide three con 
Test Protein that were compatible with the SDS-PAGE techniqu . 
were compared by densi.tometry to assess the stability of the T refin 
the mouse gavage expenment. "-J 

The fixing solution was replace 

s, and 
An aliquot 

analyzed by 
ti 3 I-lg/lane 

m the same 
ry lamide gels. 

es were diluted with 

potato beetle diet incorporation bioassay (SOP No. 
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p = C + (1- C)F(x'b) 
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8.0 Control of Bias and Quality Control Measures 

9.0 Results and Discussion 

The analytical phase of the mouse oral acute toxicit 
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otein. The functional activity of the Test Protein 
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9.5 

9.6 

Table"- l ~ _ Insect bioassay results using the larvae of CPB. 
corrected for purity prior to analysis. 

Protein Source 
E. coli 

Assay Replicatea 

1 
2 

Pooledb 

a A total of 128 insects were tested for each replicate. 
b Calculated using the all data from assay replicates 1 and 2. 

is results for the Test 

The expected 

The sequence infonnation is 

code is A, alanine; D, aspartic acid; E, glutamic acid; F, 
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The concentration of the test dose formulations calculated from the <U.L.L".'., 

composition analysis and percent purity data averaged 400, 1100 and 
Proteinlkg (BW), compared to targeted concentrations of 300,900 
Test Proteinlkg (BW), respectively. 

10.0 Conclusions 

activity by an insect bioassa 
acute gavage study. 

ility (as assessed by SDS-PAGE and functional 
levels for the Test Protein used within the oral 
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Table 2. Summary of Dose Formulations 

Dose: 
High Dose Test Protein 
Mid-Dose Test Protein 
Low Dose Test Protein 
Protein Control (BSA) 

Phosphate Buffer 

a not applicable 

Target Dose 
(m (BW)) 

2700 
900 
300 
2700 
o 

Substance 
Amount 
80mL 

26.4mL 
8.8 mL 
3.97 
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Table 3. 

Sam Ie 
Pre-Dose 
Samples 

High Dose 
Test Protein 

Mid-Dose 
Test Protein 

Low Dose 
Test Protein 

BSA Protein 
Control 

Post Dose 
Samples 

High Dose 
Test Protein 

Mid-Dose 
Test Protein 

Low Dose 
Test Protein 

BSA Protein 

Observed Protein Concentration of Test and Control Prot 
Compared to Targeted Concentrations 

Target 
Target Dose Protein Cone. 
(m BW) (m lnL) 

2700 40.5 46.2 

900 16.3 

300 6.0 

2700 44.2 

2700 40.5 48.8 

13.5 16.6 

4.5 6.2 

40.5 44.1 

served concentration of Protein Control (BSA) the following equation was used: 
tration x Percent Purity of Protein Control (BSA) (95.0%) = Observed Concentration 
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Table 4. Summary of the Purity Analysis Data for the Test Protei 

% Puritya % Puritya 
Sam Ie. 1.0 Load 2.0 Load 

Pre-Dose 
Samples 

High Dose Test Protein 97.5 96.3 
Male 

High Dose Test Protein 98.8 98.9 98.9 
Female 

Mid-Dose Test Protein 97.7 96.7 
Male 

Mid-Dose Test Protein 96.9 96.5 
Female 

Low Dose Test Protein 99.0 98.1 98.4 
Male 

Low Dose Test Protein 98.5 98.0 
Female 

Post-Dose 
Samples 

High Dose Test Protein 96.1 95.5 96.2 
Male 

High Dose Test Protein 99.0 99.2 99.2 
Female 

96.2 96.2 96.4 

96.8 96.8 96.9 

98.7 98.4 98.5 98.5 

97.5 98.8 98.4 98.2 

lculated as the sum of the major band (-74 kDa) present in the Test Protein dose 
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Table 5. Summary of the Homogeneity Samples for the Test Protein 

Targeted 
Dose 
Cone. 

[m mL] 
Males: 
40.5 

13.5 

4.5 
Females: 

40.5 

13.5 

4.5 

Observed a 

Test Protein 
Top Left 

Sam Ie [m mL] 

49.3 

16.3 

6.2 

44.8 

16.4 

5.9 

Observed a 

Test Protein 
Middle Center 

Sam Ie [m mL] 

48.7 

16.8 

6.2 

47.4 

a For calculation of observed concentration of 

Total Protein Concentration x Percent Puri 

Observed a 

49.7 

16.6 

6.30 

45.9 

16.4 

6.1 6.0 

e following equation was used : 
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Table 6. Summary of the Test and Control Protein Doses 

"Pre-Dose" 
Targeted Dose Dosing 
Test Protein Test Protein 
(m BW) (m /k BW) 

300 400 400 

900 1100 1100 

2700 3100 3200 
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A y 

~~.~~ •• ~:1 2 · w 
'~" 

., .;, . 
i 

PC Pre-Dose 

1 2 3 4 5 B ~~~~"''''1)~;"~~~''~ 

I • . ,', ':'~ . . . 

12 ~_· 'j. 
I~~~'~ 

.;.;...;...-. 97.4 

68.0 

" 
I ' ~~ ~ 43.0 

~. 29.0 ' 

.~ 18.4 

~ 14.3 
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I~~ .. >" ::11 -;-~ .•• , ," , " ."' •• ;1'" t;J-.' , ~"!,",,,"rJA·" ·U 
". 1 I.~>'- . ". •. 

~l." , 

PC Pre-Dose 

~ 
~ 

i 

Post Dose 

29.0 

, 18.4 

14.3 

20%) analysis of Colloidal Brilliant Blue G stained 
dose before and after administration to mice. Panel A 
samples of Mid-Test Dose for male mice. Panel B refers 

Rlo:Se'1bftJ't<»~samples of Mid-Test for female mice. Lanes 1,6 and 10 
with molecular weights (kDa) indicated on the right. Lane 2 
prepared from stock solution of Test Protein [-2 Jlg load Test 

Lanes 3, 4 and 5 correspond to pre-dose samples at 1, 2 and 3Jlg 
Lanes 7, 8 and 9 correspond to post dose samples at 1, 2 and 3 J.lg' 
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A 

8 
200 

97.4 

68.0 

18.4 

14.3 

20 % ) analysis of Colloidal Brilliant Blue G stained 
pt.,,.flPiioh dose before and after administration to mice. Panel A 

of(1tellD samples of Low Test for male mice. Panel B refers to 
pT..QItem g'all[lOlc~S of Low Test Dose for female mice. Lanes 1, 6 and 10 

with molecular weights (kDa) indicated on the right. Lane 2 
prepared from stock solution of Test Protein [-2Ilg load Test 

. Lanes 3,4 and 5 correspond to pre-dose samples at 1, 2 and 31lg 
Lanes 7, 8 and 9 correspond to post dose samples at 1, 2 and 3 Ilg 
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i 
PC Pre-Dose 

Post Dose 

(~20%) analysis of Colloidal Brilliant Blue G stained 
¥lu .... .&1.~ I" ... ~n· .. , ln Control dose before and after administration to mice. 

dose 2700 mg/kg (BW) BSA protein control samples for 
to pre- and post dose 2700mg/kg (BW) BSA protein control 

t(/f]:Jfen~ile:::rn.lc.t. Lanes 1,6 and 10 correspond to protein markers with molecular 
lllUll"Pl/L'U on the right. Lane 2 corresponds to sample freshly prepared from 

mfC)tel"m control sample [-2 Jlg load BSA protein control sample, labeled 
and 5 correspond to pre-dose samples at 1,2 and 3 Jlg BSA protein 
lane. Lanes 7, 8 and 9 correspond to post dose samples at 1, 2 and 3 Jlg 

per lane. 
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Appendix 1 

List of Applicable Method SOPs 

SOP Number 

BR-EQ-0265-01 

BR-EQ-0376-01 

BR-ME-0044-02 

PB-EQP-005-0 1 

SOP Title 

Applied Biosystems 494 Procise™ Protei 

Diet Incorporation Insect Bioassay' 
Measurement of Bacillus thurin 
Proteins 
SDS Polyacrylamide Gel Ele 
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Appendix 2 

