
lAB LE 8 Print No: 00 10 

Hacropatho l ogy - s umma ry of individual findings for animals killed af t er 4 weeks of treatment 

;;:o 
cl) 
·o 
0., 
r ~ 

Group 
Compound 
Dosage (mg/kg/day) 

Control 
0 

2 3 4 
Asperg i l lus niger {AR0-1) 

500 1500 5000 

Pr i nt ed: 
Page: 

Schedule number : 

10- JAN·O O 
1 

GSB 061 

• · · · - · ­ MALE · · - - · - · 
. 1 . - 2 - - 3 - -4 · 

· ·· · -· FEMA LE···-·­
-1 ­ - 2­ - 3· -4 . 

ORGAN / TISSUE EXAMINED 

** TOP OF LIST ** 
L N MANDIBULAR 

··DARK 

10 10 10 

0024 

10 10 10 10 
· =· 

10 

· ·AREACS) OF CHANG E 0077 

L N ME SE NTER IC 
··APPEARS LARGE 0074 

THYMUS 
· · AREA(S) OF CHANGE 000 1 0013 

0003 
0035 
003 7 

THYROIDS 
·· PALE 000 7 

-- NOT EVJDENT 0069 0079 

··APPE ARS SMALL 0050 

UTERUS 
·· FLUID DISTENSION 0043 

0048 
0049 

0053 
0055 

0066 
0069 

··AREACS) OF CHANG E 0070 

L N I L I AC MEO . 
· · ARE A(S) OF CHA NGE 0055 

SK IN 
· · TRAUMA 

•• ENO OF LIST ** 
0063 

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



TABLE 9 

His to pat ho l ogy - group distributio n of finding s for an i ma ls k i l l ed aft er 4 we e ks of t r eatmen t 

Print No: 00 14 

Group 
Compou nd 
Dosage (mg/kg/day) 

Control 
0 

2 3 
Aspe r g ill us n i ger 

500 1500 

4 
(AR0 ­ 1) 

5000 

Pri nted : 
Page: 

Schedule numbe r : 

10- J AN- 00 
1 

GSB 061 
.. -.. ----- ---- -.---- ----·-- ---- ----- ---· -- · -- ---- ----- -- --·- .. ------ --- · ----- --· --- · ----------------------- ---- -- ----------- ---- -- -- -- .. ~ 

- · · NU M B E R · 0 F · AN I MA L S · A F F E CT E 0 ·· · 

SEX: · · ·····MAL E··· ···· · · · · ·· FEMALE ·· ···· 
GROUP : · 1- ·2· ·3 · - 4- ·1· ·2 · ·3· ·4 · 

ORGAN ANO FI NDING DESCRIPT I ON NUMBER: 10 10 10 10 10 10 10 10 
·::-· ·::· 

** TOP OF LIST ** 
ADRENAL CTX .. . .... .. . ....... . ... . ........... .... .... . . NUMBER EXA MINED : 10 0 0 10 10 0 0 10 

· · CORTICAL FATTY VACUOL ATION 1 0 0 3 0 0 0 0 

CAECU M ... . ...... ....... . . . .. ... . . ...•.......... . . . .. .. NUMB ER EXAM! NED: 10 0 0 10 10 10 10 10 
·· INFLA MM ATORY CE LL INFI LTRATE I N LAMINA PROPR IA 3 0 0 3 0 3 2 7b 

EPIDIDYM IDE S .. ... ..... .. . . . ..... .. ........... .. ....... NU MBER EX AMI NED: 10 0 0 10 0 0 0 0 
·· SP ERMA TOCOELE 1 0 0 0 0 0 0 0 

HEAR T, VE NTRICL E .••... ...... . . . . . ... ........... ... ..... NUMB ER EX AM I NE D: 10 0 0 10 10 0 0 10 
· · CHRONI C MY OCARDITIS 0 0 0 1 0 0 0 0 

KIDNEYS ... . .. ... . .... . ... . ..... . . . . .. .... . ... ... . ... . . NUMBER EXAMINED : 10 0 0 10 10 0 0 10 
·- BASOPHILIC CORTI CAL TUBULES 3 0 0 2 3 0 0 1 

·· INTERSTITIAL IN FL AMMATORY INFILTRATI ON 3 0 0 2 0 0 0 0 

· · COR TI CAL TUBULAR HYAL IN E DROP LETS 2 0 0 3 0 0 0 0 

·- CORT ICO·MEDULLAR Y MINER ALI SATION 0 0 0 0 4 0 0 4 

· - DI LAT ED CORTICAL TUBULES 
 0 0 0 0 2 0 0 0 

·· MEDU LLARY MINERA LISATION 
 0 0 0 0 1 0 0 1 

· · MEOUL LAR Y CYST( S) 0 0 0 0 1 0 0 0 


L N MANDIB UL AR .......... . .................. . . . ... .. .. NUMBER EXAMINED: 10 0 1 10 10 0 0 10 
··HAEMORRHAGE 0 0 0 0 0 0 0 1 

LIVER X 5 . .. ...... . ......... ..... . . .. ....... . ... . . . .. . NUMBER EXA MIN ED: 10 0 0 10 10 0 0 10 
·· FOCI OF LEUCOCYT ES WITHIN SINU SO IDS 1 0 0 4 2 0 0 3 

LUN GS X 2 ......... ........ .... .. . ..... .. ......... . . ... NUMBE R EXAM I NED: 10 0 0 10 10 0 D 10 
·· ALVEOLAR HAEMORRHAGE 0 0 0 0 1 0 0 0 

PANCR EAS ...... .... . ... . .......... . .. .... ...... ... . . . .. NUMBER EXA M I NED: 10 0 0 10 10 0 0 10 
·-ACINAR ATROPHY WIT H CHRONIC INFLAMMA TI ON 0 0 0 0 1 0 0 0 

Signi ficant when compared with Group 1: b. p<0.01 



Print No : 00 1t.TABLE 9 · contin ued. 

Hi s topatho l ogy · group distribution of findings for an i ma l s k il l ed afte r 4 weeks of t r eatmen t 

·..u 
·1) 2 3 4 Printed: 10- JA N· OO c Group 

·::> Compound Control Aspe r g il lus niger (AR0-1) Page : 2 
,..... Dosa ge (mg/ kg/ day) 0 500 1500 5000 

Schedule numbe r : GSB 061 
-- -------- --- -- ------ ----- --- ---- -- ----- ---·------ ------ ----------------------------------- -----.. ---- ------- -- -- ----- ------ ------ - -­

-· - N UMB E R - OF - A N I MAL S · A F F EC T E D -· ­

SEX : ·· · ···· MALE······· ······FEMALE···· ·· 
GROUP : ·1 · ·2· · 3 · ·4· · 1- ·2· ·3· -4­

ORGA N AND FINDING DESCRIP TION NUMB ER: 10 10 10 10 10 10 10 10 

PROST ATE ... .. ... .......... . .. .... ............ ... . ... . . NUMB ER EXAMINED : 10 0 0 10 0 0 0 0 

··LY MPHOCY TIC INFILTRATION 2 0 
 0 0 0 0 0 0 

S. MUSCLE THIGH ........... ... ... .. . . . . . . .. . ... ........ NUMB ER EXAMINED: 10 0 0 10 10 0 0 10 

··C HRONIC INF LAMMATION 0 0 0 1 0 0 0 0 

0 
<::> SALIVARY GLAND S . . ........ . . ...... ...... . ........ . ... .. NUMBER EXAMI NE D: 10 0 0 10 10 0 0 10 
(J'I 0 0 0 0 0 0 1·· LYMPHOCYTI C IN FILTRA TION 0 
0 

TE STES .. .. .................... .. . ............. ... ..... NUMBER EXAMI NED : 10 0 0 10 0 0 0 0 
-·SEM IN AL TUBULAR EPIT HELIAL ATROPHY 1 0 0 0 0 0 0 0 

THYMUS ........................................... .. . .. NUMBER EXAMIN ED : 10 0 10 10 0 0 10 

· · LYMPHOCYTOLYSIS 6 
 0 2 4 0 0 3 
·· HAEMORRHAGE 3 0 2 0 0 0 0 

THYROIDS ..... . .... ....... ......... ... ... ....... . ...... NU MB ER EXAMINED: 10 0 0 10 10 0 1 10 
--U LTIMOBRANC HIAL CYST(S ) 1 0 0 0 0 0 0 0 

URINAR Y BLADDER ................ ............ ........... NUMBER EXAMINED: 10 0 0 10 10 0 0 10 

··P ROTE INACEOUS PLUG 0 0 0 1 0 0 0 0 


UTERUS .... . .... , ......... . . . . .......... , .......... .... NUMBER EXAMINED : 0 0 0 0 10 2 3 10 

·· DIL ATED 
 0 0 0 0 3 2 2 0 

··E ND OMETRI AL GLAND HYPERPLASIA 0 0 0 0 0 0 1 1 
··S TR OMAL HAEMORRHAGE 0 0 0 0 0 0 1 0 

l N ILI AC MED ............ ..... . .... ............. .. . .. NUMBER EXAM! NED: 0 0 0 0 0 0 0 

··TATTOO PIG MEN T 
 0 0 0 0 0 0 0 


** END OF LIST ** 




GSB06J /993953 

APPENDIX I 


Analysis of Enzyme preparation from Aspergillus niger (AR0-1) - certificates from the Sponsor. 


The following two pages present the certificate ofanalysis 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. 


Peoort 99 3953 
 0051 



WATERINGSEW£G 1 
PO IOX 1 
2500 MA 0£L/!T 
TIE~ 
TB..EPliONI! (015127991 , , 
TEUl'AX 101 &12793'12 
TEL£X 311103 Gil NI. 
CABLES GISTIIROCADES 

name of the product Enzyme preparation from Aspergillus niger ARO-I 

batch no. RER 710 

GLP-archive no. GLP-9708 

status ISO 9002 

date ofmanufacture July 1997 

date ofexpiration October 1999 (provisional) 

active component(s) pectinase, apiosidase, arabinofuranosidase, ~-glucosidase, rhamnosidase 

date of issue 22 February 1999 

analysis type method no. result specification 

Pectinase activity CQA 4 005 00 31,600AVJP/g record 

2 ~-D-glucosidase activity CQA404600 1750 BDG/g record 

3 Apiosidase activity R+D 4483 3/ 10/94 498 nKlg record 

4 Arabinofuranosidase activity CQA 4 054 00 14,800 ARF/g record 

5 Rhamnosidase activity CQA 4106 00 84 RHU/g record 

6 Chlorogenase activity CQA 4135 00 14.8 µmol/h/g record 

7 Stability at 21•c during 48 hrs CQA404600 >90% record 

(50, 150 and 500 mg/ ml in water) 
g Stability at 4 • C during 15 days CQA404600 >90% record 

(50, 150 and 500 mgl ml in water) 

9 Description CQA 702200 clear liquid record 

10 Colour CQA 7 02200 brown record 

11 Dry matter 60335 9.1%(w/w) record 

12 Ashes 60328 0.3% (w/w) record 

13 Total protein (N•625) 60055 5.1% (w/w) record 

14 Total carbohydrates calculate 3 .7%(w/w) record 

15 Total organic solids SOP 869/E 8.8% (w/w) record 


16 Antifoam 
 W 0660.A PEG: 15 mg/kg record 

PPG: 46 mg/kg 

17 Heavy metals (as Pb) FCC IV <30 mg/kg ~ 30 mg/kg 

Study Manager ) 

Release~~ , 
(b) (6)

GIST· IROCADES B.V. 
TIIAOE REGISTER

Report 99 3953 0052 DELFT NII 27704 
ESTAllUSHEO AT 0£1.FTpace 1of2 



WATERINGSEWl:G 1 
l'O llOX 1 
2900 MA !>Et.FT 
™£ NETHEllUHOS 
TUE~N£ (01&12799111 
TEl.EFAX 101 5127S3'82 
TElfX 381 03 GBI NL 
CABLES GISTBROCADES 

name of the product Enzyme preparation from Aspergil/us niger AR0-1 

batch no. RER 710 

GLP-archive no. GLP-9708 

status ISO 9002 

date ofmanufacture July 1997 

date of expiration October 1999 (provisional) 

active component(s) pectinase, apiosidase, arabinofuranosidase, ~-D-glucosidase, rhamnosidase 

date of issue 22 February 1999 

analysis type method no. result specification 

18 Lead 60401 < 5 mg/kg s 5 mg/kg 

19 Arsenic 61748 <3 mg/kg s 3 mg/kg 

20 Cadmium 60988 <0.5 mg/kg s 0.5 mg/kg 

21 Mercury 61748 < 0.5 mg/kg s 0.5 mg/kg 

22 Antimicrobial activity 69811 absent1 absent by test 

23 Standard plate count 69814 < 5 CFU/g < 106 CFU/g 

24 Coli forms 69817 < 10 CFU/g < 30 CFU/g 

25 Salmonella 69825 absent/25 g absent by test 

26 Escherichia coli 69849 absent/25 g absent by test 

27 Staphylococcus aureus 69803 absent/g absent by test 

28 Aflatoxin B 1 71 3360.00 absent by test absent by test 

29 T2 toxin 713361.00 absent by test absent by test 

30 Ochratoic:in A 713362.00 absent by test absent by test 

31 Zeara1enone 71 3363.00 absent by testabsent by test 

remark: 1 one with 0 = 18 mmStudy Manager 

Release~( 
(b) (6)

GIST· BROCAOES a.v. 
TRADE REGISTER

Report 99 39 53 0053 DELFT HR 27704 
ESTAllUSHED AT DELFTi-11' 2 ofl 

http:713362.00
http:713361.00
http:713360.00


 

DSM Research DSM l~ 
PAC/ARS 

REG/00#36933 

CE.RTIFICA TE OF ANALYSIS 

Reanalysis confirming the stability and integrity during the o:>urse of the toxicological experiments 

Name of the product Enzyme preparation from Aspergillus niger AR0-1 

Batch no. RER 710 

Dossier no. GLP-9708 

Status ISO 9002 

Date of manufacture July 1997 

Date of expiration October 1999 (provisional) 

Active components pectinase, apiosidase. arabinofuranosidase , B-D-glucosidase, rhamnosidase 

Date of issue 25 November 1999 

analysis type method no. dimension result 

B-0-glucosidase activity CQA404600 
 BDG/g 1870 

Standard plate count MIP 9 004 00 
 CFU/g < 1 

Study Oi,ector 

date: ·;,; ;-- - { 1 - 1 ] 

(b) (6)

'7J 


Remark: this issue cancels and replaces the 

10 August 1999 one because the date of 

manufacture and the date of expiration were 

mentioned wrong 

Reoort 99 3 953 ()() :ii. 
·page 1 of 1 



APPENDIX 2 Pr in t No: 0005 

Signs · individu al observations 

Group 
Compound 
Dosage (mg/ kg /day) 

Cont rol 
0 

2 3 
Aspergillus niger 

500 1500 

4 
{AR0 -1 ) 

5000 

Pri n t ed : 
Page: 

Sched u l e n umbe r : 

lO - JAN- 00 
1 

GSB 061 

ANIMAL 
NUMBER 

DEATH 
CODE 

WK OF 
DEATH 

CATEGORY 
KEYWORD 

QUAL IFI ER 

GROUP: 1M 
WE EKS 1- 5 

6 7 COAT 
HA IRLOSS 

DORSAL BODY SURFA CE 3 

7 7 5 COAT 
HAI RLOSS 

DORS AL BODY SURFACE 3 

r.::J 
r~ 

:n ,_,, 
10 7 5 COAT 

HAIR LOSS 
DORSA L BODY SU RFACE 2 -3 



APPENDIX 2 - continued . Print No: 0005 

Signs - individual observa tions 

Group 
Compound 
Dosage (mg/kg/day) 

Control 
0 

2 3 4 
Aspergillus niger <ARD-1) 

500 1500 5000 

Pr int ed : 
Page: 

Schedule number: 

10-JAN-OO 
2 

GSB 06 1 

ANIMAL 
NUMBER 

DEATH 
CODE 

\.IK OF 
DEATH 

CATEGOR Y 
KEY\.IORD 

QUALi FI ER 

GROUP: 1 F 
WEEKS 1- 5 

49 7 5 BEHAVIOUR 
VOC ALIZATION 4 



AP PE NDI X 2 · con t i nued. Print No: 0005 

S igns · indi vidual observations 

..0 
-1>-,_, 
<.J,... 
·-0 
'..O 

r_µ 
·.o ,_,, 
f_,.J 

Group 
Compound 
Dosage (mg/kg/day) 

ANIMAL DEATH llK OF 
NUMB ER CODE DEATH 

58 7 5 

2 3 
Control Aspergi l lus nige r 

0 500 1500 

CATEGOR Y 
KEYllORD 

QUALIFIER 

EYES 
LARGE 

RIGHT 

GROUP: 2F 

4 
{AR0 - 1 ) 

5000 

ll EEKS 

4 

1-5 

Printed: 
Page: 

Schedu l e number: 

10· J AN · OO 
3 

GSB 06 1 



APPENDIX 2 · continued. Pr in t No: 000 5 

Signs - individual observations 

.-0 
·­1> 
":::1 
-~ ..,·-

Group 
Compound 
Dosage (mg/kg/day) 

Control 
0 

2 3 4 
Asperg i llus niger (AR0 - 1) 
500 1500 5000 

Printed: 
Page: 

Schedu le number: 

10-JAN- 00 
4 

GS B 06 1 
\() 

\ Q 

ANIMAL 
NUMBER 

DEATH 
CODE 

WK OF 
DEATH 

CATEGORY 
KEY~ORD 

QUALIFIER 

GROUP: 3F 
~ E EKS 1-5 

61 7 COAT 
HAIR LO SS 

HEAD 5 

0 
<:::> 
(J1 

00 

63 

70 

7 

7 

5 

5 

BUILD (DEFORMITY) 
PARTI ALLY ABSENT 

RIGHT PINNA 
COAT 

HAIR LOSS 
HEAD 

COAT 
HAIR LOSS 

FORELIMBS 

APPENDAGE 
2 - 5 

4-5 

2-5 



Prin t 	 No: 0006APP ENDIX 3 

Bodyweights - individual values (g) 

Printed: 10 - JAN - OOGroup 2 3 4 
Compound Cont rol Aspergillus nige r CAR0-1) Page: 1 
Dosage (mg/kg/day) 0 500 1500 50 00 

Sc hedule number: GSB 061 
---- - - -- --· --• ••• • ··--· ·•••• •• '" • ··· '"'• • •••••••• •r •;o • •'"' "' "'• •-•-•••••••• ••••••• •••••• .. ...... . . . . . .... .. . . . .... ...... ....... . . ... ....... . . . .... .. . 


GROUP I/EEK 'WEEK IJEEK WEEK WEE K 
ANIMAL 0 1 2 3 4 

------ -- ------- -·-- ------ ----- ------- ---- -· ---- ------ --- · -------------· ----- --- ---- -- ---- -- - ... -------- --·-·------------ -- ------ --- --­

1M 1 191 250 302 342 367 
2 16 0 210 258 305 325 
3 188 240 288 335 362 
4 155 195 239 273 284 
5 155 196 239 279 294 
6 165 212 261 301 324 
7 176 230 278 316 342 
8 194 249 301 346 371 
9 170 224 270 302 324 

10 165 218 266 311 330 

2M 	 11 170 220 26 3 309 338 
12 186 233 285 322 349 
13 176 233 29 1 347 370 
14 16 7 216 256 290 305 
15 19 5 253 306 356 381 
16 157 202 25 1 291 315 
17 178 230 274 315 333 
18 176 226 280 324 347 
19 160 212 261 303 320 
20 164 209 259 300 319 



Pri nt No : 0006APPENDIX 3 · continued. 


Bodyweights · indi vidual values (g) 


3 P 10Group 2 4 r inted: -JAN - 00
Compound Cont rol Aspergillus niger (AR0-1) Page: 1 
Dosage (mg/kg/day ) 0 500 1500 5000 

Schedul e number : GSB 06 1 
_____ ,, _ _____ ___ ______ ____ ___ _. ..... ......... .......... .............................. -- ---------- -- --- -- -- ---- ---- ---- --- ----- -- -- ----- ---- -- ---- -- --- ---- -· -­
GROUP WEEK WEEK WEEK WE EK WEE K 


ANIMAL 0 1 2 3 4 

.... ........ ............................ 
_________ ____ ___ ........ ............................................................ .. ..................... .. ...... .. .......................... ........... .... ........... .......... ............................ .. 


3M 21 191 238 286 324 348 

22 163 209 253 293 315 

23 18 2 231 280 318 337 

24 170 225 284 333 361 

25 175 229 275 323 337 

26 171 225 275 313 338 

27 158 204 244 282 310 

28 179 225 279 322 353 

29 173 222 270 312 332 

30 193 252 306 351 372 


4M 31 172 208 239 267 264 

32 180 229 280 326 353 

33 166 22 1 270 311 335 

34 154 20 1 242 281 298 

35 16 1 205 249 291 307 

36 189 246 301 344 365 

37 171 214 258 294 3 12 

38 180 222 265 301 323 

39 174 234 303 365 401 

40 180 236 283 324 356 




APPENDIX 3 · cont i nued. 	 Pr int No: 0006 

Body~eights · individual values Cg) 

Group 2 3 4 	 Pr inted: 10 - JAN · OO 
Compound Con trol Aspergil lus niger (AR0 ·1} 	 Page : 1 
Dosage (mg/kg/day ) 0 500 1500 5000 

Schedu l e number: GSB 061 

GROUP WEEK IJEEK IJEEK \/ EEK WEEK 

ANIMAL 0 1 2 3 4 


.. .................. .. ... .. .. ...... .................. .... .... ............ .. .......... .......... ................................................ .... ...... .. .... ... .... ........ .. .... ............. .... ................................................................... 


1F 	 41 165 183 203 216 235 

42 17 1 200 231 249 255 

43 159 182 198 218 226 

44 162 203 218 235 251 

45 177 194 228 248 256 

46 175 192 228 250 262 

47 160 182 208 227 233 

48 168 177 198 217 221 

49 172 183 195 204 221 

50 186 222 246 25 7 279 


2 F 51 155 17 2 190 199 202 
....... 52 172 189 212 228 234 


53 173 188 203 2 17 233 

54 168 185 209 224 229 

55 162 194 218 240 253 

56 182 193 219 233 247 

57 172 197 216 223 238 

58 177 203 230 242 263 

59 165 176 211 230 250 

60 180 194 220 232 246 




APPENDIX 3 · c ont i nued . 

Bodyweights - indi vi dual values (g) 

::.0 

..• 
•l> Group 	 2 3 4 Printed: 10- J AN- 00 
·o 
0, Compound Control Aspergillus nige r (AR0-1) Page : 1 

Dosage (mg/kg/day) 0 500 1500 5000 
Sch e dul e n umber: GSB 061 

\() 

\() GROUP IJEEK llEEK \IEE K llEEK llEEK 
ANIMAL 0 1 2 3 4 

3F 	 61 172 198 221 24 1 244 
62 161 165 184 200 209 
63 180 197 221 232 241 
64 160 183 205 215 218 
65 172 191 216 228 242 
66 168 183 207 223 240 
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 
72 164 177 209 226 237 
73 182 198 228 233 244 
74 166 188 214 227 238 
75 169 189 214 224 235 
76 175 192 225 242 252 
77 165 213 236 256 264 
78 177 197 214 224 235 
79 171 193 215 227 23 1 
80 179 197 218 235 24 1 

Pr i n t No : 0006 



APPENDIX 4 Print No: 0007 

Food 	consumption · individual values Cg/an ima l) 

Gr oup 2 3 4 Pr inted: 10·JA N· OO 
Compound Control As pergi l lus niger (A R0·1 ) Page: 1 
Dosage (mg/ kg/day) 0 500 1500 5000 

Schedu le number : GSB 06 1 
.............. -------- -­ --------------------------- ----- ---- ---- -------- -- ------- ---- - ... · - -- --------- ---------- --------- -- ---- ------- .. --- ­
GROUP WEEK I/EEK WEEK WE EK 


CAGE 1 2 3 4 

.... .. .................................. .... ................ .. .................................... .. .. .. .... ...... .... .... .. ....... ................. ................................ .. .......................... .. ............................................ .. .... 


