GRAS Notice (GRN) No. 750
https://www.fda.gov/Food/IngredientsPackagingLabeling/GRAS/Noticelnventory/default.htm
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TABLE 8

Macropathology - summary of individual findings for animals killed after 4 weeks of treatment

Group

Compound : Control

bDosage (mg/kg/day)

1

0

2

Aspergil lus niger (ARO-1)

500

3
1500

&

5000

Print No: 0010

Printed: 10-JAN-00
Page: 1

Schedule number: GS8 061

ORGAN/TI1SSUE EXAMINED

&% TOP OF LIST ==
L N MANDIBULAR
--DARK
--AREA{S)} OF CHANGE

L N MESENTERIC
-=APPEARS LARGE

THYMUS

--AREA(S) OF CHANGE
THYROIDS

=-PALE

--NOT EVIDENT

--APPEARS SMALL

UTERUS
--FLUID DISTENSION

--AREA(S) OF CHANGE

L N ILIAC MED.
--AREA(S) OF CHANGE

SKIN
- - TRAUMA
& END OF LIST **

ceeeean MALE - - -
1. -2- -3-
10 10
0024
0001 0013
0003
0007

0035
0037

0050

0043
0048
0049

-~ FEMALE=~- -~ -
2= 3. 4-
10 10 10
0077
0074
0069 0079
0053 0066
0055 0069
0070
0055
0063
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TABLE 9 Print No: 0014

Histopathology - group distribution of findings for animals killed after 4 weeks of treatment

Group : 1 2 3 4 Printed: 10-JAN-00
Compound : Control Aspergillus niger (ARO-1) Page: 1
Dosage (mg/kg/day) : 0 500 1500 5000

Schedule number: GSB 061

~c« NUMBER-0F-ANIMWALS-~AFFECTED ~#--

SEX: =emwwue MALE v sawmas  mmaeas FEMALE=»===~-~
GROUP: -1- =2 =3- =4~ =-4- =-2- =-F- -4-
ORGAN AND FINDING DESCRIPTION NUMBER: 10 10 10 10 10 10 10 10
*% TOP OF LIST **
ADRENAL BEX o awa sie.s wivei < bt masseiaig S e NUMBER EXAMINED: 10 o i} 10 10 0 0 10
--CORTICAL FATTY VACUOLATION 1 0 0 3 0 0 ] 0
CRECUM  or, somn sonn sodnmo st -smSigesas @ sy T S AR S s NUMBER EXAMINED: 10 0 0 10 10 10 10 10
--INFLAMMATORY CELL INFILTRATE IN LAM!NA PROPRIA 3 0 0 3 0 3 2 7hb
EPTEDIDYNIDES wonm soun @ siscone dommmon s pn wice 50 W06k §iove siwlamiales sisi NUMBER EXAMINED: 10 0 0 10 0 0 0 0
--SPERMATOCOELE 4 1 0 0 4] 0 0 0 0
HEART ,VENTRICLE ... vivvenvnrronaanasnrasnnnsnsnneensss NUMBER EXAMINED: 10 0 0 10 10 0 0 10
-~CHRONIC MYOCARDITIS 0 1] 0 1 0 0 0 0
BUDNEYE v aivs suieis somewersisays b o e (5m e asminoe s e mises wpiss NUMBER EXAMINED: 10 0 0 10 10 0 0 10
--BASOPHILIC CORTICAL TUBULES 3 0 0 2 3 0 0 1
--INTERSTITIAL [NFLAMMATORY INFILTRATION 3 0 0 2 0 0 0 0
--CORTICAL TUBULAR HYALINE DROPLETS 2 0 0 3 0 (] 0 0
--CORTICO-MEDULLARY MINERALISATION 0 0 0 0 4 0 0 4
--DILATED CORTICAL TUBULES 0 0 o} 4} 2 0 0 0
~-MEDULLARY MINERALISATION 0 0 [t} 1} 1 0 0 1
--MEDULLARY CYST(S) 0 0 0 0 1 0 0 0
LN MANDEBULAR e wasmae sy win swisis siaies u s s s esesas e NUMBER EXAMINED: 10 0 1 10 10 0 1] 10
--HAEMORRHAGE 0 0 0 0 0 0 1
LIVER X 8 cowmmin swton mwsn sismms S Smm Wi i aieiiem o ey .... NUMBER EXAMINED: 10 0 0 10 10 0 0 10
-~FQC1 OF LEUCOCYTES WITHIN SINUSDI{JS 1 0 [t} 4 2 0 0 3
LUNGE X 2 s os favars s aiaile dulniele s side iz e dae seios o6 easas NHUMBER EXAMINED: 10 0 0 10 1o 0 0 10
--ALVEOLAR HAEMORRHAGE 0 0 0 0 1 0 0 0
PRUBHERE - s o sms aistms, Sy a5 s somarbie m i pie w1 ‘e adainmai g NUMBER EXAMINED: 10 0 0 t0 10 0 0 10
--ACINAR ATROPHY WITH CHRONIC INFLAMMATION 0 0 0 L] 1 0 o] 0

Significant when compared with Group 1: b - p<0.01
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TABLE 9 - continued. Print No: 0014

Histopathelogy - group distribution of findings for animals killed after &4 weeks of treatment

Group - 1 2 3 4 Printed: 10-JAN-00
Compound : Control Aspergillus niger (ARO-1) Page: 2
Dosage (mg/kg/day) : 0 500 1500 5000

Schedule number: GSB 0671

SEX: w=sseign MAL B sminc scoim  wimimreio FEMALE---=~~

GROUP: %= =B- 8> -he <Te s@s =Fr wfhn

ORGAN AND FINDING DESCRIPTION NUMBER: 10 10 10 10 10 10 10 10
PROSTATE in cuinniio dieisin o ses sl Suneissn el daees s aleierss o ssesi NUMBER EXAMINED: 10 0 0 i0 0 0 0 0
--LYMPHOCYTIC INFILTRATION 2 0 0 o 0 0 0 0

S. MUSCLE THIGH .iuevrecemmcccnnsrsnasnsnensarennse-=a- NUMBER EXAMINED: 10 Q 0 10 10 0 0 10
--CHRONIC INFLAMMATION 0 0 0 1 0 0 0 0
SALIVARY GLANDS .. ccunvevrnctsnsreasssnsmnnnnnsooannsssn NUMBER EXAMINED: 10 0 0 10 10 0 0 10
-<LYMPHOCYTIC INFILTRATICN 0 0 0 0 0 0 0 1
TESTES < ..unvnns v paielaTes se e alE S e R W e e e s s anen s NUMBER EXAMINED: 10 0 0 10 0 0 0 0
-~SEMINAL TUBULAR EPITHELIAL ATROPHY 1 0 0 0 0 0 0 0
THYMUS .« vsviiomsmenssas siaons vosnn sasananssnssessasseis NUMBER EXAMINED: 10 1 0 10 10 0 0 10
=-LYMPHOCYTOLYSIS 6 1 0 2 4 0 0 3
--HAEMORRHAGE 3 0 2 0 0 0 0
THYROLIDSE e voomsiiaaoin s aalis siminie sidie s 4000 0 % aiain emie sie e aaie il o NUMBER EXAMINED: 10 0 0 10 10 0 10
--ULTIMOBRANCHIAL CYST(S) 1 0 0 0 0 0 0
URINARY BLADDER ..iciicieneronsnncccsssnnsansnnsnnnomens NUMBER EXAMINED: 10 0 10 10 0 0 10
--PROTEINACEOUS PLUG 0 0 0 1 0 0 0 4
UTERUS 4 o uie s v soinssseasssaieesnesssssssnsesssesssossas NUMBER EXAMINED: 0 0 0 0 10 2 3 10
--DILATED 0 0 0 0 3 2 2 0
--ENDOMETRIAL GLAND HYPERPLASIA 0 0 0 0 0 0 1 1
-=STROMAL HAEMORRHAGE 0 0 0 0 0 0 1 0

LN IJLIAC MED. si.cvvencunssnonumsisiaivssnnnionasaasss NUMBER EXAMINED: 0 0 0 0 0 0
0 0 0 0 0

--TATTOO PIGMENT
#* END OF LIST %
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APPENDIX |
Analysis of Enzyme preparation from Aspergillus niger (ARO-1) - certificates from the Sponsor.
The following two pages present the certificate of analysis before the commencement of treatment.

The following third page presents the certificate of analysis confirming the stability and integrity of
the test material during the course of this programme of work.

Repnrt 99 3053 fo51
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APPENDIX 2

Stgns - individual

Group
Compound
Dosage (mg/kg/day}

observations

Print No: 0005

Printed:
Page:

Schedule number:

18- JAN-0D
1
GSB 061

ANIMAL DEATH WK OF
NUMBER CODE DEATH

6 7 5
7 7 5
10 7 5

1 2 3 4
Control Aspergilius niger {ARO-1)
0 500 1500 5000
CATEGORY GROUP: 1M
KEYWORD
QUALIFIER
COAT
HAIRLOSS

DORSAL BODY SURFACE

COAT
BAIRLOSS
DORSAL BODY SURFACE

COAT
HATRLDSS
DORSAL BODY SURFACE
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APPENDIX 2 - continued.

Signs - individual observations

Print No: 0005

Printed:
Page:

Schedule number:

10-JAN-00
2

GSB 061

NUMBER CODE DEATH QUALTFIER

Group - 1 2 3 4
Compound : Control Aspergillus niger (ARC-1)
Dosage {(mg/kg/day} : ] 500 1500 5000
CATEGORY GROUP: 1F
ANIMAL DEATH WK OF KEYWORD
49 7 5 BEHAVIOUR

VOCALIZATION
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APPENDIX 3 -

Bodyweights -

Group
Compeound

Dosage {(mg/kg/day) :

continued.

individual values (g)

Print No: 0006

Printed:
Page:

Schedule number:

1G- JAN-00
1

GSB 061

4M

1 2 3 4
Controt Aspergillus niger (ARO-1)
0 500 1500 5000
WEEK WEEK WEEK
1 2 3
238 286 324
209 253 293
231 280 318
225 284 333
229 275 323
225 275 313
204 244 282
225 279 322
222 270 312
252 306 351
208 239 267
229 280 326
221 270 31
201 242 281
205 249 291
246 301 344
214 258 294
222 265 301
234 303 365
236 283 324






APPENDIX 3 - continued, Print No: 0006

Bodyweights - individual values (g}

140day

£56¢ 66

LU0

Group £ 1 2 3 4 Printed: 10-JAN-00
Cempound : Control Aspergillus niger (ARD-1} Page: 1
Dosage {mg/kg/day) : ] 500 1500 5000
Schedule number: GSB 061
GROUP WEEK WEEK WEEK WEEK WEEK
ANIMAL 0 1 2 3 4

3F 61 172 198 221 241 244

62 161 165 184 200 209

63 180 197 221 232 241

64 160 183 205 215 218

65 172 191 216 228 242

&6 168 183 207 223 240

67 163 182 203 218 219

68 172 194 226 244 249

69 174 187 204 221 235

70 172 193 224 250 265
4F 71 144 161 189 207 222

72 164 177 209 zeb 237

73 182 198 228 233 244

74 166 188 214 227 238

75 169 189 214 224 235

76 175 192 225 242 252

77 185 213 236 256 264

78 177 197 214 224 235

79 171 193 215 227 231

80 179 197 218 235 241
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APPENDIX 4 Print No: 0007

Food consumption - individual! values (g/animal)
Group : 1 2 3 4 Printed: 10-JAN-00
Compound : Control Aspergillus niger (ARD-1} Page: 1
Dosage {(mg/kg/day) : i) 500 1500 5000
Schedule number: GS8 061
GROUP WEEK WEEK WEEK WEEK
CAGE 1 2 3 4
™ 1 183 194 191 176
195 197 193 182
ZM 3 191 200 196 181
4 179 187 194 172
3M 5 189 199 203 178
6 196 200 206 192
4M 7 184 191 196 172
8 196 206 214 183
1F 9 140 145 151 146
10 142 146 154 149
2F M 128 131 136 131
12 141 143 140 143
3F 13 134 138 134 135
14 138 145 152 149
48 15 128 135 134 135

16 141 145 148 148
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APPENDIX 5A

Ophthalmoscopy - individual observations beforc commencement of treatment

Group : 1 2 3 4
Compound Control - Aspergillus niger (ARO-1) —-
Dosage (mg/kg/day) ; 0 500 1500 5000
Group and sex
Structure Observations IM M 3M 4M IF 2F 3F 4F
Cornea Superficial opacity 38L 47L 78R
Iris Persistent pupillary membrane with focal anterior synechia 21L
Lens Anterior suture line opacity 78L
Arcuate opacity 691
Nuclear opacity 12R 35
39R
Vitreous Localised haemorrhage 62L
Number of animals examined: 10 10 10 10 10 10 10 10
L Left

R Right.
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APPENDIX 5B

Ophthalmoscopy - individual observations during Weck 4 of treatment

Group : 1 2 3 4
Compound - Control - Aspergillus niger (ARO-1) -
Dosage (mg/kg/day) { 0 500 1500 5000
Group and sex
Structure Observations 1M 4M IF 4F
Conjunctiva Slightly prominent aqueous vein 71L
Cormnea Superficial opacity 36L 46 78R
38L 47L 80L