" 

d Amendments 

dy Protocol and all amendments 
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Monsanto Study #: 
Springborn Labs, Inc. Study #: 

Title: 

Sponsor: 

Analytical Principal Investigator: 

Acute Oral Toxicity 
Study Testing Facility: 

(69) 

SB-2001-085 
3044.856 

Springborn Study #. 
Monsanto Study #: 

Study Specific Work Proced 
Formulation and Confinnati 

Cry3Bbl.11098(Q349R 
Springborn Labs 

.d.pyla@monsanto.com 

Kimberly L. Bonnette, M.S., LATG 
Springborn Laboratories, Inc. 
Ohio Research Center 
553 N. Broadway 
Spencerville, Ohio 45887 
Phone: (419) 647-4196 
Fax: (419) 647-6560 
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1.0 Purpose 

(71 ) 

Springborn Study 
Monsanto Study #: vu,,~vV" ... 

The purpose of this document is to capture the pro,ceC1~ 
characterization and confirmation of the doses of 
mouse acute oral toxicity study performed at 
Results from this study specific work Drc~cec1Un~ 

('nlT1lrnl substances used in a 
. (Spencerville, OH). 

_U~'_ I" ~ support future studies 
from Monsanto Company performed at 

2.0 . Test and Control (TIC) 

2.1 

2.2 

~,()l 7/n~nrtl1Cp.rt Cry3Bb1.1l098(Q349R) 
purified at Monsanto Company. For 

.':~"'U"'VI<'''' Cry3Bb1.11 098(Q349R) Protein, Lot 

formulated in 11I)A::>&:IJlnaJie 

data, the corllteirItnitl'Ei:1fl 

Test Protein. The test substance was 
as the vehicle. Based on the on pre-study 

Test Protein stock solution was estimated at 
43.5 the Test Protein was 94% (e.g., the Test Protein 

protein value). 

control substance was purchased from Calbiochem and is as 

Serum Albumin Lot B38089 

vehicle control substance was produced by Monsanto Company: 

I Vehicle Control: Phosphate Buffer (Lot:6839197A) 
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Monsanto Company 

Product Safety Center 

3.0 Description of Experimental Design 

The test substance was produced and purified at M()nsalt1:~ C.liN:trPa:~ supplied as a 
solution in phosphate buffer. The test substance will diluted in phosphate 

. buffer (Lot:6839197A) to produce targeted dose . The control 
substance was purchased from the manufacturer which will then be 
suspended/dissolved in phosphate buffer 
level described below: 

.E. coli produced Cry3Bbl.l109 
Protein, Lot 6962478 
Bovine Serum Albumin 2700 

The vehicle control will be nnl"\~nl\!l'1rp ~ 
~ 3.1 Dose Prep 

The doses 
of the 

o Monday, April 16, 2001 (one day in advance 
nc;r .\lj{Jluj'(~/dc;me oral toxicity study) as follows. The 

lO' ... .lJ~ .... ~<LLl'JU are based on pre-study data and infonnation 
ltlllmu:rac:tun~r. The target doses described in section 5.0 

the following assumptions. 
mouse body weight (BW) is 0.030 kg. 

will be administered at 33.33 mL/kg BW, twice daily. 
mice will be dosed at each target protein concentration. 

target dose will be administered in approximately two 
equal 1 rnL doses. 

volume (rnL) is based on the following infonnation: 

kg BW(mouse wt.) X 33.33 mUkg (dose rate) == 1 rnUdose 

For 20 mice (dosed twice) the minimum total volume of sa:mple required: 

20 mice x 2 doses xl mLldose = 40 niL 
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SLI Study No. 3044.856 

Monsanto Company 

Product Safety Center 

Protein: 

(73) 

Springborn Study If' 
Monsanto Study #: 20 

e-Study 
-PAGE Purity: 

E. coli produced Cry3Bb 1. 11 098 (Q349R) _94% 
Bovine Serum Albumin (BSA) 

Since the Test Protein will b o doses, 40.5 mg is needed 
per dose: 

Based upon Pre stu 
is 43.5 mg/ml. 

centration of the Test Protein 

. 'ty and allow sampling, 80 ml of dose will be used. 
be measured from the Test Protein and placed in a 
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Monsanto Company 

Product Safety Center 

27 mg + 2 doses = 13.5 mg/dose 

Based upon Pre study data, the concentrated supply 
at a protein concentration of 43.5 mglml. 

The purity corrected test protein concentration· 
(43.5 mg/ml x 0.94 = 40.9 mg/mJ) 

To account for variability and 
A solution (80 ml) will be pre 
will be diluted to the approp' 
phosphate buffer. 

For 80 ml of 900 m 

, 80 ml of dose will be used. 
stock of Test Protein which 

g/dose), 26.4 ml of the Test Protein 
.6 ml of phosphate buffer. 

26.4 ml- volume = 53.6 ml phosphate buffer needed for 

roduced Cr 3Bb1.11098( 349R) Protein 

x 0.030 kg BW = 9 mg 

est substance will be divided into two doses, 4.5 mg is needed 

+ 2 doses = 4.5 mg/dose 
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Monsanto Company . 

Product Safety Center 

The purity corrected test protein concentration is 40.9 mg/ 

(43.5 mg/ml x 0.94 == 40.9 mg/ml) 

A 4.5 mg/dose concentration is achieved by diluting 

to 11 % of its original concentration. 

4.5 mg/dose + 40.9 mg/dose == 0.11 

80 ml total volume x 0.11 ) = 8.8 m} of the Test Protein 

stock needed. 

8.8ml - 80 ml total 1.2 m1 phosphate buffer needed for 

dilution. 

::...;;:;.:.....;::;;....=..:~..=;;cT1~r=-=+7;r;:.;e:::.:i.:::n....:C:::..:o::.:n.:::t::.;ro:::..::l:....:d::..:;o=se, 81 mg of test substance is 

needed: 

kgBW= 81 mg 

stance will be divided into two doses, 40.5 mg is 

0.5 mg + (0.98 x 0.837) == 49 mg 
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To account for variability and allow sampling, 80 m1 of d 
. prepared. The amount of test material required is then: 

3.2 

80 doses x 0.049 gldose = 3.95 g 

4"11:.. J.Uv,'PV J of Sample Collection: 

ay 1, morning 
Day 1, afternoon 
Day 2, morning 
Day 2, afternoon 

S tabili ty IConcentration 
before dosing 
after dosing 

before dosing 
after dosing 

Sample 
Homo eneity 

If a suspension, before dosing 
Not sampled 

If a suspension, before dosing 
Not sled 
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Monsant{) Company 

Product Safety Center 

3.3 Analytical Methods 
Within four weeks of sample collection, the concentratio 
the test substance in these aliquots will be assessed usi 
analytical methods described below. 

3.3.1 N-Terminal Sequence Analysis 

3.3.2 

3.3.3 

The identity of the dosed proteins will be dete 
sequence analysis in order to assess the inte 
were dosed. 