1M 	 1 183 194 19 1 176 

2 195 197 193 182 


2M 	 3 191 200 196 181 

4 179 187 194 172 


3M 	 5 189 199 203 178 

6 196 200 206 192 


0 4M 7 184 191 196 172 
C.::J 8 196 206 21 4 193 
0\ 

'·'"' 1F 9 140 145 151 146
10 142 146 154 149 

2F 	 11 128 131 136 131 

12 141 143 140 143 


3F 	 13 134 138 134 135 

14 138 145 152 149 


4F 	 15 128 135 134 135 

148 148 
16 141 145 



APPENDIX 5A 

Ophthalmoscopy - individual observations before commencement of treatment 

::0 
·1> Group 2 3 4·o 
~ .., Compound Control ----- Aspergillus niger (ARO-I} ---­
. -~ 

Dosage (mg/kg/day) 0 500 1500 5000 
\() '° 
(.N 

'-0 
(J1 

VJ 

Structure 

Cornea 

Observations 

Superficial opacity 

IM 2M 3M 
Group and sex 
4M IF 

38L 47L 

2F 3F 4F 

78R 

1ris Persistent pupillary membrane with focal anterior synechia 21L 

a 
0 

"'~ 
Lens Anterior suture line opacity 

Arcuate opacity 69L 

78L 

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. 



APPENDIX 58 

Ophthalmoscopy - individual observat ions during Weck 4 of t reatment 
:;o 

-
-
o 
l> Group 2 3 4 
~ -, Compound 	 Control ----- Aspergillus niger (ARO- I) ----­.-... 

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

Group and sex 
Structure Observations IM 4M IF 4F 

Conjunctiva 	 Slightly prominent aqueous vein 71 L 

Cornea Superficial opacity 	 36L 46 78R 
38L 47L SOL 

Jris 	 Free blood vessel loop 46R 

Lens 	 Arcuatc opacity lOR 
Nuclear opactity 39R 42L 

Number of animals examined: 	 IO JO IO 10 

L Left 
R Right 



APPENDLX 6 

Haematology - individual values during Week 4/5 of treatment 

Group 2 3 4 
Compound Control - - Aspergillus niger (ARO-J) - -­

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

.II> 
"O Group Animal Hct Hb RBC MCH MCHC MCV WBC Neutr Lymph 
0..,- ophil ocyte 

L/ L g / dL xl0-12 /L pg g/dL fL x l 0-9/L xl0-9 /L x l 0-9 / L 
\() 

\0 
lM 1 0.465 15.6 7.42 2 1 .0 33 . 5 62.7 14 . 22 2 . 11 11 . 25 

VI 
\0 
(J1 

2 
3b 

0 . 459 
0.435 

15 . 3 
14 . B 

7 . 53 
7. ·33 

20.4 
20.2 

33.4 
34.0 

60.9 
59.3 

9 . 41 
12.19 

1.12 
1. 30 

7.96 
1 0.25 

~ 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 3 3.6 58.3 11 . 67 2 . 13 8.91 
6 0 . 453 15 . 2 7 . 37 20. 7 33.6 61.5 13.19 1.84 10.50 
7 0.446 15 . 2 7.60 20.0 34. l 58 . 7 10.76 1. 18 9. 01 
8 CTD CTD CTD CTD CTD CTD CTD CTD CTO 
9 0.419 13 . 8 7.39 18 .7 33. 1 56 . 6 10 . 30 1. 70 8.06 

0 10 0.423 14.4 7 . 30 19.7 33.9 58.0 14. 71 1.77 12 . 14 
0 
0\ 
0\ 2 M 11 8 · 0.418 13 .8 7.27 19.0 33.1 57.5 9.06 O.BO 7.88 

1 2 0 . 413 13 . 8 7 . 19 19 . 2 33 . 4 57 . 4 11 . 31 1. 16 9. 43 

1 3 0.433 14 . 3 7. 35 19.4 32 . 9 58 . 9 9 . 08 0.88 7.79 
14 0.461 15 . 5 7 . 7 0 20 . 2 33 . 7 59.9 10.76 1. 4 0 B. 72 
15 0.4 25 14 .2 7.52 18.9 33.3 56 .5 22. 4 7 3 . 4. 8 17 .28 
16 CTD CTD CTD CTD CTD CTD CTD CTD CTD 
17 0.4 38 14. . 8 7 .3 2 20.2 33.8 59.8 10.56 1. 28 B.61 
18 0.448 14.7 7.41 19 . 9 32. 9 6 0 .5 12 . 71 1.35 10 . 57 
19 ab 0.438 14 . 5 7.01 20.7 33.2 6 2. 5 10.37 1.16 B.64 
20 0.419 14.0 7.17 19 . 6 33 . S SB.S B .12 0. 85 6.8 4 

a = s light hypochromas ia, b s light polychromasla 

CTD Clotted sample 



APPENDIX 6 - continued 

I laematology - individual values during Weck 4/5 of treatment 

4 
Group 2 3 
- --- Aspergillus niger (ARO- I) ----Compound Control 


1500 5000 

:::0 Dosage (mg/kg/day) 0 500 
Ill 
"C Group Animal Eosin Baso Mono LUC 
0,

Plt PT APTT 

..... ophil phil cyte 
xl0 - 9 /L xl0 - 9 / L xl0-9/L xl0-9 / L xl0- 9 / L sec sec 

\,() 

\0 

l M l 0 . 13 0.05 0 . 38 0.30 1 06 5 
 12 .0 14 . 9 

OJ 
\,() 2 0 .07 0 .02 0 . 15 0.09 
 810 
 11 . 7 
 11. 4 

(J1 3b 0.23 0.04 0 . 22 0.15 
 961 
 12.8 18 .2 

VI 

4 0.08 0 . 0 4 0 . 43 0.26 
 1102 
 1 2.0 21. 4 


5 0 .09 " 0.02 0 . 27 0 . 2 4 1148 
 12 . l 17 .9 

6 0.15 0.05 0 . 37 0 .2 8 1182 
 12.1 17 . 9 

7 0.09 0 .02 0 . 23 0.2 2 1102 
 11. 5 
 18.2 
8 CTD CTD CTD CTD CTD 
 13 .2 
 18 .7 


9 0.14 0.03 0.18 0.20 922 
 12 . 4 
 14 .7 

0.32 0. 33 
 10 10 0.09 0.05 209 
 13. 0 17 . 2 


0 

0\ 
--.J 2M 11 a 0.05 0.02 0 . 17 0 . 14 
 14 51 
 12 . 4 
 NVR 

12 0 . 06 0.03 0 . 39 0 . 22 
 1290 
 11. 8 
 13. 4 


13 0 . 04 0.03 0 . 19 0.15 11 02 
 1 2 . 9 19.7 

14 0 . 12 0.0 4 0 . 31 0.17 912 
 11. 4 
 NVR 
15 0.13 0. 13 0.98 0.47 6 4 0 
 11. 8 
 10.9 

16 CTD CTD CTD CTD CTD 
 12. 1 
 18 . 7 


17 0 . 11 0.0 3 0 .26 0. 28 1053 
 11. 8 
 10.9 
18 0 .09 0.05 0 . 4 7 0 . 19 
 1168 
 1 2 . 6 14 .4 

19 ab 0 . 10 0.04 0.26 0. 16 
 1 057 
 1 2.6 12.7 
20 0.06 0.03 0.22 0 . 12 
 1 064 
 1 0.9 NVR 

­

a = s light hypochromasia, b s light polychromas ia 

CTD Clotted sample 
NVR No valid result 



APPENDIX 6 - continued 

Haematology - individual values during Weck 4/5 of trealmcnl 

:;o 

Group 
Compound 
Dosage (mg/kg/day) 

Control 
0 

2 3 4 
-----Aspergillus niKer (ARO-I) ----­
500 1500 5000 

ro 
"O Group Animal Hct Hb RBC MCH MCHC MCV WBC Neut:r Lymph 
0...,- L/L g/dL xl0- 12 / L pg g/dL fL xl0-9/L 

ophil 
xl0-9/L 

ocyte 
xl0 -9 / L 

'° 
'° 3M 21 0 . 428 14 .6 7 . 18 20. 3 3 4 . l 59.6 12.83 2 . 19 9.6 1 
CN 

'° U1 

22 
23 

0 . 421 
0.449 

14 .0 
15.2 

7 . 12 
7.72 

19.7 
19. 6 

33 .3 
33 . 7 

59 . 1 
58.2 

12.40 
13 . 50 

1. 23 
1. 41 

10 . 63 
11. 62 

VJ 24 0 . 408 13. 7 6.71 20.4 33.6 60 . 7 12.02 1. 31 1 0. 11 

25 0.421 14 . 0 6.82 20 . 6 33 . 3 61.7 9.22 0.6 8 8 .09 

26 0.456 15 . 1 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 1. 22 8.55 

28 0.440 14 .6 7.37 19.8 33.2 59.7 13 . 0 1 1. 19 10.78 

29a 0. 415 14.2 7 . 33 1 9 . 4 34 .3 56 .6 17 .04 1. 56 14.6 3 

30 0.446 14.7 7 .60 19.3 32 .9 58.7 10.68 1.17 8 . 91 
0 
0 
0\ 4M 3 1 0.440 14.9 7 .74 19.3 33.9 56.8 8.84 1. 69 6. 58 
00 32 0 .455 1 5. 1 7 .66 19 . 6 33. l 5 9.4 10. 5 0 0.83 9 . 1 0 

33 0 . 448 14 . 7 7.51 19.6 32 . 8 59.7 8.44 1. 52 6. 36 

34 0 . 456 15 . l 7. 72 19.6 33 . 1 59.0 10.30 1 . 27 8 . 42 

35 0 .491 15 .9 8.09 1 9 .6 32 . 4 60. 7 13 . 61 1. 09 11. 4 3 

36 0.411 13. 7 6.73 20. 3 33 .2 61.1 9.95 1. 01 8 . 35 

37 0 . 4 38 1 5 .0 7.58 1 9.8 34 . 3 57.8 10 . 84 1.17 9 . 19 

38 0.438 14 .8 7.54 1 9 .6 33 .8 58.1 13 .18 2.79 9 . 64 

3 9 ab 0 . 422 14 . 2 6 .65 21.4 33.7 63 . 5 7.37 1. 33 5 . 53 

40 0 0.429 14.2 7.20 19 . 7 33.0 59.5 14. 09 1.53 11 . 92 

a = slight hypochromasia, b s l igh t polychromasia 



AP"ENDlX 6 - continued 

Haematology - individual values during Week 4/5 of treatment 

Group 
Compound 
Dosage (mg/kg/day) 

Control 
0 

2 3 4 
----- Aspergillus niger (ARO- I) ----~ 
500 1500 5000 

:::u 
'°"'C 
0...,-­

Group Animal Eosin 
ophil 
x l0-9 / L 

Baso 
phil 
x l 0- 9 / L 

Mo n o 
cyte 
xl0-9/L 

LUC 

x l0-9/L 

Plt 

xl0- 9/L 

PT 

sec 

APTT 

sec 

\0 
\0 

tN 
\0 
()"1 

(Jo.j 

3M 21 
22 
23 
24 
25 
26 
27 a 
20 
29 a 
30 

0 . 15 
0 . 16 
0.06 
0 . 05 
0.05 
0.03 
0 . 09 
0 . 13 
0 . 12 
0 . 07 

o.os 
0 .03 
0.05 
0.04 
0 .03 
0 .02 
0.03 
0 . 05 
0 . 08 
0 . 05 

0.63 
0 .1 7 
0 . 1 7 
0 . 30 
0.21 
0.25 
0.19 
0.59 
0.33 
0.22 

0 . 2l 
0.17 
0 . 10 
0 . 20 
0. 15 
0. 11 
0 . 1 6 
0 . 28 
0 . 32 
0 . 26 

797 
1 007 
1338 
1 075 
1005 
1000 
1155 
1255 
1235 
112 7 

11. 3 
11. 0 
12.0 
12.4 
11 . 7 
12.6 

CTD 
11 . 3 
1 1. 8 
12 .0 

11. 2 
17 . 4 
14 . 4 
11 . 9 

NVR 
14.9 

CTD 
16.4 
15 .2 
1 7.9 

0 
0 
0\ 

'° 

4M 31 
32 
33 
34 
35 
36 
37 
38 
39 ab 
40 a 

0 . 06 
0.00 
O. OB 
0. 11 
0.06 
0 . 06 
0 . 06 
0 . 10 
0.07 
0 . 09 

0 .02 
0.04 
0. 02 
0 . 0 3 
0 . 05 
0.03 
0 . 0 4 
0 .04 
0 . 01 
0 .05 

0.29 
0 . 27 
0 . 27 
0 . 32 
0 . 59 
0.36 
0.2 4 
0. 4 0 
0.2 4 
0 . 27 

0.20 
0 . 18 
0 . 19 
0. 15 
0. 39 
0. 15 
0. 14 
0.21 
0. 19 
0.22 

912 
1 037 
1331 
1182 
1141 
11 31 
1188 
12 99 

921 
927 

12.l 
12 . 1 
12 . 3 
12 . 6 
12 .0 
12 . 0 

CTD 
12.4 
11 . 4 

12 . 6 

18.2 
13 . 9 
19. 2 
21 . 2 
16 . 4 
15 . 2 

CTD 
15. 9 
11 . 2 
13.2 

o " s light hypoc hromils in, b slight pol ychromn~ i a 

CTD Clotted sample 



APPENDfX 6 - continued 

Haematology - individual values during Week 4/5 of treatment 

Group 
Compound 
Dosage (mg/kg/day) 

Control 
0 

2 3 4 

----- Aspergillus niger (ARO-I) -­-­
500 1500 5000 

::0 
•_1) 
-c 
0..,,..._ 

Group Animal Hct Hb RBC MCH MCHC MCV WBC Neutr 
ophil 

Lymph 
ocyte 

·.o L/L g /dL xl0-12/L pg g/dL fL xl0-9 / L xl0-9 / L xl0 - 9 / L 

·..a 
lF 41 a 0.389 12 .5 6 . 59 19.0 32 .l 59 . l 6 .24 0 . 93 4 . 86 

c.N 
'-0 42 0.387 13.3 6.48 20.6 34.4 59.8 10 . 19 0.87 8.74 

U'I 43 a 0. 375 12 .9 6.20 20.9 34.5 60.4 7.49 1. 09 5.94 
VJ 44 a 0.374 12 .7 6.22 20.5 34 .1 60.l 8 .09 0.71 6 . 74 

45 0.368 12.5 6.30 1 9.9 34.0 58 . 4 9 .8 1 1 . 19 8 . 00 

46 CTD CTD CTD CTD CTD CTD CTD CTD CTD 

47 0.390 13 .3 6.41 20 .7 34.0 60.8 10.63 2.79 7.31 

48 8 0 . 409 14. 0 6.84 20.4 34 .1 59.8 6 . 49 2.53 3 .59 

49 0.383 13 .1 6 . 71 19.5 34.2 57.1 7 .67 2.24 4 .98 

·:::> 50 0. 369 12.4 6.06 20.5 33.7 60.8 10. 7 1 1. 09 8 . 90 
·::::> ....., 
c 2F 51 

52 
0 . 386 
0.388 

13 . l 
13.3 

6.33 
6.87 

20.8 
19.3 

34. 0 
34 .2 

61. l 
56.5 

7.82 
13 . 20 

1.91 
3.21 

5.43 
9.28 

53 0.412 13.4 6.90 19.4 32.6 59.7 7.25 l. 90 4 .97 

54 0 . 4 04 13 . 7 6. 72 20.4 34.0 60.2 6.67 1.19 5.10 

55 a 0.403 13.4 6.82 19.6 33 . 1 59.1 5.88 1.76 3.70 

56 a 0.383 12 . 8 6.64 1 9. 3 33. 4 57.7 8.16 l. 4 3 6 . 11 

57 0.380 13 . 0 6.48 20.0 34.2 58.6 9.8 4 o. 96 8.49 

58 0.375 12 . 7 6.0B 20 . 9 33.9 61.8 12.78 l. 50 10 . 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 13 . 51 1. 24 11 . 51 

a = slight hypochromasia 

CTD Clotted sample 



APPENDIX 6 - continued 

Haematology - individual values during Week 4/5 of treatment 

Group 2 3 4 

Al 

Compound 
Dosage (mg/kg/day) 

Control 
0 

-----Aspergillus niger (AR0-1) ----­
500 1500 5000 

Cl) 

"O 
0 
~ ..... 

Group Animal Eosin 
ophil 

Baso 
phil 

Mono 
cyte 

LUC Plt PT APTT 

\0 
xl0 - 9 / L xl0 - 9 / L xl0 - 9 / L x l0 - 9 / L x l 0 - 9 / L s ec sec 

\0 

0-J 
\0 

lF 41 a 
42 

0 . 14 
0.13 

0.01 
0 .02 

0.17 
0 . 26 

0. 13 
0 .1 7 

1 22 7 
1095 

13 . 0 
13 . 3 

15 . 7 
16 . 2 

(J"I 43a 0 . 13 0 . 01 0.18 0.13 984 13 . 3 15.4 
0-J 

44 a 0.2 1 0.02 0.24 0.17 1123 13 . 9 18 . 9 

45 0.13 0 .02 0.30 0.17 1056 13 . 6 19 . 2 

46 CTD CTD CTD CTD CTD 12.9 14 . 9 

47 0.16 0 .02 0.23 0 .11 1 2 07 13. 0 14.4 
48 a 0.09 0.02 0 . 17 0.09 964 13.8 16.9 

49 0.17 0.01 0 . 15 0.12 1163 13.9 17 .2 

0 so 0 . 14 0 . 04 0 . 33 0.22 1199 13.S 16 . 7 
0 
--.J 
_,. 2F 5 1 0.07 0. 01 0 .2 4 0 . 15 1209 13. 5 13 .9 

52 0.08 0 . 03 0 . 36 0.25 1249 13. 9 15 . 9 

53 0 . 13 0 .02 0. 13 0 .10 1037 13 . B 17 .9 

54 0 . 11 0.01 0 .15 0 . 11 1138 CTD CTD 
55 a 0. 12 0 .02 0.18 0 .10 1203 13. 8 13.2 

56 a 0. 14 0 .03 0. 31 0 .14 1089 13 . 9 11 . 2 

57 0.09 0.03 0 .16 0. 11 982 13. 0 11. 2 

58 0.12 0.05 0.29 0. 21 1079 CTD CTD 
59 a 0 . 16 0 . 07 0 .4 0 0 . 23 1211 13.9 13. 9 
60 a 0.19 0 .04 0.32 0 .22 1358 13. 9 14.9 

a = s light hypochromas ia 

CTD Clotted sample 



APPENDIX 6 - continued 

Haematology - individual values during Week 4/5 of treatment 

?;;) 

Group 
Compound 
Dosage (mg/kg/day) 

Control 
0 

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

(0 

1:J Group Animai Hct Hb RBC MCH MCHC MCV WBC Neutr Lymph 
0 .... ophil ocyte 

L/ L g / dL x l0 - 12 / L pg g/dL fL Xl0-9 / L xl0-9/L xl0-9 / L 

'°\0 
3F 61 0.392 13 . 6 6 . 79 20.0 34.6 57.9 15 . 24 l . 62 1 2 . 63 

v.J 
\0 
(JI 

62 
63 

0 .380 
0 .398 

12.6 
13 . 3 

6 . 74 
7.05 

19 .7 
18.9 

33.l 
33.5 

56.4 
56.4 

10 . 85 
16 . 15 

1. 98 
3.40 

8.08 
11. 43 

OJ 64 0.379 13 .0 6. 44 20.2 34.3 58.8 9.18 l. 93 6. 88 

65 CTD CTD CTO CTO CTD CTD CTD CTD CTD 

66 a 0 . 375 12.8 6. 58 19.4 34.l 57.0 11. 92 1. 52 9.68 

67 CTD CTD CTD CTD CTD CTD CTD CTD CTD 

68 0. 372 12.7 6.19 20 . 4 34. 0 60.0 13. 21 1. 14 11.37 

69 0.376 12.9 6 . 54 19.B 34.4 57 . 4 10 .2 3 1. 21 8 . 09 

0 
70 0.410 13.9 G.66 20.9 33.9 61. 6 12 . 95 1 . 34 10.75 

0 
-..;i 4F 71 0 . 399 13.4 6. 72 19.9 33.6 59.3 9 .82 1. 36 7.89 
~ 

72 0.376 12.7 6.37 19 . 9 33 . 7 59 . 1 8 . 99 1.65 6.94 

73 0.377 12.8 6.39 20.l 34.0 59.1 8.26 1.16 6 . 69 

74 0.385 13.3 6.92 19.5 34.5 56.5 8.22 1. 06 6.8 4 

75 0 . 375 1 2. 6 6.09 20.7 33.5 61. 6 7.98 0.93 6.75 

76 a 0. 359 12.2 6.04 20.l 33.9 59.4 11. 04 1. 79 8.68 

77 0.384 12.9 6.83 18.9 33.6 56.3 8.22 0.78 7.2 4 

78 0.374 12.5 6. 31 19.9 33. 5 59.3 12 . 31 1. 74 9.99 

79 0.395 13. 6 7.20 18.8 34.3 54.9 14. 2 5 2.49 11 . 09 

80 0 .388 13.3 6.64 20.0 34.2 58.4 9 . 16 1. 32 7.3 3 

a = slight hypochromasia 

CTD Clotted sample 



APPENDIX 6 - continued 

Haemalology - individual values during Weck 4/5 of treatment 

2 3 4Group 

----- Aspergillus niger (ARO-I) ­Compound Control 

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

:::0 
ro Group Animal Eosin Baso Mono LUC Pl t PT APTT ·o 
0..., ophil phil cyte 

xl0-9/L xl0-9/L xl0-9/L x l 0 - 9 / L xl0-9/L sec sec 

"°·..o 16.7 3F 61 0.21 0.06 0 . 50 0.22 1176 14.l 
(J.J 62 0.24 0.03 0 .'35 0 . 18 944 13 . 9 1 6 . 9 