Iris Free blood vessel loop 46R
Lens Arcuate opacity 10R

Nuclear opactity 39R 421,
Number of animals examined: 10 10 10 10
L Left

R Right.
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APPENDIX 6

IHacmatology - individual values during Weck 4/5 of treatment

Group i 1 2 3 4

Compound - Control ——- Aspergillus niger (AROQ-1) ——

Dosage (mg/kg/day) : 0 300 1500 5000

Group Animal Het Hb RBC MCH MCHC MCv WBC Neutr Lymph

ophil ogyte
L/L g/dL x10-12/L  pg g/dL fL x10-9/L  x10-9/L  x%10-9/L

1M 1 0.465 15.6 7.42 21.0 33.5 62.7 14.22 2,11 11:25
2 0.459 15.3 7.53 20.4 33.4 60.9 9.41 1:32 7.96
3b 0.435 14.8 533 20,2 34.0 59.3 12.19 130 10.25
4 0.434 14.7 7.48 19.7 34.0 58.0 11.72 0.64 10.27
5 0.466 15.6 7.98 19.6 33.6 58.3 11.67 2.13 B8.91
6 0.453 15.2 7.37 20.7 33.6 61.5 13.1%9 1.84 10.50
7 0.446 15,2 7.60 20.0 34.1 58.7 10.76 1.318 9.01
8 CTD CTD CTD CTD cTD CTD CTD CTD CTD
9 0.419 I3.8 7.39 18.7 33.1 56.6 10.30 1.70 8.06
10 0.423 14.4 7.30 19.7 33.9 58.0 14.71 1: 77 12.14

2M 134 0.418 13.8 7.27 19.0 33.1 578 9.06 0.80 7.88
12 0.413 13.8 7.19 19.2 33.4 57.4 1L.3% 1.16 9.43
13 0.433 14.3 7w 38 19.4 22.9 58.9 9.08 0.88 .7
14 0.461 15.5 7.70 20.2 33.7 59.89 10.76 1.40 8.72
15 0.425 14.2 T7.52 18.9 33.3 56.5 22 .47 3.48 17.28
16 CTD CTD CTD CTD CTD CTD CTD CTD CTD
17 0.438 14.8 T.32 20.2 2338 59.8 10.56 128 8.61
18 0.448 14.7 7.41 19.9 32.9 60.5 12.71 1..:.35 10.57
19ab 0.438 14.5 T:04 287 33.2 62.5 10.37 1.16 8.64
20 . 0.419 14.0 b2 7 19.6 33.5 58.5 8.12 0.85 6.84
a = slight hypochromasia, b = slight polychromasia

CTD Clotted sample
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APPENDIX 6 - continued

Haematology - individual values during Weck 4/5 of treatment

Group 1 2 3 4
Compound Control - Aspergillus niger (ARO-1) -----
Dosage (mg/kg/day) ; 0 500 1500 5000
Group Animal Eosin Baso Mono Luc
ophil phil cyte
x10-9/L  x10-9/L  x10-9/L  x10-9/L

iM 1 0.13 0.05 0.38 0.30

2 0.07 0.02 0.15 0.09

3b 0.23 0.04 0.22 @15

4 0.08 0.04 0.43 0.26

5 0.09 0.02 0.27 0.24

6 0.15 0.05 0.37 0.28

7 0.09 0.02 0.23 0.22

8 CTD CTD CTD CTD

9 0.14 0.03 0.18 0.20

10 06.09 0.05 0.32 .33
2M 11 a 0.05 0.02 Q.37 0.14

12 0.06 0.03 0.39 0,22

13 0.04 0.03 0.19 0.15

14 0.12 0.04 0.31 Qocd

15 8.13 0.13 0.98 0.47

16 CTD CTD CTD CTD

17 [ 7% i & 0.03 0.26 0.28

18 0.09 0.05 0.47 0.19

192ab 0.10 0.04 0.26 0.16

20 0.06 0.03 6.22 0.12

a = salight hypochromasia, b = slight polychromasia

CTD Clotted sample
NVR No valid result

Plt
x10-9/L

1065
810
961

1102

1148

1182

1102
CTD
922

1209

1451
1290
1102

912

640

CTD
1053
1168
1057
1064

PT

sec

12.
b & S
12
2.
12.
13-
2 D (8%
A 0 o
T
13.

12.
11.
12,
21
35
L2
11
X2
T2
10.

D ENME O ®O®AIQ

L% Bs Lo T « I Cs « T Ve s < B

APTT

sec

14,
11,
18.
21.
17.
17.
18.
18.
.
1T

N < 9N WY s s w
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APPENDIX 6 - continued

Haematology - individual values during Week 4/5 of treatment

Group ] 1 ) 3 4

Compound -~ Control - Aspergillus niger (ARO-1} -

Dosage (mg/kg/day) ; 0 500 1500 5000

Group Animal Het Hb RBC MCH MCHC MCV WBC Neutr Lymph

ophil ocyte
L/L g/dL x10-12/L  pg g/dL fL x10-9/L  x10-9/L  x10-9/L

3M 21 0.428 14.6 7.18 20.3 34.1 59.6 12.83 2.18 9.61
22 0.421 14.0 Tl 2 19.7 33.3 59.1 12.40 1.23 10.63
23 0.449 15.2 T .02 19.6 33.7 58.2 13.50 1.41 11.62
24 0.408 13.7 6.71 20.4 33.6 60.7 12.02 .30 e TR
25 0.421 14.0 6.82 20.6 33.3 61.7 9.22 0.68 8.09
26 0.456 i5.3 7.73 19.5 33.0 59.0 9.51 0.84 8.26
27a 0,431 14.6 7.14 20.5 33.9 60.3 10.24 3,22 B.55
28 0.440 14.6 5 3 19.8 33.2 59.7 13.01 1.19 10.78
29a 0.415 14.2 7.33 19.4 34.3 56.6 17.04 1.56 14.63
30 0.446 14.7 7.60 19.3 32.9 58.7 10.68 1. 15 8.91

4M 31 0.440 14.9 7.74 19.3 33 .9 56.8 8.8B4 1.69 6.58
32 0.455 5.3 7.66 19.6 33.1 59.4 10.50 0.83 9.10
33 0.448 14.7 s | 19.6 32.8 59.7 B.44 .52 6.36
34 0.456 15.1 7.72 19.6 33.1 59.0 10.30 .27 B.42
15 0.491 15.9 8.09 19.6 32.4 60.7 13.61 1.09 11.43
36 0.411 137 6.73 20.3 332 61.1 9.95 2 S 8.35
37 0.438 15.0 7.58 19.8 34.3 57.8 10.84 1.1% 9.19
a8 0.438 14.8 7.54 19.6 33.8 58.1 13.18 2.79 9.64
39 ab 0.422 14.2 6.65 21.4 33.7 63.5 7.37 1.33 5.53
40 o 0.429 14.2 7.20 19.7 33.0 59.5 14.09 1.53 11.92

a = slight hypochromasia, b = slight polychromasia



£96% 66 lioday

6900

APPENDIX 6 - continued

Hacmatology - individual values during Week 4/5 of treatment

Group 1 2 3 4
Compound Control ~ ——- Aspergillus niger (ARO-1) -----
Dosage (mg/kg/day) 0 500 1500 5000
Group Animal Eosin Baso Mono LucC
ophil phil cyte
x10-9/L  x10-9/L  x10-9/L  x10-9/L
M 21 0.15 0.05 0.63 0.21
22 0.16 0.03 0.17 017
23 0.06 0.05 0.17 0.18
24 0.05 0.04 0.30 0.20
25 0.05 0.03 0.21 0.15
26 0.03 0.02 0.25 (o B i §
27 a 0.09 0.03 0.19 0.16
28 0.13 0.05 0.59 0.28
29 a 0.12 0.08 0.33 0.32
10 0.07 0.05 0.22 0.26
aM 31 0.06 0.02 0.29 0.20
32 0.08 0.04 0.2% 0.18
33 0.08 0.02 0.27 0.19
34 0.11 0.03 0.32 0.15
a5 0.06 0.05 0.59 0.39
36 0.06 0.03 0.36 0.15
37 0.06 .04 0.24 0.14
38 0.10 0.04 0.40 0.21
39 ab 0.07 0.01 0.24 0.19
40 a 0.09 0.05 0.27 0.22
a = slight hypochromasia, b = slight polychromasia

CTD Clotted sample

Plt
x10-9/L

w97
1007
1338
1075
1085
1000
1155
1255
1235
1127

912
1037
1331
1182
1141
1131
1188
1299

921

927

PT

sec

8 5 8
il.
12,
'
11
12,
CTD
11.
i % I
13 .

=)W - e - < I Y]

[= N+ - B P

12.
12.
I2.
12.
32 ..
12.
CTD
12.4
11.4
12.6

Q O Wi

APTT

sec

1l B
17’5
14,
H 1 %

WLoB B N

14.9

CTD
16.4
1.5,
1.,

(Vo B 8 |

18.
13.
p 5 8
2.
16.
Y5,
CTD
15:9
11.2
13 .2

NoA N WO N
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APPENDIX 6 - continued

Haematology - individual values during Week 4/5 of treatment

Group : ! 2 ) 3 \

Compound - Control - Aspergillus niger (ARO-1) ---—

Dosagc(mgﬂqyday) 0 500 1500 5000

Group Animal Hct Hb RBC MCH MCHC MCV WBC Neutr Lymph

ophil ocyte
L/L g/dL x10-12/L  pg g/dL fL x10-9/L  x10-9/L  x10-9/L

1F 41 8 0.389 12:.5 6.59 19.0 32, L 581 6.24 0.93 4.86
42 0.387 13.3 6.48 20.6 34.4 59.8 10.19 0.87 B.74
43 a L5 PR i 1259 6.20 20.9 34.5 60.4 7.49 1.09 5.94
44 a 0.374 12..7 6.22 20.5 34.1 60.1 B.0G9 0.71 6,74
45 0.368 2.5 6.30 199 34.0 58.4 9.81 1.19 8,00
46 CTD CTD CTD : CTD CTD CTD CTD CTD CTD
47 0.390 133 6.41 20.7 34.0 60.8 10.63 2.9 T 31
48 a 0.409 14.0 6.84 20.4 341 59.8 6.49 253 3.59
49 0.383 s 6.71 19.5 34.2 57.1 7.67 2.24 4.98
S0 0.369 12.4 6.06 20.5 3.7 60.8 10.71 1.:.09 8.90

2F 51 0.386 13.1 6.33 20.8 34.0 61.1 7.82 1.2l 5.42
52 0.388 13.3 6.87 19,3 34.2 56.5 13.20 3,21 9.28
83 0.412 13.4 6.90 19.4 2.6 59.7 7.25 1.90 4.97
54 0.404 13.7% 6. To 20.4 34.0 60.2 6.67 119 5.10
55a 0.403 13.4 6.82 19.6 33,1 59.1 5.88 1.76 370
56 8 0.383 i12.8 6.64 19.3 33.4 577 8.16 1.43 621
57 0.380 33 .8 6.48 20.0 4.2 S8.6 9.84 0.96 B.49
58 G.3175 12.7F 6.08 20.9 33.9 61.8 12.78 180 1¢.61
59 a 0.371 12.4 6.11 20.3 33.4 60.7 17.76 1.95 14.94
60 a 0.383 13.0 6.47 20.2 34.0 59.2 13483 1.24 11.51
a = slight hypochromasia

CTD Clotted sample
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APPENDIX 6 - continucd

Hacmatology - individual values during Week 4/5 of treatment

Giroup l
Compound Control
Dosage (mg/kg/day) 0
Group Animal Eosgin
ophil
x10-9/L
1E 4] a 0.14
42 0.13
43a 0.13
44 2 0.2
45 0.13
46 CTD
47 0.16
48 a 0.08
49 037
50 0.14
2F 51 0.07
52 0.08
53 0.13
54 (][50 b ¥
55 a 0.12
56 & 0.14
57 0.09
58 Q.12
593 0.16
60 a 0.19

a =

slight hypochromasia

CTD Clotted sample

2 3 4
————— Aspergillus niger (ARO-1) ———--
500 1500 5000

Baso Mono Luc
phil cyte
x10-9/L  x10-9/L  x10-9/L
0.01 0.17 0.13
0.02 0.26 0.17
0.01 0.18 0.13
0.02 0.24 0.17
0.02 0.30 0.17
CTD CTD CTD
0.02 0.23 0.11
0.02 0.17 0.09
0.01 0.15 0.12
0.04 0.13 0.22
0.01 0.24 0.15
0.03 0.36 0.25
0.02 0.13 0.10
0.01 0.15 0.11
0.02 0.18 0.10
0.03 0.31 0.14
0.03 0.16 0.11
0.05 0.29 0.21
0.07 0.40 0.23
0.04 0,32 0.22

Plt

x10-9/L

1227
1095

984
1123
1056

CTD
1207

964
1163
11939

1209
1249
1037
1138
1203
1089

982
1079
bl
1358

PT

sec

13.0
$3.3
13.3
13.9
13.6
129
13.0
i3.8
13.9
1350

13.5
13.9
13.8

CTD
13.8
13.9
13.0

CTD
13.9
13.9

APTT

sec

L5
16.
15.
18,
19
14.
14.
16.
17,
16.

~N R W Le 0N s NN

13
15.
L

CTD
13.2
1.2
11.2

CTD
1.8
14.9

O W W0
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APPENDIX 6 - continued

Haematology - individual values during Week 4/5 of treatment

Group
Compound
Dosage (mg/kg/day)

Group

3F

4F

1 2
Control ~ -—---
0 500

Animal Het
L/L
61 0.392
62 0.380
63 0.398
64 0.37%
65 CTD
66 a 0.375
67 CTD
68 0.372
69 0.376
70 0.410
71 0.399
72 0.376
T3 0.377
74 0.385
75 0.375
76 a 0./3859
¥ 0.384
78 0.374
T 0.395
80 0.388

a = slight hypochromasia

CTD Clotted sample

3

4

Aspergillus niger (ARO-1) -

Hb
g/dL

13.6
12.6
13«3
13.0

CTD
2.8

CTD
12.7
12.
13.

v W

13
12..
12.
3.
12
12.
12.
2.
13.
13,

WY NGO WD IS

1500
RBC

x10-12/L

]
e
.05
.44
CTD
6.58
CTD
6.19
.54
6.66

A~

42

.72
3T
.39
.82
.09
.04
<83
6.31
7.20
6.64

L2 T o2 Mo W« T« L SR o T+ |

5000
MCH

P9

20.0
18.7
1B
20.2

CTD
19.4

CTD
20.4
19.8
209

19.9
12,89
20.1
19.5
20.7
20.1
18.9
19.9
18.8
20.0

MCHC
g/dL

34,
33.
33
34.