4.0 Final Report 

5.1 
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Springborn Study : 3 I Monsanto Study #: 
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6.0 Changes to the Protocol. I 
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SL/ Study No. 3044.856 (79) 

Monsanto Company Springborn Study #: DI/'J'-~ 

Monsanto Study #: S 
Monsanto Regulatory 

Study Specific Work Procedure Amendment Form 
Monsanto Study #: SB·2001·085 

Date changes implemented: See effective dates 
Effective Date: April 17, 2001 
Page number(s) and section(s): 
Section 3.1, Page 8 of 10, Dose Preparation, 

Study Specific Work Procedure originally stated: 

Amended as Follows: 

3.3.1 

. Phosphate buffer will be add 
create a total of 80 ml of co 
of 40.5 mglml. -

It from this change: 
a1 was to be resuspended was the 

n was inadvertently left in from a 
. No impact will resultfrom this change. 
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Monsanto Company 

Monsanto Regulatory 

Study Specific Work Procedure Amendment Form 

Effective Date: May 9, 2001 
Page number(s) and section(s): 
New Section 3.3.4, Page 9 of 10, 

Amended as Fo]]ows: 

3.3.4 Insect Bioassay 
This analysis will be used to es 

Reason for Amendment a 

I 
I 

Springborn Study I Monsanto Study #: 
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SLI Study No. 3044.856 (81 ) 

Monsanto Company Springborn Study #: '.In'~ 
Monsanto Study #: S 

Monsanto Reg~atory 

I . 
Study Specific iWork Procedure Amendment Form 

Amended as Follows: 

3.3 Analytical Methods ~ 
Within six weeks of sample collection, the conc . 
the test substance in these aliquots will be asse s d g -ralyticai methods described below. 1J 

Reason for Am*rndment and wh~t impact will result I th0 ge: 
Due to including the insect bioassay analytical method . ,[;£;, dy specific work 
procedure, the time allowed for all analyses needs to 0 accommodate this 
necessary analytical method. By allowing the time 
can be performed and the results reported. 

Approved By: I 

I ) 

Patrick T. Weston 
TJsting Facility Mana 

aula A. Price 
QUljility Assurance Specialist 
Monsanto Company 

I . 

. 
Lr MA 7 '2.-&0 ( 

Date 

'-/lJtlp/ /1; dOd I 
Date 
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---------------------

Al054 H GRO 
DEAD . 

SCHEDULED E'u~~ 

Al065 H GROUP 1 (0 HG/KG) 
DEAD 

SCHEDULED EUlHANASIA 

Al070 H GROUP 1 (0 HG/KG) 
DEAD 

SCHEDULED EUlHANASIA 

Al078 H GROUP 1 (0 HG/KG) 
DEAD . 

SCHEDULED EUlHANASIA 

Al086 H GROUP 1 (0 HG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

Al092 H GROUP 1 (0 HG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

AllOl H GROUP 1 (0 HG/KG) 
DEAD 

.AN ACUTE ORAL TOXICITY STUDY IN HICE 
INDMDUAL CLINICAL OBSERVATIONS 

(POSITIVE FINDINGS) 

DAY OF 
STUDY 

1 1 1 1 1 
o 1 2 3 4 5 6 7 890 1 2 3 4 

P 

P 

p 

p 

p 

SCHEDULED EtrmANASIA P 

PAGE 1 

---------------------------------------------------------------------------------------------------------------------------------GRADE CODE: P-PRESENT 

........ 
co 
w -



AlllO H GROUP 1 (0 MG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

AlOS6 H GROUP 2 (2700 HG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

AlOS7 H GROUP 2 (2700 HG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

AI062 H GROUP 2 (2700 MG/KG) 
DEAD 

SCHEDULED EUTIiANASIA 

Al076 H GROUP 2 (2700 HG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

Al 077 H GROUP 2 (2700 HG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

Al08l H GROUP 2 (2700 HG/KG) 
DEAD 

AN ACUTE ORAL TOXICI1Y STUDY IN MICE 
INDIVIDUAL CLINICAL OBSERVATIONS 

(POSITIVE FINDINGS) 

DAY OF 
STUDY 

1 1 1 1 1 
o 1 2 3 4 S 6 7 8 9 0 1 2 3 4 

P 

P 

P 

p 

p 

SCHEDULED EUTHANASIA P 

PAGE 2 

G~i-CO~i;-p=pii~~------------------------------------------------------------------------------------------------------------

.-
co 
~ ........ 

---------------------
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AN ACUTE ORAL TOXICITY STUDY IN MICE 

INDIVIDUAL CLINICAL OBSERVATIONS 

(POSITIVE FINDINGS) 

PAGE 3 

----------------------------------------------------------------------------------------------------------

All04 M GROUP 2 (2700 HG/~) 
D~ 

SCHEDULED EUTHANASIA 

Al107 H GROUP 2 (2700 HG/~) 
D~ 

SCHEDULED EUTHANASIA 

Al059 H GROUP 3 (300 HG/KG) 
D~ 

SCHEDULED EUTHANASIA 

Al072 H GROUP 3 (300 HG/KG) 
BODY 

RAISED AREA ABDOMINAL REGION 
SHALL SCAB(S) 
D~ 

SCHEDULED EUTHANASIA 

Al075 M GROUP 3 (300 MG/KG) 
D~ 

DAY OF 
STUDY 

1 111 1 
o 123 4 5 6 7 890 123 4 

P 

P 

P 

P 

P 

SCHEDULED EUTHANASIA P 
-----------------------------------------------------------------------------------------------------------------------~-GRADE CODE: P-PRESENT 

..-... co 
01 
'-'" 



A10S4 H GROUP 3 (300 HG/KG) 
DEAD 

SCHEDULED EUlHANASIA 

A10S7 H GROUP 3 (300 HG/KG) 
DEAD 

SCHEDULED EUlHANASIA 

A109l H GROUP 3 (300 KG/KG) 
DEAD 

SCHEDULED EUlHANASIA 

A1093 H GROUP 3 (300 KG/KG) 
DEAD 

SCHEDULED EUlHANASIA 

Allll H GROUP 3 (300 KG/KG) 
DEAD 

SCHEDULED EUlHANASIA 

A1052 H GROUP 4 (900 HG/KG) 
DEAD 

AN ACUTE ORAL TOXICITY STUDY IN MICE 
INDIVIDUAL CLINICAL OBSERVATIONS 

(POSITIVE FINDINGS) 

DAY OF 
STUDY 

11111 
o 1 2 3 4 5 6 7 B 9 0 123 4 

PAGE 4 

----------------------------------------------------------------------------------------------

P 

P 

P 

P 

P 

SCHEDULED EUlHANASIA P 
---------------------------------------------------------------------------------------------------------------------------------
GRADE CODE: P-PRESENT 

..-.. 
ex> 
0) ......... 

---------------------
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AN ACUTE ORAL TOXICITY STUDY IN MICE 

INDMDUAL CLINICAL OBSERVATIONS 

(POSITIVE FINDINGS) 

PAGE 5 

----------------------------------------------------------------------------------------------------------
DAY OF 1 1 1 1 1 
STUDY 0 1 2 3 4 S 6 7 a 9 0 1 2 3 4 

p 

P 

A1066 M GROUP 4 (900 MG/KG) 
DEAD . 