'° 63 0.33 0.06 0.59 0 .35 1052 12.4 NVR 
(Jl 

(J.J 	 64 0.08 0.02 0 . 17 0.10 1132 14 . l 13. 9 

65 CTD CTD CTD CTO CTD 14 . 1 13 .2 

66 a 0.28 0.05 0.20 0.20 1156 13 .0 NVR 

67 CTD CTD CTD CTO CTD 15 .6 19.4 

0.12 0.04 0.38 0.16 1078 14.3 11. 4 68 
69 0.21 0.03 0.44 0.25 905 15 . 0 13.9 

70 0 . 18 0 . 05 0. 39 0 . 2 4 1103 15 . 3 16 . 9 
0 

0 

'-l 4F 71 0.17 0 . 03 0 . 26 0.10 1215 13.2 1 6 . 2 

VJ 72 0.07 0.01 0.21 0.11 1435 13 . 8 17 . 2 

73 0.15 0 . 01 0 .13 0 . 12 1 249 14 . 1 17.7 

74 0 . 12 0.01 0 .11 0.08 1141 12.B 1 3 . 7 

75 0.07 0.01 0.09 0.12 1 092 14.3 16 . 2 

76 a 0.20 0.02 0.18 0 . 17 1434 15.1 14 . 4 

77 0.05 0 . 01 0.07 0.06 1168 13 . 2 18 . 4 

78 0.20 0.05 0.16 0.17 1337 14 .1 16 . 2 

79 0.18 0 . 06 0.24 0 . 20 1036 13. 5 15.2 

80 0.13 0 . 03 0.20 0 .16 1304 13 . 8 17 . 4 

a = s li ght hypochromasia 

CTD Clotted sample 

NVR No valid result 




APPENDIX 7 

Blood Chemistry - individual values during Weck 4 of treatment 

Group 2 3 4 
Compound Control --- Aspergillus niger (ARO- I)----­

:;o 
lll 
"C 
0..., 

Dosage (mg/kg/day) 

Group Animal 

0 

Alk. 
Phos 

U/ L 

500 

ALT 

U/ L 

1500 
AST 

U/L 

5000 
gGT 

U/L 

OCT 

U/ L 

Bili. 
Total 
umol / L 

Urea 

mmol/L 

Creat 

umol/L 

Gluc 

mmol / L 
'O 
'O 

lM 1 211 43 88 0 5.9 0 4.66 46 4 . 57 

<>I 2 197 40 92 0 4 . 8 0 4 . 43 49 5 . 29 
'O 
(J1 

<>I 

3 
4 

205 
208 

48 
40 

93 
79 

0 
1 

6.5 
5.9 

0 
0 

2.96 
4 . 11 

4 1 
4 0 

4 . 46 
6 . 15 

s 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 0 4.46 43 5.84 

8 208 35 1 03 0 3.6 0 4.49 44 5.46 

9 172 34 86 0 5. 1 0 3.56 44 5 . 18 

10 190 33 84 1 5.0 0 4 . 98 46 5 . 81 
0 
0 
-...J .,... 2M 11 

12 
162 
250 

40 
47 

79 
90 

0 
0 

5.4 
5.3 

0 
0 

3.85 
4.68 

40 
47 

5 . 31 
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 . 1 0 

15 206 4 7 92 l 5.1 0 4 .2 1 45 5.28 

16 289 49 99 l 5.9 1 4.62 4 0 4 . 35 

17 269 42 82 1 5.7 0 3.47 38 5 . 23 

18 199 55 93 l 4.4 0 5.05 44 6 . 08 

19 209 45 66 2 6.5 0 5.26 42 5.60 

20 255 39 82 l 5 . 4 0 4.32 46 5.64 



APPENDIX 7 - continued 

Blood Chemistry - individual values during Week 4 of treatment 

Group 2 3 4 
Compound Control ----- Aspergillus niger (AR0-1) --- ­

::;o 
'1> 
"O 
0.., ...... 
\() 

Dosage (mg/kg/day) 

Group Animal 

0 

Chol 
Total 
mmol /L 

500 
Tr ig 

mmol/L 

1500 
Na 

mmol / L 

5000 
K 

mmol / L 

Cl 

mmo l / L 

Ca 
Total 
mmol/L 

Phos 

mmo l / L 

Total 
Prot 

g / L 

Alb 

g / L 
\() 

VJ 
\() 

lM 1 
2 

1. 74 

2 . 07 
o . 72 
1. 02 

144 
143 

3 . 8 
3.6 

106 
107 

2 . 70 
2.54 

3 . 03 
3.09 

63 
60 

39 
40 

(J1 3 2.25 0 . 83 144 3 . 8 103 2.64 2.85 61 39 
VJ 

4 1.97 0 . 66 142 3.8 105 2.66 2. 72 60 40 

5 2.03 0 . 92 141 3.7 104 2 . 60 2.93 60 39 

6 2.02 0.80 141 3.6 1 0 4 2.58 2.75 59 40 

7 2.39 0.73 142 3.8 105 2.63 3. 07 61 38 

8 2 .54 0.68 142 4 . 2 103 2 . 53 2.70 61 37 

9 2 . 27 0.59 143 3 . 5 105 2 .60 2 .6 5 59 38 

0 10 2 . 72 0.64 142 3.6 1 03 2.55 2. 8 7 56 37 

0 
'.J 
(J1 2M 11 

12 
2 . 12 
2 .00 

0 . 77 
1. 02 

14 2 
142 

4 . 0 
3 . 9 

1 06 
1 07 

2.46 
2 . 41 

2 .62 
2 . 52 

57 
58 

36 
38 

13 2 . 23 1.60 144 3 . 4 1 06 2 . 49 2. 72 60 39 

14 1. 78 0.50 143 4.1 106 2.49 2.93 60 39 

15 2.18 0 .66 . 141 4 . 5 109 2 .4 1 2.90 59 38 

16 2.67 1.14 140 4 . 9 1 08 2.39 2. 81 58 38 

17 2.01 0.83 1 43 4 .2 108 2.54 2.81 59 39 

18 2.13 1.13 141 4.0 106 2.47 2.70 58 39 

19 2 . 42 1 . 29 142 3.8 105 2.41 2.82 56 38 

20 1. 95 0.83 141 3.8 107 2.44 2.87 57 38 



APPENDIX 7 - continued 

Blood Chemistry - individual values during Week 4 of treatment 

Group 2 3 4 


Compound Control ----- Aspergillus niger (ARO-I) ----­

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


Group Animal A/G 
Ratio 

lM 1 1.63 

2 2.00 

3 l. 77 


4 2.00 

5 1 . 86 

6 2 . 11 

7 1. 65 

8 l. 54 

9 1. Bl 


10 1. 95 


2M 11 1. 71 

12 1. 90 

13 1. 86 


14 1 . 86 

15 l. 81 


16 1. 90 

17 l. 9 5 

18 2.05 

19 2 . 11 

20 2 . 00 




APP ENDIX 7 - continued 

Blood Chemistry - individual values during Weck 4 of treatment 

Group 2 3 4 

Compound 
Dosage (mg/kg/day) 

Control 
0 

-----Aspergillus niger (ARO- I) ----­
500 1500 5000 

~ 
Cl> 
"C 
0.., 

Group Animal Alk. 
Phos 

ALT AST gGT OCT Bili. 
Total 

Urea Cr eat Gluc 

U/ L U/ L U/ L U/ L U/ L umo l / L mmo l / L umol/L mmol / L 
'O 
\0 

3M 21 221 4 1 93 0 6.5 0 3. 71 46 4 . 90 
VJ 
\() 

(.J1 

22 
23 

201 
186 

54 
44 

86 
1 01 

l 

1 
4 . 9 
5 . 3 

0 
0 

4 . 86 
4 . 2 0 

48 
44 

5 . 1 9 
6.97 

VJ 24 240 46 94 1 5. 9 0 3 . 63 39 4. 9 0 

25 206 42 98 0 5.6 1 3 . 86 4 0 6.04 

26 200 27 70 0 5.4 0 5 . 85 44 6. 39 

27 210 34 74 1. 5 . 4 0 5 . 09 43 4.8 0 

28 241 so 85 2 6 . 2 0 4 .19 40 6. 38 

29 151 42 87 0 5 . 7 0 4 . 20 44 5 . 64 

0 30 185 33 80 0 7 . 2 0 4 .78 4 5 5 . 85 

0 
-...:i 
-...:i 

4M 31 
32 

246 
224 

4 9 
42 

82 
80 

0 
1 

3. 8 
5 . 0 

0 

0 
4 .77 
4.00 

40 
45 

6.20 
5.22 

33 2 70 4 6 98 0 3.6 0 5 .01 44 6.01 

3 4 259 4 7 99 1 4. 7 0 4 . 4 6 4 9 4 . 44 

35 21 3 36 7 3 l 6 .2 0 4 . 49 44 6 . 35 

36 190 32 72 0 6.3 0 4 . 61 44 6 . 71 

37 163 42 95 0 6.2 0 4 . 93 45 5 . 4 2 

38 183 39 86 l 7 .7 0 5 . 39 43 6. 51 

39 187 47 81. 1 5.1 0 4 . 18 42 5 . 17 

40 200 33 78 1 4.4 0 5. 00 45 5 . 88 



APPENDIX 7 - continued 

Blood Chemistry - individual values during Weck 4 of treatment 

Group 
Compound 
Dosage (mg/kg/day) 

Control 
0 

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

;;u 
rt> 
"Cl 
0..,-

Group Animal Chol 
Total 

Trig Na K Cl Ca 
Total 

Phos Total 
Prat 

Alb 

\() 
mmol / L mmol/L mmol / L mmo l / L mmol / L mmol/L mmo l / L g /L g / L 

"' 3M 21 2.55 0 .57 144 3.9 107 2 . 37 2. 72 60 39 
VJ 
\0 
V'I 

22 
23 

2.76 
2 . 39 

0.64 
1. 05 

141 
141 

3.8 
4.2 

107 
103 

2.47 
2.51 

2.70 
2.51 

6 1 
62 

4 0 
4 0 

VJ 24 2.81 1. 28 14 1 4. 0 103 2.44 2. 83 SB 38 

25 2.00 0.98 140 4.2 1 08 2 .52 2.B l 55 36 

26 2.53 1. 2 3 14 3 4 . 0 106 2.39 2.57 59 38 

27 2.05 0. 72 144 3.6 1 08 2.40 2.72 5 7 37 

28 1. 74 0.70 140 4.1 103 2. 43 2 .6 3 57 3 7 

29 1 . 57 0.82 142 3.8 1 07 2.32 2.53 56 37 

a 30 2 . 33 0. 72 142 3 . 9 l OB 2. 4 0 2.60 57 37 

o 
--.i 
00 4M 31 

3 2 
1. 89 
1. 91 

o. 71 

1. 0 4 
13 9 
143 

4 . 0 
3.9 

102 
105 

2.59 
2.55 

2. 4 3 
2.73 

62 
61 

4 0 
37 

33 2 . 33 0.78 144 3.8 105 2.51 2 . 61 59 30 

34 2.00 0.60 143 3 . 9 107 2 . 55 2.94 60 30 

35 1. BO 0 - 94 143 4.0 104 2.57 2.85 62 39 

36 2.18 1. 1 0 142 3.9 105 2.44 2.88 57 38 

3 7 1. 69 0.65 142 3.3 107 2.47 2.51 57 35 

38 2 . 24 1. 01 14 1 4 . 1 106 2.57 2.84 60 38 

39 2 . 11 0.97 142 3.9 104 2.58 2.83 58 38 

40 2 . 45 0. 55 14 2 4 . 0 1 06 2.48 2.70 55 34 



APPENDIX 7 - continued 

Blood Chemistry - individual values during Week 4 of treatment 

2 3 4Group 
Compound Control -----Aspergillus niger (ARO-I)----­

Dosage (mg/kg/day) 0 500 1500 5000 
;:u 
ro 
·

-
o Group Animal A/G 
0.., Ratio 

'-0 
\0 

3M 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 l.95 
30 1. BS 

4M 31 l . B2 
32 1 . 54 
33 1 . 81 
34 1 . 73 
35 1. 70 
36 2 . 00 

37 1. 59 

38 1.73 
39 1. 90 
40 1. 62 



APPEN DIX 7 - continued 

Blood Chemistry - individual values during Weck 4 of treatment 

Group 2 3 4 
Compound Control -­-- Aspergillus niger (ARO- I) ­ -­
Dosage (mg/kg/day) 0 500 1500 5000 

;:o 
Cl) 

-0 
0..,..... 

Group Animal Alk. 
Phos 

U/L 

ALT 

U/L 

AST 

U/ L 

gGT 

U/ L 

OCT 

U/ L 

Bili. 
Total 
umol/L 

Urea 

mmol/L 

Creat 

umol/L 

Gluc 

mmol / L 
\() 

\() lF 41 172 38 86 0 4 . 5 0 5. 1 6 46 5.62 

VI 42 165 42 86 0 5.4 0 5.87 48 5 . 82 
\() 43 136 32 89 1 7.3 0 5.26 46 5.72 
()1 

VI 44 188 32 90 0 5 . 7 0 5.81 53 5 . 20 

45 127 32 70 0 6 . 9 0 5.99 55 5.98 

46 163 29 85 1 7.7 0 7.34 50 5. 29 

47 141 30 87 0 7.7 0 5.20 50 5. 72 

48 123 38 86 0 5 . 4 0 5 . 67 so 5 . 10 

49 197 32 102 0 5.2 0 4.75 52 4 . 56 

50 127 25 74 0 5.2 0 5. 05 49 4.85 
0 
0 
co 2F 51 126 41 89 0 8.0 0 5.87 43 5.34 

0 52 134 44 BS 0 4 . B 0 5 . 48 44 6.01 

53 111 33 99 0 5.5 0 6 . 33 4 6 5.32 

54 98 37 80 0 4 . 3 0 7.08 4 9 7.26 

55 111 37 79 0 4 . 9 0 8.58 50 5.46 

56 149 27 89 1 6 . 9 0 5.42 49 5.63 

57 141 36 76 0 8.9 0 6.56 51 6.56 

58 151 32 95 0 7 . 2 0 6.48 55 6 .30 

59 138 30 83 0 8 . 6 0 6. 31 53 5 . BO 

60 81 26 74 0 6 . 3 0 7 . 84 59 6.83 



APPENDIX 7 - continued 

Rlood Chemistry - individual values during Weck 4 of treatment 

Group 
Compound 
Dosage (mg/kg/day) 

Control 
0 

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

:;o 
ro 
·c 
0 ...., 

Group Animal Chol 
Total 
mmol/L 

Trig 

mmol / L 

Na 

mmol/L 

K 

mmol/L 

Cl 

mmol / L 

Ca 
Total 
mmol/L 

Phos 

mmol/L 

Total 
Prot 
g / L 

Alb 

g / L 

\() 

\0 

VJ 
\0 

CJ1 
CJ.' 

lF 41 
42 
43 
44 
45 
46 
47 
48 
49 
50 

1.75 
2.90 
2.19 
2.45 
2.26 
2.45 
2.90 
l. 73 
2.50 
2.09 

0 . 38 
0.4B 
0 . 25 
0 . 55 
0.45 
0.33 
0.46 
0.55 
0.31 
0 . 37 

142 
141 
142 
141 
141 
139 
142 
141 
141 
140 

3.2 
3.2 
3.1 
3.4 
3 . 2 
3.4 
3.0 
3.4 
3.4 
3 .4 

107 
106 
107 
106 
108 
105 
107 
107 
107 
107 

2.55 
2.60 
2.50 
2 . 59 
2.50 
2.46 
2.44 
2.54 
2 .50 
2. 59 

2.51 
2.49 
2. 40 
2.27 
1. 95 
2. 2 2 
2 . 20 
2.39 
2 .16 
2.37 

60 
64 
63 
62 
64 
61 
59 
63 
62 
62 

41 
4 2 
42 
43 
45 
40 
41 
43 
39 
4 0 

C> 
C> 
00 _.. 

2F 51 
52 
53 
54 
55 
56 
57 
58 
59 
60 

2 .13 
2.19 
2. B4 
2.12 
2.68 
2.23 
2.78 
l. 97 
2.27 
2.91 

0 . 47 
0 .50 
0.54 
0 . 39 
0.55 
0.59 
0.55 
0.49 
0.37 
0.56 

143 
143 
142 
142 
142 
141 
141 
145 
142 
141 

3.3 
3.2 
3.8 
3.5 
4 .0 
3 .4 
3.7 
3.7 
3.4 
3.6 

107 
105 
107 
106 
1 06 
105 
106 
109 
108 
106 

2.48 
2.58 
2.59 
2.49 
2 . 67 
2.49 
2.54 
2.55 
2 . 52 
2.52 

2.49 
2.13 
2.20 
2.23 
2 . 56 
2.16 
2.25 
1. 95 
2 .14 
l. 97 

57 
65 
63 
60 
65 
60 
61 
6 1 
62 
65 

41 
45 
44 
41 
44 
41 
43 
42 
43 
45 



APPENDIX 7 - continued 

Blood Chemistry - individual values during Weck 4 of treatment 

2 3 
 4

Group 

(ARO- I)----Compound Control ----Aspergiflus niger 
500 5000 


Dosage (mg/kg/day) 0 500 1
;:o 
ro Group Animal A/G 
0 

Ratio 
..... .....0 

\£) 

\() 
lF 41 
 2 . 16 


(.N 42 
 1. 91 

\£) 

43
 2 . 00 
<Jl 
(J.J 	 44 
 2. 26 


45 
 2.37 
46 
 1. 90 

47 
 2.28 
48 
 2.15 
49 
 1. 70 

50 
 1. 82 


0 
0 
CX> 2F 	 51 
 2 . 56 


"" 52
 2.25 
53 
 2.32 
5 4 
 2. 16 

55 
 2.10 
56 
 2 .16 

5 7 
 2 . 39 

58 
 2.21 
59 
 2.26 
60 
 2 . 25 


­



APPENDIX 7 - continued 

Blood Chemistry - individual values during Week 4 of treatment 

:::0 

Group 
Compound 
Do_?age (mg/kg/day) 

Control 
0 

2 3 4 

----- Aspergillus niger (ARO- I ) ­
500 1500 5000 

en 
·o 
0 ...., 

Group Animal Alk. 
Phos 

ALT AST gGT OCT Bili. 
Total 

Urea creat Gluc 

\Cl 
U/ L U/L U/ L U/L U/L umol /L mmol/L umol/L mmol / L 

\0 

c.N 
\Cl 

3F 61 
62 

141 
153 

63 
62 

85 
105 

0 
0 

6 . 0 
5.7 

0 
0 

4 . 75 
6 . 19 

44 
49 

5.90 
5.24 

U1 63 175 36 131 0 6.0 0 5.61 52 6.63 
VI 

64 117 27 79 0 5.1 0 5. 92 46 6.35 

65 174 32 82 0 5. 1 0 5.45 so S . 33 

66 120 25 68 0 4.5 0 5.98 48 6 . 24 

67 131 33 84 1 5.4 0 6.26 48 6.91 

68 88 27 108 0 4.9 0 6 . 32 52 6.00 

69 147 38 102 1 6 . 6 0 6.73 53 5.44 

0 70 181 29 72 0 6 . 1 0 5.01 50 5.77 
0 
CX> 
(.rJ 4F 71 

72 
129 
106 

32 
47 

103 
99 

0 

0 

5. 8 
3 . 9 

0 
0 

4 . 22 
5 . 18 

4 9 
5 2 

5 . 80 
5 . 83 

73 116 42 80 0 5.5 0 4 .29 48 4 . 65 

74 119 27 83 l 4 .5 0 5.08 46 5.72 

75 150 34 78 0 6.9 0 6.64 51 5 . 42 

76 111 44 80 0 7.0 0 6.41 49 6 . 74 

77 143 37 1 00 0 7 . 6 0 4 .79 49 5 . 35 

78 141 32 76 0 7.2 0 6.30 46 5 . 68 

79 188 46 1 03 0 6.1 0 4 . 74 51 5 . 29 

80 89 37 85 1 5 .7 0 4 . 12 46 5.63 



APPENDIX 7 - continued 

Blood Chemistry - individual values during Weck 4 of treatment 

Group 2 3 4 

Compound Control ---­- Aspergillus niger (AR0-1) ---­
:::u 
ro 
·o 
0, 

Dosage (mg/kg/day) 
Group Animal 

0 

Chol 
Total 

500 
Trig 

1500 
Na 

5000 

K Cl Ca 
Total 

Phos Total 
Prot 

Alb 

\() 
mmol / L mmol / L mmol/L mmol/L mmo l /L mmol /L mmol/L g / L g / L 

"' 
(.rJ 
\() 

3F 61 
62 

2.68 
2.23 

0.75 
0.52 

143 
142 

3 . 4 
3 . 6 

107 
1 0 7 

2 . 48 
2 . 57 

2.14 
2 . 27 

64 
66 

4 5 
47 

(./1 6 3 2 . 01 0 . 71 142 4.3 109 2.46 2 . 4 3 64 46 
VI 

64 2 . 11 0.42 144 3 . 1 109 2. 4 9 2.16 61 44 

65 2.68 0.63 140 3 . 4 106 2.63 2.36 63 44 

66 2 .41 0.44 140 3.7 105 2 . 6 0 2 . 21 64 45 

67 1.83 0.44 143 3.6 108 2 . 52 2.29 61 41 

68 2.57 0. 42 1 41 3 . 7 1 07 2.54 2 . 2 6 60 4 0 

69 2.49 0.5 3 143 3.8 108 2.50 2 .3 0 61 42 

0 70 2.37 0. 74. 139 3.8 104 2.54 2 . 15 60 4 0 
0 
o:> .... 4F 7 1 1 .97 0 . 4 0 140 3 . 5 1 0 8 2 . 53 1. 93 6 4 44 

72 2.63 0 . 55 144 3.4 110 2 . 4 9 1. 84 63 41 

73 2. 72 0 .57 141 3 . 4 108 2 . 54 1 .92 6 4 4 4 

74 1. 60 0.43 142 3 .3 110 2 . 55 1. 98 62 42 

75 2. 4 3 0 .4 3 140 3.6 108 2 . 53 2. 41 67 44 

76 2.92 0 . 56 14 0 3.8 108 2.53 2. 06 64 43 

77 2.23 0.59 143 3 .7 109 2 . 54 1. 9 0 62 43 

78 2.52 0 .46 142 3 . 3 107 2.53 2.32 61 4.1 

79 2 .14 0.46 142 3.3 108 2.57 2 .19 63 42 

BO 2. 1 0 0 . 46 142 3.4 107 2 . 45 2.00 61 41 



APPENDlX 7 - continued 

Blood Chemistry - individual values during Week 4 of treatment 

;::o 

Group 
Compound 
Dosage (mg/kg/day) 

Control 
0 

2 3 4 

-----Aspergillus niger (AR0-1) ----­
500 1500 5000 

(I) 

u Group Animal A/G 
0 ...., Ratio 
...... 
'() 

'° 3F 61 2.37 
(.N 62 2 . 47 
\C 
(.T1 

63 2.56 
(.N 64 2.59 

65 2.32 
66 2.37 
67 2 . 05 
68 2.00 
69 2 . 21 
70 2.00 

0 
0 
CX> 4F 71 2.20 
(.Tl 72 1.86 

73 2.20 
74 2.10 
75 1. 91 
76 2 . 05 
77 2 .26 
78 2.05 
79 2.00 
80 2.05 



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

APPENDIX 8A 	 Pri nt No : 001 1 

Ab so lute organ weights - individual values (g) for an ima l s killed af te r 4 weeks of treatment 

Group 2 3 4 Pri nted: 10- J AN- 00 
Compound Cont rol Aspergillus niger (AR0 -1 ) Page : 1 
Dosage (mg/kg/day) 0 500 1500 5000 

Schedule number : GSB 061 

TERM ! NAL 
GROUP ANIM AL BODY llT ( g) BRAIN EPIDIOYM ID HEAR T KIDNEYS LIVER LUNGS & BR SPLEEN TESTES THYM US 

-- --------- --- ----- -------- ------- ------- · ---- ------- ---- ------· ---- -- -- --------- ---·------- ---------- -- ------ ---- ------- ------ --- -­
1M 1 355.2 1.97 0.915 1. 24 2. 34 16.B 1. 28 0.753 3.21 0 .51 6 