CTD

W = 0

w
S
=

CTD
34.
34.
33,

o & O

33,
33,
34.
34.
33.
33.
33,
33.
34.
34,

NWULa o wm o930

MCV

fL

87
56.
56.
58..

CTD

®» & s @

[5;]
~
j=]

CTD
60.
57
61.

o b o

59
59.
59.
56.
61.
59.
56.
59,
54.
58.

¥~V T PSS Y T S T 2 I R N

WBC
%x10-9/L

15.24
10.85
16.15

9.18

cTD
1192

CTD
13 .23
10.23
12.95

.82
=99
.26
SER
.98
.04
22
12.31
14,25

® - Q& @O X0

Neutr
ophil
x10-9/L

.62
.98
.40
=23
CTD
1.52
CTD
1.14
121
.34

o) e

[

.36
.65
.16
.06
+93
Ml
.78
.74
.49
w32

H KNP O RO M

Lymph
ocyte
x10-9/L

12.63
8.08
11.43
6.88

CTD
9.68
CTD
o 4
.09
P

(=
—

et
o o

.89
.94
.69
. B4
D
.68
.24
.99
.09
33

[
N W DY



$G6¢ 66 14003y

¢¢00

APPENDIX 6 - continued

Haematology - individual values during Week 4/5 of treatment

Group
Compound

Dosage (mg/kg/day)

Group

iF

4F

4

5000
LUC
x10-9/L

0.22
0.18
0.35
0.10

CTD
0.20

CTD
0.16
0.25
0.24

0.10
0.11
0.12
0.08
0.12
0.17
0.06
0.7
0.20

| 2 3
Control -« Aspergillus niger (ARO-1) —
0 500 1500

Animal Eosin Baso Mono

ophil phil cyte

x10-9/L  x10-9/L  x10-9/L
61 0.21 0.06 0.50
62 0.24 0.03 0.35
63 0.33 0.086 0.59
64 0.08 0.02 0.17
65 CTD CTD CTD
66a 0.28 0.05 0.20
67 CTD CTD CTD
68 0.12 0.04 0.38
69 0.21 0.03 0.44
70 0.18 0.05 0.39
71 817 0.03 0.26
72 0.07 0.01 0.21
73 0.15 0.01 0.13
74 R 0.01 0.11
75 0.07 0.01 0.09
768 0.20 0.02 .18
v 0.05 0.01 0.07
78 0.20 0.05 0,16
79 0.18 0.06 0.24
80 0.13 0.03 0.20

a =

slight hypochromasia

CTD Clotted sample
NVR No valid result

0.16

PlL

x10-9/L

1176
944
1052
1132
CTD
1156
CTD
1078
905
1103

1215
1435
1249
1141
1092
1434
1168
1337
1036
1304

PT

sec

14.
13.
) i
14.
14.
13.
15.
14.
15.
15.

13,
13.
14.
12,
14.
5.
13..
14.
13.
I3

WO WO R

oWmk- N MW®DRFH®@-ND

APTT

sec

X6.7
16.9

13.9
13.2

19,
3.
13.
16.

O O B b

16.
T3
b
: . [
16.
14.
18.
16.
15
17

BN N B RN SN
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APPENDIX 7

Blood Chemistry - individual values during Weck 4 of treatment

Group : 1 2 3 4
Compound . Control —-— Aspergillus niger (ARO-1) -
Dosage (mg/kg/day) ; 0 500 1500 5000
Group Animal Alk. ALT AST gGT ocT Bili. Urea Creat Glue
Phos Total
U/L U/L uU/L U/L u/L umol /L mmol /L umol/L mmol/L
iM & 211 43 88 0 8.0 0 4.66 46 4.57
2 197 40 92 0 4.8 0 4.43 49 5.29
3 205 48 93 0 6.5 0 2.96 41 4.46
4 208 40 19 1 L 0 4.11 40 6.15
5 217 45 87 1 5.7 0 4.83 43 5.27
6 233 46 84 0 5.3 0 4.27 41 4.99
7 194 34 82 0 6.0 o 4.46 43 5.84
8 208 35 103 0 3.6 0 4.49 44 5.46
9 172 34 86 0 1 0 3.56 44 5.18
10 180 33 84 1 5.0 0 4.98 46 5.81
2M 11 162 40 79 4} 5.4 0 3,88 40 5.31
12 250 47 20 0 5.3 0 4.68 47 5.15
13 218 30 71 0 4.2 0 4.73 44 5.92
14 191 34 87 1 4.7 0 4.55 40 5.10
15 206 47 92 1 Sl 0 4.21 45 5.28
16 289 49 99 1 5.9 1 4,62 40 4.35
17 269 42 82 1 5.7 0 3.47 3B 5,23
18 199 b5 23 3 4.4 [} 5:05 44 6.08
18 209 45 66 2 6.5 0 5.26 42 5.60
20 255 39 B2 1 5.4 4] 4.32 46 5.64
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APPENDIX 7 - continued

Blood Chemistry - individual values during Week 4 of treatment

Group
Compound
Dosage (mg/kg/day)

Group

1M

2M

Animal

H WO @O 30U e W

12
13
14
15
16
17
18
18
20

1
Control
0

H R ENHEN R R

RS S R  Rr

A/G
Ratio

.63
.00
|
.00
.86
e i |
.65
.54
+BL
<95

i
.90
.86
.86
.81
.90
35
.05
e i 8
.00

2 3
-——-- Aspergillus niger (ARO-1)
500 1500
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APPENDIX 7 - continued

Blood Chemistry - individual values during Weck 4 of treatment

Group : 1 2 3 4
Compound . Control - Aspergillus niger (ARO-1) -
Dosage (mg/kg/day) 3 0 500 1500 5000
Group Animal Alk. ALT AST gGT ocT Bili. Urea Creat Gluc
Phos Total
U/L U/L U/L uU/L u/L umol /L mmol/L umel /L mmol/L
M 21 221 41 83 0 6.5 0 3.71 46 4.90
22 201 54 a6 1 4.8 0 4.86 48 5429
23 186 44 101 s | 5:3 0 4.20 44 6.97
24 240 46 94 : 5.9 0 3.63 39 4.90
25 206 42 98 0 5.6 1 3.8Bé6 40 6.04
26 200 27 70 o] 5.4 4] 5.85 44 6.39
27 210 34 74 % 5.4 0 5.09 43 4.80
28 241 50 85 2 6.2 4] 4.19 40 6.38
29 151 42 B7 o L 0 4.20 44 5.64
30 185 33 80 0 T 0 4.78 45 5.85
4M 31 246 49 82 0 3.8 0 4.77 40 6.20
32 224 42 80 1 50 0 4.00 45 5.22
33 270 46 98 0 3.6 0 5.01 44 6.01
34 259 47 99 1 4.7 0 4.46 49 4.44
35 213 36 73 1 6.2 0 4.49 44 6.135
36 190 32 72 0 6.3 ] 4.61 44 6.71
37 163 42 95 ] 6.2 0 4.93 45 5.42
38 183 39 86 p 7.7 o 539 43 6.51
39 187 47 81 1 5.1 0 4.18 42 5.17
40 200 33 78 1 4.4 Q 5.00 45 5.88
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APPENDIX 7 - continued

Blood Chemistry - individual valucs during Week 4 of treatment

Group
Compound
Dosage (mg/kg/day)

Group

M

4M

Control

Animal

21
22
23
24
25
26
27
28
29
30

31
32
33
34
35
36
i
38
39
40

0

4

----- Aspergillus niger (ARO-1) -

2 3
500 1500

Chol Trig
Total

mmol /L mmol /L
2.55 0.5%
2.76 0.64
2.35 1.05
2.81 1.28
2.00 0.98
2. 53 1.23
2.05 0.72
1.74 0.70
1.57 0.82
2,83 072
1.89 0.71
1.91 1.04
2,33 0.78
2.00 0.60
1.80 0.94
2.18 1.18B
1,69 0.65
2.24 1..0%
2.11 0.97
2.45 0..55

Na

mmol,/L

144
141
141
141
140
143
144
140
142
142

139
143
144
143
143
142
142
141
142
142

5000

mmol /L

W oW Wb B s W W

B Wb W W R W W W R

K

W o-HOMNSNO NG

S W H WWOWw®mWwo

cl

mmol /L

107
107
103
103
108
106
108
103
107
108

102
105
108
107
104
105
107
106
104
106

NN NN NN

NNNNNNNNNNN

Ca
Total
mmol /L

A i
.47
. B
.44
.52
.39
.40
.43
.32
.40

23
1.
o |
+B5
: BT
.44
.47
.57
.58
.48

Phos

mmol /L

.72
.70
+ Bl
B3
.81
0 57
.72
.63
.53
.60

RN RN NNNNNDNN

.43
T3
B
.94
.85
.88
.51
.84
.83
.70

MO NN NNNNNN

Total
Prot
g/L

60
61
62
58
55
59
L3
57
56
S7

62
61
59
60
62
57
57
60
58
55

Alb

g/L

39
40
40
3B
36
3B
37
37
37
a7

40
37
3B
38
39
38
35
38
ig
34
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APPENDIX 7 - continued

Blood Chemistry - individual values during Week 4 of treatment

Group : 1 2 3 4
Compound . Control  -——--- Aspergillus niger (ARO-1) -
Dosage (mg/kg/day) : 0 500 1500 5000
Group Animal A/G
Ratio
M 21 1.86
22 1.90
23 1.82
24 1.90
25 1.89
26 1.81
27 1.85
28 1.85
29 1.95
30 1.85
M 31 1.82
32 1.54
33 1.81
34 .73
35 %78
36 2.00
37 1.5%
38 1:73
39 1.90
40 1.62
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APPENDIX 7 - continuced

Blood Chemistry - individual values during Weck 4 of treatment

Group

Compound

Dosage (mg/kg/day)

Group

1F

2F

Animal

41
42
43
44
45
46
47
48
49
50

S1
52
53
54
55
56
57
58
59
60

1
Control
0

Chol
Total
mmol /L

1.75
2.90
2.19
2.45
2.26
2.45
2.90
1.73
2.50
2.09

2.13
2:.18
2.84
242
2.68
2.23
2.78
1:97
2,27
2.91

2 3 4
..... Aspergillus niger (ARO-1}) -
500 1500 5000

Trig Na

mmol /L mmol /L mmol/L
0.38 142 3.2
0.48 141 3.2
0.25 142 3.1
0.55 141 3.4
0.45 141 3.2
0.33 139 3.4
0.46 142 3.0
0.55 141 3.4
0.31 141 3%
0.37 140 3.4
0.47 143 3.3
0.50 143 3.2
0.54 142 3.8
0.39 142 3.5
0.55 142 4.0
0.59 141 3.4
0.55 141 37
0.49 145 3.7
0.37 142 3.4
0.56 141 3.6

Ccl

wmol /L

107
106
107
106
108
105
107
107
107
107

107
105
107
106
106
105
106
109
108
106

Total
mmol /L

2.55
2.60
2.50
2.59
2.50
2.46
2.44
2.54
2.50
2:.58

2.48
2.58
2.59
2.49
2.67
2.49
2.54
2.55%
2.98
2:52

Phos Total
Prot
mmol /L g/L
2. 91 60
2.49 64
2.40 63
1 Ly 62
1.95 64
2.22 61
2.20 59
2.39 63
2.16 62
2.3 62
2.49 s7
2.13 65
2.20 63
2.23 60
2.56 65
2.16 60
225 61
1.95 61
2.14 62
1:87 65

Alb

g/L

41
42
42
43
45
40
41
43
39
40

41
45
44
41
44
41
43
42
43
45
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APPENDIX 7 - continued

Blood Chemistry - individual values during Week 4 of treatment

Group
Compound

Dosage (mg/kg/day)

Group

1F

2F

Animal

41
42
43
44
45
46
47
48
49
50

51
52
53
54
55
56
53
58
59
60

1
Control
0

A/G
Ratio

2.16
1.91
2.00
2.26
2.37
1.90
2.28
2.15
1.70
1.82

2.56
2,25
2.32
2.16
2.10
2.16
2.39
2.2%Y
2.26
2,25

2

—--- Aspergillus niger (ARO-1)

500

3

1500

5000
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APPENDIX 7 - continued

Blood Chemistry - individual values during Weck 4 of treatment

Group

Compound

Dosage (mg/kg/day)

Group

aF

4F

BEnimal

61
62
63
64
65
66
67
68
69
70

71
T2
73
74
75
76
77
78
79
80

1

Control

0

Chol

Total
mmol/L

N NN HENDDNNN NN

NNN NN DN

.68
.23
<0
.11
.68
.41
.83
.57
.49
.37

W 9T
.63
.12
.60
.43
.92
<23
+ B2
524
.10

2 3
-—- Aspergillus niger (ARO-1)
500 1500

Trig Na
mmol /L mmol /L
0.75 143
0.52 142
0.71 142
0.42 144
0.63 140
0.44 140
0.44 143
0.42 141
0.53 143
0.74 139
0.40 140
0.55 144
0.57 141
0.43 142
0.43 140
0.56 140
0.59 143
0.46 142
0.46 142
0.46 142