SCHEDULED EUTHANASIA p 

A1067 M GROUP 4 (900 MG/KG) 
DEAD 

SCHEDULED EUTHANASIA p 

A10aS M GROUP 4 (900 MG/KG) 
DEAD 

SCHEDULED EU'llIANASIA 

A10B9 M GROUP 4 (900 MG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

A1097 M GROUP 4 (900 MG/KG) 
DEAD 

SCHEDULED EUTHANASIA p 

AllOS M GROUP 4 (900 MG/KG) 
DEAD 

SCHEDULED EUTHANASIA P 
---------------------------------------------------------------------------------------------------------------------------------
GRADE CODE: P-PRESENT 

..-co 
-.....I -



A105l M GROUP 5 (2700 MG/ 
DEAD 

SCHEDULED EU'lHANASIA 

A1069 H GROUP 5 (2700 HG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

A1073 M GROUP 5 (2700 HG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

A1079 M GROUP 5 (2700 HG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

A1083 M GROUP 5 (2700 HG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

A1094 M GROUP 5 (2700 HG/KG) 
DEAD 
SCHEDULED EUTHANASIA 

A1095 M GROUP 5 (2700 HG/KG) 
DEAD 

.AN ACUTE ORAL TOXICITY STUDY IN MICE 
INDIVIDUAL CLINICAL OBSERVATIONS 

(POSITIVE FINDINGS) 

P 

p 

P 

P 

SCHEDULED EUTHANASIA P 
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---------------------------------------------------------------------------------------------------------------------------------GRADE CODE: P-PRESENT 

-ex> 
ex> ........ 
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AN ACUTE ORAL TOXICITY STUDY IN MICE 

INDmDUAL CLINICAL OBSERVATIONS 

(POSITIVE FINDIN~S) 

PAGE 7 

--------------------------------------------------------------------------------------------------------

AII03 H GROUP 5 (2700 HG/KG) 
DEAD 

SClIEDULED EU1lIANASIA 

GRADE CODE: P-PRESENT 

DAY OF 
snJDY 

I I I I I 
o I 2 3 4 5 6 7 8 9 0 I 2 3 4 

----------------------------------------------------------------------------------------------

P 

P 

'""' p ~ 
«) 

------------------------------------------------------ ~ 

' .. 
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INDIVIDUAL CLINICAL OBSERVATIONS 

(POSITIVE FINDINGS) 

PAGE 8 

-------------------------------------------------------------------------------------------------------

A1116 F GROUP lA (0 HG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

All19 F GROUP lA (0 HG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

A1122 F GROUP lA (0 HG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

Al130 F GROUP lA (0 HG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

Al132 F GROUP lA (0 HG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

Al14S F GROUP lA (0 HG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

Al138F GROUP lA (0 HG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

DAY OF 
STUDY 

1 111 1 
o 123 4·S 6 7 890 123 4 

P 

P 

P 

P 

P 

P 
--------------------------------------------~------------------------------------------------------------------------------------
GRADE CODE: P-PRESENT 

,.-.. 
CD 
o 
'-' 

---------------------
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(POSITIVE FINDINGS) 

PAGE 9 

---------------------------------------------------------------------------------------------------------

AlllS F GROUP 2A (2700 MG/KG) 
DEAD 

SCHEDULED EU1liANASIA 

All20 F GROUP 2A (2700 MG/KG) 
DEAD 

SCHEDULED EU'lHANASIA 

Al124 F GROUP 2A (2700 MG/KG) 
DEAD 

SCHEDULED EU'lHANASIA 

Al135 F GROUP 2A (2700 MG/KG) 
DEAD 

SCHEDULED EU'lHANASIA 

A1141 F GROUP 2A (2700 MG/KG) 
DEAD 

SCHEDULED EU1lIANASIA 

Al144 F GROUP 2A (2700 MG/KG) 
DEAD 

SCHEDULED EU'lHANASIA 

DAY OF 
STUDY 

11111 
o 1 2 3 4 5 6 7 890 123 4 

-----------------------------------------------------------------------------------------------

P 

P 

P 

P 

P 

P 
---------------------------------------------------------------------------------------------------------------------------------
GRADE CODE: P-PRESENT 

-CD 
~ --



AN ACUTE ORAL TOXICITY STUDY IN MICE 
INDIVIDUAL CLINICAL OBSERVATIONS 

(POSITIVE FINDINGS) 

PAGE 10 
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Al166 F GROUP 2A (2700 HG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

Al171 F GROUP 2A (2700 HG/KG) 
DEAD 

SCHEDULED EU'llIANASIA 

Al125 F GROUP 3A (300 HG/KG) 
DEAD 

SCHEDULED EU'llIANASIA 

Al126 F GROUP 3A (300 MG/KG) 
DEAD 

SCHEDULED .. EU'llIANASIA 

Al127 F GROUP 3A (300 MG/KG) 
. DEAD 

SCHEDULED EUTHANASIA 

Al 133 F GROUP 3A (300 HG/KG) 
DEAD 

DAY OF 1 1 1 1 1 
STUDY 0 1 2 3 4 5 6 7 8 9 0 1 2 3 4 

P 

P 

P 

P 

P 

SCHEDULED EUTHANASIA P 

-----~-----------------------.---------------------------------------------------------------------------------------------------GRADE CODE: P-PRESENT 

..-.. 
<0 
/'V -

---------------------
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Al149 F GROUP 3A (300 MG/KG) 
DEAD 

SCHEDULED EU'ffiANASIA 

Al156 F GROUP 3A (300 MG/KG) 
DEAD 

SCHEDULED EU'nIANASIA 

Al15a F GROUP 3A (300 HG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

Al159 F GROUP 3A (300 HG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

All17 F GROUP 4A (900 MG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

A1l23 F GROUP 4A (900 MG/KG) . 
DEAD 

AN ACUTE ORAL TOXICITY SnJDY IN MICE 
INDIVmUAL CLINICAL OBSERVATIONS 

(POSITIVE FINDINGS) 

1 111 1 
o 123 4 5 6 789 0 123 4 
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Al140 F GROUP 4A (900 MG/ 
DEAD 

SCHEDULED EUTHANASIA 

Al142 F GROUP 4A (900 MG/KG) 
DEAD 

SCHEDULED EU1lIANASIA 

Al148 F GROUP 4A (900 MG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

Al152 F GROUP 4A (900 MG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

Al155 F GROUP 4A (900 MG/KG) 
DEAD 

SCHEDULED EU1HANASIA 

Al160 F GROUP 4A (900 MG/KG) 
DEAD 

SCHEDULED EU1HANASIA 

Al169 F GROUP 4A (900 MG/KG) 
DEAD 

AN ACUTE ORAL TOXICITY STUDY IN MICE 
INDIVIDUAL CLINICAL OBSERVATIONS 

(POSITIVE FINDINGS) 

11111 
o 123 4 5 6 7 890 123 4 
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P 

P 

p 

P 

P 

SCHEDULED EU1HANASIA P 
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---------------------

AlllS F GROUP SA (2700 HG/KG) 
DEAD 

SCHEDULED EUnIANASIA 

All37 F GROUP SA (2700 HG/KG) 
DEAD 

SCHEDULED EUTIIANASIA 

AllSl F GROUP SA (2700 HG/KG) 
DEAD 

SCHEDULED EUnIANASIA 

AllS7 F GROUP SA (2700 HG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

All6l F GROUP SA (2700 HG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

All64 F GROUP SA (2700 KG/KG) 
DEAD 

SCHEDULED EUTHANASIA 

AN ACUTE ORAL TOXICITY SnJDY IN MICE 
INDIVIDUAL CLINICAL OBSERVATIONS 

(POSITIVE FINDINGS) 

PAGE 13 
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P 

P 
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AN ACUTE ORAL TOXICITY STUDY m MICE 
INDIVIDUAL CLINICAL OBSERVATIONS 

(POSITIVE FINDINGS) 

PAGE 14 

~------------------------------------------------------------------------------------------------------

AU70 F GROUP SA (2700 MG/KI 
DEAD 

SCHEDULED EtmlANASIA 
-----------------------------
GRADE CODE: P-PRESENT 

DAY OF 1 1 1 1 1 
STUDY 0 1 2 3 4 5 6 7 8 9 0 1 2 3 4 

P 

P 

CD 
0') --

---------------------
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MEAN 
S.D. 

N 

7 14 

29.1 27.8 30.5 32.2 
1.39 1.40 1.82 1.91 

10 10 10 10 

AN ACUTE ORAL TOXICITY STUDY IN MICE 
INDIVIDUAL BODY YEIGHT DATA (GRAMS) 

----------------------------------------------------------------------~-
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"-' 

---------------------



---------------------

AlOS6 M 
A10S7 H 
A1062 H 
A1076 H 
AlO77 M 
AlO81 M 
A1090 M 
A1lO2 M 
All04 M 
All07 M 

MEAN 
S.D. 