2 321 . 6 1 .89 0 . 740 1. 21 2.30 13. 5 1. 50 0.614 3. 11 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 1.1 7 2. 18 11. 9 1. 13 0 .4 77 2. 58 0. 4 75 
5 288 . 7 1.95 0.699 1. 11 2.34 12 .3 1. 27 0.603 3.46 0.385 
6 317.8 1.89 0.69 1 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 0 . 978 3. 69 0 . 427 
9 313 .0 2. 13 0 .769 1 . 31 2.60 12 . 7 1.67 0 .805 2.94 0.424 

10 318.9 1. 95 0.726 1. 20 2. 09 11. 7 1. 26 0.678 3. 13 0 . 497 

--- - ---------- - -- - --- ----------------------------- .. ---- ---- -- ---- --- ------- ----- .. ---------- -- - ... ------------ -- - - -- -- - - - - --- ... ------- - ­
2M 	 11 332 .1 2.02 0.803 1. 12 2. 67 15.8 1 .30 0.682 3. 43 0 . 557 

, 2 342 .3 2 .13 0 . 790 1 . 27 2.41 15 .1 1 . 43 0 . 858 3.02 0 . 524 
13 363.0 2 . 02 0.815 1 . 23 2.79 18.2 , . 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 3. 15 18.2 1.69 0.876 3.16 0 . 604 
16 306 .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 , . 02 2.66 14.0 1.38 0.626 3 . 28 0 .467 
1 B 340 .5 2.0 4 0 . 785 1. 30 2 .35 13. B 1. 52 0 . 738 3. 29 0.658 
19 314 .5 1. 85 0 . 871 1 .1 6 2.27 12. 0 1. 26 0.743 3. 14 0 . 477 
20 310.9 1.96 0 . 776 1. 15 2.28 12. 2 1. 30 0 . 635 3.36 0 . 341 

----------- .. ---- -----·- -·-········· .... ...... - ... --------- --- - ----- - ---- - - -- - - - - - - ---- .. -- - - ----- - ----- ------ -------- - - - -- .. -- -- - --- - -------- ­



APPEND IX 8A · continued . Pr i nt No: 00 11 

Absotute organ wei ghts - individua t va lue s (g) fo r animals kitted after 4 wee ks o f treatment 

Group 2 3 4 Printed: 10- JAN ­ 00 
Compound Control Aspergillus ni ger {AR0-11 Page: 2 
Dosage (mg/kg/day) 0 500 1500 5000 

Schedu l e number: GSB 061 

TERMI NAL 
GROUP ANIMAL BODY ~T {g) THYRO!D S+P 

1M 1 355 . 2 0.010 
2 321. 6 0.012 
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 
0 

·=> 
00 2M 11 332.1 0.0 12 
'.J 1 2 342.3 0.008 

13 363.0 0.0 13 
14 302 .5 0.016 
15 377.0 0.017 
16 306 . 1 0.015 
17 327 .1 0.014 
, 8 340 . 5 0.007 
19 314.5 0.009 
20 310.9 0.009 



APPENDIX 8A · co ntinued . Pri nt No: 00 11 

Absolute organ weights · individual values (g) for an ima ls ki lled after 4 weeks of treat ment 

Group 2 3 4 Printed : lO·JAN·O O 
Compound Cont rol Aspergillus niger (ARO· l l Pa ge : 1 
Dosage (mg/kg/da y) D 500 1500 5000 

Schedule number : GSB 06 1 
.......................... -........... ---- --- ---·- -------------- ----------------------------------------- ------ ----- ---- -- --------------- ------ --­

\() 
TER MINAL

\() 
GROUP ANIMAL BODY WT (g) BRAIN EPIDIDYMID HEAR T KIDNEYS LI VE R LUNGS & BR SP LEEN TEST ES THYMUS 

------------- -·---------------- ------ .. ·- -- ------------ ------·- -- .. .. .. .................. .. .................................. .. ................................................... .. .......... ... .... ...... 
3M 2 1 34 1. 0 1.97 0.773 1. 26 2. 13 14.9 1. 36 0 . 860 3 . 37 0 . 33 7 

22 308.7 1 .83 0.766 L OB 2. 12 12.2 1. 49 0 . 819 2.96 0.563 
23 326 . 9 1 . 91 0.696 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 1.16 2.44 15. 1 1. 43 0.676 3.32 0.565 
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. 41 2.60 14. 0 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 3.2 0 0.506 
30 362 .4 2.02 0.871 1. 27 2.54 16. 0 1.66 0.833 3. 66 0.449* 

0 ----------------- ------- ---· · ·- ------ --- ------ ------------ ----- -------------------- ----------------- --- ------------ ----------------­
0 4M 31 277 .8 1. 87 0 . 765 1 . 14 2.32 12.9 1.39 0 .655 2.95 0 . 416 
00 32 343.0 1. 76 0 . 882 1 . 18 2. 62 13 . 8 1.66 0.860 3.20 0.353 
00 33 326.1 1.98 0 . 782 1 . 28 2.42 14.7 1.61 0 . 649 3.22 0 . 44 0 

34 290.4 1 .93 0. 746 1. 19 1. 97 11 . 0 1. 27 0.557 3.11 0.318 
35 295.0 1.67 0 . 636 1. 12 2.2 1 12.5 1. 31 0 . 553 2.76 0 . 369 
36 356.7 1.99 0.814 1. 28 2.53 , 5. 4 1. 53 0 .678 3.35 0.526 
37 302.6 2.00 0.748 1 . 26 2.07 11. 0 1. 31 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 
39 391 .3 2 . 12 0.798 1. 33 2.82 16. 5 1. 60 0 . 936 3.73 0.661 
40 345 .4 2.03 0.780 1. 21 2.47 12 .7 1. 70 0 .8 67 3. 01 0. 573 

------------ ----------------------------------- ------ ---- --------- -- --- -- ---- ------ ------------··- .------ ----- --------- --------------­

* Weighed after fixation 



APPENDIX 8A - cont i nued . Pr int No: 00 11 

Absolu t e o r gan weight s · indiv i dua l va l ues Cg) f or animals kil led after 4 wee ks of t reatment 

Group 2 3 4 Printed: 10 - JAN-00 
Comp ound Contro l As pergil lus niger ( AR0 · 1) Page: 2 
Dosage (mg/kg/day) 0 500 1500 5000 

Sche du l e number: GSB 06 1 
\() 

\() tER MINAL 
GROUP ANIMAL BODY \I T (gl THYR OIO S+ P 

3M 2 1 341.0 0 . 009 
22 308.7 0.009 
23 326.9 0. 0 11 
24 355.0 0.0 10 
25 330.9 0.0 11 
26 325.2 0.019 
27 303 .6 0 . 014 
28 339 . 4 0.005 
29 320 . 1 0 . 0 12 
3 0 362 . 4 0 .012 

o 
0 
00 4H 3 1 277 .8 0.0 12 
-0 3 2 343 .0 0 . 014 

33 326. 1 0.016 
34 290 .4 0.010 
35 295.0 0 .01 1 
36 356 .7 0 . 013 
37 302.6 0.007 
38 312.8 0.015 
39 391 .3 0.012 
40 345.4 0.01 2 



APPENDIX 8A - continued. Pr int No: 001 1 

Absolute organ weights · individual values (g) for an i mals kil l ed after 4 weeks of t r eatment 

,;o 
ro Group 2 3 4 Printed : 10-JAN- 00 
·o Compound Contro l Aspergil lus niger (AR0 - 1 ) Page: 1 

0 ... Dosage (mg/kg/day) 0 500 1500 5000 
.-~ Schedule num ber: GSB 06 1 
\() 

·-0 TERMINAL 
GROUP AN IM AL BODY \IT ( g) BRAIN HEART KIDNEYS LI VER LUNGS & BR OVARIES SPLE EN THYMUS THYROIOS+P 

.. .. ... .. .. ......... .............. .. ... .. .. .... ...................................... ....... .... .. ............ .. .............. .. ......... .. .. .. .. ... . .............. ........ .... .. ...... ... .. .... ...... .. ...... .. ............ ..................... .. ....... .. ....... ..... .. .. 
1 F 41 229.8 1. 94 0 . 84 1. 75 9 . 9 1 . 10 0.066 0.456 0.505 0.008 

42 260.3 2.05 0.96 1. 99 12 .1 1. 20 0.095 0. 584 0 . 55 6 0 . 018 
43 223.6 1. 77 0.82 1. 81 10 .2 1. 09 0.077 0.525 0.4 11 0 . 008 
44 252.5 1 .99 1. 06 1. BS 11.3 1. 3 1 0.099 0.5 17 0 .65 0 0 . 008 
45 256 .9 1. 96 1. 15 2.28 11. 4 1. 30 0. 074 0 . 5 75 0.449 0 .0 14 * 
46 256.5 1. 87 1. 11 2 . 06 11. 7 1. 42 0.081 0.676 0.639 0 . 018 
47 237.8 1. 92 1. 00 1. 60 10.0 1. 16 0.086 0.503 0 . 459 0.009 
48 217.5 1.81 0.97 1. 74 9 . 1 1. 17 0.1 13 0. 503 0 . 531 0 . 01 0 
49 213. 3 1.91 0 . 90 1. 87 8.8 1. 12 0.079 0 . 463 0 . 438 0 . 008 
50 271. 0 2.04 0 . 98 2.22 12 . 2 1. 30 0.081 0.849 0.703 0.01 0 

0 

·:::> - - ----- - --- - ·- - - - --- · ------------------------- -- ----------------------------------------------------- - --- -- -- - -- - --- - -------------- ­
\() 2 F 51 204 .4 2.06 0.79 1 .64 7.8 1. 13 0 .069 0.45 1 0. 362 0 . 009 
c 52 236.9 2.02 1. 04 1. 89 1o.1 1. 10 0 .0 75 0.588 0. 407 0.01 0 

53 228.9 1. 96 1. 00 1. 86 9.1 1. 62 0.069 0. 430 0 . 354 0 .013 
54 225.2 1. 83 1. 08 1 . 70 9 . 0 1. 18 0.064 0.470 0. 503 0.007 
55 247.9 1. 88 1. 23 1 . 87 11 . 1 1. 20 0. 074 0.482 0.502 0.008 
56 242 . 6 2.00 0.96 1.69 9.3 1. 23 0 . 104 0.498 0 . 682 0.005 
57 230.9 2. 01 0.91 1 .86 10. 5 1 .34 0 . 087 0.543 0.380 0 . 019 
58 258.5 2.00 0.99 2.02 11. 0 1 .17 0 . 082 0. 478 0.510 0 . 01 1 
59 242.9 1. 93 0.89 1. 5 7 8.7 1. 06 0.067 o _ 773 0. 4 77 0.009 
60 244.2 1. 98 1. 05 1. 92 10.2 1.17 0.090 0.444 0.384 0 .0 08 

* Weighed after fixation 



APPENDIX 8A . co nt i nued. Prin t No: DO 11 

Absolute organ weights · individual values (g) for animals ki lled after 4 weeks of tre atmen t 

Group 
Compound 
Do sage (mg/kg / day) 

Control 
0 

2 3 4 
Aspergil lus niger (AR0-1) 

500 1500 5000 

Printed: 
Page: 

Schedule number: 

10- JAN- 00 
2 

GSB 061 

GROUP AN l MAL 
TERMINAL 

BODY WT (g) UTERUS+CER 

1F 41 
42 
43 
44 
45 
46 
47 
48 
49 
50 

229.8 
260.3 
223.6 
252.5 
256.9 
256.5 
237.8 
217. 5 
213 .3 
271 . 0 

0.42 
0.34 
0.80 
0.48 
0.44 
0 .38 
0.39 
0 . 75 
0 . 75 
0.47 

2F 51 
52 
53 
54 
55 
56 
57 
58 
5 9 
60 

204.4 
236.9 
228.9 
225.2 
247 .9 
242.6 
230 . 9 
258 . 5 
242 . 9 
244 . 2 

0.36 
0.38 
0.98 
0.29 
0.85 
0 . 49 
0.55 
0 . 33 
0.45 
0. 56 



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

Pr int No: 0011APPENDIX 8A · continued. 

Abso lut e o rg an weights · indiv idua l values ( g) for an i ma l s kil l ed af t e r 4 weeks of treatme nt 

;u 
<'I) Group 2 3 4 Pr int ed : 10 · JAN · OO 
·c 
0 Compound Con trol Aspergil lus ni ger (AR0· 1J Page: 1 
-, Dosage (mg/kg/day} 0 500 1500 50 00 


Schedu l e number : GSB 061 


TERMI NA L 
GROUP AN I MA L BODY \.IT ( 9) BRA IN HEART IC ! DNEY S LI VER LUNG S & BR OVARIES SPLEE N THY MUS THYROIDS+P 

. . . .. ....... . . .... .... .... .......... . ...................................... .... ........ ............................ .. ... .. .. . .. ............. ....... .. .. ........ ...... .. .. .. .. .... ............ .. .. .... ........ .. .. ...... .. .. .. .. .. .................. 

3F 6 1 252 .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 . 37 1 0.011 
64 223.6 1. 84 0.97 1. 70 7.8 1. 11 0 . 083 0.462 0 .3 31 0.009 
65 24 0.5 1. 99 0 . 99 1 .89 9 . 5 1. 19 0 .08 1 0.626 0 . 595 0.01 0 
66 235 .7 1 .88 0.90 2. 08 9.7 1. 19 0.082 0.441 0 .39 6 0 . 010 
67 222 .6 1. 89 0 . 86 1.81 9 . 8 1. 19 0 . 090 0 . 530 0. 434 0.010 
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 . 45 7 UNSUI TABLE 
70 260.1 2.00 1.08 1 . 95 9 . 8 1. 31 0.085 0 . 65 1 0 . 583 0 . 007 

0 . 073 0 . 503 0 . 514 0 . 013 
72 24 1 . 3 1.89 0.92 1 .80 10.5 1. 14 0 .092 0.590 0 . 54 1 0 . 011 
73 239.3 1 .84 0 . 94 1. 93 9 . 1 1. 27 0 .080 0. 411 0 . s13 0 . 010 
74 237 .8 1 .90 1. 10 1 .62 10. 2 1. 24 0.077 0 . 549 0 . 44 0 0.009 
75 234 .4 1 . 86 0 . 88 1 . 81 9.3 1. 12 0.073 0.5 10 0 . 497 0 .009 
76 252 .9 2.01 0.97 2 . 07 11. 0 1 . 28 0.074 0.674 0 . 43 2 0. 009 
77 262.6 1. 97 0 . 99 2 .20 11. 4 1. 34 0 . 086 0.504 0. 75 0 0.017 
78 233.3 1.97 0.95 1. 84 10 .5 1. 27 0 . 090 0.5 14 0 . 601 0 . 009 
79 

4F 71 220.3 1. 78 0.79 1 . 62 10. 0 1.1 5 

237. 0 1.91 1. 14 1. 91 10 .5 1. 24 0 .1 09 0.563 0 . 493 UN SUITABLE 
80 242 .0 1. 90 0.88 1 .97 10. 2 1. 20 0. 101 0.467 0 . 498 0 . 01 4 

- - -- ---------•-- ----- ~-• •-•••••••••·•-••• • •• ••• •• • .. .,. r .--- • • •••••• • · ·-- - -- - -·•• ••••••••••••·-•••••••••••••• • -•• • - • •• ••••••••••••••• • • • 



APPE NDI X BA · continued. 	 Pr in t No : 00 11 

Absolut e organ weigh ts - indi vi dual val ues (g) for ani ma l s ki ll ed after 4 weeks o f treatment 

.0 
.'t> Gr oup 2 3 
 4 
 Prin t ed: 10-JAN· OO 

·o Compound Control Aspe r g i l l us nige r 
 CAR0- 1) 
 Page: 

....
2 


J ... Dos age (mg/k g/day) 0 500 1500 
 50 00 

Schedule number: GSB 061 

TER MINAL 
GROUP ANIMAL BODY WT Cg) UTERU S+CE R 

3F 	 61 
 252.3 0.27 
6 2 
 21 1. s 0.53 
63 
 250. 1 0.40 
64 
 223 . 6 0. 37 

65 
 240.S 0. 4 7 

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 

4F 	 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 
80 
 242 . 0 0.37 



APPENDIX BB 	 Pr in t No: 0012 

Organ weights relati v e to bodyweight - individual va lue s ( %) for animals killed after 4 wee ks of t r eatment 

Group 2 3 4 Pr i nted : 10- JAN- 00 
Compound Control Aspergi l lus niger (AR0- 1) Page: 1 
Dosage (mg/kg/day) 0 500 1500 5000 

Schedu l e number: GSB 061 
\() ................................. -. .............. ----------·----------- · -------- --- --- -- -- .. --- - --·-·---------- -- ---- --· ------------------ - - -- - --- - --- · 

'-0 TERMINAL 

GROUP ANIMAL BODY llT ( g) BRAIN EPIDIDYMIO HEART KIDNEYS LI VER LUNGS & BR SPLEEN TESTES THYMUS 
----- -·---·-----····-- --- ·--··· · ···· .. ---- -· ----- .. ·-· ------ ------ ·----· ---- ----·--· ---- .. ---·--· -· ---- -- .. -- ---------------- ------- ·- -· 

1M 1 355. 2 0 . 554 0.2576 0.35 0 0.659 4.72 0. 359 0.2 120 0.905 0 . 14 53 
2 321 .6 0.588 0.230 1 0 . 377 0.715 4.18 0.465 0 .1909 0.968 0 .2 002 
3 353.7 0.537 0 .2225 0.367 0 . 759 4. 51 0 . 449 0 .1906 0 .919 0 . 1190 
4 279 .1 0 .690 0.2336 0 . 4 19 0.782 4.25 0 . 406 0 .1709 0.924 0 . 1702 
5 288 . 7 0.674 0.242 1 0 .383 0.812 4. 26 0.438 0.2089 1. 199 0. 1334 
6 317.8 0.594 0. 2174 0.429 0.694 3. 75 0.482 0 . 2222 1. 096 0 .1768 
7 330.2 0.595 0.2505 0.392 0 . 802 4 .44 0.434 0.2002 0 . 932 0 . 1529 
8 362.7 0.567 0.2501 0.385 0 . 763 3.91 0.421 0.2696 1. 017 0.1177 
9 313.0 0.680 0.2457 0.417 0.830 4.05 0.535 0 . 2572 0.939 0. 1355 

1 0 318 .9 0.612 0 . 2277 0.376 0 . 655 3.68 0 . 394 0.2126 0.98 1 0 . 1558 

-· ~	 -- - -- -- ------------ ---- -- -------- - -- - - --- --- -------------- - -- - - -- -- -- ----- - ------· - -- - ------------ ----- - - - ------ - - - - -- - -- --- .. - -- ­
2M 11 332.1 0.608 0 . 2418 0.337 0.803 4.76 0.391 0.2054 1 . 03 1 0 . 1677 

1 2 342.3 0.621 0.2308 0 . 372 0.704 4.4 1 0.418 0.2507 0.882 0. 1531 
13 363.0 0.557 0.2245 0.339 0 .767 5.00 0 . 4 19 0 . 1780 0.893 0.151 5 
14 302 . 5 0.653 0.2889 0.448 0.823 4.38 0. 460 0 . 1957 1. 002 0 . 1395 
1 5 377 .0 0.540 0 . 2034 0.360 0.837 4.83 0.449 0.2324 0.839 0 . 1602 
16 306 .1 0.597 0.2241 0.336 0.767 3.96 0.496 0.2025 1. 084 0. 1405 
17 327 .1 0. 603 0.2544 0. 313 0 .81 2 4.30 0 . 422 0 . , 914 1. 004 0. 1428 
18 340.5 0. 598 0 . 2305 0.382 0.689 4.06 0. 446 0.2167 0.966 0. 1932 
19 314.5 0. 589 0.2769 0 .368 0 .721 3.81 0. 401 0.2362 0.999 0. 15 17 
20 310.9 0.631 0.2496 0 . 369 0.734 3 . 94 0 . 417 0.2042 1.080 0. 1097 

- - - -- - --- ----- --- - - -------------------------- -- -- -- - - - - --""- L__ _____ __ _______________ ..... ..... . .... ........ ......... -------- --- -- - - - --- - -- - --- ­



APPENDIX 88 · cont inued . Print No : 0012 

Or gan weights rel ati ve to bodyweight · i ndi vidual va l ues ( %) f or a ni mals ki l l ed after 4 weeks of t r ea tment 

Group 2 3 4 Pr i nted : 10- JAN · OO 
Compound Con trol Asperg illus niger (AR0-1) Page: 2 
Dosage (mg/kg/day) 0 500 1500 5000 

Schedu l e number : GSB 061 

TERMINAL 
GROUP ANIMA L BODY ~T (g) THYR OIDS+P 

lM 1 355.2 0.0028 
2 321 . 6 0.0037 
3 353.7 0.0023 
4 279., 0.0029 
5 288.7 0.0031 
6 317. 8 0.0050 
7 330 . 2 0.0036 
8 362.7 0 . 0039 
9 313 .0 0 . 0042 

10 318 . 9 0 . 0063 
0 
•::> 
\() 2M 11 332. 1 0.0036 
<.n 12 342.3 0 . 0023 

13 363. 0 0 . 0036 
14 302.5 0.0053 
15 377 . 0 0.0045 
16 306. 1 0 .0049 
17 327. 1 0 .0043 
18 340.5 0.002 1 
19 314.5 0.0029 
20 310. 9 0.0029 



Print No: 0012APPENDIX 86 - continued. 