W oW W wWwWwwWwds ww

W W W W www Wwww

DO a0 as WS

oW W @ W s A,

5000
K

mmol/L

£l

mmol /L

107
107
109
109
106
105
108
107
108
104

108
110
108
110
108
108
109
107
108
107

Ca

Total
mmol/L

BN RN NDNNNNNDN

BRNORNNNNNNNR

.48
.5
.46
.49
.63
.60
.52
.54
.50
.54

<53
.49
.54
; BS
» B3
.53
.54
53
.57
.45

Phos

mmol /L

.14
it
.43
.16
.36
.21
.29
.28
.30
.15

NORMNNNN R NN

93
.84
.92
.98
.41
.08
.90
32
o It
.00

BN NHFENNEFE R E

Total
Prot
g/L

64
66
64
61
63
64
61
60
61
60

64
63
64
62
67
64
62
61
63
61

Alb

g/L

45
17
46
44
44
45
41
40
42
40

44
41
44
42
44
43
43
41
42
41
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APPENDIX BA Print No: DD11

Absolute corgan weights - individual values (g) for animals killed after 4 weeks cof treatment
Group 2 1 2 3 4 Printed: 10-JAN-0Q0
Compound : Control Aspergillus niger (ARD-1) Page: 1
Dosage (mg/kg/day) : ] 500 1500 5000
Schedule number: GSB 061
TERMINAL
GROUP ANIMAL BODY WT (g) BRAIN EPIDIDYMID HEART KIDNEYS LIVER LUNGS & BR SPLEEN TESTES THYMUS
1M 1 355.2 1.97 0.915 1.24 2.34 16.8 1.28 0.753 3.21 0.516
2 321.6 1.89 0.740 1.21 2.30 13.5 1.50 0.614 3N 0.644
3 353.7 1.90 0.787 1.30 2.68 16.0 1.59 0.674 3.25 0.421
4 279.1 1.92 0.652 107 2.18 11.9 1.13 0.477 2.58 0.475
5 288.7 1.95 0.699 1.11 2.34 12.3 1.27 D.603 3.46 0.385
] 317.8 1.89 0.691 1.36 2.20 11.9 1.53 0.706 3.48 0.562
7 330.2 1.96 0.827 1.29 2.65 14.6 1.43 0.661 3.08 0.505
8 362.7 2.06 0.907 1.40 2.77 14.2 1.53 D.978 3.69 0.427
9 313.0 2.13 0.769 1.31 2.60 12.7 1.67 D.805 2.%4 0.424
10 318.9 1.95 0.726 1.20 2.09 1.7 1.26 0D.678 3.13 0.497
Z2M 11 332.1 2.02 0.803 1.12 2.67 15.8 1.30 0.682 3.43 0.557
12 342.3 2.13 0.790 1.27 2.41 15.1 1.43 D.858 3.02 0.524
13 363.0 2.02 0.815% 1.23 2.79 18.2 1.52 0.646 3.24 0.550
14 302.5 1.98 0.874 1.36 2.49 13.2 1.39 0.592 3.03 0.422
15 377.0 2.04 0.767 1.36 315 18.2 1.69 0.876 3.16 0.604
16 306.1 1.83 0.686 1.03 2.35 12.1 1.52 0.620 3,32 0.430
17 327.1 1.97 0.832 1.02 2.66 14.0 1.38 D.626 3.28 0.467
18 340.5 2.04 0.785 1.30 2.35 13.8 1.52 0.738 3.29 0.658
19 314.5 1.85 0.87% 1.16 22T 12.0 1.26 D.743 3.14 0.477
20 310.9 1.96 0.776 1.48 2.28 12.2 1.30 0.635 3.36 0.341
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APPENDIX BA - continued. Print No: 0011

Absolute organ weights - individual values (g) for animals killed after & weeks of treatment

Group : 1 2 3 4 Printed: 10-JAN-00
Compound = Control Aspergillus niger (ARD-1) Page: 2
Dosage (mg/kg/day) : 0 500 1500 5000
Schedule number: GSB 061
TERMINAL
GROUP ANTHAL BODY WT (g) THYROIDS«+P
™ 1 355.2 0.010
2 321.6 0.03%2
3 353.7 0.008
4 279.1 0.008
5 288.7 0.009
6 317.8 0.016
7 330.2 0.012
8 362.7 0.014
9 313.0 0.013
10 318.9 0.020
2M 1" 332.1 0.012
12 342.3 g.008
13 363.0 0.013
14 302.5 0.016
15 377.0 0.017
16 306.1 0.015
V7 327.1 0.014
18 340.5 0.007
19 3T4.:5 0.009
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APPENDIX 8A - continued. Print No: 0011

Absotute organ weights - individual values (g) for animats killed after 4 weeks of treatment

Group - 1 2 3 4 Printed: 10-JAN-0D
Compound : Control Aspergillus niger (ARO-1) Page: 1
Dosage (mg/kg/day) : 0] 500 1500 5000

Schedule number: GSB 061

TERMINAL
GROUP ANIMAL BODY WT (g) BRAIN EPIDIDYMID HEART KIDNEYS LIVER LUNGS & BR SPLEEN TESTES TRYMUS
Im el 341.0 1.97 0.773 1.26 &3 18 14.9 1.36 0.860 3.37 0.337
22 308.7 1.83 0.766 1.08 2.12 12.2 1.49 0.819 2.98 0.583
23 326.9 1.91 0.898 1.30 2.45 14.1% 1.36 0.778 3.26 0.632
24 355.0 2.07 0.797 1.33 2.82 16.2 1 71 0.863 3.59 0.603
25 330.9 1.97 0.757 1.18 2.44 15.1 1.43 0.878 3.32 0.5485
26 325.2 1.95 0.774 1.28 2.43 13.5 1.59 0.803 3.71 0.394
27 303.6 1.95 0.898 1.20 2. 27 14.4 1.42 0.748 3.16 0.465
28 339.4 2.02 0.820 1.61 2.60 14.90 1.52 0.717 3.64 0.423
29 320.1 1.95 0.907 1.29 2.36 12.8 1.48 0.746 3.20 0.506
30 362.4 2.02 0.871 1.27 2.56 % 16.0 1.66 0.833 3.68 0.649
4“M 31 277.8 1.87 0.765 1.14 2.32 12.9 1.39 0.655 .75 0.416
32 343.0 1.76 0.882 1.18 2.62 13.8 1.66 0.860 3.20 0.353
33 326.1 1.98 0.782 1.28 2.42 4.7 1.61 0.649 3.22 0.440
36 290.4 1.93 0.746 1.19 1.97 11.0 1.27 0.557 3.1 0.318
35 295.0 1.87 0.636 1.12 2.21 12.5 1.31 0.553 2.76 0.369
36 356.7 1.99 0.814 1.28 2.53 15.4 1.53 0.678 3.35 0.526
37 302.6 2.00 0.748 1.26 2.07 11.0 131 0.678 3.05 0.505
38 312.8 2.01 0.851 1.24 2.30 13.1 1.52 0.835 3.40 0.475
3@ 391.3 2.12 0.798 1.33 2.82 16.5 1.60 0.93% B 3 0.661
40 345 .4 2.03 0.780 1.21 2.47 12.7 1.79 0.867 3.0t 0.573

* Weighed after fixation
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APPENDIX BA - continued. Print No: 0011

Absolute organ weights - individual values (g) for animals killed after 4 weeks of treatment

Group 5 1 2 3 4 Printed: 10-JAN-0O
Compound : Control Aspergillus niger (ARO-1) Page: 2
Dosage (mg/kg/day) : 0 500 1500 5000

Schedule number: GSB 061

TERMINAL
GROUP ANIMAL BODY WT (g) THYROIDS+P
3M 21 341.0 0.009
22 308.7 0.009
23 326.9 0.011
24 395.0 0.010
25 330.9 0.011
26 3252 0.019
27 303.6 0.014
28 339.4 0.005
29 320.1 0.012
30 362.4 0.012
4M 31 277.8 0.012
32 343.0 0.014
33 326.1 0.016
34 290.4 0.010
35 295.0 0.011
36 356.7 0.013
37 302.6 0.007
38 312.8 0.015
39 391.3 0.012
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APPENDIX BA - continued. Print No: 0011

Absolute organ weights - individua! values (g) for animals killed after 4 weeks of treatment

Group i 1 2 3 4 Printed: 10-JAN-00
Compound : Control Aspergillus niger (ARO-1} Page: 2
Dosage (mg/kg/day) : 0 500 1500 5000
Schedule number: GSB 061
TERMINAL
GROUP ANITMAL BODY WT (g) UTERUS+CER
1F 41 229.8 0.42
42 260.3 0.34
43 223.6 0.80
(34 252.5 0.48
45 256.9 0.44
46 256.5 0.38
47 237.8 0.39
48 275 0.75
49 213.3 0.75
50 271.0 0.47
2F 51 204 .4 0.36
he 236.9 0.38
53 228.9 0.98
54 2e5.2 0.29
55 247.9 0.85
56 242.6 0.49
L5 230.9 0.55
58 258.5 0.33
59 242.9 0.45
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APPENDIX BA - continued. Print No: 00141

Absolute organ weights - individual values (g) for animals killed after 4 weeks of treatment
Group E 1 2 3 4 Printed: 10-JAN-DO
Compound : Control Aspergillus niger (ARC-1) Page: 1
Dosage {mg/kg/day} : 0 500 1500 5000
Schedule number: GSB 061
TERMINAL
GROUP ANIMAL BODY WT (g) BRAIN HEART KIDNEYS LIVER LUNGS & BR OVARIES SPLEEN THYMUS THYRODIDS+P
3F 61 252.3 1.90 1:15 2.05 10.0 1.39 0.095 0.453 0.538 0.012
62 211.5 1.94 0.85 1.89 8.4 1.15 0.059 0.433 0.265% 0.012
63 250.1 1.84 0.91 1.95 9.6 1.26 0.085 0.465 0.371 0.011
64 223.6 1.84 0.97 1.70 7.8 1.1 0.083 D.462 0.331 0.009
65 240.5 1.99 0.99 1.89 2.5 1.19 0.081 D.626 0.595 0.010
66 235.7 1.88 0.90 2.08 Q. 1.19 0.082 D.441 0.396 06.010
67 222.6 1.89 0.86 1.81 9.8 1.19 0.0%0 0.530 0.434 G.010
68 260.0¢ 1.93 0.98 2.02 11:1 1.29 0.083 0.616 0.533 0.014
69 229.0 1.86 0.76 1.94 8.8 1.22 0.077 0.485 0.457 UNSUITABLE
70 260.1 2.00 1.08 1.95 9.8 1.31 0.085 0.651 0.583 0.0607
4LF 71 220.3 1.78 0:: 79 1.62 10.0 1.15 0.073 0.503 0.514 0.013
72 241.3 1.89 0.92 1.80 10.5 1.14 0.092 0.590 0.541 0.011
73 239.3 1.84 0.94 1.93 2.1 1.27 0.080 0.411 0.513 0.010
74 237.8 1.90 1.10 1.62 10.2 1.24 0.077 0.549 0.440 0.009
75 234 .4 1.86 0.88 1.81 9.3 1.12 0.073 0.510 0.497 0.009
76 252.9 2.01 0.97 2.07 1.0 1.28 0.074 0.674 0.432 0.009
77 262.6 1.97 0.99 2.20 11.4 1.34 0.086 0.504 0.750 0.01%7
78 233.3 1.97 0.95 1.84 105 1.27 0.090 0.514 0.601 0.009
79 237.0 1.91 1.14 1.91 10..5 1.24 0.109 0.563 0.493 UMSUITABLE
80 242.0 1.90 0.88 1.97 10.2 1.20 0.101 0.467 0.498 0.014



66 iutday

¢G6¢

==
D

APPENDIX BA - continued. Print No: 0011

Absolute organ weights - individual values (g) for animals killed after 4 weeks of treatment

Group s 1 2 3 4 Printed: 10-JAN-00
Compound : Control Aspergillus niger (ARD-1) Page: 2
Dosage (mg/kg/day) : 0 500 1500 5000
Schedule number: GSB 061
TERMINAL
GROUP ANIMAL BODY WT (g) UTERUS+CER
3F 61 252.3 o
62 2119 0.53
63 250.1 0.40
64 223.6 0.37
65 240.5 0.47
66 235.7 0.88
67 222.%6 0.40
68 260.0 0.38
69 229.0 1.02
70 260.1 0.54
4LF 71 220.3 0.34
72 241.3 0.32
73 239.3 0.46
74 237.8 0.34
75 234 .4 0.49
76 252.9 0.40
77 262.6 0.36
78 233.3 0.57
79 237.0 0.36
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APPENDIX 8B

Print No: 0012

Printed: 10-JAN-0C

Page: 1

Schedule number: GSB 061

0.1932
0.1517

Organ weights relative to bodyweight - individual values (%} for animals killed after 4 weeks of treatment
Group 2 1 2 3 4
Compound : Control Aspergillus niger (ARO-1)
Dosage (mg/kg/day) : 0 500 1500 5000
TERMINAL
GROUP ANIMAL BODY WT (g) BRAIN EPIDIDYMID HEART KIDNEYS LIVER LUNGS & BR SPLEEN
™ 1 355.2 0.554 0.2576 0.350 0.659 4.72 0.359 0.2120
2 321.6 0.588 0.2301 0.377 P75 4.18 0.465 0.1909
3 353.7 0.537 0.2225 0.367 0.759 4.51 0.449 0.1906
4 279.1 0.690 0.2336 0.419 0.782 4.25 0.406 0.1709
5 288.7 0.674 0.2421 0.383 0.812 4.26 0.438 0.2089
6 317.8 0.594 0.2174 0.429 0.694 3.75 0.482 0.2222
7 330.2 0.595 0.2505 0.392 0.802 4 .44 0.434 0.2002
8 362.7 0.567 0.2501 0.385 0.763 3.9 0.421% 0.2696
9 313.0 0.680 0.2457 0.417 0.830 4.05 0.535 0.2572
10 318.9 0.612 0.2277 0.376 0.655 3.68 0.394 0.2126
M 11 332.1 0.608 0.2418 0.337 0.803 4.76 0.391 0.2054
12 342.3 0.621 0.2308 0.372 0.704 4,641 0.418 0.2507
13 363.0 G.557 0.2245 0,339 0.767 5.00 0.419 0.1780
14 302.5 ¢.653 0.2889 0.448 0.823 4.38 0.460 0.1957
15 377.0 ¢.540 0.2034 0,360 0.837 4,83 0.44% 0.2324
16 306.1 0.597 0.2261 0.336 0.767 3.96 0.496 0.2025
17 327.1 0.603 0.2544 0.313 0.812 4,30 0.422 0.1914
18 340.5 £.598 0.2305 0.382 0.689 4.06 0.446 0.2167
19 314.5 0.58% 0.2769 0.368 0.721 3.81 0.401 0.2362
20 310.9 0.631 0.2496 0.369 0.734 3.94 0.4617 0,2042