N 

7 14 

29.2 28.0 31.2 32.7 
1.60 1.40 1.76 1.96 

10 10 10 10 

AN ACUTE .ORAL TOXICITY S'lUDY IN MICE 
INDIVIDUAL BODY tlEIGHT DATA (GRAMS) 

-------------------------------------------------------------------

PAGE 2 
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MEAN 
S.D. 

N 

29.1 
1.42 

W 

27.7 
1.48 

W 

7 14 

30.8 
1.67 

W 

32.5 
1.86 

10 

AN ACUTE ORAL TOXICITY STUDY IN MICE 
INDIVIDUAL BODY WIGHT DATA (GRAMS) 

----------------------------------------------------------------------
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MEAN 29.5 28.3 
S.D. 1.89 1.94 

N 10 10 

7 14 

31.4 32.8 
1.84 2.20 

10 10 

',' 

AN ACUTE ORAL TOXICITY SnJDY IN MICE 
INDIVIDUAL BODY WIGHT DATA (GRAMS) 

...... ...... 
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A1051 H 27.7 
A1069 H 28.0 
AlO73 H 31.1 
A1079 H 29.4 
A1083 H 27.0 
A1094 H 29.8 
A1095 H 28.0 
A1096 H 32.2 
A1098 H 30.5 
All03 H 28.9 

HEAN 29.3 
S.D. 1.66 

N 10 

MJ.V ...IV_,. 

27.5 31.1 

27.5 30.4 
1.28 1.58 

10 10 

oJ.L • .., 

32.9 

31.9 
1. 75 

10 

AN ACUTE ORAL TOXICIlY SWDY IN MICE 
INDIVIDUAL BODY WIGHT DATA (GRAMS) 
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All13 F 24. 
All16 F 26.7 
All19 F 26.0 
Al122 F 23.9 
All30 F 25.8 
A1l32 F 26.3 
A1l45 F 24.6 
A1l38 F 23.8 
A1l62 F 26.4 
All72 F 24.8 

MEAN 25.2 
S.D. 1.12 

N 10 

23.8 

24.2 
1.01 

10 

7 14 

25.6 27.2 

25.9 27.0 
1.04 0.95 

10 10 

AN ACUTE ORAL TOXICITY S'llJDY IN MICE 
INDIVIDUAL BODY VEIGHT DATA (GRAMS) 
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AlliS F 24.2 
All20 F 23.9 
All24 F 26.0 
All3S F 26.6 
A114l F 24.8 
A1144 F 26.3 
Al150 F 25.4 
A1163 F 24.9 
All66 F 26.2 
Al171 F 24.4 

MEAN 25.3 
S.D. 0.97 

N 10 

.l4.1:S .l4.j 
23.1 25.5 

23.9 25.2 
0.94 1.10 

10 10 

14 

.l4.1:S 
27.0 

26.3 
1.37 

10 

AN ACUTE ORAL TOXIClri STUDY IN MICE 
INDIVIDUAL BODY VEIGHT DATA (GRAMS) 
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INDIVIDUAL BODY WIGHT DATA (GRAMS) 
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MEAN 25.4 24.2 
S.D. 0.95 0.93 

N 10 10 

7 14 
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INDIVIDUAL BODY \lEIGHT' DATA (GRAMS) 
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25.4 27.0 
1.09 1.68 

10 10 
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~ 

0 
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Al112 F 26.4 
Al114 F 26.1 
Al115 F 24.7 
A1l37 F 25.2 
A1l51 F 26.2 
A1l57 F 24.6 
A1l61 F 25.6 
Al164 F 24.4 
A1l65 F 23.8 
A1l70 F 26.5 

MEAN 25.4 
S.D. 0.95 

N 10 

7 14 

23. 
24.0 
24.8 
23.3 . 
24.5 
23.1 
23.1 L.'f.U L.'f.~ 

25.4 26.0 27.4 

24.2 25.4 26.9 
0.93 0.96 1.24 

10 10 10 
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A1054 H 
A1063 H 
A1065 H 
A1070 M 
A1078 M 
A1086 H 
A1092 M 
AllOl M 
All06 H 
Al110 H 

MEAN 
S.D. 

N 

2.7 1.6 
0.85 0.86 

10 10 

AN ACUTE ORAL TOXICITY STUDY IN MICE 
INDIVIDUAL BODY VEIGHT GAm DATA (GRAMS) 
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MEAN 
S.D. 

N 
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INDIVIDUAL BODY VEIGHT GAIN DATA (GRAMS) 
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3.2 1.5 
0.96 0.52 

10 10 
------------------------------------------------------------------
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~ 

~ 
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MEAN 
S.D. 

N 

3.1 1. 7 
0.94 0.54 

10 10 

AN ACUTE ORAL TOXICITY S'lUDY IN MICE 
INDIVIDUAL BODY WIGHT GAm DATA (GRAMS) 
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Al052 H 
AlOS3 H 
A1058 H 
A1066 H 
A1067 M 
A1085 M 
A1089 M 
A1097 H 
Al105 H 
A1055 M 

MEAN 
S.D. 

N 

3.1 1.4 
1.30 0.65 

10 10 

AN ACUTE ORAL TOXICITY SlUDY IN MICE 
INDIVIDUAL BODY YEIGHT GAIN DATA (GRAMS) 
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A1051 M 
A1069 M 
AlO73 M 
A1079 M 
A1083 M 
Al094 M 
A1095 M 
A1096 M 
Al098 M 
All03 M 

MEAN 
S.D. 

N 

~ :c ~ 

-< ~(-q 

2.9 
1.77 

10 

_ .... l -CJ,>-

1.5 
0.85 

10 

.z-.Q~ 
o~ 

lQq t · ..zo 
~ ----------------e ------------------------- ~---- - -~--~~-------------------------------------------------------------------- - -( ~ 

0.Q-S
q.Qt 
_ ...... 0 

0
0lQ 
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Al113 F 
Al116 F 
Al119 F 
A1122 F 
Al130 F 
A1132 F 
Al145 F 
A1138 F 
A1162 F 
Al172 F 

HEAN 
S.D. 

N 

I. 

1.3 
1.2 
1.6 
1.7 
2.6 
1.7 
2.0 
1.8 
1.8 

1.7 
0.40 

10 

1.1 
0.59 

10 
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INDIVIDUAL BoDY llEIGHT GAm DATA (GRAMS) 
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7 '<. ~S AlllS F ~N 

AU20 F 0: 9 . '-{.(--~ • 
All24 F 0.9 -r' >- _ 
All3S F 1.4 O. -< h ~ 
All41 F 1.7 1.0 '.[~ ~ 
AlI44 F 2.9 1.4 O}... . 
AliSO F 0 S 0.5 '<.11;, ~ 
AlI63 F -0:5 0.5 q . ______ _ 
A1166 F 2.4 1. 