Organ weights relat ive to bodyweight - ind iv idual va lues (%} for animals kilted afte r 4 we eks of t reatment 

:0 Printed: 10 - JAN - 00 
:t) Group 	 2 3 4 
c Compound Contr o l Asperg illus nigcr (ARO - 1} 	 Page: 1 
0.., Dosage (mg/kg/day} 0 500 1500 5000 

Schedule number: GSB 	 06 1 
---- ----------- -- -- ----- --- ----· ----- ----- --------------- --- --- ---- ------ --- ---------------- ---- ------- -- ------------- --- ----- -- -- - ­

'.O 	 TERMINAL "' 
GROUP AN IMAL BODY Ill (g) BRAIN EPJDIOYMIO HEA RT KIDNE YS LI VER LUNGS & BR SPLEE N TESTES THYMUS 

(_,..J ----- ---- .. -- -------- -- ----·------ -- ------------------------· .. ·-·- ---- ------ ----- ----------· --- -- ------------- -·-- ------------------­
3M 21 34 1. 0 0. 5 77 0.2267 0 . 369 0.625 4.37 0 . 398 0 . 2522 0 . 989 0.0988"'<Jl 22 308.7 0.593 0.2481 0 . 349 0.685 3.97 0.483 0 . 2653 0.965 o. 1889 

v-J 23 326.9 0. 584 0.2747 0 . 396 0.750 4.33 0.4 15 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 .1 699 
25 330.9 0. 594 0.2288 0.358 0. 736 4.56 0.431 0 . 265 3 , . 005 0 . 1707 
26 325.2 0. 599 0.2380 0.393 0 . 747 4., 6 0 . 489 0.2469 , .1 4 1 0 .1 212 
27 303.6 0.642 0 .2958 0.396 0 .748 4.76 0 . 468 0 .246 4 , . 041 0 .153 2 

0. 594 0.2416 0. 41 5 0.766 4. 13 0 . 44 9 0 . 2113 1. 072 0 . 1246 28 339.4 
29 320.1 0.608 0.2833 0.4 03 0 .738 4 . 01 0. 464 0 .2331 0 . 998 0 .15 8 1 
30 362.4 0.558 0.2403 0.35 1 0.702 4.4 1 0. 459 0 . 2299 1. 014 0 . 1239 

0 ---- --- ------- -------- -- ----------- -- ------- ---- -- -- --------------- -- ----- -- ---- ----- ---- ---------- ----- --- -- ----- -- ---- ---- ------- ­•:::> 
0.2754 0.410 0.835 4. 64 0 . 501 0.2358 1. 060 0. 1497 

32 34 3. 0 0. 513 0.2571 0.344 0.763 4 . 02 0 . 484 0 . 2507 0.932 0 . 1029\() 4M 	 31 277 .8 0.672 

°" 	 33 326 . 1 0 . 609 0.2398 0.391 0.743 4 . 49 0 . 494 0 . 1990 0 .989 0 . 1349 
34 290 .4 0.665 0.2569 0.409 0 . 678 3.77 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 0.1251 
36 356.7 0.558 0.2282 0.358 0.710 4 . 31 0.428 0 .1901 0.93 9 0 . 1475 
37 302.6 0 . 662 0.2472 0.417 0.683 3.62 0 . 432 0.224 1 1 .009 0 . 1669 
38 312.8 0.643 0.2721 0.3 97 0.734 4 . 18 0 .487 0 . 2669 1 .088 0 .1 519 
39 391. 3 0.541 0.2039 0.339 0.721 4.23 0 .409 0.2392 0 . 953 0. 1689 
40 345.4 0.587 0.2258 0.350 0. 71 5 3.68 0 .492 0.2510 0.871 0 .1659 

- - - -------------- - - -------·----·--- - ------------- -- -- - ---- ---- ---- -- ---------- ----- - - - - -- ---------- --- ---- - -------- - --- - -------- ---­



0 

APPENDlX BB · cont i nued . 	 Pri nt No: 0012 

;:o 
11> 
·a 
..., 

Organ weights relative t o bodyweigh t · individua l values ( %) for an ima l s kil l ed afte r 4 weeks of t r eatment 

Group 
Compound Contro l 

2 3 
Aspergi l lus n i ge r 

4 
CAR0· 1 > 

Print ed: 
Page: 

10- JAN· OO 
2 

Dosage Cmg/k g/day> 0 500 1500 500D 
Schedu l e number : GS B 06 1 

TERM! NAL 
GROUP ANIMAL BODY \IT Cg) THYRO!DS•P 

3M 21 34 1 . 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 0.0046 
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 



Pri nt No: 0012APPENDIX 8B - cont i nued. 

Organ weights relative to bodyweight · individual values (%) for an ima ls killed afte r 4 weeks of t rea tment 

::0 
JO Group 2 3 4 	 Printed: 10-J AN - 00 
~ Compound Contro l Aspe r gillus niger (AR0-1) 	 Page : 10...,..... Dosage (mg/kg /day) 0 500 1500 5000 

Schedul e number: GSB 	 061 
-------- ---- --- --------·- --- ---· .. -· .. ··---· ··--·· --·--- .. . ..... ---- --- ------- ------- --- ·----- --------- --- ------ --- ---- --- -- ----- --- -----­

TERMINAL 
GROUP ANIMAL BODY WT ( g) BRAI N HEART KIDNEYS LI VER LUNGS & BR OVARIES SPLE EN THY MUS THYROIDS+P 

............................... ........ ...... ... .. .... ... ................ .... ................. ................ ........... .................... ........ ......... ...... .............. ... ........... ....... ................................... .. .... .... .... ...... ........ 

1 F 	 41 229.8 0.843 0.365 0.763 4.30 0.477 0. 0374 0 . 1984 0.2 198 0.0035 

42 260.3 0.786 0.368 0.764 4 . 66 0.461 0 . 0365 0.2244 0.2 136 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 4.48 0. 517 0.0392 0.204 8 0 . 25 74 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 0.806 0.419 0 . 756 4 . 19 0.488 0 . 0362 0.2115 0.1930 0.0038 
48 217.5 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.,, 0.523 0. 03 70 0. 2171 0 .2053 0.0038 
50 271.0 0.751 0 . 363 0 . 821 4.52 0.4 81 0.0299 0.3 133 0.2594 0.0037 

0 
0 -------- · -- --- ------ .. ·-·------------ ---- ---- --- ----- ----- ---- --··- -- -- -- ------- -- --- ---- ----- ---· ---- ·--- .. ------ ---- ---- ------- ----­
\4:) 2F 	 5 1 204.4 1. 008 0.386 0 . 804 3.80 0.55 1 0.0338 0.2206 0 . 1771 0.0044 
<X> 	 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 . 154 7 0.0057 
54 225.2 0.812 0.48 1 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 
56 242.6 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 o. 1646 0.0082 
58 258.5 0. 773 0.384 0.780 4 . 24 0 .451 0 . 0317 0. 1849 0 . 1973 0.004 3 
59 242 .9 0.797 0.368 0.646 3.60 0 .43 7 0 .0 276 0 . 3182 0. 1964 0.0037 
60 244. 2 0.813 0.430 0.788 4 . 17 0. 480 0.0369 0. 1818 0. 15 72 0.0033 

--- --- --- ------ - - -- - -- ----- ---- ---- -- -- -- ---- ----- --- ------- ---- .. .. ... . . ..... .. .. ..... .. .. .. .. ...... ...... .. ...... ........ .......... ... .. ........ .............. .......... ....... .......... ...... .. 




c 

APP EN DIX BB - continued. 	 Prin t No: 00 12 

;o 
.!11 
·c 
...,..... 

Organ weights relati ve to bodyweight - i nd ividual val ues(%) for an imals k i lled after 4 weeks of t r eat ment 

Group 2 3 4 	 Pr i nted: 10 -JAN- 00 

Compound Cont r ol As pe r gi llus niger CAR0 ·1) 	 Pag e: 2 

Dosa ge (mg/kg/day) 0 500 1500 5000 


Sc h e du l e n umber : GS B 061 


TER MINAL 

GROU P AN I MAL BODY WT (g) UT ER US+CER 


1F 	 41 229.8 0 . 184 

4 2 260.3 0. 131 

43 223 .6 0 .356 

44 252 . 5 0 . 189 

45 256 . 9 0. 170 

46 256 . 5 0. 149 

47 237 . 8 0 . 164 

48 217 . 5 0. 346 

49 213.3 0 . 351 

50 271. 0 0. 173 


2F 	 51 204 .4 o. 176 

52 236.9 0 .159 

53 228.9 0 .426 

54 225.2 0. 129 

55 247 . 9 0.342 

56 242. 6 0.203 

57 230. 9 0.238 

58 258.5 0. 130 

59 242.9 0. 185 

6 0 244.2 0.229 




APPEND IX 88 - continued . 	 Prin t No: 0012 

Organ weights re la ti ve to bodyweight - indi vidual values ( %) for animal s k i l led afte r 4 we eks of treatment 

Gr oup 2 3 4 	 Pr i nted: 10- JAN - 00 
Compound Control As perg i ll us niger CAR0- 1 ) 	 Page: 1 
Dosage (mg/kg/day) 0 500 1500 5000 

Sc hedu l e numbe r : GS B 061 

TERMINAL 
GROUP ANIMAL BODY llT ( g) BRAIN HEART KID NEYS LIVER LUNGS & BR OVARIES SPLEEN THY MUS THYROIDS+P 

.... ............. ----- -- --- --------- -... ------ ---------------- --- -· ·- --------- --·------ ---- ---- -------- ---------- -- -· .. ---- ---- ---- ------ -----­
3F 	 61 252 . 3 0 . 754 0. 45 7 0.814 3.98 0.552 0. 03 77 0., 795 0.2 13 2 0 . 0048 

62 211 . 5 0.919 0.401 0 . 893 3.96 0.543 0 . 0279 0.2047 0. 12 53 0. 005 7 
63 250 . 1 0. 737 0. 365 0 . 780 3.86 0. 502 0 . 0340 0 . 1859 0. 1483 0.0044 
64 223.6 0.824 0.434 0 . 75 8 3.49 0 . 497 0. 0371 0.2066 o_1480 0. 004 0 
65 240.5 0.828 0 . 410 0.784 3 _97 0 . 496 0. 0337 0 . 2603 o_24 74 0.0042 
66 235 . 7 0.796 0.381 0.883 4 . 10 0.503 0 . 0348 0 .1871 0.1 680 0 . 0042 
67 222.6 0.848 0 .387 0 . 815 4.40 0 . 535 0. 0404 0 . 238 1 0. 1950 0.0045 
68 260 .0 0. 743 0 . 378 0. 778 4.27 0 . 494 0 . 0319 0 . 2369 0. 2050 0 . 005 4 
6 9 229 .0 0 .8 13 0.334 0 . 846 3.83 0 .531 0 . 0336 0.21 18 0.1 996 UNSU I TAB LE 
70 260. 1 0. 768 0.415 0 .750 3.76 0 . 503 0 . 03 27 0 . 2503 0. 2241 0 . 0027 

0 ---------- - --- ---- ----- .. ·------- - - - ------------------- -- - -- - - ------- ------- - - --- - - - - - - --- -- - --- - ---- --- - - ------ - ------- -------- - --- ­
4F 71 220.3 0 . 808 0.358 0 .73 4 4.54 0.522 0. 0331 0 . 2283 0. 2333 0 . 005 9 

0 72 241. 3 0 . 782 0 . 380 0.746 4.36 0. 4 74 0 .0381 0 . 2445 0. 2242 0.0046 
0 

73 239 . 3 0 . 767 0.392 0.807 3.79 0 .5 29 0.03 34 0 . , 718 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 0.771 3.98 0 .4 76 0.0311 0 . 2176 0.2120 0 . 0038 
76 252.9 0.793 0.383 O.B 1B 4 . 36 0 . 506 0.0293 0.2665 0. , 708 0 . 0036 
77 262 . 6 0 . 749 0.376 0.838 4. 36 0.508 0 . 0327 0 . 19 19 0.2856 0.0065 
78 233 . 3 0.844 0.409 0.787 4 .5 0 0 . 545 0.0386 0.2203 0. 25 76 0.0039 
79 237.0 0.807 0.480 0.805 4 . 41 0.524 0.0460 0.2376 0 . 2080 UNSUITABL E 
80 242 . 0 0.784 0.366 0 .8 14 4 . 22 0.495 0.0417 0 . 1930 0 . 2058 0 . 005 8 



APPENDIX 88 · continued. Pr i nt No : 00 12 

Organ weight s rel at i ve to bodyweight - individual values (%) for an i ma ls killed afte r 4 weeks of t rea tment 

Group 2 3 4 Printed : 10-JAN - 00 
Compound Control Aspe rg i llus niger ( AR0 · 1> Page: 2 
Dosage (mg /kg/ da y ) 0 500 1500 5000 

Sche dule numbe r : GSB 06 1 

TERMI NAL 
GROUP AN I MA l SOOY WT (g) UTERU S+CER 

3F 61 252 .3 0 .109 
62 2 11 .s 0.249 
63 250 . 1 0.161 
64 223.6 0. 164 
65 240 . 5 0.196 
66 235.7 0. 371 
67 222.6 0. 179 
68 260.0 0 .145 
69 229.0 0.443 
70 260., 0.208 

0 

4F 71 220. 3 0 ., 53 
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., 53 
80 242 .0 0 . 153 



APPENDIX 9 Print No: 00 13 

Macropathology and histopa t hology - individual findings fo r animals killed after 4 weeks of treatment 

Group 2 3 4 Printed: 10- JAN - OD 
Compound Control Aspe rgi l l us niger <ARD - 1) Page: 1 
Dosage (mg/kg/day) 0 SDO 1500 5000 

Schedule number : GSB 061 

AN !MAL NUMB ER: 0001 SEX: MAL E DOSE GROUP: 1 SACRIFICE STATUS: SCHEDU LE D, TERMINAL SACRIF ICE 
DATE OF DEATH: 05-MAY-99 STUDY DAY OF DEATH: 29 STUD Y WEEK OF DEATH: 5 TERM IN AL BODY WEIG HT: 355 . 2 GRAMS 

P A T H 0 L 0 G Y 0 B S E R V A T I 0 N S 
NE CROPSY HISTOPATHOLOGY 

ADRENAL CTX 
-CORTlCAL FAT TY VACUOLATION, - SLIGH T 

THYMUS : THYMUS : 

-AREA(S) OF CHA NGE; OCCASIONAL DARK AREAS, <2X1MM. -HAEMORRHAGE,-SLIGHT 


0 



APPENDI X 9 ·continued Pr i nt No : 00 13 

Ma c ropathology and hist opathology - individual findings f or ani ma l s ki l led a ft er 4 wee ks o f treatmen t 

Gr oup 2 3 4 Pri nted: 10- JAN- OO 
Compound Cont ro l Aspergill us ni ger CA R0 - 1) Page: 2 
Dosage ( mg/kg/ day) 0 500 1500 5000 

Sc hedu le number : GS B 061 

ANIMA L NUM BER : 0002 SEX : MALE DOSE GROUP: 1 SA CRIFI CE STATUS: SCHEDULED, TERM INA L SAC RI FICE 
DA TE OF DEATH: 05-MAY - 99 STUDY DAY OF DEATH: 29 ST UDY WE EK OF OEATH: 5 TERMINAL BODY WEIGH T: 32 1. 6 GRAMS 

P A T H 0 L 0 G Y O B S ERVATIO N S 
NECROPSY HISTOPATHO LOGY 

PR OSTATE : 
-L YMPH OCY TIC JN FJLTRAT JON, - MOOERATE 

THYMUS : 
-LYMPH OCY TOLYSJS, - SLIGH T 

0 

0 *** ANIMAL HAS NO GR OSS OBSERVATION S RECORDED *** 
(>J 



APPENDIX 9 - continued Pr int No: 00 13 

Macropathology and histopathology - indi vi dual findings for animals killed after 4 weeks of treatment 

Gr oup 2 3 4 Pr i nted: 10-JAN·OO 
Compound Control Aspergillus niger CARD - 1 ) Page: 3 
Dosage (mg/kg/day) 0 500 1500 5000 

Schedule numbe r: GS B 061 

ANIMAL NUMBER: 0003 SEX: MALE DOSE GROUP: 1 SACRIFICE STATUS: SCHEDULED, TE RMINA L SACR I FI CE 
DATE OF DEATH: 05 · MA Y·99 STUDY DAY OF DEATH: 29 STU DY YEEK OF DEATH: 5 TER MINAL BODY YEIGHT: 353. 7 GRAMS 

P A T H 0 L 0 G Y D B S E R V A T l 0 N S 

NECROPSY HISTOPATHOLOGY 


CAECUM : 
-INFLAMMATORY CELL INF ILTRATE IN LAMINA PROPRlA,·S l l GHT 

THYMUS : THYMUS : 
-AREA(S) OF CHANGE; OCCASIONAL PUNCTATE, DARK FOCI. -HAEMORRHAGE,-SL!GHT 



APPENDIX 9 · continued Pri n t No: 0013 

Hacr opa t hology and h is t opathology · i ndi vidual findings for anima ls killed after 4 weeks of treatment 

Gr oup 2 3 4 Pri nted : 10 - JAN - 00 
Compound Con tro l Aspergillus niger (AR0 - 1) Pag e : 4 
Dos ag e ( mg / kg / day ) 0 500 15 00 5000 

Schedule numbe r : GS8 061 

ANIMAL NUMBER: 0004 SEX : MALE DOSE GR OUP : 1 SACRIF ICE STATU S: SC HED UL ED, TER MINA L SACR IF ICE 
DATE OF DEATH: 05 - MAY - 99 STUDY DAY OF DEAT H: 29 STUD Y YEEK OF DE ATH: 5 TE RMINAL BODY YEIG HT : 279. 1 GRAM S 

P A T H 0 L 0 G Y 0 B S E R V A T l 0 N S 

NE CROP SY HISTOPATHO LOGY 


CAE CU M : 
- IN FLAMMATORY CELL IN FI LTRATE I N LAM INA PROP RI A,-SL IGHT 

KI DNE YS : 
- COR TICAL TUBULAR HYAL I NE DROPL ETS ,- MODERATE 

THYMUS : 
- LYMP HOCYTOLYSIS, ·S LIGHT 

*** ANIMA L HAS NO GR OSS OBSE RV ATI ONS RE CO RDE D ** * 



APPENDIX 9 · continued Print No : 00 13 

Macropathology and histopathology - individual findings for animals killed after 4 weeks of t r eatment 

Group 2 3 4 Printed: 10-JAN- 00 
Compound Con trol Aspergillus niger {AR0-1) Page: 5 
Dosage {mg/kg/day) 0 500 1500 5000 

Schedule number: GSB 061 

ANIMAL NUMBER: 0005 SEX: MALE DOS E GROUP: 1 SACRIFICE ST ATU S: SCHE DU LED, TE RMINAL SACRIFICE 
DATE OF DEATH: 05-MAY - 99 STUDY DAY OF DEATH : 29 STUD Y ~EEK OF DEATH: 5 TERMINAL BODY WEIGH T: 288 .7 GRAMS 

P A T H 0 L 0 G Y 0 B S E R V A T I 0 N S 
NECROPSY HISTOPATHOLOGY 

EPIOIOYMIDES : 
-SPERMATOCOELE, - PRES ENT 

KIDNEYS : 
-BASOPHIL IC COR TICAL TUBU LES,-MI NIMAL 
-INTER STITIAL INF LAMMATOR Y IN FI LTRATION,-M I NIMA L 

TE STES : 
-SEMINAL TUBU LA R EPITHE LIA L ATROPHY,-MOOERATE...... 

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



APPENDIK 9 · continued 

Macropathology and histopathology · individual findings 

:::0 
<l) Group 2 3 4 Printed: lO· JAN · OO 
-0 

--
Compound Control Aspergillus niger (AR0 - 1) Page: 6 

0..., Dosage (mg/kg/day) 0 500 1500 5000 
Schedule number: GS8 061 

ANI MAl NUM BER: 0006 SEX: MALE DOSE GROUP: 1 SACRIFICE STATUS: SCHEDULED, TER MINA l SACR I FICE 
DATE OF DEATH: 05- MAY·99 STUDY DAY OF DEATH: 29 STUDY WE EK OF DEATH: 5 TER MIN AL BODY WEIGHT: 317.8 GRAMS 

P A T H 0 L 0 G Y 0 B S E R V A T I 0 N S 
NECROPSY HISTOPATHOLOGY 

THYMUS : 

· LYMPHOCYTO LYSIS , ·S LIGH T 

·HAEMORR HAGE,·SLIGHT 


0 ~•• ANIMA L HAS NO GROSS OBSERVATIONS RECORDED *** 

Print 

for an i mals ki l led after 4 weeks of treatment 

No : 00 13 



APPENDIX 9 - continued Pr i nt No: 001 3 

Macr opathology and h istopathology · individu a l fi nd ings for anima ls kil l ed after 4 we eks of t r eat men t 

Group 2 3 4 Pr i nted: 10-JAN- 00 
Compound Con t r ol Aspergillus niger (AR0- 1) Page : 7 
Dosage <mg/kg/day ) 0 500 1500 500 0 

Schedul e number: GSB 061 

ANIMAL NUMBER: 0007 SEX: MALE DOSE GROUP : 1 SACR IFIC E STATUS : SC HEDU LED, TER MIN AL SACRI Fl CE 
DATE OF DEATH: 05- MAY -99 STUDY DAY OF DEATH: 29 STUDY WEE K OF DEATH: 5 TE RMINAL BODY WEI GH T: 330. 2 GRAMS 

P A T H 0 L 0 G Y 0 B S E R V A T I 0 N S 
NECROPSY HI STOPATHOLOGY 

KI DNEYS : 
-BASOP HILI C CORTI CA L TUB ULES, -MINIMAL 

LIVER X 5 : 
-FOCI OF LE UC OCY TES WI THIN SJNUSO IDS , - SLI GHT 

THYMUS : 
0 · l YMPHOCY TOL YSIS, - SLIGHT 

C) lHYROIDS THYROIDS : 

CD · PALE; LEFT. >NO SIGNI FICANT LES ION 




APP ENDIX 9 · con t inued Print No: 0013 

Ma cropa tholo9y and h is topathology - individual fi ndings f or an ima ls killed after 4 weeks of treatment 

;:o 

·o 
(l) Group 2 3 4 Printed: 10 ·JAN - OO 
0 Compound Control Aspergillus niger CAR0 - 1) Page: 8 .,,... Do sage (mg/kg/day) 0 500 1500 5000 


Schedu l e number: GSB 061 


ANlMAL NUMBER : 0008 SEX : MALE DO SE GRO UP: 1 SACRIFIC E STATUS : SCHEDU LED, TERM I NAL SACR I FICE 
DATE OF DEATH: 05 - MAY - 99 STUDY DAY OF DEATH: 29 STUDY ~E E K OF DE ATH : 5 TE RM INAL BODY ~EI G HT: 362.7 GRAM S 

P A T H 0 L 0 G Y O BSERVATIONS 
NECROPSY HI STOP ATHOLOGY 

KI DNEYS : 
- INTERS TITI AL INFLAMMATORY INF ILTRATION,-MINIHAL 

••• ANIMAL HAS NO GROSS OBSERVATIONS RECORDED *** 
0 
·-" 



APPENDIX 9 • continued Print No: 00 13 

Macropatho logy and h istopathology · individual fi ndings fo r animals killed aft e r 4 weeks o f treatment 

Group 2 3 4 Printed: 10-JAN·OO 
Compound Control Aspergi llus niger (AR0·1) Page: 9 
Dosage (mg/kg/day) D 500 1500 5000 

Schedu l e number: GSS 061 

ANIMAL NUMBER: 0009 SEX: MALE DOSE GROUP: 1 SACRIFICE STATUS: SCHEDUL ED, TERM INAL SACRI FICE 
DATE OF DEATH: OS·MAY-99 STUDY DAY OF DEATH: 29 STUD Y WE EK OF DEATH : 5 TE RM I NAL SOOY WE IGHT: 313 . 0 GRA MS 

P A T H 0 L 0 G Y 0 B S E R V A T I 0 N S 

NECROPSY HIST OPATHOLDG Y 


KIDNE YS : 
·CORTICAL TUBULAR HYALINE OROPL ETS,·S LIG HT 

THYMUS : 
-LYMPHOCYTOLYSIS, · SL IGH T 

THYROIDS : 
·ULT I MOBRAN CHIAL CYST($),·PRESE NT 

*** ANIMAL HAS NO GRO SS OBSE RVATI ONS RECORDED *** 



APPENDIX 9 · continued Pr int No: 00 13 

Hacropathology and histopathology · individu al findings for an i mals kil led afte r 4 weeks of treatment 

Group 2 3 4 Print ed: 10-JAN-O O 
Compound Control Aspergillus n ige r (AR0- 1) Page: 10 
Dosage (mg/kg/day) 0 500 1500 5000 

Sch edu l e number : GSB 06 1 

ANIMAL NUMBER: 0010 SEX : MALE DOS E GROUP: 1 SACRIFICE STAT US : SCHED ULE D, TERMIN AL SACR I FICE 
DATE OF DEATH: 05 - MAY -99 STUDY DAY OF DEATH: 29 STUDY ~EE K OF DEATH: 5 TE RMINA L BOD Y ~EIGHT: 318.9 GRAMS 