0.10%7
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APPENDIX 8B - continued. Print No: 0012

Organ weights relative to bodyweight - individual values (%) for animals kilted after 4 weeks of treatment
Group 4 1 2 3 4 Printed: 10-JAN-00
Compound : Controt Aspergilius niger (ARO-1) Page: 1
Dosage {mg/kg/day) : i} 500 1500 5000
Schedule number: GSB 061
TERMINAL
GROUP ANIMAL BODY WT (g2 BRAIN EPIDIDYMID KEART KIDNEYS L1VER LUNGS & BR SPLEEN TESTES THYMUS
M 21 341.0 0.577 0.2267 0.369 0.625 4,37 0.398 0.2522 0.989 0.0988
22 308.7 0.593 0.2481 0.349 0.685 3.97 0.483 0.2653 0.965 0.1889
23 326.9 D.584 0.2747 0.396 0.750 4.33 0.415 0.2380 0.996 0.1933
24 355.0 0.583 0.2245 0.374 0.794 4.58 0.481 0.2431 1.011 0.1699
25 330.9 D.594 0.2288 0.358 0.736 4,56 D.431 0.2653 1.005 0.1707
26 325.2 0.599 0.2380 0.393 0.747 4.16 0.489 0.2469 1141 0.1212
27 303.6 0,642 0.2958 0.3956 0.7&68 4,76 0.468 0.2464 1.041 0.1532
28 339.4 0.594 0.2416 0.415 0.766 4.13 0.449 0.2113 1.072 0.1246
29 320.1 0.608 0.2833 0.403 0.738 4.01 0.464 0.2331 0.998 0.1581
30 362.4 0.558 0.2403 0.351 0.702 4. 41 0.459 0.2299 1.014 0.1239
4M 31 277.8 0.672 0.2754 0.41%0 0.835 4.664 0.501 0.2358 1.060 0.1497
32 343.0 0.513 0.25™ 0.344 0.763 4,02 0.484 0.2507 0.932 0.1029
33 326.1 0.609 0.2398 0.391 0.743 4,49 0.494 0.19%0 0.989 0.1349
34 290.4 0.665 0.2569 0.40%9 0.678 3wl l 0.438 0.1918 1.070 0.1095
35 295.0 0.633 0.2156 - 0.380 0.749 4,23 0.445 0.1875 0.936 0.125%
36 356.7 0.558 0.2282 0.358 0.710 4.31 0.428 0.1%01 0.93¢ 0.1475
37 302.6 D.662 0.2472 D.417 0.683 3.62 0.432 0.2241 1.009 0.1669
38 312.8 0.643 0.2721 0.397 0.734 4.18 0.487 0.2669 1.088 0.1519
39 391.3 0.541 0.2039 0.339 0.721 4.23 0.409 0.2392 0.953 0.168%9
40 345.4 0.587 0.2258 0.350 6.715 3.68 0.492 0.2510 0.871 0.1659
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APPENDIX 8B - continued. Print No: 0012

Organ weights relative to bodyweight - individual vatues (%) for animals killed after 4 weeks of treatment

Group - 1 2 3 4 Printed: 10-JAN-00
Compound : Control Aspergillus niger (ARO-1) Page: 2
Dosage (mg/kg/day) : 0 500 1500 5000
Schedule number: GSB 061
TERMINAL
GROUP ANIMAL BODY WY (g) THYROIDS+P
M 21 341.0 0.0026
22 308.7 0.0029
23 326.9 0.0034
24 355.0 0.0028
25 330.9 0.0033
26 325.2 0.0058
27 303.6 0.00486
28 339.4 0.0015
29 320.1 0.0037
30 362.4 0.0033
4M 31 277.8 0.0043
32 343.0 0.0041
33 326.1 0.0049
34 290.4 0.0034
35 295.0 0.0037
36 356.7 0.0036
37 302.6 0.0023
38 312.8 0.0048
39 391.3 0.0031

40 345.4 0.0035
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APPENDIX 8B - continued. Print No: 0012

Organ wWweights relative to bodyweight - individual values (%) for animals killed after 4 weeks of treatment
Group s 1 2 3 4 Printed: 10-JAN-00
Compound : Contrel Aspergillus niger (ARO-1) Page: 1
Dosage (mg/kg/day) : 0 500 1500 5000
Schedule number: GSB 061
TERMINAL
GROUP AN TMAL BODY WT (g} BRAIN HEART KIDNEYS LIVER LUNGS & BR OVARIES SPLEEN THYMUS THYROIDS+P
1F 41 229.8 0.843 0.365 0.763 4.30 0.477 0.0374 0.1984 0.2198 0.0035
42 260.3 0.786 0.368 0.764 4.66 0.461 0.0365 0.2244 0.2136 0.0069
43 223.6 0.791 0.366 0.808 4.56 0.489 0.0344 0.2348 0.1838 0.0036
44 252.5 0.790 0.421 0.734 5.48 0.517 0.0392 0.2048 0.2574 0.0032
45 256.9 0.765 0.447 0.888 4_42 0.508 0.0288 0.2238 0.1748 0.0054
46 256.5 0.730 0.432 0.802 4.56 0.555 0.0316 0.2635 0.2491 0.0070
47 237.8 0.808 0.419 0.756 4£.19 0.488 0.0362 0.2115 0.1930 0.0038
48 2175 0.830 0.448 0.801 4.20 0.538 0.0520 0.2313 0.2441 0.0046
49 213.3 0.897 0.424 0.878 4.11 0.523 0.0370 0.2171 0.2053 0.0038
S0 271.0 0.751 0.363 0.821 4.52 0.481 0.0299 0.3133 0.2594 0.0037
2F 51 204 .4 1.008 0.386 0.804 3.80 0.551 0.0338 0.2206 0.1771 0.0044
52 236.9 0.851 0.439 0.799 4.26 0.466 0.0317 0.2482 0.1718 0.0042
53 228.9 0.858 0.435 0.811 3.97 0.706 0.0301 0.1879 0.1547 0.0057
54 225.2 0.812 0.481 0.753 4.01 0.524 0.0373 0.2087 0.2234 0.0031
55 247.9 0.758 0.495 0.754 4.48 0.482 0.0299 0.1944 0.2025 0.0032
56 262.6 0.824 0.397 0.697 3.82 0.509 0.0429 0.2053 0.2811 0.0021
57 230.9 0.869 0.392 0.806 4.54 0.580 0.0377 0.2352 0.1646 0.0082
58 258.5 0.773 0.384 0.780 4.24 0.451 0.0317 0.1849 0.1973 0.0043
59 242.9 0.797 0.368 0.646 3.60 0.437 0.0276 0.3182 0.1964 0.0037
60 244.2 0.813 0.430 0.788 5£.17 0.480 0.0369 0.1818 0.1572 0.0033
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APPENDIX 8B - continued. Print No: 0012

Organ weights relative to bodyweight - individual values {%) for animals killed after 4 weeks of treatment
Group ¥ 1 2 3 4 Printed: 10-JAN-0O0
Compound : Control  Aspergillus niger (ARO-1} Page: 1
Dosage (mg/kg/day} : 0 500 1500 5000
Schedule number: GSB 061
TERMINAL
GROUP ANIMAL BODY WT (@) BRAIN HEART KIDNEYS LIVER LUNGS & BR OVARIES SPLEEN THYMUS THYROIDS+P
3F 61 252.3 0.754 0.457 0.814 3.98 D..552 0.0377 0.1795 0.2132 0.0048
62 213 B 0.919 0.401 0.893 3.96 0.543 0.0279 0.2047 0.1253 0.0057
63 250.1 0.737 0.365 0.780 3.86 0.502 0.0340 0.185%¢% 0.1483 0.0044
&4 223.6 0.824 0.434 0.758 3.49 0.497 0.0371 0.2066 0.1480 0.0040
65 240.5 0.828 D.410 0.784 3.97 0.496 0.0337 0.2603 G.2474 0.0042
66 235.7 0.796 D.381 0.883 4.10 0.503 0.0348 0.1871 0.1680 0.0042
67 22E .6 0.848 0.387 0.815 440 0.535 0.0404 0.2381 0.19%0 0.0045
68 260.0 C.743 0.378 0.778 4.27 0.494 0.0319 0.2369 0.2050 0.0054
69 229.0 6.813 0.334 0.846 3.83 £.531 0.0336 0.2118 0.1996 UNSUITABLE
70 260.1 0.768 0.415 0.750 3.76 0.503 0.0327 0.2503 ¢.2241 0.0027
4F 71 220.3 0.808 0.358 0,734 4.54 0.522 0.0331 0.2283 0.2333 0.0059
72 241.3 0.782 0.380 0.746 4.36 0.474 0.0381 0.2445 0.2242 0.0046
73 239.3 0.767 0.392 0.807 3.79 0.529 0.0334 0.1718 0.2144 0.0042
74 237.8 0.798 0.464 0.680 4.30 0.522 0.0324 0.2309 0.1850 0.0038
75 234.4 0.794 0.375 o077 3.98 0.476 0.0311 0.2176 0.2120 0.0038
76 252.9 0.793 0.383 0.818 4.36 0.506 0.0293 0.2665 0.1708 0.0036
77 262.6 0.749 0.376 0.838 4.36 0.508 0.0327 0.1919 0.2856 0.0065
78 233.3 0.844 0.409 0.787 4.50 0.545 0.0386 0.2203 0.2576 0.0039
79 237.0 0,807 0.480 0.805 4. 41 0.524 0.0460 0.2376 0.2080 UNSUITABLE
80 242.0 0.784 0.366 0.814 4.22 0.495 0.0417 0.1930 0.2058 0.0058
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APPENDIX 8B - continued. Print No: 0012

Organ weights relative to bodyweight - individual values (%) for animals killed after 4 weeks of treatment

Group £ 1 2 3 [ Printed: 10-JAN-00
Compound : Control Aspergillus niger (ARD-1) Page: 2
Dosage (mg/kg/day) : 0 500 1500 5000
Schedule number: GSB 061
TERMINAL
GROUP ANIMAL BODY WT (g) UTERUS+CER
3F 61 252.% 0.109
62 5 fa R 0.249
63 250.1 0.161
b4 223.6 0.164
65 2640.5 0.196
66 235.7 0.371
67 222.6 0.179
68 260.0 0.145
69 229.90 0.443
70 260.1 0.208
LF 71 220.3 0.153
72 241.3 0.134
73 239.3 0.192
74 237.8 0.143
75 234 .4 0.208
76 252.9 0.160
77 262.6 0.138
78 233.3 0,243
79 237.0 0.153
a0 242.0 0.153
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APPENDIX @ Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Group 5 t 2 3 4 Printed: 10-JAN-00

Compound : Control Aspergilius niger (ARD-1) Page: 1
Dosage (mg/kg/day) : 0 500 1500 5000

Schedule number: GSB 061
ANIMAL NUMBER: 0001 SEX: MALE DOSE GROUP: 1 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 355.2 GRAMS

PATHOLOGY 0BSERVATI!IODNS

NECROPSY
ADRENAL CTX :
-CORTICAL FATTY VACUOLATION,-SLIGHT
THYMUS : THYHMUS :
-AREA(S) OF CHANGE; OCCASIONAL DARK AREAS, <2X1MM. -HAEMORRHAGE, -SLIGHT
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APPENDIX @ - continued Print No: 0013

Macropathclogy and histopathology - individual findings for animals killed after 4 weeks of treatment

Group : 1 2 3 & Printed: 10-JAN-DO
Compound : Control Aspergillus niger (ARC-1) Page: 2
Dosage (mg/kg/day) : 0 500 1500 5000
Schedule number: GSB 061
ANIMAL NUMBER: 0002 SEX: MALE DOSE GROUP: 1 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WE!GHT: 321.6 GRAMS
PATHOLOGY OBSERVATIONS
NECROPSY HISTOPATHOLOGY
PROSTATE :
-LYMPHOCYTIC INFILTRATION,-MODERATE
THYMUS :
-LYMPHOCYTOLYSIS,-SLIGHT
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopatholegy - individual findings for animals killed after 4 weeks of treatment

Group - 1 2 3 4 Printed: 10-JAN-0O0

Compound : Control Aspergillus niger (ARO-1) Page: 3
Dosage (mg/kg/day) : 0 500 1500 5000

Schedule number: GSB 061
ANIMAL NUMBER: 0003 SEX: MALE DOSE GROUP: 1 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 05-MAY-99 STURY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 353.7 GRAMS

PATHOLODGY 0OBSERVATIONS

NECROPSY HI1STOPATHOLOGY
CAECUM :
-INFLAMMATORY CELL INFILTRATE IN LAMINA PROPRIA,-SLIGHT
THYMUS : THYHUS :
-AREA(S) OF CHANGE; OCCASIDNAL PUNCTATE, DARK FOCI. -HAEMORRHAGE, -SLIGHT
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APPENDIX 9@ - continued Print No: 0013

Macropathology and histopathelogy - individual findings for animals killed after 4 weeks cof treatment