5 

~c ~ 0 _________________ _ 
All71 F I 'h ___________________ _ 1.3 I. ~:C __ '"'----_._" 
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GROUP 3A (3 ~~ ~ 

Al125 F • ~-~ j... 
Al126 F ~5~ 
Al127 F 3 ~ ~ 
A1l33 F • '<. '1' ,.. 
A1l34 F ..,r' )-. 
A1l43 F --< h 
A1l49 F '4. of )f:::-
Al156 F ~ () ~ 
A1158 F '<."Jh 
A1159 F ... (I,::::, '-( t ~ 

S.D. 0.85 0.85 () h 
N 10 10 '4..{ 

HEAN 1.5 1.2 ~~ 

----------------------------------------------------------------- - -----~----~-~--------------------------------------------
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<!to.?) 
~~ 

. -~l)t 
() 

0'°0 
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S.D. 
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PAGE 9 

-~--------------------------------------------------------------------------------------------------------------7-14 
-~-------------------------------------------------------------------------------------------------------

1.2 1.6 
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Al112 F --<1flt) 
A1114 F l :-O C~ 
AllIS F . ~ ~ 
All37 F 1. ~~ 
AIlSl F 2.6 ~ 
AllS7 F 2.2 -..( h 
A1l61 F 0.4 ~~~ 
Al164 F 1.7 () ~ A1165 F o. 9 ~ . n... 
A1170 F. 1.4 "'lIe; C # 

S.D. 0.46 0.64 'h N 10 10 ~~ 

MEAN 1.2 1.5 ~--< () 
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A1054 H 
A1063 H 
A1065 H 
A1070 H 
A1078 H 
A1086 H 
A1092 H 
All01 H 
A1106 H 
A1110 M 

MEAN 
S.D. 

N 

lS 
173.9 
184.5 
183.5 
179.6 
193.3. 
199.6 
187.0 
181.3 
203.7 

187.5 
9.16 

10 

184.1 
18.41 

10 

AN ACUTE ORAL TOXICITY SnJDY IN MICE 
INDIVIDUAL FOOD CONSUMPTION DATA (GRAMS/KG/DAY) 
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MEAN 
S.D. 

N 

197.4 
11.50 

10 

179.0 
12.96 

10 

AN ACUTE ORAL TOXICITY SnIDY IN MICE 
INDIVIDUAL FOOD CONSUMPTION DATA (GRAMS/KG/DAY) 
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A1059 H 
A1072 H 
A1075 H 
AIOSO H 
A10S2 H 
AlOS4 H 
A1087 H 
A1091 H 
A1093 H 
Allll H 

HEAN 
S.D. 

N 

207. 
19S.7 
211.9 
206.9 
193.4 
214.3 
223.9 
208.9 
187.6 

206.0 
10.48 

10 

189.8 
11.95 

10 

AN ACUTE ORAL TOXICITY SnIDY IN HlCE 
INDIVIDUAL FOOD CONSUMPTION DATA (GRAMS/KG/DAY) 
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INDIVIDUAL FOOD CONSUMPTION DATA (GRAMS/KG/DAY) 
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~(/ ------------------------------------:::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::::: 
L---K-~--7=i.4 ________________ _ 
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A1052 M 
A1053 M 
A1058 M 
A1066 M 
A1067 M 
A108S M 
A1089 M 
A1097 M 
AllOS M 
A1055 M 

MEAN 
S.D. 

N 

3 ~8}...7 
20 2~f'>~ 
217:5 ~. ~~r. 
197.8 . y')-.. 
202.2 193. '<h 
205.4 180.5 '~ JC' 
209.2 171.0 " () ~ 
21S.2 161.4 "<n.. 

8 
175.0 'il,"", '" 

204.9 
9.18 

10 

182.6 
13.44 

10 
204. 16S.9 ~~ • ______ " ______ _ 
ISS.3 -? () ______________________ _ 
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1 
223. 
197.3 
193.1 
212.6 
180.3 
203.6 
236.8 
177.6 
204.2 

MEAN 202.3 
S.D. 18.34 

N 10 

187.4 
11.00 

10 

AN ACUTE ORAL TOXICITY SlUDY IN MICE 
INDIVIDUAL FOOD CONSUMPTION DATA (GRAMS/KG/DAY) 
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Al113 F 1 
A1116 F 224. 
Al119 F 232.9 
A1122 F 217 .1 
A1130 F 220.1 
A1132 F 226.3 
A1145 F 203.0 
A1BS F 207.0 
A1162 F 202.3 
A1172 F 181.3 

MEAN 210.3 
S.D. 16.79 

N 10 

202.3 
15.61 

10 

AN ACUTE ORAL TOXICITY STUDY IN MICE 
rnoIVIDUAL FOOD CONSUMPTION DATA (GRAMS/KG/DAY) 

~~--.<()~~~ 
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Al118 F 
Al120 F 
A1124 F 
A113S F 
A1141 F 
A1144 F 
A11S0 F 
A1163 F 
A1166 F 
Al171 F 

MEAN 
S.D. 

N 

202.8 
19.84 

10 

198.7 
18.39 

10 

AN ACUTE ORAL TOXICITY S'1UDY IN MICE 
INDIVIDUAL FOOD CONSUMPTION DATA (GRAMS/KG/DAY) 
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MEAN 
S.D. 

N 

207.3 
19.41 

10 

218.9 
31.08 

10 

AN ACUTE ORAL TOXICITY STUDY IN MICE 
INDIVIDUAL FOOD CONSUMPTION DATA (GRAHS/KG/DAY) 
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Al117 F 
A1123 F 
A1136 F 
A1140 F 
A1142 F 
A1148 F 
A1152 F 
A1155 F 
A1160 F 
A1169 F 

MEAN 
S.D. 

N 

208.8 
16.19 

10 

213.9 
26.88 

· 10 

AN ACUTE ORAL TOXICITY SlUDY IN MICE 
INDIVIDUAL FOOD CONSUMPTION DATA (GRAMS/KG/DAY) 
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"' 182. 
210.4 
226.2 
210.8 . 
207.8 
204.7 
209.0 
222.0 
198.5 

HEAN 208.4 
S.D. 12.03 

N 10 

201.3 
12.93 

10 

'.' 
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rnomDUAL FOOD CONSUMPTION DATA (GRAHS/KGIDAY) 
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---------------------

Al054 M 
Al063 M 
Al065 M 
Al070 M 
Al078 M 
Al086 M 
Al092 M 
AllOl M 
Al106 M 
AlllO M 

MEAN 
S.D. 

N 

5.2 5.6 
0.37 0.48 

10 10 

AN ACUTE ORAL TOXICITY STUDY IN MICE 
INDIVIDUAL FOOD CONSUMPTION DATA (GRAMS/ANIMAL/DAY) 
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AI056 H 
A1057 H 
AI062 H 
AI076 H 
A1071 H 
A1081 H 
A1090 H 
A1102 H 
All04 H 
AH07 H 

MEAN 
S.D. 

N 

5.1 
6.1 
5.2 
5.1 
5.8 
5.8 
5.6 
5.3 
5.5 

5.5 
0.35 

10 

~5@ 
.4 CC{ 

~~ 

5.6 
0.46 

10 

~I:) 
~O 
~ 

0C{ ;(. 
c...~# 

01:) 
-------------------------------------------------------------------~~----~~--~-~------------------------------------------
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~i? ____________________________________ ~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ L---75--~--- 7-14 _______________ _ ---- ~ ---------------- . 

--- ~; . 
A1059 M 
AlO72 M 
A1075 M 
A10BO M 
AlOB2 M 
A1084 M 
A1087 M 
A1091 M 
A1093 M 
A1111 M 

MEAN 
S.D. 

N 

7 ~~ 
5:2 .~~.(--t. 
5.6 6 y'}-. 

6.0 5:5 -<h ~ 
5.4 5 7 ~.f"<. '0 
5. 

7 
6 : 3 '-Ch-, 

6.6 5 5 '(I,.::, 

5.7 
0.41 

10 

5.8 
0.28 . 

10 

S.B 5.7 ~ ~ )' ________ _ 
5 6 . ~ '<. 0 _______ . 
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AIOS2 M 
A1053 M 
A1058 M 
A1066 M 
A1067 M 
A1085 M 
A1089 M 
A1097 M 
Al10S M 
A1055 M 

MEAN 
S.D. 

N 

J. 