P A T H 0 L 0 G Y 0 B S E R V A T I 0 N S 

NECROPSY HIST OP ATHOLOGY 


CAECUM : 
-I NFLAMMATORY CE LL INFILTRATE IN LAMINA PROPRIA,-SLI GHT 

KIDNE YS : 
-BASOPHILIC CORTICAL TUBULES,-HIN I MAL 
-INTERSTITIAL I NFLAMMA TORY INFILTRATION,-MINIMAL 

PROS TA TE : 
- LYMPHOC YTIC INFI LTRATION,-MINIMAL 

THYMUS : 
-LYMPHO CY TOLYSIS,-S LI GHT 

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



APPE NDIX 9 - continued Print No: 001 3 

Macropathology and his topathology - individual findings for anima l s le i l led after 4 weeks of treatment 

;o 
<1) 
·a 
0 

Group 
Compo und Contro l 

2 3 4 
Aspergillus n iger (AR0· 1) 

Printed: 
Page: 

10- JA N-0 0 
11 

.....-­ Dosage (mg/ kg/day) 0 500 1500 5000 
Schedul e numbe r : GSB 061 

ANIMAL NUMBER: 0011 SEX: MALE DOSE GROUP: 2 SACRIFICE STA TUS: SC HED ULE D, TER MINAL SAC RI FICE 
DATE OF DEATH: OS·MAY ­ 99 STUDY DAY OF DEATH: 29 STUD Y WEEK OF DEATH: 5 TERM INA L BODY WEIGH T: 332.1 GRAMS 

•••ANIMAL HAS NO GROSS OBSERVATI ONS RECORDED *** 

••• ANIMAL HAS NO MICROSCOPIC FINDIN GS RECORDED *** 



APPENDIX 9 - continued Print No : 001 3 

Macropathology and his t opathology - ind i vidual f indings for animal s killed after 4 weeks of treatment 

::a 
Cl) Grou p 2 3 4 Printed : 10 -JA N- 00 ·o 
., Compound Con tro l Aspergillus niger CAR0 · 1) Page: 12 
.
0

.... Do s age (mg / kg / da y) 0 500 1500 5000 
Sc hedul e number: GSB 061 

ANIMA L NUMB ER: 00 12 SEX: MALE DOSE GROUP : 2 SAC RIFICE STATUS: SC HEDUL ED, TE RMIN AL SA CRI FI CE 
DAT E OF DEATH : 05-MA Y- 99 STUDY DAY OF DEATH : 29 STUDY WEE K OF DE AT H: 5 TER MINAL BOD Y WEIGHT: 342 . 3 GR AMS 

*** ANIMAL HA S NO GR OS S OBSERVATI ONS RECOR DED *** 

*** ANIMA L HAS NO MI CROSCOPIC FI ND ING S RECORDE D *** 



APPEND IX 9 - cont inued Pr i nt No: 00 13 

Mac ropathology and histopathology - individual findi ngs fo r an i mals kil l ed ofter 4 weeks of t reatment 

Group 2 3 4 Printed: 10-JA N- OO 
Compound Control Aspe r gi !lus niger CAR0 - 1) Page: 13 
Dosage (mg/kg/day) 0 500 1500 5000 

Sc hedul e number: GSB 061 

ANIMAL NUMBER : 0013 SEX: MA LE DOSE GROUP: 2 SACRIF I CE STA TU S: SCHEDU LE D, TERMIN AL SACRI FICE 
DATE OF DEATH : 05- MAY - 99 STUDY DAY OF DEATH: 29 STUDY YEEK OF DE ATH: 5 TE RM I NAL BODY YEIGH T: 363.0 GRAMS 

P A T H 0 L 0 G Y 0 B S E R V A T I 0 N S 
NE CROP SY HI STOPATHOLO GY 

TH YMUS : THY MUS : 

-~REA( S ) OF CHANGE; OCCASIONAL PUNCTATE, PALE FOC I . - LYMPH OCY TO LYS IS , -SL IG HT 


- HAEMORR HA GE , -S LIGH T 


0 



APPENDIX 9 - cont i nued Print No: 001 3 

Mac rop at ho l ogy and histopathology - indi vi dual findings fo r animals killed after 4 weeks of treatment 

Gr oup 2 3 4 Pr inted: 10 -JAN ­ 00 
Compound Control Aspergil lus ni ger (AR0 ­ 1) Page: 14 
Dosage (mg/kg/day) 0 500 1500 5000 

Sc hedu le number: GSB 061 

AN IMAL NUMBER : 0014 SEX: MALE DOSE GROUP: 2 SACRIFIC E STATUS: SC HEDU LED, TERMI NAL SACRIF I CE 
DA TE OF DEATH : 05 ­ MA Y-99 STUDY DAY OF DEATH: 29 ST UDY WEE K Of DEA TH: 5 TERMINA L BODY WEIGH T: 302.5 GRAM S 

***ANIMAL HA S NO GROSS OBSERVAT IONS REC ORDED ••• 

*** ANIMAL HA S NO MICROSCOPIC FINDINGS RECORDE D *** 



APPE NDIX 9 . continued Pr int No: 00 13 

Macropa thology and histopathology - i ndividual findings fo r animals killed after 4 weeks of treatment 

Group 2 3 4 Printed : 10-JAN - 00 
Compound Control Aspe r g ill us n i g er (AR0 - 1) Page: 15 
Dosage (mg /k g/day) 0 500 15 00 5000 

Sc hedul e numbe r: GSU 061 

ANIMAL NUMBER: 0015 SEX: MAL E DOSE GROUP : 2 SACR I FI CE STATUS: SCHEDU LE D, TER MINAL SACRIFICE 
DATE OF DEATH: 05·MAY · 99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 377 . 0 GRAM S 

*** ANIMAL HAS NO GROSS OBSERVATIONS RECORD ED *** 

*** ANIMAL HAS NO MICROSCOPIC FINDINGS RECORDE D *** 



APPENDIX 9 · cont inued Pr i nt No: 00 13 

Mac r op ath o log y and histopa thology · individual find i ng s f or animal s killed a ft er 4 wee ks of treatmen t 

Group 2 3 4 Printed: 10- J AN· OO 
Compound Control Aspergillus n iger CAR0 - 1 ) Page: 16 
Dosage (mg/kg/day) 0 500 1500 5000 

Schedule number : GSB 061 

ANIMAL NUMBER: 00 16 SEX: MALE DOSE GROUP: 2 SACRIF ICE STATUS : SCHEDULED, TER MINAL SA CRIF ICE 
DATE OF DEATH: OS · MA Y-99 STUDY DAY OF DEATH: 29 STU DY YEEK OF DEATH: 5 TE RM I NAL BOD Y WEI GHT: 306.1 GRAMS 

*** ANIMAL HAS NO GROSS OBSERVATI ONS RECORDED *** 

*** AN IMAL HAS NO MI CROSCOPIC FINDINGS RECORDED *** 



APPEN DI X 9 - c ont inu ed Print No: 0013 

Macr opath o l ogy and hist opathology - individua l f ind ings for anima l s ki l l ed af ter 4 weeks o f t r eatment 

Group 2 3 4 Prin t ed: 10 - JAN- OO 

Compound Control Aspergillu s n i ge r {AR0· 1 ) Page: 17 

Dosage {mg/kg/day) 0 500 1500 5000 


Schedule number: GSS 061 

ANIMAL NUMBER : 0017 SEX: MAL E DOSE GROUP: 2 SACRIF ICE STATUS: SCHEDU LED, TE RMINAL SAC RI FICE 
DATE OF DEATH: 05-MAY - 99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TE RMIN AL BOD Y WEIGHT: 327.1 GRAMS 

*** ANIMAL HAS NO GROSS OBSERVA TI ONS RECORDED *** 

••• ANIMAL HAS NO MICROSCOPIC FI NDIN GS RECORD ED *** 

0 

00 



APPENDIX 9 · continued Pri nt No: 001 3 

Mac ro pathology and histopathology · individual findings f or animals killed a ft er 4 weeks of treatment 

Group 2 3 4 Pr inted: 10-J AN · OO 
Compound Contr ol Aspergillus niger (AR0- 1 ) Page: 18 
Dosage (mg/kg/day) 0 500 1500 5000 

Schedule numbe r: GSB 061 

ANIMAL NUMBER: 0018 SEX: MALE DOSE GROUP : 2 SACRIFICE STA TUS: SCHEDULED , TERMINAL SAC RI FICE 
DATE OF DEATH: 05-MA¥ · 99 STUDY DAY OF DEATH: 29 STUDY ~EEK OF DEATH : 5 TE RMINAL BODY ~EIGHT: 34 0 .5 GRAMS 

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

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



APPENDIX 9 · continued Pr int No : 00 13 

Macropathology and histopathology - individual f i ndings for animals ki lled afte r 4 weeks of t reatment 

Group 2 3 4 Pr inted: 10-JAN- 00 
Compound Control Aspergi!tus niger {AR0-1) Page: 19 
Dosage (mg/kg/day) 0 500 1500 5000 

Schedu l e number: GSB 061 

ANIMAL NUMBER: 0019 SEX: MALE DOSE GRO UP : 2 SACRIFICE STA TUS: SCHEDULED, TERM INAL SACRIFICE 
DATE OF DEATH: 05-MAY ­99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 314.5 GRAMS 

*** ANIMAL HAS NO GROSS OBSERVATIONS R~CORDEO *** 

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



APP ENDIX 9 · continued Pr i nt No : 0013 

Ha cropatholo gy and histopa th ology - individual f i nd i ngs fo r animals ki ll ed a f ter 4 weeks of treatment 

Group 2 3 4 Printed: 1D·JAN· OO 
Compound Con t r ol Aspe r gil lus n i ger (AR0 - 1) Pag e: 20 
Dosage (mg/kg/day) 0 500 15 00 5000 

Schedul e n umber: GS B 061 

ANIMAL NUMBER: 00 20 SEX: MAL E DOSE GROU P: 2 SACRIFIC E STATUS: SC HED ULED, TERMINAL SACRIFICE 
DATE OF DEATH: 05-MAY ­ 99 STUDY DAY OF DEATH: 29 STUDY WE EK OF DEATH: 5 TERMINAL BODY WEIGH T: 310.9 GR AMS 

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

*** ANIMAL HAS NO MI CROS COPIC FINDINGS RECORDED *** 

C> 



APPENDIX 9 · continued Print No: 00 13 

Macropathology and h is topatho logy - individual f indings for a ni mals kill ed a f te r 4 weeks o f trea tment 

::0 
11) Group 2 3 4 Printed: 10-JAN- 00 
"'C 

-...
Compound Contro l Aspergillus n i ger (AR0 -1) Page: 21 

0 Dosage (mg/kg/day) 0 500 1500 5000 
Schedule number: GSB 061 

ANIMAL NUMBER: 0021 SEX: MALE DOSE GROUP : 3 SACRIFICE STATUS: SCHEOULEO, TERMI NA L SACR I FICE 
DA TE OF DEAT H: 05- MAY ·99 STUOY DAY OF DEATH : 29 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 341.0 GRAMS 

*** AN IMA L HAS NO GROSS OBSERVAT IONS RECORDED *** 

*** ANIMAL HAS NO MICROSCOP IC FINDINGS RECORDED *** 

0 



APPE NDI X 9 - con tinued Print llo: 00 13 

Ma cropath o logy and histopathology - individual find ings fo r anima l s killed afte r 4 weeks of treatment 

Group 2 3 4 Printed: 10 -JAN - 00 
Compound Control Aspergi l lus niger CAR0-1) Page : 22 
Dosage (mg/kg/day) 0 500 1500 5000 

Sc hedule numbe r : GSB 061 

ANIMAL NUMBER: 0022 SEX: MAL E DOSE GROUP: 3 SACRIFIC E STA TUS: SC HEDU LED, TERMINAL SACR I FICE 
DATE OF DEATH: 05- MAY -99 STUDY DAY OF DEATH: 29 STUD Y WEE K Of DEATH: 5 TER MIN AL BODY WEIGHT : 308 . 7 GRA MS 

*** ANIMAL HA S NO GROSS OBSERVATIONS RECORD ED *** 

*** ANIMAL HA S NO MICROS COPIC FINDIN GS RECORDED * ** 

0 ..... 



APPENDIX 9 ·continued Pri nt No : 0013 

Macropathology and hi stopathology - indi v idua l findings for an i ma l s kil l ed a ft er 4 wee ks of t reatment 

Group 2 3 4 Pr i n t ed: 10- JAN - OO 
Compound Control Aspergi llus niger CAR0-1) Pa ge : 23 
Dos age (mg/ kg/day ) 0 500 1500 5000 

Sc hed u l e number : GSB 061 

ANIMA L NUMBER: 0023 SEX : MALE DOSE GRO UP: 3 SACRI FIC E STATUS : SCHEDULED , TERMINA L SAC RI FI CE 
DATE OF DEATH: 05-MA Y- 99 STUDY DAY OF DEATH : 29 STU DY WEEK OF DEATH: 5 TE RMINAL BODY WEIG HT : 326.9 GRAMS 

*** ANIMA L HAS NO GROSS OBSERVATIONS RECORDED *** 

*** ANIMAL HA S NO MICROSCOPIC FINDINGS RECORDED *** 



APPENDIX 9 · continued Pri nt No: 00 13 

Macropathology and h is topathology · indiv idua l fi nd ings for anima ls k il led afte r 4 weeks of treatment 

Group 2 3 4 Printed: 10· JAN·OO 
Compound Control Aspergillus niger CAR0·1) Page : 24 
Dosage (mg/kg/day) 0 500 1500 5000 

Schedule numbe r : GSB 06 1 

ANIMAL NUMBER: 0024 SEX: MALE DOSE GROUP: 3 SACRIF IC E STATUS: SCHE DU LE D, TERMI NA L SACRIFICE 
DATE OF DEATH: 05 - MAY ·99 STUDY DAY OF DEATH : 29 STU DY ~ E E K OF DEATH: 5 TERMINAL BODY ~ E I G HT: 355.0 GRAMS 

P A T H 0 L 0 G Y 0 B S E R V A T I 0 N S 

NECROPSY HISTOPATHOLOGY 


MANDIBULAR : N MANDIBULAR : 

· DARK; SINGLE NOOE. >NO SIGNIF ICA NT LESION 




APPENO IX 9 · con t inued Pr in t No: 0013 

Macropa t ho lo gy and histopathology · indi vi dual f ind ings for an ima ls ki lled after 4 weeks of treatment 

;:o 
rt> Group 2 3 4 Printed: 10· JAN · OO ·o 
0 Compound Control Aspergi l lus niger (A R0 · 1 ) Page : 25 .,,.. Do sa ge (mg/kg/day) 0 500 1500 5000 


Schedu l e number: GSB 061 


ANIMAL NUMBER: 0025 SEX: MALE DOSE GROUP : 3 SACRIFICE STATU S: SCHEDULED, TERMINAL SACRIFICE 
DATE OF DEATH: 05 · MAY · 99 STUDY OAY OF DEATH : 29 STU DY WEEK OF DEATH : 5 TERMINA L BODY WEIGHT: 33 0.9 GRAMS 

*** ANIMAL HAS NO GROSS OBS ERVATIONS RE CORDED *** 

*** ANIMAL HAS NO MICROSCOP IC FINDINGS RECORDED *** 

0 



--
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0 ...... 

APPENDI X 9 · con tinued Pri n t No : 00 13 

Macropathotogy and histopathology - individual f i ndings fo r animal s kil led a f t er 4 weeks of t r eat ment 

Group 2 3 4 Printed : 10- JA N- OO 
Compound Control Aspergillus niger CAR 0 - 1 ) Pag e : 26 
Dosage (mg/kg/day) 0 500 1500 5000 

Schedu l e nu mber: GSB 06 1 

ANIMAL NUMBER: 00 26 SEX: MALE DOSE GROUP: 3 SACRI FICE ST ATU S : SC HEDU LE D, TERMINAL SACR IF ICE 
DATE OF DEATH: 05- MAY - 99 STUDY DAY OF DEATH: 29 STUD Y WE EK OF DEA TH: 5 TERM INAL BOD Y WEIGHT: 325. 2 GRAM S 

*** ANIMAL HA S NO GROSS OBSERVATIONS RECORDE D *** 

*** ANIMAL HAS NO MICROSCOPIC FINDINGS RECORDED *** 
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APPE NDI X 9 - conti nued Pr i nt No: 0013 

Macro pathology and histopathology - individual findings fo r ani mals kil l ed afte r 4 weeks of t reatment 

Group 2 3 4 Pr i nted: 10 - JAN- 00 
Compo und Control Aspe r g ill us n i ger CAR0-1) Page : 27 
Dosage (mg/kg/day) 0 500 1500 5000 

Sc hedule number : GSB 061 

ANIMAL NUMBER : 0027 SEX : MALE DOSE GROU P: 3 SACRIFIC E ST ATUS: SCHED ULED, TE RMI NAL SACRI FI CE 
DATE OF DEATH: 05 -MAY - 99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DE ATH: 5 TERMINAL BODY WEIGHT: 303.6 GRAMS 

***ANIMAL HAS NO GROSS OBSE RVATI ONS RECORDED *** 

*** ANIMAL HAS NO MI CROSCOPIC FIN DINGS RE CORDED *** 



AP PENDIX 9 - con t inued Print No: 00 13 

Ma cropathology and h istopathology - individual find ings fo r animals kil l ed a ft er 4 weeks of treatment 

Group 2 3 4 Pri nt ed: 10 - JAN - 00 
Compound Cont rol Aspergillus n iger (AR0­ 1) Pa ge: 28 
Dosage (mg/kg/da y) 0 500 150 0 5000 

Sc hedu l e n umber : GSB 06 1 

AN IMAL NUMBER: 0028 SEX: MALE DOSE GRO UP: 3 SACR I FICE STATU S : SCHE DU LED, TERMI NA L SACR I FICE 
DA TE Of DEATH: 05-MAY-99 STUDY DAY OF DEATH : 29 STU DY WEEK OF DE ATH: 5 TE RM I NAL BODY WEIGHT: 339 _4 GRAMS 

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

*** ANIMAL HAS NO MICROSCOPIC FINDINGS REC ORD ED * ** 

.... 



APPENDIX 9 - continued Print No: 00 13 

Ma cropat hology and h i stopatho l ogy - indi v idual fi ndings for ani mals killed after 4 ~eeks of tr ea tment 

Group 2 3 4 Printed: 10- JAN-00 
Compound 
Dosage (mg/kg/day} 

Control 
0 

Aspe r gil lus nige r 
500 1500 

(AR0-1) 
5000 

Page : 29 

Sc hedu l e number: GSB 061 

AN IMAL NUMBER: 0029 SEX: MALE DOSE GROUP : 3 SACRIFICE STATUS: SC HEDU LED, TERMI NAL SACRIFICE 
DATE Of OEATfi : 05- MAY ­ 99 ST UDY DAY OF DEATH : 29 ST UDY WE EK OF DEAT H: 5 TERMINAL BODY WEIGHT: 320.1 GRAMS 

*** AN IMAL HA S NO GROSS OBSERVATIONS RECORDED *** 

*** AN IMAL HAS NO MICROSCOPIC FINDIN GS RECORDED *** 

Cl ..... 



AP PE NDIX 9 - c ontinued Pr i n t No : 001 3 

Macropathology and h istopathology - indi vidual fin d ings f or ani ma l s ki li ed after 4 weeks of t reatment 

u 
.1) 

0 
0.., 

Group 
Compound 
Dosage (mg/kg/day) 

Control 
0 

ANIMAL NUMBER: 0030 
DATE OF DEATH: 05- MAY-99 

2 3 4 
Aspergillus niger (A R0-1 ) 

500 1500 5000 

SEX: MALE DOSE GROU P: 3 SACRIFICE STA TUS: 
ST UDY DAY OF DEATH: 29 STUD Y WEEK OF DEA TH: S 

Pr inted: 10- JAN- 00 
Page : 3 0 

Schedu le numbe r : GSB 061 

SCHE DULE D, TERMINAL SACRI FICE 
TE RMINA L BODY WEIGHT: 362.4 GRA MS 

*** 

*** 

ANIMA L HAS 

ANIMAL HAS 

NO GROSS OBSERVATIONS RECORDED ** * 

NO MICROSCOPIC FINDINGS RECORD ED *** 



APPENDIX 9 - continued Print No: 00 13 

Macropathology and histopathology - indiv idual findings fo r animals killed after 4 week s of treatment 

Group 2 3 4 Printed: 10-JAN - 00 
Compound Control Aspergi l lus niger (AR0 - 1} Pag e: 31 
Dosage (mg/ kg /day) 0 500 1500 5000 

Sc hedule number: GSB 061 

ANIMAL NUMBER : 0031 SEX: MALE DOSE GROUP: 4 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE 
DATE OF DEATH: 05-MAY-99 ST UDY DAY OF DEATH: 29 STUDY WE EK OF DEATH: 5 TERMINAL SOOY WEIGHT: 277.8 GRAMS 

P A T H 0 L 0 G Y 0 B S E R V A T I 0 N S 

NEC ROPS Y HI STOPATHOLOGY 


CAECUM : 
-I NFLAMMA TORY CELL INF I LTRA TE IN LAMI NA PROPRIA,-S LIGHT 

KID NE YS : 
-CORTICAL TUBULAR HYALINE OROPLETS,-MODERATE 

LI VER X 5 : 
-FOCI OF LE UC OCYTES ~!THIN SINUSOIOS,·MI NIHAL 

THYMUS : 
-LYHPHOCYTOLYS I S,-S LIGHT 

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



-

APPE NDI X 9 · cont i nued Pri nt No : 00 13 

Macropathol ogy and h istopath ology · indi v i dual find i ngs f or anima l s ki l led afte r 4 wee ks of tr eatment 

V 
) Group 2 3 4 Printed: 10 - JAN - 00  
, Compound Control Aspergillus niger (AR0 -1) Page: 32 
t· Dosage (mg/~g/day} 0 500 1500 5000 

Schedu l e number: GSB 061 
 
 AN! HA L NUMBER : 003 2 SEX: MALE DOSE GROUP : 4 SACRI FICE STA TUS: SC HEDU LED, TERM I NAL SACRIFI CE 

DATE OF DE ATH: 05 -MAY -99 STUDY DAY OF DEATH: 29 STUDY ~E E K OF DEAT H: 5 TERMINAL BODY ~EI G HT: 343.0 GRAMS 

P A T H 0 L 0 G Y· 0 B S E R V A T ! 0 N S 
NECROP SY HI STOPATHOLOG Y 

ADRENAL CTX 
-CORTICAL FATTY VACUOLA TION ,-SLIGHT 

KIDNE YS : 
-INTERSTITIA L INF LAMMATORY IN FI LTRATION,-MINIMA L 

*** ANIMAL HAS NO GROSS OBSERVATIONS REC ORDED *** 

:1

u
0.

' 0
\ Q

. ·



APPENDI X 9 - continued Pr int No: 00 13 

Ma c r opath olog y and hi s topathol ogy - i ndividual find ings for animals killed after 4 wee ks of trea tment 

-~ 

'"-,,, 
<) , . ~ 

Group 
Compound 
Dosage (mg/kg/day) 

Control 
0 

2 3 4 
Aspergillus n iger (AR0 - 1) 

500 15 00 5000 

Printed: 
Pa ge : 

10-JAN - 00 
33 

Sc hedule numb er: GSB 06 1 
'-0 
\ () ANIMAL NUMBER: 0033 SEX: MALE DOSE GROUP: 4 SACRIFICE STATUS: SCHEDULED, TERMI NAL SACRIFIC E 

DATE Of DEATH: 05- MAY -99 STUDY DAY OF DEATH: 29 STU DY WE EK OF DEATH: 5 TERMINAL BOD Y WEIGHT: 326 . 1 GRAMS 

P A T H 0 L 0 G Y 0 8 S E R V A T I 0 N S 
NECROPSY HI STOPATHOLOGY 

ADRENA L CTX 
- CORTI CAL FATTY VACUOLATION,-SLIGHT 

THY MUS : 
-HAEM ORRHAGE,-S LIGHT 

••• ANIMAL HAS NO GROSS OBSERVATIO NS RECORDED ••• 



APPE NDI X 9 - co ntinued Print No: 00 13 

Mac r opa th o l o gy and histopat hol o gy - ind iv i dua l find i ngs fo r an im a l s k i lled afte r 4 weeks of t r eatment 

.-0 
•l) 
··::i 
o:::J,.. 