Group z 1 2 5 4 Printed: 10-JAN-DO
Compound : Contrel Aspergillus niger {(ARO-1%) Page: 5
Dosage (mg/kg/day) : 0 500 1500 5000
Schedule number: GSB 061
ANIMAL NUMBER: 0005 SEX: MALE DOSE GROUP: 1 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 288.7 GRAMS
PATHOLOGY OB SERVATIONS
NECROPSY HISTOPATHOLOGY

EPIDIDYMIDES ;
-SPERMATOCOELE, -PRESENT

KIDHEYS
-BASOPHILIC CORTICAL TUBULES,-MINIMAL
~INTERSTITIAL INFLAMMATORY INFILTRATEON,-MINIMAL

TESTES 2
-SEMINAL TUBULAR EPITHELIAL ATROPHY,-MODERATE
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Group - 1 2 3 4 Printed: 10-JAN-DO
Compound : Control Aspergillus niger (ARO-1) Page: 6
Dosage (mg/kg/day) : 0 500 1500 5000
Schedule number: GSB 061
ANIMAL NUMBER: 0006 SEX: MALE DOSE GROUP: 1 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 317.8 GRAMS
PATHOLOGY OBSERVATIODNS
NECROPSY HISTOPATHOLOGY
THYMUS

-LYMPHOCYTOLYSIS, -SLIGHT
-HAEMORRHAGE , -SLIGHT
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APPENDIX ? - continued Print No: 0013

Macropathoiogy and histopathology individual findings for animals killed after 4 weeks of treatment

Group : 1 2 3 4 Printed: 10-JAN-00
Compound : Control Aspergillus niger (ARO-1) Page: 7
Dosage (mg/kg/day) : 0 500 1500 5000
Schedule number: GSB 061
ANIMAL NUMBER: 0007 SEX: MALE DOSE GROUP: 1 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIF!CE
DATE QF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: § TERMINAL BODY WEIGHT: 330.2 GRAMS
PATHODLDGY 0OBSERVATIONS
NECROPSY HISTOPATHOLOGY

KIDNEYS =
-BASOPHILIC CORTICAL TUBULES,-MINIMAL

LEVER X 5 2
-FGCI OF LEUCOCYTES WITHIN SINUSOIDS, -SLIGHT

THRYMUS
~LYMPHOCYTOLYSIS,-SLIGHT

THYROIDS

THYROIDS : :
>NO SIGNIFICANT LESION

~PALE; LEFT,
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopatholegy - individual findings for animals killed after 4 weeks of treatment

Group H 1 2 3 4 Printed: 10-JAN-00
Compound : Control Aspergillus niger (ARO-1) Page: 8
Dosage (mg/kg/day) : 0 500 1500 5000
Schedule number: GSB 061
ANIMAL NUMBER: 0008 SEX: MALE DOSE GROUP: 1 SACRIFICE STATUS: SCHEDULED, YERMINAL SACRIFICE
DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 362.7 GRAMS
PATHOLOGY 0CBSERVATIONS
NECROPSY HISTOPATHOLOGY
KIDNEYS -
~INTERSTITIAL INFLAMMATORY INFILTRATICN,-MINIMAL
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APPENDIX 9 - continued

Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Group : 1 2 3 4

Compound : Control Aspergiltius niger (ARO-1)

Dosage (mg/kg/day) : 0 500 1500 5000

ANIMAL NUMBER: 0009 SEX: MALE DOSE GROUP: 1

DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29

PATHOLOGY

STUDY WEEK OF DEATH: 5

Printed: 10-JAN-00
Page: 9

Schedule number: GSB 061

SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
TERMINAL BODY WEIGHT: 313.0 GRAMS

OBSERVATILIONS
HISTOPATHOLOGY

KIDNEYS :
-CORTICAL TUBULAR HYALINE DROPLETS,-SLIGHT

THYMUS =
-LYMPHOCYTOLYSIS, -SLIGHT

THYROIDS :
-ULTIMOBRANCHIAL CYST(S),-PRESENT
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopathelogy - individual findings for animals killed after 4 weeks of treatment

Group £ 1 2 3 4 Printed: 10-JAN-00
Compound : Control Aspergillus niger (ARO-1) Page: 10
Dosage (mg/kg/day) : 0 500 1500 5000
Schedule number: GSB D61
ANIMAL NUMBER: 0010 SEX: MALE DOSE GROUP: 1 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 318.9 GRAMS
PATHOLOGY 0OBSERVATIONS
NECROPSY HESTOPATHOLOGY
CAECUM :

-INFLAMMATORY CELL INFELTRATE IN LAMINA PROPRIA,-SLIGHT

KIDNHEYS
-BASOPHILIC CORTICAL TUBULES,-MINIMAL
~INTERSTITIAL ENFLAMMATORY INFILTRATION,-WINIMAL

PROSTATE :
~LYMPHOCYTIC TNFILYRATION,-MINIMAL

THYMUS :
~LYMPHOCYTOLYSIS, -SLIGHT
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Group - 1 2 3 4 Printed: 10-JAN-00
Compound : Control Aspergillus niger (ARO-1) Page: 11
Dosage (mg/kg/day) : 0 500 1500 5000

Schedule number: GSB 061
ANIMAL NUMBER: 0011 SEX: MALE DOSE GROUP: 2 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGMT: 332.1 GRAMS

*#+% ANIMAL HAS NO GROSS OBSERVATIONS RECORDED ***

*#** ANIMAL HAS NO MICROSCOPIC FINDINGS RECORDED ***
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Group : 1 2 3 4 Printed: 10-JAN-00
Compound : Control Aspergillus niger (ARD-1) Page: 13
Dosage (mg/kg/day) : 0 500 1500 5000
Schedule number: GSB 061
ANIMAL NUMBER: 0013 SEX: MALE DOSE GROUP: 2 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: D5-MAY-99 STUDY DAY OF DEATH: 29 §TUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 363.0 GRAMS
PATHOLOGY 0OBSERVAT]ONS
NECROPSY HISTOPATHOLOGY
THYMUS : THYMUS :
-AREA(S) OF CHANGE; OCCASIONAL PUNCTATE, PALE FDCI. -LYMPHOCYTOLYSIS, -SLIGHT

-HAEMORRHAGE, -SLIGHT
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Printed: 10-JAN-00

Group 5 1 2 3 4
Compound : Control Aspergillus niger (ARO-1) Page: 14
Dosage (mg/kg/day) : 4} 500 1500 5000

Schedule number: GSB 061
ANITMAL NUMBER: 0014 SEX: MAL DOSE GROUP: 2 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5§ TERMINAL BODY WEIGHT: 302.5 GRAMS

*xk ANIMAL HAS NO GROSS OBSERVATIONS RECORDED **+

*** ANIMAL HAS NO MICROSCOPIC FINDINGS RECORDED ***
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopatholegy - individual findings for animals killed after 4 weeks of treatment

Group & 1 2 3 4 Printed: 10-JAN-00
Compound : Control Aspergilius niger (ARG-1) Page: 15
Dosage (mg/kg/day) : (1] 500 1500 5000

Schedule number: GSB 061
ANIMAL NUMBER: 0015 SEX: MALE DOSE GROUP: 2 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 377.0 GRAMS

*** ANIMAL HAS NG GROSS DBSERVATIONS RECORDED ***

wwk ANIMAL HAS NO MICROUSCOPIC FINDIMGS RECORDED ***
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Printed: 10-JaN-00

Group s 1 2 3 4
Compound : Control Aspergillus niger (ARO-1) Page: 16
Dosage (mg/kg/day) : 0 500 1500 5000

Schedule number: GSB 061
ANIMAL NUMBER: G016 SEX: MALE DOSE GROULP: 2 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH:; 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 306.1 GRAMS

**%* ANIMAL HAS NO GROSS OBSERVATIONS RECORDED ***

*** ANIMAL HAS NO MICROSCOPIC FINDINGS RECORDED ***
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APPENDIX 9 - continued

Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Group - 1 2 3 4 Printed: 10-JAN-00
Compound : Contrel Aspergillus niger (ARO-1) Page: 17
Dosage (mg/kg/day) : D 500 1500 5000

Schedule number: GSB 061
ANIMAL NUMBER: 0017 SEX: MALE DOSE GROUP: 2 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 327.1 GRAMS

ke ANTMAL

*xk ANIMAL

HAS NO GROSS OBSERVATIONS RECORDED ***

HAS NO MICROSCOPIC FINDINGS RECORDED ***
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Printed: 10-JAN-0D

Group E: 1 2 3 &
Compound : Control Aspergillus niger (ARO-1) Page: 18
Dosage (ma/kg/day) : 0 500 1500 5000

Schedule number: GSB 061
ANIMAL NUMBER: 0018 SEX: MALE DOSE GROUP: 2 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: § TERMINAL BODY WEIGHT: 340.5 GRAMS

**% ANIMAL HAS NO GROSS OBSERVATIONS RECORDED ***

**% ANIMAL HAS NO MICROSCOPIC FINDINGS RECORDED ***



£96¢% 66 l4oday

geio

APPENDIX 9 - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Group § 1 2 3 4 Printed: 10-JAM-00
Compound : Control Aspergillus niger (ARO-1) Page: 19
Dosage (mg/kg/day) : 0 500 1500 5000

Schedule number: GSB 061
ANIMAL NUMBER: 0019 SEX: MALE DOSE GROUP: 2 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 0S-MAY-99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WE!IGHT: 314.5 GRAMS

k% ANIMAL HAS NO GROSS OBSERVATIONS RECORDED ***

w ¥ ANIMAL HAS NO MICROSCOPIC FINDINGS RECORDED ***
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after & weeks of treatment

Printed: 10-JAN-DO

Group = 1 2 3 4
Compound : Control Aspergillus niger (ARO-1) Page: 20
Dosage (mg/kg/day) : 0 500 1500 5000

Schedule number: GSB 061
ANIMAL NUMBER: 0020 SEX: MALE DOSE GROUP: 2 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 310.9 GRAMS

**% ANIMAL HMAS NO GROSS OBSERVATIONS RECORDED ***

**% ANIMAL HAS NO MICROSCOPIC FINDINGS RECORDED ***
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Group & 1 2 p.: 4 Printed: 10-JAN-00
Compound : Control Aspergillus niger (ARD-1) Page: 21
Dosage (mg/kg/day) : 0 500 1500 5000

Schedute number: GSB 061

ANIMAL NUMBER: 0021 SEX: MALE DOSE GROUP: 3 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 341.0 GRAMS

*k¥x ANIMAL HAS NO GROSS OBSERVATIONS RECORDED ***

*** ANIMAL HAS NO MICROSCOPIC FINDINGS RECORDED ***
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Group g 1 2 3 4 Printed: 10-JAN-00
Compound : Control Aspergillus niger (ARO-1) Page: 22
Dosage (mg/kg/day) : 0 500 1500 5000

Schedule number: GSB 061

ANIMAL NUMBER: 0022 SEX: MALE DOSE GROUP: 3 SACRIFICE STATUS: SCHEDULED, TERMIMNAL SACRIFICE
DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 §TUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 308.7 GRAMS

**% ANIMAL HAS NO GROSS OBSERVATIONS RECORDED ***

w%% ANIMAL HAS NO MICROSCOPIC FINDINGS RECORDED ***
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Group g 1 2 3 4 Printed: 10-JAN-0O
Compound : Control Aspergillugs niger (ARD-1) Page: 23
Dosage (mg/kg/day) : 0 500 1500 5600

Schedule number: GSB 061

ANIMAL NUMBER: 0023 SEX: MALE DOSE GROUP: 3 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 326.9 GRAMS

*x% ANIMAL HAS NO GROSS OBSERVATIONS RECORDED **¥

*x% ANIMAL HAS NO MICROSCOPIC FINDINGS RECORDED ***
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APPENDIX @ - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Group 3 1 2 3 4 Printed: 10-JAN-00
Compound : Contre!t Aspergillus niger (ARO-1) Page: 24
Dosage (mg/kg/day) : 0 500 1500 5000
Schedule number: GSB 061
ANIMAL NUMBER: 0024 SEX: MALE DOSE GROUP: 3 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 355.0 GRAMS
PATHOLOGY 0OBSERVATIONS
NECROPSY HISTOPATHOLOGY
L N MANDIBULAR : L N MANDIBULAR :
-DARK; SINGLE NODE. >NO SIGNIFICANT LESION
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AFPENDIX @ - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Group 2 1 2 3 4 Printed: 10-JAN-00
Compeund : Control Aspergillus niger (ARO-1) Page: 26
Dosage (mag/kg/day) : 0 500 1500 5000

Schedule number: GSB 041
ANIMAL NUMBER: 0026 SEX: MALE DOSE GROUP: 3 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 325.2 GRAMS

*%* ANIMAL HAS NO GROSS OBSERVATIONS RECORDED ***

**% ANIMAL HAS NO MICROSCOPIC FINDINGS RECORDED ***
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APPENDIX 9 - continued Print No: 0013

Macropatholegy and histopathelogy - individual findings for animals kilted after 4 weeks of treatment

Group £ 1 2 3 4 Printed: 10-JAN-00
Compound : Control Aspergillus niger (ARC-1) Page: 27
Dosage (mg/kg/day) : 0 500 1500 5000

Schedule number: GSB 0681
ANIMAL NUMBER: 0027 SEX: MALE DOSE GROUP: 3 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: D5-MAY-99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 303.6 GRAMS

*%k ANIMAL HAS NO GROSS OBSERVATIONS RECORDED ***

*** ANIMAL HAS NO MICROSCOPIC FINDINGS RECORDED ***
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AFPPENDIX 9 - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Group g 1 2 3 4 Printed: 10-JAN-09
Compound : Control Aspergillus niger (ARD-1) Page: 28
Dosage (mg/kg/day) : 1] 500 1500 5000

Schedule number: GSB 061
ANIMAL NUMBER: 0028 SEX: MALE DOSE GROUP: 3 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 339.4 GRAMS