6.1 
6.3 
5.3 
5.7 
6.2 
5.5 
5.6 
5.6 
6.0 

5.8 
0.34 

10 

5.7 
0.49 

10 

AN ACUTE ORAL TOXICITI SnIDY IN MICE 
INDIVIDUAL FOOD CONSUMPTION DATA (GRAMS/ ANIHALIDAY) 
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AI051 M 
AI069 M 
AI073 M 
A1079 M 
AI083 M 
A1094 M 
A1095 M 
A1096 M 
A1098 M 
All03 M 

MEAN 
S.D. 

N 

3044.856 AN ACUTE ORAL TOXICITY STUDY IN MICE 
INDIVIDUAL FOOD CONSUMPTION DATA (GRAMS/ANIHAL/DAY) 
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5.5 5.7 
0.38 0.34 

10 10 
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Al113 F 
A1116 F 
Al119 F 
A1122 F 
Al130 F 
A1132 F 
A1145 F 
Al138 F 
A1162 F 
Al172 F 

MEAN 
S.D. 

N 

5.1 5.2 
0.54 0.43 

10 10 
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INDMDUAL FOOD CONSUMPTION DATA (GRAMS/ANIHAL/DAY) 
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A1118 F 
A1120 F 
A1124 F 
A113S F 
A1141 F 
A1144 F 
AllS0 F 
A1163 F 
A1166 F 
All71 F 

MEAN 
S.D. 

N 

AN ACUTE ORAL TOXICITY S11JDY IN H~CE 
INDIVIDUAL FOOD CONSUMPTION DATA (GRAMS/ANIMAL/DAY) 
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4.8 5.0 
0.48 0.52 

10 10 
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Al125 F 
A1l26 F 
A1l27 F 
A1l33 F 
A1l34 F 
A1l43 F 
A1l49 F 
A1l56 F 
Al158 F 
A1l59 F 

MEAN 
S.D. 

N 

5.0 5.6 
0.36 0.77 

10 10 
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INDIVIDUAL FOOD CONSUMPTION DATA (GRAMS/ANIMAL/DAY) 
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Al117 F 
A1123 F J. 

Al136 F 4.7 
A1140 F 5.6 
Al142 F 5.2 
Al148 F 5.1 
A1152 F 4.8 
A1155 F 4.7 
A1160 F 5.9 
Al169 F 4.5 

HEAN 5.1 . 
S.D. 0.46 

N 10 

'+.:1 

5.4 
0.63 

10 

AN ACUTE ORAL TOXICITY SnJDY IN HICE 
INDIVIDUAL FOOD CONSUMPTION DATA (GRAMS/ANIMAL/DAY) 
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MEAN 
S.D. 

N 

5.0 5.1 
0.28 0.35 

10 10 
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PAGE 10 

...-... ..... 
~ 
o ......... 

---------------------



I 
I 
I 

SLI Study No. 3044.856 (141) 

I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 



AN ACUTE ORAL TOXICITY Snmy IN MICE 

MALE DAY 14 
ALL TISSUES YERE WITHIN NORMAL LIMITS 

ANIMAL NO. MALE DAY 14 
ALL TISSUES YERE tnTHINNORMAL LIMITS 

ANIMAL NO. HALE DAY 14 
TISSUES YERE tnTHIN NORMAL LIMITS 

ANIMAL NO. A1078 GROUP 1 (0 MG/KG) 

ANIMAL NO. A1086 GROUP 1 (0 MGIKG) 

ANIMAL NO. A1092 GROUP 1 (0 MGIKG) 

ANIMAL NO. All01 GROUP 1 (0 MG/KG) : HALE DAY 14 · 
ALL TISSUES YERE tnTHn.~Thou 

ANIMAL NO. All06 GROUP 1 (0 MG/KG) MALE DAY 14 
ALL TISSUES YERE tnTHIN NORMAL LJ.u"lo.,I.O'o... 

ANIMAL NO. A1110 GROUP 1 (0 MG/KG) MALE DAY 14 
ALL TISSUES WERE YITHIN NORMAL LIMITS 

ANIMAL NO. A10S6 GROUP 2 (2700 MGIKG) MALE DAY 14 
ALL TISSUES YERE YITHIN NORMAL LIMITS 

-------------------------------------------------------------------------------------------------------------------
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ANIMAL NO. 

ANIMAL NO. 

ANIMAL NO. 

ANIMAL NO. A1090 GROUP 2 (2700 MG/KG) 

ANIMAL NO. A1102 GROUP 2 (2700 HGIKG) 

ANIMAL NO. A1104 GROUP 2 (2700 HGIKG) 

ANIMAL NO. A1107 GROUP 2 (2700 MG/KG) 

ANIMAL NO. A10S9 GROUP 3 (300 HG/KG) 

ANIMAL NO. A1072 GROUP 3 (300 HG/KG) 

AN ACUTE ORAL TOXICITY STUDY IN MICE 
INDIVIDUAL GROSS NECROPSY OBSERVATIONS 

SCHEDULED EUTHANASIA 
-----------------

HALE DAY 14 
ALL TISSUES VERE VITHIN NORMAL LIMITS 

HALE DAY 14 
ALL TISSUES VERE VITHIN NORMAL LIMITS 

HALE DAY 14 
ALL TISSUES VERE VITHIN NORMAL LIMITS 

HALE DAY 14 
.LL TISSUES VERE VITHIN NORMAL LIMITS 

HALE DA~ 14 
ALL TISSUES VERE VITHIN NORMAL 

HALE DAY 14 
ALL TISSUES VERE VITHIN NORMAL LIMITS 

HALE DAY 14 
ALL TISSUES VERB VITHIN NORMAL LIHITS 

----------------------------------------------------------------------------------------------------------------
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AN ACUTE ORAL TOXICITY STUDY IN MICE ,PAGE 3 

ANIMAL NO. ~8crMTE.. 3 '1a...oo.....MG/KG) MALE DAY 14 
ALL TISSUES VERE YITHIN NORMAL LIMITS 

ANIMAL NO. AlO~§~~ MALE DAY 14 
ALL TISSUES YERE YITHIN NORMAL LIMITS 

~~ '<--,> """ """ ANIMAL NO. 

ANIMAL NO. AI087 GROUP 3 (300 MG/KG) ~ AY 14 TI YERE 

ANIMAL NO. AI091 GROUP 3 (300 MG/KG) ECl 1AY ...-.. ..... 
~ 
~ .......... 

ANIMAL NO. AI093 GROUP 3 (300 MG/KG) 

ANIMAL NO. All11 GROUP 3 (300 MG/KG) 

ANIMAL NO. AIOS2 GROUP 4 (900 MG/KG) 

ANIMAL NO. AIOS3 GROUP 4 (900 MG/KG) MALE DAY 14 
ALL TISSUES YERE YITHIN NORMAL LIMITS 

ANIMAL NO. AIOS8 GROUP 4 (900 MG/KG) HALE DAY 14 
ALL TISSUES YERE YITHIN NORMAL LIMITS 

---------~-----------



---------------------

MALE DAY 14 
ALL TISSUES VERB VITHIN NORMAL LIMITS 

ANIMAL NO. MALE DAY 14 
ALL TISSUES YERE YITHIN NORMAL LIMITS 

ANIMAL NO. MALE DAY 14 
.LL TISSUES qERE VITHIN NORMAL LIMITS 

ANIMAL NO. DAY 14 
ITN-~C" qERE qITHIN NORMAL LIMITS 

ANIMAL NO. A110S GROUP 4 (900 MG/~) 

ANIMAL NO. A105S GROUP 4 (900 MG/KG) 

ANIMAL NO. A10S1 GROUP S (2700 MG/KG) 

ANIMAL NO. A1069 GROUP S (2700 MG/KG) 

ANIMAL NO. A1073 GROUP 5 (2700 MG/KG) MALE DAY 14 
ALL TISSUES qERE qITHIN NORMAL LIMITS 

ANIMAL NO. A1079 GROUP S (2700 MG/KG) MALE DAY 14 
ALL TISSUES VERB VITHIN NORMAL LIMITS 

-----------------------------------------------------------------------------------------------------------------
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ANIMAL NO. 