Group 
Compound 
Dos a ge (mg/kg/da y) 

Con trol 
0 

2 3 
Aspergil l us n i ger 

500 15 00 

4 
(AR0 -1 ) 

5000 

Pr i n t ed : 
Pag e: 

10-JAN- 00 
3 4 

Schedule number: GSB 061 

AN I MA L NUM BE R: 0034 SEX : MAL E DOSE GROUP: 4 SACRIF I CE STATUS : SCHEDU LED, TERMI NAL SACRI FICE 
DA TE OF DE ATH : 05- MAY-99 STU DY DA Y OF DEATH: 29 STUDY WEEK OF DEATH : 5 TERM IN AL BODY WEIG HT: 290.4 GRAMS 

***ANIMAL HAS NO GROSS OB SERVATI ONS RECORDED * ** 

*** ANIMAL HA S NO MIC ROSCOPIC FINDINGS RE CORDE D * ** 



APPE ND IX 9 - con ti nued Pr i nt No : 0013 

Mac ro pat hol ogy and histopathol ogy · indiv idua l f i nd ings f or animals killed afte r 4 weeks of t reatment 

'v 
11 
·o 
-::>.,..... 

Group 
Compound 
Dosage (mg/kg/day) 

Con t ro l 
0 

2 3 
Aspergill us n ige r 

500 1500 

4 
CARD·1) 

5000 

Print ed : 
Page: 

10- JAN- 00 
35 

Schedu l e number : GSB 061 

ANIMAL NUMB ER: 0035 SEX: MAL E DOSE GROUP : 4 SACRIF ICE STATUS: SCHEDU LED, TERM INAL SACR I FICE 
DATE OF DEA TH: 05 · MAY ­ 99 STU DY DA Y OF DEATH : 29 STUDY WEEK OF DEATH: 5 TE RM IN AL BODY WEI GH T: 295. 0 GRAMS 

P A T H 0 L 0 G Y D B S E R V A T I 0 N S 
NECROP SY HI STOPATHO l OGY 

THYMUS : THYMUS : 
-AREACS) OF CH ANGE; OC CASIONAL PUNCTAT E, DARK FOCI. >NO SI GNIF I CANT LES ION 



APPENDIX 9 · c ontinued Pri nt No : D0 13 

Ma cropat hol ogy and histopathology · individual findings for animals killed after 4 weeks of t r eatment 

'u 
-1> Group 2 3 4 Printed: 10- JAN· OO 

, 
0 
::> Compound Con t r ol Aspergi \ lu s niger (AR0 · 1) Page: 36 

Dosage (mg /kg/ da y) 0 500 1500 5000 
Schedu l e number: GS B 061 

ANIMAL NUM BER: 0036 SEX : MAL E DOSE GROUP : 4 SACRIFICE STATU S: SC HEDULED, TERM IN AL SA CRIFICE 
DATE OF DEATH : 05· MAY ·99 STUDY DAY OF DEATH: 29 STU DY WEEK OF DEA TH: 5 TERMINAL BODY WEIGH T: 356.7 GRAMS 

P A T H 0 l 0 G Y OBSERVAT I ONS 
NE CROPSY HISTOPATHO LOGY 

KIDNEYS : 
·CORT ICAL TUBU LAR HYAL !N E DROPL ETS,·SL I GHT 

***ANIMAL HAS NO GROSS OBS ERVA TIONS RECORD ED *** 

... 



AP PE NDIX 9 - continued Print No: 00 13 

Ma cropath ology and histopathology - ind i vi dual fjndings fo r an ima ls k il led after 4 we e ks of treatment 

.;u 
rt> 
0 
0..., 

Group 
Compound 
Dosage (mg / kg/day) 

Control 
0 

2 3 4 
Aspergillus niger ( AR0 - 1) 

500 1500 5000 

Pr i nted : 
Pag e : 

Schedule number: 

10- JAN- OO 
37 

GS B 061 

ANIMAL NUMBER: 
DATE OF DEATH: 

0037 
05- MAY ­ 99 

SEX: MALE 
STUDY DAY Of DEATH: 

DOS E GROUP: 4 
29 STUDY 

SACRIFICE STATUS: 
WE EK OF DEATH: 5 

SCHEOU LE D, TERM INA L SACRIFICE 
TERM INA L BODY WEIGHT : 302.6 GRAMS 

NECROPSY 
P A T H 0 L 0 G Y 0 B S E R V A T I 0 N S 

HI STOPATHOLOGY 

LI VE R X 5 : 
-FOCI Of LEUC OCY TES WITHIN SI NUSOI DS, - SLIGH T 

THYMUS : 
-AREA(S) OF CHANGE; OCCASIONAL PUNCTATE , DARK FOCI. 

THYM US : 
>NO SIGN I FICAN T LESION 

0 



APPENDJX 9 · continued Print No: 001 3 

Ma c ropa thol ogy and histopa thology · indi vidual find ings for an im a l s kil led a ft er 4 weeks of t r eatment 

Group 2 3 4 Pr i nt ed: 10- JA N· OO 
Compound Cont rol Aspe r gi llus niger CAR0- 1) Page: 38 
Dosage (mg/kg/da y} 0 500 1500 500 0 

Schedu l e number: GSB 06 1 

ANIMAL NUMBER: 0038 SEX : MAL E DOSE GROUP : 4 SACRIFICE STATUS : SCHEDU LED, TER MINA L SACRI FICE 
DA TE OF DEATH: 05 · MAY ·99 STUDY DAY OF DEATH: 29 STUDY WEEK OF DE ATH: 5 TER MIN AL BODY WEIGHT: 3 12.8 GRAMS 

P A T H 0 l D G Y 0 B S E R V A T I 0 N S 
NE CROP SY HISTOPATHOLOGY 

KID NE YS : 
· CORTICAL TU BULAR HYAL INE DROPLE TS,-SL I GHT 

THYMUS : 
· LY MPHOCYTOLYS!S,-SL !GH T 

***ANIMAL HAS NO GROSS OBS ERVATIONS RECORDED *** 



APPEN DIX 9 - continued Print No: 00 13 

Ma cropathol ogy and h i stopathology - i ndividual findings for an imals killed afte r 4 weeks of trea tment 

::o 
1l Gr oup 2 3 4 Pr inted: 10- JAN · OO 

·c 
:::> Compo und Control Aspergil lus niger ( AR 0- 1) Page : 39 

-, Dosage (mg/kg/day) 0 500 1500 5000 


Sc hedule number: GSB 061 

ANIMAL NUMBER : 0039 SEX: MALE DOSE GRO UP : 4 SACRIFICE STAT US: SCttED ULE D, TE RM INA L SAC RI FICE 
DATE OF DEATH: 05-MAY - 99 STUDY DAY OF DEATH : 29 STUDY WEEK OF DEATH: 5 TE RMINA L BODY WE IGHT: 39 1.3 GRAMS 

P A T H 0 l 0 G y · 0 B S E R V A T l 0 N S 
NE CROPSY HISTOPATHOLOGY 

ADR ENAL CTX 
-COR TICAL FATTY VACUOLATION, -SL IGHT 

CAE CUM : 
- INFLAMMATORY CE LL INFI LTRAT E IN LAMINA PR OP RIA , -SLIG HT 

HEART,VENTRICLE 
-CHRONIC MYOCARDITIS, -M INIMAL 

KID NEYS : 
-BASOP HILIC COR TICAL TUBUL ES, -MIN IMAL 
- INTERSTITI AL IN FLAMMATORY INFI LT RAT!ON, -MIN IMA L 

LIVER X 5 : 
-FOCI OF LEUCOCYTES WITHIN SI NUS OI DS ,-SL !GHT 

*** ANIMAL HAS NO GRO SS OBSERVATION S RE CORDED *** 



AP PENDIX 9 · continued 	 Print No : 001 3 

Macropathology and hi st opathotogy · indi vi du al f i nd ings f or an i mals kil led a f t e r 4 wee ks of trea tme nt 

Group 2 3 4 	 Pr i nt ed : 10- JAN· OO 
Compound Control Aspe r gillus niger <AR0-1) 	 Pag e : 40 
Dosage (mg/kg/day ) 0 500 1500 500 0 

Schedu le numbe r : GS B 061 

ANIMAL NUMBER: 0040 SEX: MALE DOSE GRO UP : 4 SACRIFICE STAT US : SCHEDULED , TERMINAL SACRIFI CE 
DATE OF DEATH: 05- MA Y- 99 STUDY DAY Of DE ATH : 29 STUDY WEEK OF DEA TH: 5 TERM I NAL SOO Y WEI GHT : 345 . 4 GRAM S 

P A T H 0 L 0 G Y O B SE RVA T I O N S 
NECROPSY HISTOPATHOLOGY 

CAECUM : 
- I NF LAMMATORY CE LL I NFI LTRA TE IN LAMINA PROP RI A,·S LIGHT 

KI DNEYS : 
- BASOPHILIC CORTICA L TUBULES,-MINIMAL 

LIVER X 5 : 
0 - FOCI OF LEUC OCY TES WIT HIN SJ NUS OIDS, -SL J GHT 
....... 


S. 	 MUSCLE THI GH : 
-CHRONI C !NFLAMMAT !ON, ·SLJGHT 

THYMUS : 
-H AEMOR RHA GE,- SL I GHT 

URI NAR Y BLA DDER : 
-PROT EJNA CE OU S PLUG, · SLIGH T 

*** ANIMAL HAS NO GROSS OBSERVATIONS RE CORDED *** 



APPENDIX 9 - continued Pr i nt No: 00 13 

Ma c ropathol ogy and h istopat hology - individua l findings for ani mals killed afte r 4 weeks of t reatment 

Group 2 3 4 Printed: 10-JAN-O O 
Compound Contro l Asperg i l Lus n i ger (AR0 -1 l Page: 41 
Dosage Cmg/kg/da y) 0 500 1500 5000 

Schedu l e number: GSB 061 

ANIMAL NUMBER: 0041 SEX: FEMALE DOSE GROU P: 1 SACR I FICE STATUS: SC HE DULE D, TER MINAL SAC RI FICE 
DA TE OF DE ATH: 06 -MAY - 99 STU DY DAY OF DEATH: 30 STUDY WEEK OF DEATH : 5 TE RMIN AL BODY WEIGHT: 229 . 8 GRAMS 

P A T H 0 L 0 G Y 0 B S E R V A T 1 0 N S 
NECROPSY HI STOPATHOLOGY 

KID NEYS : 
-BASOPHILIC CO RT ICA L TU BU LE S,-MI NIMAL 
-CORT IC O-MEDUL LARY MI NERALISATION,-SLIG HT 

0 *** ANIMAL HAS NO GROSS OBSERVATIONS REC ORDED *** 



APPEND IX 9 · con tinued Pr i nt No: 0013 

Macropathology and histopathology · i ndividual f indi ngs for animals killed after 4 week s of treatment 

:;:u 
Cl) Gr oup 2 3 4 Pr in ted: 10·JAN · OO ·c 
..,a Co mpound Control Aspergillus niger (AR0 · 1 ) Page: 42 
,..... Dosage (mg/kg/day) 0 500 1500 5000 

Sche dule number : GSB 061 

ANIMAL NUMBER: 0042 SEX: FEMAL E DOSE GROUP: 1 SACRI FI CE STAT US: SCHE DU LED, TERMI NAL SACRIFICE 
DATE OF DEATH : 06·MAY · 99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 260 . 3 GRAMS 

P A T H 0 L 0 G V O B SERVA TI ONS 
NEC ROPSY HI STOPATHOLOGY 

KIDNEYS : 
·CORTICO· ME OUL LARY MINERA LI SATI ON, - SLIGHT 
·DILA TE D CORTIC AL TUBUL ES, ·SLIGHT 

0 *** ANIM AL HAS NO GROSS OBSERVAT ION S RECORDED * ** 



APPEN DIX 9 - continued Print No : 0013 

Ma c ropathology and histopatho l ogy - indi vi dual findings for ani ma ls killed after 4 weeks o f t r eatment 

Group 2 3 4 Printed: 10 - JAN-OO 
Compound Control Asperg i llus niger CAR0- 1) Page: 43 
Dosage (mg/kg/day) 0 500 1500 5000 

Schedule number: GSB 061 

AN !MAL NUMBER : 0043 SEX: FEMALE DOSE GROUP: 1 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE 
DATE OF DEATH: 06 -MAY - 99 STUDY DAY OF DEATH: 30 STUD Y WEE K OF DEATH: 5 TERMINA L BODY WEIGHT: 223.6 GRAMS 

P A T H 0 L 0 G Y 0 B S E R V A T I 0 N S 
NECROPSY KI STOPA THO LOGY 

KIDNEYS : 
-DILATED CORTICA L TUBULE S,-SLIGHT 

LI VER X 5 : 
-FOCI OF LEUCOCYTES WI THI N SINUSOIDS,- MINIMAL 

THYMUS : 
0 -LYMPHOCYTOLYSIS, - SL IGH T 

UTERUS : UTERUS : 

- FL UID DI STE NSION; <3MM DIA. ·DILATED, -MOOERATE 




APPENDIX 9 · continued Print No: 00 13 

Hacropathology and hist opathology - ind i vidual iindings for animals kil l ed after 4 week s of treatment 

:u 
It> Group 2 3 4 Printed : 10 - JAN - OO·c 
0 Compound Control Aspergi llus niger CAR0 - 1) Page: 44 ...,..... Dosage (mg/kg/day) 0 500 1500 5000 


Schedu le number: GSB 061 


ANIMAL NUMBER : 0044 SEX: FEMALE DOSE GROUP: 1 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE 
DATE OF DEATH: 06-MAY-99 ST UD Y DAY OF DEATH: 30 STUDY ~E E K OF DEATH: 5 TERM INAL BODY ~E I GHT : 252.5 GRAMS 

P A T H 0 L 0 G Y 0 B S E R V A T I 0 N S 
NE CROPSY HISTOPATHOLOGY 

KIDNEYS : 
-CORTICO -MEOU LLARY MINERALISATION,-S LIGHT 

THYMUS : 
-LYM PHOC YTOLYSI S, -MODERATE 

0 
...... 

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



APPENDIX 9 - continued 	 Pr int No: 001 3 

Macropat hotogy and his topat hology - indivi dual findings for anima l s killed after 4 weeks of t r eatment 

Group 2 3 4 Pri nted: 10-JAN- OO 
Compound Contro l Aspergi l lus niger (AR0 - 1) Page: 45 
Dosage (mg/kg/day) 0 soo 1500 5000 

Schedu l e numbe r : GSB 06 1 
\() 

\() 	 ANIMAL NUMBER: 0045 SEX : FEMALE DOSE GROUP: 1 SACRIFICE STATUS: SCHEDULED, TERMINA L SACRIFICE 
DATE OF DEATH: 06-MAY-99 STUDY DAY OF DEATH: 30 STUD Y WE EK Of DEATH: 5 TERMINAL BODY WEIG HT: 256 .9 GRAMS 

c.N 
\() 

<.n 
(_N P A T H 0 L 0 G Y 0 B S E R V A T I 0 N S 

NECROPSY HI STOPATHOLOGY 

LI VER X 5 : 
-FOCI OF LEUC OCYTES WITHIN S IN USOIDS,-MINlMAL 

THYMUS : 
-LYMPHOCYTOLYSIS,-SLIGHT 

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



APP ENDIX 9 · continued Pri nt No: 0013 

Ma cropat ho l ogy and histopathology - individual fi nd i ngs for an ima ls killed afte r 4 weeks o f t reatment 

:::0 
·"'O 
~ o 

Group 2 3 4 Printed: 10-JAN-OO 
Compound Control Aspergillus niger CAR0 - 1) Page: 46 0 ...., 

.-... Dosage (mg/kg/day) 0 500 1500 500 0 
Schedu l e number: GSB 061 

\() 

\0 ANIMAL NUMBER : 0046 SEX: FEMALE DOSE GROUP: 1 SACRIFICE STATUS: SCHEDULED, TER MIN AL SAC RI FICE 
DATE OF DEATH: 06·MAY·99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5 TER MINAL BODY WEIGHT: 256.5 GRAMS 

P A T H 0 L 0 G y · 0 B S E R V A T I 0 N S 
NECROPSY HIS TOPA THOLOGY 

KIDNE YS : 
-BASOPHILIC CORTICAL TUBULES, · HINIMAL 

LU NGS X 2 : 
-ALVEO LAR HAEMORRHAGE, ·SLI GHT 

PANCREAS : 
·ACINAR ATROPHY Wl lH CHRONIC INFLAMMATIO N, -MOOERATE 

PARATHYROIDS : 
>TISSUE MISSING 

THYMUS : 
·LYMPHOCYTOLYSIS,·S LJGHT 

*** ANIMAL HAS NO GROSS OBSERVATIONS RECORDE D *** 



APPEND!~ 9 - c on t i nued Pr in t No: 001 3 

Macropat ho logy and histopatho logy - indi vidual f i ndings for an ima ls killed after 4 weeks of trea tment 

Group 2 3 4 Printed: 10- J AN - 00 
Compound Control Aspergillus n i ger CA R0 - 1l Page: 47 
Dosage (mg/kg/day) 0 500 1500 5000 

Sc hedu l e number: GSB 06 1 

ANIMAL NUM BER: 0047 SEX: FEMALE DOSE GROU P: 1 SACRI FI CE STATUS : SC HEDULED , TE RMINAL SACRIFICE 
DATE OF DEATH: 06 - MAY - 99 STUDY DAY OF DEATH : 30 ST UDY WEE K OF DE ATH : 5 TE RM I NAL BODY WE IGHT: 237.8 GRAMS 

P A T H 0 L 0 G Y 0 B S E R V A T l 0 N S 
NECROPSY HISTOPATHOLOGY 

KI DNE YS : 
-MED ULL AR Y CYST(S),·SLIGHT 

*** ANIMAL HAS NO GROS S OBSER VATIONS RECOR DED *** 

· -" 



APPE NDIX 9 - co nt i nu-d 	 Pd nt No: 00 13 

Macropathology and h is t opa thology - i ndividual f i ndi ng s f or ani mals kil led after 4 wee~s of treatment 

;;o 
·1> Group 2 3 4 Printed: 10 -J AN - 00.,, Compound Control Asperg illus n i ger CAR0- 1) Page: 48 
0 
~ Dosage (mg/kg/day) 0 500 1500 5000.. Sc hed ule numbe r : GSB 061 

\0 
'-0 	 ANIMAL NUMBER: 0048 SEX: FEMA LE DOSE GROUP: 1 SACRIFI CE STATUS : SC HE DULE D, TE RM INA L SACRI FICE 

DATE OF DEATH: 06 - MAY - 99 STUDY DAY OF DEATH: 30 STUDY WE EK OF DEATH: 5 TE RMINA L BODY WEI GHT : 217.5 GRAMS 

P A T H 0 L 0 G Y 0 B S E R V A T I 0 N S 
NE CROP SY HIST OPATH OLOG Y 

UTER US : UT ERUS : 

-F LUID DI STENS ION; <4MM DIA. -DILATED,-SL IGHT 


0 



APPENDIX 9 - cont inued Pr i nt No: 0013 

Macr opatho logy and histopathology - i ndividual fi ndings for animals killed after 4 weeks of treatment 

Group 2 3 4 Pri nted: lO-JAN-0 0 
Compound Control Aspergillus niger <AR0 - 1) Page: 49 
Dosage (mg/kg/day) 0 500 1500 5000 

Schedule number: GSB 061 

AN !MAL NUMBER: 0049 SEX: FEMALE DOSE GROUP: 1 SACRIFICE STATUS: SCHEDULED, TERMINAL SACRIFICE 
DATE OF DEATH: 06-MAY -99 STUDY DAY OF DEA TH: 30 STUDY WEEK Of DEA TH: 5 TERMINAL BODY WEIGHT: 213.3 GRAMS 

P A T H 0 L 0 G Y 0 B S E R V A T I 0 N S 
NECROPSY HISTOPATHOLOGY 

KIDNEYS : 
-BASOPHILIC CORTICAL TUBU LE S,-MINIMAL 
-CORTICO - MEDULLARY MINERALISATION,-SLIGHT 
-MEDULLARY HIN ER ALISATION,-MINIMAL 

UT ERUS : UTERUS : 
- FLUID DISTENSION; <4MM DIA. -DI LATED,·S LIGHT 

0 

<.n 
c 



APPENDIX 9 - con tinued Print No : 00 13 

Hacropathol ogy and histopathology - i ndi vi dua l f ind ing s f or an i mals kil l ed aft er 4 wee ks o f treatment 

Gro up 2 3 4 Pr i nted: 10- JAN · OO 
Compound Cont r ol Asperg i llus niger (A R0- 1) Pag e: 50 
Dosage (mg/kg/day) 0 500 1500 5000 

Schedu l e number: GSB 06 1 

ANIMAL NUMBER: 0050 SEX: FEMALE OOSE GROU P: 1 SACRIFICE STA TUS : SC HE DU LE D, TERMINA L SACRIFI CE 
DATE OF DEATH : 06 -HAY -99 STUDY DAY OF DEATH : 30 STUDY WEE K OF DEATH: 5 TER MINAL BODY WEIG HT: 271 . 0 GRAMS 

P A T H 0 L 0 G Y 0 B S E R V A T I 0 N S 

NECROP SY H!S TOP ATHOLOGY 


THYROIDS : THYRO IDS : 
-APPEARS SMALL; LEFT. WT. 0.003G. >NO SIGNIFICANT LESI ON 



APPENDIX 9 · continued Pr i nt NO: 0013 

Ma cr opathology and histopat ho logy - i ndividual findings f or a n i ma ls k il led after 4 week s of treatment 

,0 
·1> Group 2 3 4 Pri nted: 10 - J AN-00 
~ Compound Contro l Aspe r g i l \ us n i ge r CAR0-1) Page: 51 
., Dosage (mg/k g/day) 0 500 1500 5000..