*kk ANIMAL HAS NO GROSS CBSERVATIONS RECORDED ***

**% ANIMAL HAS NG MICROSCOPIC FINDINGS RECORDED ***
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopatholegy - individual findings for animals kilted after 4 weeks of treatment

Group £ 1 2 5 4 Printed: 10-JAN-00
Compound : Control Aspergillus niger (ARO-1) Page: 29
Dosage (mg/kg/day) : 0 500 1500 5000

Schedule number: GSB 061
ANIMAL NUMBER: 0029 SEX: MALE DOSE GROUP: 3 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 320.1 GRAMS

*r% ANIMAL HAS NO GROSS OBSERVATIONS RECORDED *#*

*** AN[MAL HAS NO MICROSCOPIC FINDINGS RECORDED ***
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APPENDIX @ - continued Print No: 0013

Macropathology and histopatholegy - individuat findings for animals killed after 4 weeks of treatment

Printed: 10-JAN-00

Group £ 1 2 3 &
Compound : Control Aspergitlus niger {(ARD-1) Page: 30
Dosage (mg/kg/day) : 0 500 1500 5000

Schedule number: GSB 061
ANIMAL NUMBER: 0030 SEX: MALE DOSE GROUP: 3 SACRIFICE STATUS: SCHREDULED, TERMINAL SACRIFICE
DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 362.4 GRAMS

wkx AMIMAL HAS NO GROSS OBSERVATIONS RECORDED ***

*k¥ ANIMAL HAS NO MICROSCOPIC FINDINGS RECORDED ***
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APPENDIX @ - continued Print No: 0013

Macropathology and histopathoiogy - individual findings for animals killed after 4 weeks of treatment

Printed: 10-JAN-00

Group 5 1 2 3 4
Compound : Control Aspergillus niger (ARO-1) Page: 31
Dosage (mg/kg/day) : o] 500 1500 5000
Schedule number: GSB 061
ANIMAL NUMBER: 0031 SEX: MALE DOSE GROUP: & SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: § TERMINAL BODY WEIGHKT: 277.8 GRAMS
PATHOLOGY OBSERVATIONS
NECROPSY HISTOPATHOLOGY
CAECUM :
~-INFLAMMATORY CELL INFILTRATE IN LAMINA PROPRIA,-SLIGHT
KIDKEYS -
~CORTICAL TUBULAR HYALINE DROPLETYS,-MODERATE
LIVER X 5 :
-FOC! OF LEUCOCYTES WITHIN SINUSOIDS,-MINIMAL
THYMUS :
~LYMPHOCYTOLYSIS,-SLIGHT



APPENDIX 9 - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

A3
2 Group : 1 2 3 4 Printed: 10-JAN-00
© Compound : Control Aspergillus niger (ARQO-1) Page: 32
3 Dosage {mg/kg/day} : 0 500 1500 5000
Schedule number: GSB 061
SE ek R LR DR RS R S B B e e R R e R T e e T R R e R e o
N ANIMAL NUMBER: 0032 SEX: MALE DOSE GROUP: 4 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
K DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 §TUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 343.0 GRAMS
T
51 PATHODLOGY OBSERVATI]IONS
e NECROPSY HISTOPATHOLODGY
ADRENAL CTX :
-CORTICAL FATTY VACUOLATION,-SLIGHT
KIDNEYS :
-INTERSTITIAL INFLAMMATORY INFILTRATION,-MINIMAL
T T T T e e el T B e T T OO SO U e
P )
AN *kk ANIMAL HAS NO GROSS OBSERVATIONS RECORDED ***

sl
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APPENDIX 9 - continued Print

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Printed:

Group : 1 2 3 4
Compound : Control Aspergillus niger (ARO-1) Page:
Dosage (img/kg/day) : 0 500 1500 5000

Schedule number:

ANIMAL NUMBER: 0033 SEX: MALE DOSE GROUP: 4 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMENAL BODY WEIGHT: 326.1

GRAMS

NECRQOPSY
ADRENAL CTX :
-CORTICAL FATTY VACUOLATION,-SLIGHT
THYMUS =
-HAEMORRHAGE , -SLIGHT

No: 0013

10-JAN-0O0
33

GSB 061
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APPENDIX & - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Greup z 1 2 3 4 Printed: 10-JAN-00
Compound = Control Aspergillus niger (ARC-1) Page: 35
Dosage (mg/kg/day) : 0 500 1500 5000
Schedule number: GSB 061
ANIMAL MUMBER: 0035 SEX: MALE DOSE GROUP: 4 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 295.0 GRAMS
PATHOLOGY 0BSERVATIONS
NECROPSY HISTOPATHOLOGY
THYMUS THYMUS
-AREA(S) OF CHANGE; OCCASIONAL PUNCTATE, DARK FOC!. >NO SIGNIFICANT LESION
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopathology - individual fjndings for animals killed after 4 weeks of treatment

Group 2 1 2 3 4 Printed: 10-JAN-0O
Compound : Control Aspergillus niger (ARO-1) Page: 37
Dosage (mg/kg/day) : 0 500 1500 5000
Schedule number: GSB 061
ANIMAL NUMBER: 0037 SEX: MALE DOSE GROUP: 4 SACRIFICE STATUS: SCHEOULED, TERMINAL SACRIFICE
DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 302.6 GRAMS
PATHOLOGY OBSERVATIONS
NECROPSY HISTOPATHOLOGY
LIVER X 5 =
-FOCI OF LEUCOCYTES WITHIN SINUSOIDS,-SLIGHT
THYMUS : THYMUS :
-AREA(S) OF CHANGE; OCCASIONAL PUNCTATE, DARK FOCI. >NO SIGNIFICANT LESION
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APPENDIX 9 - continued

Print No: 0013

Macropathology and histopathology - individual findings for animals killed after & weeks of treatment

Group : i 2 3 4

Campound : Control Aspergilius niger (ARO-1)

Dosage (ma/kg/day) : 0 500 1500 5000

ANIMAL NUMBER: 0039 SEX: MALE DOSE GROUP: 4

DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29

0BSERVATIONS

PATHOLOGY

STUDY WEEK OF DEATH: 5

Printed: 10-JAN-0O
Page: 39

Schedule number: GSB 061

SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
TERMINAL BODY WEIGHT: 391.3 GRAMS

HISTOPATHOLOGY
ADRENAL CTX :
-CORTICAL FATTY VACUOLATION,-SLIGHT

CAECUM :
-INFLAMMATORY CELL INFILTRATE IN LAMINA PROPRIA,-SLIGHT

HEART ,VENTRICLE =
-CHRONIC MYOCARDITIS,-MINIMAL

KIDNEYS :
~BASOPHILIC CORTICAL TUBULES, -MINIMAL
-INTERSTITIAL INFLAMMATORY INFILTRATION,-MINIMAL

LIVER X 5 :
-FOCI OF LEUCOCYTES WITHIN SINUSOIDS,-SLIGHT
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APPENDIX 9@ - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Group 4 1 2 3 4 Printed: t0-JAN-00
Compound : Control Aspergillus niger {ARD-1) Page: 40
Dosage (mg/kg/day) : 0 500 1500 5000
Schedute number: GSB 061
ANIMAL NUMBER: 0040 SEX: MALE DOSE GROUP: 4 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 345.4 GRAMS
PATHOLOGY OBSERVATIONS
NECROPSY HISTOPATHOLOGY
CAECUM :
-INFLAMMATORY CELL INFILTRATE IN LAMINA PROPRIA,-SLIGHT
KIDNEYS :
~BASOPHILIC CORTICAL TUBULES,-HINIMAL
LIVER X 5 :
-FOC1 OF LEUCOCYTES WITHIN SINUSQIDS,-SLIGKHTY
S. MUSCLE THIGH
~CHRONIC INFLAMMATION,-SLIGHT
THYMUS :
-HAEMORRHAGE , -SLIGHT
URINARY BLADDER
-PROTEINACEQUS PLUG,-SLIGHT

*** ANIMAL HAS NO GROSS OBSERVATIONS RECORDED ***
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APPENDIX 9 - continued

Print No: 0013

Macropathology and histopatholegy - individual findings for animals killed after 4 weeks of treatment

Group 5 1 2 3 4

Compound : Control Aspergillus niger (ARO-1)

Dosage (mg/kg/day) : 0 500 1500 5000

ANIMAL NUMBER: 0042 SEX: FEMALE DOSE GROUP: 1

DATE OF DEATH: 06-MAY-99 STuLyY DAY OF DEATH: 30

STUDY WEEK OF DEATH: 5

Printed: 10-JAN-00
Page: 42

Schedule number: GSB 061

SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
TERMINAL BODY WEIGHT: 260.3 GRAMS

KIDNEYS :
-CORTICO-MEDULLARY MINERALISATION,-SLIGHT
-DILATED CORTICAL TUBULES,-SLIGRT
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopathelegy - individual findings for animals killed after 4 weeks of treatment

Group - 1 2 3 4 Printed: 10-JAN-QD

Compound : Control Aspergillus niger (ARO-1) Page: 44
Dosage (mg/kg/day) : 5] 500 1500 5000

Schedule number: GSB 061
ANIMAL NUMBER: 0044 SEX: FEMALE DOSE GROUP: 1 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 06-MAY-99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 252.5 GRAMS

NECROPSY
KIDNEYS :
~CORTICD-MEDULLARY MINERALISATION, -SLIGHT
THYMUS :
~LYMPHOCYTOLYSIS, -MODERATE



£56S 66 i0day

9¥ L0

APPENDIX % - continued Print No: 0013

Macropathology and histopatholegy - individuat findings feor animals killed after 4 weeks of treatment

Group 2 1 2 5 4 Printed: 10-JAN-DO
Compound : Control Aspergillus niger (ARO-1) Page: 45
Dosage (mg/kg/day) : 0 SO0 15G0 5000
Schedule number: GSB 061
ANIMAL NUMBER: QD45 SEX: FEMALE DOSE GROUP: 1 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 06-MAY-99 STUDY DAY OF DEATH: 30 STUDY WEEK Of DEATH: 5 TERMINAL BODY WEIGHT: 256.9 GRAMS
PATHOLOGY OBSERVATI!IDNS
NECROPSY HISTOPATHOLOGY
LTVER X 5 :
-FOCI OF LEUCOCYTES WITHIN SINUSOIDS,-MINIMAL
THYMUS -
-LYMPHOCYTOLYSIS, -SLIGHT
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APPENDIX @ - continued Print No: 0013

Macropathology and histopatholegy - individual findings for animals kitled after 4 weeks of treatment

Group s 1 2 3 4 Printed: 10-JAN-00
Compound : Contrel Aspergillus niger (ARO-1) Page: 47
Dosage (mg/kg/day) : 0 500 1500 5000
Schedule number: GSB 061
ANIMAL NUMBER: 0047 SEX: FEMALE DOSE GROUP: 1 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 0&6-MAY-99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 237.8 GRAMS
PATHOLOGY 0CBSERVATIONS
NECROPSY HISTOPATHOLOGY
KIDNEYS :

-MEDULLARY CYST(S),-SLIGHT
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Group z 1 2 3 & Printed: 10-JAN-00
Compound : Control Aspergillus niger (ARO-1) Page: 48
Dosage (mg/kg/day) : 0 500 1500 5000
Schedule number: GSB 061
ANTMAL NUMBER: D048 SEX: FEMALE DOSE GROUP: 1 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 06-MAY-99 STUDY DAY OF DEATH: 30 STURY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 217.5 GRAMS
PAT HO LA BY OBSERVATIONS
NECROPSY KISTOPATHOLOGY
UTERUS : UTERUS :
-FLUID DISTENSION; <4MM DIA. -DILATED, -SLIGHT
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopatheology - individual findings for animals killed after 4 weeks of treatment

Group 2 1 2 3 4 Printed: 10-JAN-00
Cempound : Contro!l Aspergillus niger (ARO-1) Page: 49
Dosage (mg/kg/day) : 0 500 1500 5000
Schedule number: GSB 061
ANIMAL NUMBER: 0049 SEX: FEMALE DOSE GROUP: 1 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE DOF DEATH: 06&6-MAY-99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 213.3 GRAMS
PATHOLOGY OBSERVATIONS
NECROPSY HISTOPATHOLOGY
KIDNEYS :

-BASOPHILIC CORTICAL TUBULES,-MINIMAL
-CORTICO-MEDULLARY MINERALISATION,-SLIGHT
-MEDULLARY MINERALISATION,-MINIMAL

UTERUS : UTERUS =
-FLUID DISTENSION; <4MM DIA. -DILATED, -SLIGHT
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Group : 1 2 3 4 Printed: 10-JAN-00
Compound : Control Aspergillus niger (ARO-1) Page: 50
Dosage (mg/kg/day) : 0 500 1500 5000
Schedule number: GSB 061
ANIMAL NUMBER: 0050 SEX: FEMALE DOSE GROUP: 1 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 06-MAY-99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 271.0 GRAMS
PATHOLOGY OBSERVATIONS
NECROPSY HISTOPATHOLOGY
THYROIDS : THYROIDS :
-APPEARS SMALL; LEFT. WT. 0.D03G. >NO SIGNIFICANT LESION



4009y

66

¢56¢

AT

APPENDIX 9 - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Group # 1 2 3 4 Printed: 10-JAN-00
Compound : Control Aspergillus niger (ARC-1) Page: 51
Dosage (mg/kg/day) : 0 500 1500 5000
Schedule number: GSB 061
ANTMAL NUMBER: 0051 SEX: FEMALE DOSE GROUP: 2 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 06-MAY-99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 204 .4 GRAMS
PRTHROL GO GRS ERVATITAQNS
NECROPSY HISTOPATHOLOGY
CAECUM :

-INFLAMMATORY CELL INFILTRATE [N LAMINA PROPRIA,-SLIGHT
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APPENDIX ¢ - continued Print No: 0013