ANIMAL NO. 

ANIMAL NO. 

ANIMAL NO. A1098 GROUP 5 (2700 MGIKG) 

ANIMAL NO. Al103 GROUP 5 (2700 MGIKG) 

AN ACUTE ORAL TOXICITY SnIDY IN MICE 
INDIVIDUAL GROSS NECROPSY OBSERVATIONS 

SCHEDULED EUTHANASIA 
----------------

HALE DAY 14 
ALL TISSUES WRE YITHIN NORMAL LIMITS 

HALE DAY 14 
ALL TISSUES YERE VITHIN NORMAL LIMITS 

HALE DAY 14 
ALL TISSUES WRE YITHIN NORMAL LIMITS 
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---------------------

ANIMAL NO. 

ANIMAL NO. 

ANIMAL NO. 

ANIMAL NO. 

ANIMAL NO. 

ANIMAL NO. 

ANIMAL NO. 

ANIMAL NO. 

ANIMAL NO. 

Al130 GROUP 1A (0 KG/KG) 
OVARY 

A1132 GROUP lA (0 MG/KG) 

A1145 GROUP lA (0 MG/KG) 

A1138 GROUP lA (0 KG/KG) 

Al162 GROUP 1A (0 MG/KG) 

Al172 GROUP lA (0 KG/KG) 

AN ACUTE ORAL TOXICITY STUDY IN KICE 
nmmnUAL GROSS NECROPSY OBSERVATIONS 

SCHEDULED EUTHANASIA 

FEMALE DAY 14 
ALL TISSUES VERE WITHIN NORMAL LIMITS 

FEMALE DAY 14 
TISSUES VERE WITHIN NORMAL LIMITS 

14 
"".I>al"f'.L ~'ST(S); PRESENT ; 

eH AFPROXlHATELY 0.5 CH DIAMETER, CLEAR FLUID 

FEMALE DAY 14 
ALL TISSUES VERE WITH 

FEMALE DAY 14 
ALL TISSUES VERE WITHIN NORMAL 1: 

FEMALE DAY 14 
ALL TISSUES VERE WITHIN NORMAL LIMITS 

FEMALE DAY 14 
ALL TISSUES VERE VITHIN NORMAL LIMITS 
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ANIMAL NO. 

ANIMAL NO. 

ANIMAL NO. 

ANIMAL NO. 

ANIMAL NO. 

ANIMAL NO. 

A114l GROUP 2A (2700 MG/KG) 
OVARY 

Al144 GROUP 2A (2700 MG/KG) 
LUNG 

AllSO GROUP 2A (2700 MG/KG) 
LUNG 

AN ACUTE ORAL TOXICITY STUDY IN MICE 

FEMALE DAY 14 
ALL TISSUES VERE iITHIN NORMAL LIMITS 

FEMALE DAY 14 
L TISSUES iERE iITHIN NORMAL LIMITS 

FEMALE DAY 14 
REDDENED; PRESENT . 

ALL LOBES 
ALL OTHER TISSUES VERE iITHIN NORMAL LIMITS 
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---------------------

ANIMAL NO. 

FEMALE DAY 14 . 
PERIOVARIAN CYST(S); PRESENT 

RIGlIT, 00, 0.4 CH DIAMETER, CLEAR FLUID FILLED 
ALL OTIiER TISSUES YERE \lImlli NORMAL LIMITS 

PAGE 8 



ANIMAL NO. 

ANIMAL NO. 

ANIMAL NO. All17 GROUP 4A (900 HG/KG) 

ANIMAL NO. Al123 GROUP 4A (900 HG/KG) 
OVARY 

ANIMAL NO. Al136 GROUP 4A (900 HG/KG) 

ANIMAL NO. A1140 GROUP 4A (900 HG/KG) 

ANIMAL NO. A1142 GROUP 4A (900 HG/KG) 

ANIMAL NO. Al148 GROUP 4A (900 MG/KG) 

FEMALE DAY 14 
ALL TISSUES VERE VITHIN NU._-... 

FEMALE DAY 14 
ALL TISSUES VERE YITHIN NORMAL LIM! 

FEMALE DAY 14 
ALL TISSUES VERE YITHIN NORMAL LIMITS 

FEMALE DAY 14 
ALL TISSUES YERE VITHIN NORMAL LIMITS 
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ANIMAL NO. 

ANIMAL NO. 

ANIMAL NO. 

ANIMAL NO. A1114 GROUP SA (2700 KG/KG) 
OV~Y 

ANIMAL NO. Al11S GROUP SA (2700 MG/KG) 

ANIMAL NO. All37 GROUP SA (2700 MG/KG) 

ANIMAL NO. AllS1 GROUP SA (2700 MG/KG) 

ANIMAL NO. AllS7 GROUP SA (2700 MG/KG) 

AN ACUTE ORAL TOXICITY STUDY IN KICE 

FEMALE DAY 14 
ALL TISSUES llERE VITHIN NORMAL LIMITS 

FEMALE DAY 14 
ALL TISSUES llERE VITHIN NORMAL LIMITS 

RESENT 
~IHATELY 0.4 01 DIAMETER, CLEAR FLUID 

FEMALE DAY 14 
ALL TISSUES \1ERE VI' 

FEMALE DAY 14 
ALL TISSUES \1ERE \1ITHIN NORMAL LIMITS 

FEMALE DAY 14 
ALL TISSUES \1ERE VITHIN NORMAL LIMITS 

---------------------------------------------------------------------------------------------------------~-------
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AN ACUTE ORAL TOXICITY STUDY IN MICE 
INDIVIDUAL GROSS NECROPSY OBSERVATIONS 

PAGE 11 

SCHEDULED EU1ltANASIA 
------------------------------------------------------------------------------------------------------------

FEMALE DAY 14 
ALL TISSUES YERE VITHIN NORMAL. LIMITS 

ANIMAL NO. 
FEMALE DAY 14 
ALL TISSUES YERE VITHIN NORMAL LIMITS 

ANIMAL NO. 
FEMALE DAY 14 
ALL TISSUES YERE WITHIN NORMAL LIMITS 

ANIMAL NO. 

--------------------------------------------
,-... ..... 
(]1 

'" ........ 

-- '-------------------



I 
I 
I SLI Study No. 3044.856 (153) 

I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
-I 
I 
I 
I 
I 
I 
I 



SLI Study No. 3044.856 (154) 

SLI PERSONNEL RESPONSIBILITIES 

Kimberly L. Bonnette, M.S., LATG 

Dawn D. Rodabaugh, B.S. 

Robert C. Spr.ngborn, Ph.D. 

Malcolm Blair, Ph.D. 

Joseph C. Siglin, Ph.D., DABT 

Rusty E. Rush, M.S~, LAT, DABT 

Christopher W. Wilson, B.S. 

Pamela S. Smith, ALA T 

Delores P. Knippen 

Study Director/M 
Toxicology 

t, Director of Research 

Director of Toxicology 

mary Technician/Supervisor of Acute 
oxicology 

Supervisor of Pharmacy 

Supervisor of Gross and Fetal 
Pathology 

Director of Compliance Assurance 

Supervisor of Quality Assurance 

Director of Pathology 
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Statistical Evaluation of Composition Data 
Tenninology for Tolerance Interval 

Recent conversations with our statistician, Margaret Nemeth, have resulted· 
in the tenninology to be used for the designation of tolerance intervals fo 
reference varieties in the evaluation of composition data. 

This change in tenninology will not have 
conducted or the interpretation of the r 

Will 

William P. Ridley, Ph.D. 
Product Safety Center 
Composition Team 

February 2, 2001 
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