Macropathelogy and histopathology - individual findings for animals killed after 4 weeks of treatment

Group * 1 2 3 4 Printed: 10-JAN-00
Compound : Control Aspergillus niger (ARO-1) Page: 53
Dosage {mg/kg/day) : 0 500 1500 5000

Schedule number: GSB 061

ANIMAL NUMBER: 0053 SEX: FEMALE DOSE GROWP: 2 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 06-MAY-99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 228.9 GRAMS
PATHOLOGY OBSERVATIODNS
NECROPSY HISTOPATHOLOGY
CAECUM :
-INFLAMMATORY CELL INFILTRATE IN LAMINA PROPRIA,-SLIGHT
UTERUS : UTERUS :
“FLUID DISTENSION; <4MM DIA. -DILATED,-SLIGHT
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Group : i 2 3 4 Printed: 10-JAN-OC
Compound : Control Aspergillus niger (ARO-1) . Page: 55
Dosage (mg/kg/day) : 0 500 1500 5000
schedule number: GSB 061
ANIMAL NUMBER: 0055 SEX: FEMALE DOSE GROUP: 2 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 06-MAY-99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 247.9 GRAMS
PATHOLOGY OBSERVATIONS
NECROPSY HISTOPATHGLOGY

L N ILIAC MED. : L N ILIAC MED. :

-AREA(S) OF CHANGE; POORLY DEFINED, DARK AREA. -~-TATTOD PIGMENT ,-PRESENT
UTERUS : UTERUS :

-FLUID DISTENSION; <4MM DIA. -DILATED, -SLIGHT



£96¢ 66 duaay

LGS0

APPENDIX 9 - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Group -} 1 2 3 4 Printed: 10-JAN-00
Compound : Contrel Aspergillus niger (ARD-1) Page: 56
Dosage (mg/kg/day) : 0 500 1500 5000

Schedule number: GSB 061

ANIMAL NUMBER: 0056 SEX: FEMALE DOSE GROUP: 2 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 06-MAY-99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 242.6 GRAMS

*%% ANIMAL WAS NO GROSS OBSERVATIONS RECORDED ***

*** ANIMAL HAS NO MICROSCOPIC FINDINGS RECORDED ***
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopasthology - individual findings for animals killed after 4 weeks of treatment

Group H 1 2 3 & Printed: 10-JAN-08
Compound : Control Aspergillus niger {ARO-1} Page: 58
Dosage (mg/kg/day) : Lt} 500 1500 5000

Schedule number: GSB 061
ANIMAL NUMBER: 0058 SEX: FEMALE DOSE GROUP: 2 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 06-MAY-99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 258.5 GRAMS

*kx ANIMAL HAS NOQO GROSS OBSERVATIONS RECORDED ***

*k¥* ANIMAL HAS NO MICROSCOPIC FINDENGS RECORDED ***
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Group : 1 2 3 4 Printed: 10-JAN-0O
Compound : Control Aspergillius niger (ARO-1) Page: 60
Dosage (mg/kg/day) : 0 500 1500 5000

Schedule number: GSB 061
ANIMAL NUMBER: 0060 SEX: FEMALE DOSE GROUP: 2 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 06-MAY-99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 244 .2 GRAMS

*k* ANIMAL HAS NO GROSS OBSERVATIONS RECORDED ***

*** ANIMAL HAS NO MICROSCOPIC FINDINGS RECORDED ***
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APPENDIX @ - continued Print No: 0013

Macropathology and histopathology - individuat findings for animals killed after 4 weeks of treatment

Printed: 10-JAN-00

Group : 1 2 3 4
Compound : Control Aspergilius niger (ARD-1) Page: 62
Dosage (mg/kg/day) : 0 500 1500 5000

Schedule number: GSB 061
ANIMAL NUMBER: 0062 SEX: FEMALE DOSE GROUP: 3 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 0&6-MAY-99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 211.5 GRAMS

*x% ANIMAL HAS NO GROSS OBSERVATIONS RECORDED ***

k%% ANIMAL HAS NO MICROSCOPIC FINDINGS RECORDED ***
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APPENDIX 9 - continued Print No: D013

Macropatholegy and histopathology - individual findings for animals killed after 4 weeks of treatment

Printed: 10-JAN-D0

Group £ 1 2 3 A
Compound : Control Aspergillus niger (ARD-1) Page: 63
bosage (mg/kg/day) : 1] 500 1500 5000
Schedule number: GSB D61
ANIMAL NUMBER: 0063 SEX: FEMALE DOSE GROUP: 3 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
TERMINAL BODY WEIGHT: 250.1 GRAMS

DATE OF DEATH: 0D&6-MAY-99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5

SKIN : SKIN :
-TRAUMA; RIGHT PINNA PARTIALLY ABSENT. >NO SIGNIFLICANT LESION



‘N
e

[E2)

2

N

APPENDIX 9 - continued Print No: 0013

Macropathology and histopathelogy - individual findings for animals killed after 4 weeks of treatment

Frinted: 10-JAN-DD

Group % 1 2 3 4
Compound :+ Controt Aspergillus niger (ARD-1) Page: 64
Dosage {mg/kg/day)} : 0 500 1500 5000

Schedule number: GSB 061

ANIMAL NUMBER: 0064 SEX: FEMALE DOSE GROUP: 3 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 06-MAY-99 5TUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 223.6 GRAMS

**k ANIMAL HAS NO GROSS OBSERVATIONS RECORDED ***

**% ANIMAL HAS NO MICROSCOPIC FINDIMGS RECORDED ***
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopathotogy - individual findings for animals kilied after 4 weeks of treatment

Group 5 1 2 3 4 Printed: 10-JAN-00
Compound : Control Aspergillus niger (ARO-1) Page: 65
Dosage (mg/kg/day) = 0 500 1500 5000

Schedule number: GSB 061
ANIMAL NUMBER: 0065 SEX: FEMALE DOSE GRODUP: 3 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 06-MAY-99 S§TUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5 TERMINAL BODY MWEIGHT: 240.5 GRAMS

*** ANIMAL HAS NO GROSS OBSERVATIONS RECORODED ***

**% ANIMAL HAS NO MICROSCOPIC FINDINGS RECORDED ***
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 Weeks of treatment

Group £ 1 2 3 4 Printed: 10-JAN-00
Compound : Control Aspergillus niger (ARO-1) Page: 66
Dosage (ma/kg/day) : 8] 500 1500 5000
Schedule number: GSB 061
ANIMAL NUMBER: 0066 SEX: FEMALE DOSE GROUP: 3 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 06-MAY-99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 235.7 GRAMS
PATHOLOGY 0OBSERVATIONS
NECROPSY HISTOPATHCLOGY

UTERUS : UTERUS

-FLUID DISTENSION; <4MM DIA. -DILATED, -MODERATE






JUQGQ

66 +

£56¢

6910

APPENDIX @ - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Printed: 10-JAN-00

Group £ 1 2 3 4
Compound : Control Aspergillus niger (ARO-1) Page: 68
Dosage (mg/kg/day) = 0 500 1500 5000

Schedule number: GSB 061
ANIMAL NUMBER: 0068 SEX: FEMALE DOSE GROUP: 3 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 06-MAY-99 STUDY DAY OF DEATH: 30 STUDY WEEX OF DEATH: 5 TERMINAL BODY WEIGHT: 260.0 GRAMS

*¥k ANIMAL HAS NO GROSS OBSERVATIONS RECORDED ***

*%k ANIMAL HAS NO MICROSCOPIC FINDINGS RECORDED ***
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Printed: 10-JAN-0D0

Group z 1 2 3 4
Compound : Control Aspergillus niger (ARO-1) Page: 69
Dosage (mg/kg/day) : 0 500 1500 5000

Schedule number: GSB 061
ANIMAL NUMBER: 0069 SEX: FEMALE DOSE GROUP:; 3 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 06-MAY-99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 229.0 GRAMS

CAECUM :
-INFLAMMATORY CEtL INFILTRATE I[N LAMINA PROPRIA,-SLIGHT

THYROIDS :

THYROIDS :
-NOT EVIDENT; LEFT. >NO SIGNIFICANT LESION

UTERUS :

UTERUS :
-FLUID DISTENSION; <6MM DIA. -DILATED, -MARKED
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APPENDIX 9 - continued Print No: 0013

Macropatheology and histopathology - individual findings for animatls killed after 4 weeks of treatment

Printed: 10-JAN-00D

Group : 1 2 3 &
Compound : Controt Aspergillus niger {(ARO-1) Page: 70
Dosage (mg/kg/day) : o 500 1500 5000
Schedule number: GSB 061
ANIMAL NUMBER: 0070 SEX: FEMALE DOSE GROUP: 3 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
TERMINAL BODY WEIGHT: 260.1 GRAMS

DATE OF DEATH: B6-MAY-99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5

NECROPSY
CAECUM =
-INFLAMMATORY CELL INFILTRATE IN LAMINA PROPRIA,-SLIGHT
UTERUS : UTERUS
~AREA(S) OF CHANGE; PODORLY DEFINED, DARK AREA, IN TIP OF -ENDOMETRIAL GLAND HYPERPLASIA,-SLIGHT

RIGHT CORNU. -STROMAL HAEMORRHAGE,-SLIGHT
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Group - 1 2 3 4 Printed: 10-JAN-0D
Compound : Control Aspergillus niger (ARO-1) Page: 71
Dosage (mg/kg/day) : 0 500 1500 5000
Schedule number: GSB 061
ANIMAL NUMBER: 0071 SEX: FEMALE DOSE GROUP: & SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 0&6-MAY-99 STUDY DAY QOF DEATH: 30 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 220.3 GRAMS
PATHOLOGY OBSERVATIONS
NECROPSY HISTOPATHOLOGY
CAECUM :

-INFLAMMATORY CELL INFILTRATE IN LAMINA PROPRIA,-SLIGHT

KIDHEYS :
-CORTICO-MEDULLARY MINERALISATION,-MINIMAL

LIVER X 5 :
~FOCI OF LEUCOCYTES WITHIN SINUSOIDS,-SLIGHT
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APPENDIX 9 - continued Print No: 0013

Macropathelogy and histopathology - individual findings for animals killed after 4 weeks of treatment

Group | 1 2 3 4 Printed: 10-JAN-00
Compound : Control Aspergitlus niger (ARO-1) Page: 72
Dosage (mg/kg/day) : 0 500 1500 5000
Schedule number: GSB 061
ANIMAL NUMBER: 0072 SEX: FEMALE DOSE GROUP: 4 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 06-MAY-99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 261.3 GRAMS
PATHOLOGY OBSERVATI]IONS
NECROPSY HISTOPATHOLOGY
KIDNEYS

-BASOPHILIC CORTICAL TUBULES,-MINIMAL
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APPENDIX 9 - continued Print No: 0013

Macropathotogy and histopathelegy - individual findings for animals killed after 4 weeks of treatment

Group 2 1 2 3 4 Printed: 10-JAN-00
Compound : Control Aspergillus niger (ARO-1) Page: 73
Dosage (mg/kg/day) : 0 500 1500 5000
Schedule number: GSB 061
ANIMAL NUMBER: 0073 SEX: FEMALE DOSE GROUP: 4 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 06-MAY-99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 239.3 GRAMS
PATHOLOGY OBSERVATIONS
NECROPSY HISTOPATHOLOGY
CAECUM :

-INFLAMMATORY CELL INFELTRATE IN LAMINA PROPRIA,-SLIGHT
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APPENDIX @ - continued Print No: 0013

Macropathology and histopathology - individual findings for animals kilted after 4 weeks of treatment

Group 2 1 2 3 4 Printed: 10-JAN-D0
Compound : Contrel Aspergillus niger (ARO-1) Page: 74
Dosage (mg/kg/day) : 0 500 1500 5000

Schedule number: GSB 061

ANIMAL NUMBER: 0074 SEX: FEMALE DOSE GROUP: 4 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 06-MAY-99 STUDY DAY OF DEATH: 30 STUDY WEEX OF DEATH: 5 TERMINAL BODY WEIGHT: 237.8 GRAMS
PATHODLOGY OBSERVATIDODNS
NECRDPSY HISTOPATHOLOGY
L N MESENTERIC : L N MESENTERIC :
-APPEARS LARGE; <6X4X3MM. >NO SIGNIFICANT LESION
LIVER X 5 :

-FOCI OF LEUCOCYTES WITHIN SINUSOIDS,-MINIMAL
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APPENDIX @ - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Group = 1 2 3 4 Printed: 10-JAN-00
Compound : Control Aspergillus niger (ARD-1) Page: 7%
Dosage (mg/kg/day) : 0 500 1500 5000
Schedule number: GSB 061
ANIMAL NUMBER: 0075 SEX: FEMALE DDSE GROUP: & SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 06-MAY-99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHMT: 234, 4 GRAMS
PATHOLOGY OBSERVATIONS
NECROPSY HISTOPATHOLOGY
PARATRYRDIDS

>TISSUE MISSING
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APPENDIX 9 - continued Print No: 0013

Macropathology and histopathology - individual findings for animals killed after 4 weeks of treatment

Group 2 1 2 3 4 Printed: 10-JAN-00
Compound : Control Aspergillus niger (ARO-1) Page: 76
Dosage {mg/kg/day) : 0 500 1500 5000

Schedule number: GSB 041

ANIMAL NUMBER: 0076 SEX: FEMALE DOSE GROUP: 4 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE
DATE OF DEATH: 06-MAY-99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 252.9 GRAMS
PATHOLDGY OB SERVAT!IONS
NECROPSY HISTOPATHOLOGY
CAECUNM :

~INFLAMMATORY CELL INFILTRATE IN LAMINA PROPRIA,-SLIGHT

KIDNEYS :
-CORTICO-MEDULLARY MINERALISATION, -MINIMAL
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