·~ 

... 
Sc hedule number: GSB 061 

ANIMAL NUMBER: 0051 SEX: FEMALE DOSE GROUP : 2 SACRIFICE STA TU S: SCHEDULED, TE RMINA L SACR IFICE 
DATE OF DEATH: 06 -MAY - 99 STUDY DAY OF DEATH : 30 STUDY WEEK Of DEATH: 5 TERM I NA L BODY WEI GHT : 204. 4 GRAM S 

P A T II 0 L 0 G Y 0 B S E R V A T I 0 N S 
NECROPSY lllST OPATHOLOG Y 

CAECUM : 
-I NFL AMMATORY CELL INFI LTRATE IN LAMINA PROPR IA, · SLIGHT 

***ANIMAL HA S NO GROSS OBSERVATION S REC ORDED *** 



APPENDIX 9 - continued Print No: 0013 

Macropathology and histopathology - individual findings f or animals killed after 4 weeks of t r eatment 

.0 
-0 Group 2 3 4 Printed: 10 - JAN -OO
0 Compound Contro l Aspergil lus niger (AR0-1) Page: 52 

..:;).., .. Dosage (mg/kg/day) 0 500 1500 5000 
Schedule nu mber: GSB 06 1 

ANIMAL NUMBER: 0052 SEX: FEMALE DOSE GROU P: 2 SACRIFICE STATUS: SCHEDULED, TERM INA L SACRIFICE 
DATE OF DEATH: 06-MAY - 99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5 TERMINAL BODY WEIGHT: 236.9 GRAMS 

P A T H 0 L 0 G Y 0 B S E R V A T I 0 N S 
NECROPSY HISTOPATH OLOGY 

CAECUM : 
-INFLAMMATORY CEL L INFI LTRATE IN LAMINA PRO PRIA, - SLIGHT 

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



APPENDIX 9 · con t inued Print No: 00 13 

Macropa thol ogy and histopath o log y · ind iv idua l findings for ani mal s killed after 4 weeks of treatment 

Group 2 3 4 Pr inte d: 10 - JAN-00 
Compound Control Aspergillus n iger (AR0- 1 ) Page: 53 
Dosage (mg/kg/day) 0 500 1500 5000 

Schedule numbe r: GSB 06 1 

ANIMAL NUMBE R: 0053 SEX : FEMALE DOSE GROUP : 2 SACRIFICE ST ATUS: SC HEDULED, TER MINA L SAC RI FICE 
DATE OF DE ATH: 06-MAY-99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5 TERM IN AL BODY WE I GHT: 228.9 GR AM S 

PAT H D L 0 G y· OB SER V A T I 0 N S 

NECR OPSY HISTOP ATHOLOGY 


CAECUM : 
-I NFLAMMA TORY CE LL INF ILTRATE I N LAMINA PROPRI A,·SLIGHT 

UTERUS : UTER US : 
-FLUID DISTENSI ON; <4 MM DIA. -OILATED,-SL!GHT 



APPENDIX 9 · continued Pr int No: 0013 

Macropatho lo gy and h istopathology - individual findings f or anima l s ki l ied after 4 weeks of treatment 

Al 
•1> Group 2 3 4 Printed : 10-J AN - 00 
"O 

... 
0 ., Compound Contro l Aspergillus nige r (AR0 - 1 ) Page : 54 
. Dosage (mg/kg/day) () 500 1500 5000 

Schedu l e numbe r : GSB 061 

ANIMAL NUMBER: 0054 SE X: FEMALE DOSE GROU P: 2 SACRIFICE STATUS: SCHEDULED, TERMINA L SACR I FICE 
DATE OF DEATH: 06 - MAY -99 STUDY DAY OF DEATH: 30 STU DY WEEK OF DEATH: 5 TERMINA L BODY WEIGHT: 225.2 GRAMS 

*** ANIMAL HAS NO GROSS OBSERVATIONS RicoRDED *** 


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


0 

<.n 
'JI 



APPE NDIX 9 - cont i nued Pr int No: 00 13 

Macropat hology and histopa thology - indi vidua l findings for an i ma\s killed a f ter 4 wee ks o f t reatment 

::0 
1) Group 2 3 4 Pr i n ted : 10-JAN-0 0 
0 Compound Con trol Aspergillu s ni ger CAR0- 1 ) Pag e : 55 
·.,=> Dosage (mg/kg/da y ) 0 500 1500 5000... Sc hedu l e number: GSB 06 1 

ANIMAL NUM BER: 0055 SEX: FEMALE DOSE GROU P : 2 SACRIFIC E STA TU S : SCHEDULED, TERMI NAL SACR IF ICE 
DATE OF DEATH: 06- MA Y-99 ST UDY DAY OF DEATH: 30 STU DY WEEK OF DEATH: 5 TE RMINAL BODY WEIGHT: 247 . 9 GR AM S 

P A T H 0 L 0 G Y 0 B S E R V A T I 0 N S 
NECROPSY HI STOPA THO LOGY 

N I LI AC MEO. : N ILI AC MED. : 
-AREA(S) OF CHANGE ; POORLY DEFINED, DAR K AREA. -TATTOO P IGMENT ,- PRESEN T 

UTERUS : UT ERUS : 

-FLUID DISTENSI ON; <4MM DIA. -OI LATEO,-SLIGH T 




APPENDI X 9 - conti nued Print No : DD13 

Ma cropathology and h is t opathology - indi vi dual fi ndings for animal s killed af te r 4 weeks of treatment 

Group 2 3 4 Printed: 10 - JA N-00 
Compound 
Dosa ge (mg/kg/day) 

Con trol Aspergillus niger CA R0 - 1) 
0 500 1500 5000 

Page : 56 

Sc hedule number: GS B 061 

ANIMAL NUMBER: 0056 SEX : FEMALE DOSE GROUP: 2 SACRIFICE STATU S: SCHEDU LED, TERM INAL SACRIFICE 
DATE OF DEATH: 06-MAY-99 STUDY DAY Of DEATH: 30 STUDY ~E E K OF DEATH: 5 TE RM INAL BODY WEIGH T: 242 . 6 GRAMS 

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

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



APPENDIX 9 · continued Pr int No: 00 13 

Macropat hology and histopathology · individual findings fo r anima l s killed after 4 weeks of treatment 

Group 
Compound 
Dosage (mg/kg/day) 

Control 
0 

2 
Aspergi llus 

500 

3 
niger (A

15 00 

4 
R0 · 1) 
5000 

Prin ted: 10 ·JAN·OO 
Page: 57 

Schedule numbe r : GSB 061 

ANIMAL NUMBER : 
DATE OF DEATH: 

0057 
06· MAY ·99 

SEX: 
STUDY 

FEMALE 
DAY OF DEATH: 

DOSE 
30 

GROUP: 2 
STUDY WEEK 

S
OF 

ACRIFICE STA
DEATH: 5 

TUS: SCHEDULED, TER
TE RM INA L BODY 

M IN AL SACRIFICE 
WEIGHT: 230.9 GR AM S 

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

*** ANIMAL HAS NO MICROSCOPIC FINDIN GS RECORDED *** 



0 

APPENDIX 9 - continued Print No: 00 13 

Mac ropathology and h istopatho logy · individu a l findings for ani mals killed after 4 weeks of treatment 

;;;) 

'ti 
-a 
0,-

Group 
Compound 
Dosage (mg/kg/day) 

Control 
0 

2 3 
Aspergi I lus niger 

500 1500 

4 
(AR0- 1 ) 

5000 

Printed: 
Page: 

10-JAN- 00 
58 

Schedul e n umber: GSB 06 1 
'.() 
\ 0 ANIMAL NUMBER: 0058 SEX: FEMALE DOS E GROUP: 2 SACRIFICE ST ATUS: SC HEDULED, TERMI NAL SAC RIFI CE 

DATE OF DEATH: 06 ­MAY - 99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5 TER MINAL BODY WEI GHT; 258 . 5 GRAMS 

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

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



0 

APPE NDIX 9 - con tinued Print No: 0013 

Macropathology a nd histopathology - indi v idual findings fo r ani mals killed after 4 weeks of treatment 

Gr oup 
Compound 
Dosage (mg/ kg / day) 

Contro l 
0 

2 
Aspe
500 

3 
rgiltus n ige r C

1500 

4 
AR0 - 1 ) 

5000 

Printed: 10 - JAN- 00 
Page: 59 

Schedule number : GSB 061 

ANIMAL NUMBER : 
OAlE OF DEATH : 

0059 
06 · MAY -99 

SEX: 
STUDY 

FEMALE 
DAY OF DEATH: 

DOSE 
30 

GRO UP: 2 
STUDY WEEK 

SA
OF 

CR I FICE STA
DE ATH: 5 

TUS: SCHEDU LE 
TERMINAL 

D, TER 
BODY 

MINA L SACRI FICE 
WEIG HT : 242. 9 GRAM S 

*** ANIMAL HA S NO GROSS OBSERVATIONS RECO RDED *** 

*** ANIMAL HAS NO MICROSCOPIC FINDING S RECORDED *** 



0 

APPENDIX 9 - continued Print No : 001 3 

Hac ropa t hology and histopathology - individual findings for animals killed after 4 weeks of t reatment 

~ 
·­'O 
·c 
0 
-, 

Group 
Compound 
Dosage (mg/kg/day) 

Control 
0 

2 3 4 
Aspergil lus niger (AR0-1) 

500 1500 5000 

Printed: 
Page: 

10- J AN ­ OO 
60 

Schedule numbe r : GSB 061 

ANIMAL NUMBER: 0060 SEX: FEMALE DOSE GROUP: 2 SACRIFICE STATUS: SCHED ULED, TERMINAL SACRIFICE 
DATE OF DEAT H: 06- MA Y-99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH : 5 TER MINAL BODY WEIGH T: 244.2 GRAMS 

*** ANIMAL HAS NO GROSS OBSERVA TI ONS RECORDED *** 

*** ANI MA L HAS NO MICROSCOPIC FINDINGS RECORDED *** 



APPENDIX 9 · continued Print No: 0013 

Macropathology and h istopathology · individual findings for anima l s killed afte r 4 weeks of treatment 

;u,,, 
c 
0.., 

Group 
Compound 
Dosage (mg/kg/day) 

Control 
0 

2 3 
Aspergillus niger 

500 1500 

4 
CAR0 ·1) 

5000 

Pr i nted: 
Page: 

Schedule number: 

10·JAN·OO 
61 

GSB 06 1 

ANIMAL NUMBER: 
DATE OF DEATH: 

0061 
06 · MAY ·99 

SEX: FEMALE 
STUDY DAY OF DEA TH: 

DOSE 
30 

GROUP: 3 
ST UDY WEEK 

SACRIFICE STA TUS: 
OF DEATH: 5 

SCHEDU LED , TERMINAL SACRIFICE 
TE RMINAL BODY WEIG HT: 252 .3 GRAMS 

*** ANIMAL HAS NO GROSS OBSERVATIONS RicoROED *** 

*** ANIMAL HAS NO MICROSCOPIC FINDINGS RECOR DED *** 



APPENDIX 9 - cont inued Print No: 0013 

Macropathology and hist opathology - individual findings f or animals killed afte r 4 wee ks of treatment 

Group 2 3 4 Pri nted : 10- JA N-00 
Compound Control Aspergil lus nige r (AR0-1) Page: 62 
Dosage <mg/kg/day) 0 500 1500 5000 

Schedu l e number : GSB 06 1 

ANIMAL NUMBER: 0062 SEX: FEMALE DOSE GRO UP: 3 SAC RI FICE STATUS : SCHEDULED, TERMINA L SACRI FICE 
DATE OF DEATH: 06-MAY ­ 99 STUDY DAY OF DEATH: 30 STUDY YEEK OF DE ATH: 5 TER MINA L BODY YE IG HT: 211. 5 GRAMS 

*** ANIMAL HAS NO GROSS OBSERVATIONS RE CORDED *** 

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



APP ENDIX 9 - continued Print No: 0013 

Macropathology a nd h\ stopat hology - individua l findings f or ani mals kil l ed after 4 weeks of treatment 

Group 2 3 4 Printed: 10 - JAN-00 
Compound Cont rol Aspergillus niger (AR0-1) Page: 63 
Dosage (mg/kg/day) 0 500 1500 5000 

Sc hedu l e n umber : GSB 06 1 

ANIMAL NUMBER: 0063 SEX: FEMALE DOSE GROUP: 3 SACRIF I CE ST ATUS : SC HE DULED, TERMINAL SACRI FI CE 
DATE OF DEA TH: 06- MA Y- 99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5 TE RM INAL BODY WE I GHT: 250 .1 GRAMS 

P A T H 0 L 0 G Y 0 B S E R V A T I 0 N S 
NE CROPSY HISTOPATHOLOGY 

SK! N : SKIN : 

-T RAUMA; RIGHT P I NNA PARTIALLY ABSENT . >NO SIGNIFICANT LES ION 


. ~ 



APPENDIX 9 - continued Pr int No: 00 13 

Macropathology and histopathology - individual findings for anima l s kil l ed after 4 wee ks of treatment 

;o 
•I> Group 2 3 4 Prin ted: 10-JAN- DO 
C> Compound Con trol Aspergi llus niger (AR0-1) Page : 64"' -, Dosage (mg/kg/day} 0 500 1500 5000. ~ 

Schedu le numbe r : GSB 06 1 
' 0 
\() ANIMAL NUMBER: 0064 SEX: FEMALE DOSE GROUP: 3 SACR IF ICE STAT US : SCHEDULED, TERMINAL SACRI FICE 

DATE OF DEATH: 06 -MAY-99 STUDY DAY OF DEATH: 30 STUD Y WEEK OF DEATH: 5 TERMINA L BODY WE IGH T: 223 . 6 GRAMS 
f_N 

' -0 
<.n 
<J-J 

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

*** ANIMAL HAS NO MICROSCOPIC FtNDINGS RECORDED *** 

<:> .... 



APPE NDIX 9 - continued Pr int No: 0013 

Macropatho l ogy and h istopathology - individual f indings for animals ki lied after 4 weeks of t r eatment 

Gr ou p 
Compound 
Dosage (mg/kg/day) 

Control 
0 

2 
Aspergill 

500 

3 
us niger (

15 00 

4 
AR0-1) 

5000 

Printed: 10- JA N- 00 
Page: 65 

Sc hedule number: GSB 061 

\'°() ANIMAL NUMB ER: 0065 SEX: FEMALE DOSE GRO UP : 3 SACR IFI CE STA TUS ; SCH EDU LE D, TERMI NAL SAC RIFICE 
DATE OF DEATH: 06- MA Y-99 STUDY DAY OF DEATH: 30 STUD Y WEEK OF DEATH : 5 TE RM INA L BODY WEIGH T: 240. 5 GRAM S 

*** ANIMAL HAS NO GROSS OBSERVATIONS RECORD ED * ** 

*** ANIMAL HAS NO MICROSCOPIC FINDIN GS RECORDED *** 

0 
_... 



APPENDIX 9 · con ti nued Pri nt No : 00 13 

Macropath olo gy and histopa thology - i ndiv idua l findin gs f o r an ima l s ki lled after 4 ~ eeks of treatment 

Group 2 3 4 Pri nt ed: 10 - JA N- 00 
Compound Con trol Aspergillus niger (A R0-1 ) Page: 66 
Dosage (mg/kg/day) 0 500 15 00 500 0 

Schedule number: GSB 06 1 

ANIMAL NUMBER: 0066 SEX: FEMALE DOSE GRO UP: 3 SACRIF I CE STAT US : SCHEDULED, TER MINAL SACRI FICE 
DA TE OF DEATH: 06- MAY · 99 STUDY DAY OF DEATH : 30 STUDY WEEK OF DEAT H: 5 TER MI NAL BODY WE IGHT : 235.7 GRAMS 

P A T H 0 L 0 G Y O B SE R VAT I O N S 
NEC ROPSY HI STOPATHD LDGY 

UTERUS : UTERUS : 

- FLUID DISTENSION ; <4 MM DIA. -DILATED, -MODE RATE 


a 



APPENDIX 9 · continued Pr in t No: 0013 

Mac ropathology and histopathology - individual findings fo r anima ls killed after 4 wee ks o1 treatment 

Group 
Compound 
Dosage (mg/kg/day) 

Cont rol 
0 

2 
Asper

500 

3 
gi t lus ni ger 

1500 

4 
CAR0· 1) 

5000 

Printed: 10-J AN-00 
Page: 67 

Schedu l e numb er : GSB 061 

ANIMAL NUMBER: 
DATE OF DEATH: 

0067 
06 - MA Y-99 

SEX: 
STUDY 

FEMALE 
DAY OF DEATH: 

DOSE 
30 

GROUP: 3 
STUDY WEEK 

S
OF 

ACRIFICE STA 
DEATH: 5 

TUS : SCHE DULE
TERMINAL 

D, lER
BODY 

MINAL SACRIFICE 
WEIGHT: 222.6 GRAMS 

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

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



APPE NDIX 9 - continued Print No : 00 13 

Macropatho logy and h i stopathology - i nd i vidual f i ndings for an i ma l s kill ed after 4 weeks of trea tment 

u 
1) Group 2 3 4 Pri nted: 10-J AN - OO 
0 Compound Cont rol Aspe r gi llus n i ger (ARO · l) Page : 68-::>, Dosage (mg / kg/day) 0 500 1500 5000... 

Sc hedu l e number: GSB 061 

ANIMAL NUMBER : 0068 SEX: FEMALE DOSE GROUP: 3 SACRIFICE STAT US: SCHE DULE D, TERM INAL SACRIFICE 
DAT E OF DEATH: 06· MAY - 99 STUDY DAY OF DEATH: 30 STU DY WE EK OF DEATH: 5 TERMINAL SOOY WEIG HT: 260 . 0 GRAMS 

*** ANIMAL HAS NO GROSS OBSERVATIONS R~ CORDED *** 


•** ANIMA L HA S NO MICROSCOPIC FINDINGS RECOR DED *** 




APPENDIX 9 - con tinued Prin t No: 0013 

Ma cropath o l ogy and hi sto path o l ogy - indi vi dual findings for animals killed after 4 weeks of treatment 

Gr oup 2 3 4 Printed : 10- JAN-0 0 
Compound Control Aspergillus niger CAR0- 1) Page : 69 
Dosage (mg/kg/day) 0 500 1500 5000 

Schedu l e number: GSB 061 

ANIMAL NUMBER: 0069 SEX: FEMALE DOSE GROUP: 3 SACR I FICE STATUS : SC HEDU LED , TERMINAL SAC RI FICE 
DATE OF DEATH: 06 - MAY -99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH : 5 TE RMIN AL BOD Y ~EIGHT: 229.0 GRA MS 

P A T H 0 L 0 G Y 0 B S E R V A T I 0 N S 

NECR OPSY H! STOPATHOLOGY 


CAECUM : 
-INFLAMMATORY CEL L INFILTRATE I N LAMIN A PROPRIA,-SLIGHT 

THYROIDS : THYROIDS : 
- NOT EVIDENT; LEFT. >NO SIGNIFICANT LESI ON 

UTERUS : UTERUS : 
- FLUID DISTENSI ON; <6MM DIA. -OIL ATED,- HARKE O 



APPENDIX 9 - continued Print No: 0013 

Macropathology and hi stopa thology - individual findin gs for animals killed after 4 we eks of t reatment 

Group 2 3 4 Printed: 10-JAN·OO 
Compound Cont rol Aspergi l lus nige r <AR0- 1) Page : 70 
Dosage <mg/kg/day) 0 500 1500 5000 

Schedule number: GSB 06 1 

ANIMA L NUMBER: 0070 SEX: FEMALE DOSE GROUP: 3 SACRIFICE STA TUS: SCH ED ULED, TERMINA L SACR IFI CE 
DA TE OF DEATH: 06 - MA Y-99 STUDY DAY Of DEATH: 30 STUDY WEEK Of DEATH: 5 TERMINAL BODY WEIGH T: 260. 1 GRAMS 

P A T H 0 L 0 G Y 0 B S E R V A T I 0 N S 

NECROPSY HISTOPATHOLOGY 


CAE CUM : 
- IN FLAM MATORY CEL L INFI LTRA TE IN LAMINA PROP RIA,-S LI GHT 

UTERUS : UTERUS : 
·AREA(S) OF CHANGE; POORLY DEFINED, OARK AREA, IN TIP OF ·EN OOME TRIAL GLA ND HYPER PLASIA, -SLI GHT 

RIGHT CORNU. ·S TRO MAL HAEMO RRHA GE,-SL IG HT 



APPENDIX 9 · continued Pri n t No: 00 13 

Macropat hology and h istopa thology - individual findings for anima l s killed after 4 weeks of treatment 

.t} 
;o Group 2 3 4 Printed: 10- J AN-00 
(J Compound Control Aspergi \lus niger CAR0-1) Page: 71 
r.) 

T Dosage (mg/kg/day) 0 500 1500 5000 . •· Sc hedu l e number: GSB 061 

ANIMAL NUMBER: 0071 SEX: FEMALE DOSE GROU P: 4 SACRIFICE STATUS: SCHEDULED, TERMI NAL SACRIFICE 
DATE OF DEATH: 06-MAY -99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DEATH: 5 TER MIN AL BODY WEIGHT: 220.3 GRAMS 

'..N 
'.0 P A T H 0 L 0 G Y OBSERVAT I O N S 
( }1 NECROPSY HIS TOPATHOLOGY 
<..N 

CAECUM : 
-INFLAMMA TORY CELL INFILTRATE IN LAMINA PROPRIA,·S LIGHT 

KIDNEYS : 
-CORTICO- MEOU LLARY MINERALISATION, - MINIMAL 

Ll VER X 5 : 
r.:> - FOCI OF LEUCOCYTES WITHIN SINUSOIDS,-SL IGHT 

*** ANIMAL HAS NO GROSS OBSERVATIONS RE CORDED *** 



APP ENOIX 9 - continued Print No: 0013 

Macropat hology and h istopatho l ogy · ind iv i dual f indings for ani mals ki l led after 4 weeks of treatment 

Group 
Compound 
Dosage ( mg / kg/ day) 

Con t rol 
0 

2 3 
As pe rg i l l us n i ger 
500 1500 

4 
(AR0-1) 

5000 

Printed: 
Page: 

Sc hedule numbe r : 

10-JAN·OO 
72 

GSB 06 1 

ANIMAL NUMBER: 
DAT E OF DEATH: 

0072 
06· MAY · 99 

SEX : FEMA LE 
STUDY DAY OF OEATH: 

DOSE 
30 

GROU P: 4 
STUDY WEEK 

SACRIF ICE ST ATUS : 
OF DEATH: 5 

SCHEDU LED , TERMI NA L SAC RI FICE 
TE RM I NAL BODY WEIGH T: 24 1.3 GRA MS 

NEC ROPSY 
PATHOLOGY OBSERVAT I ONS 

HISTOPATHOLOGY 

KIDNEY S : 
- BASOPHIL IC CORTICAL TU BUL ES, · MINI MAL 

<-:::> 
..... 

* ** ANIMAL HA S NO GROS S OBSERVATION S RE CORDED *** 



APP ENDIX 9 · co nt inued Pr i nt No: 001 3 

Ma cropa thotogy and h istopa tho l ogy · indi vi du a l findings f or ani ma ls kil l ed afte r 4 we ek s of trea tment 

:'O 
u Group 2 3 4 Printed: 10 - JAN · OO 

0 Compound Control Aspergillus niger (AR0 - 1) Page: 73 
:J.., Dosage (mg/kg/day) 0 500 15 00 5000 
-. Sc hedule number: GS B 06 1 

ANIMAL NUMBER: 0073 SEX : FEMALE DOSE GROUP: 4 SACRIFICE STA TUS: SCHEDULED, TERMINAL SACRIF ICE 
DATE OF DEATH: 06- MAY - 99 STUDY DAY OF DEATH: 30 STUDY WEEK OF DE ATH: 5 TERM INAL BODY WEI GH T: 239.3 GRA MS 

P A T H 0 L 0 G Y 0 B S E R V A T I 0 N S 
NECROPSY HlSTOPATHOLOGY 

CAECU M : 
- INFLAMM ATORY CELL INFI LTR ATE I N LAMINA PROPRIA, - SLIGHT 

*** ANIMAL HAS NO GROSS OBS ERV AT I ONS RECORDED * * * 
0 



APPENDIX 9 - continue d Pri nt No: 001 3 

Macr opa th ology and hist opathology - indi v idual find i ngs for anima l s killed afte r 4 weeks of treatment 

u 
1> Group 2 3 4 Printed: 10-JAN· OO 
0 
:;:) 

Compound Control Aspergi l l us nig er (AR0- 1) Page: 74 
..., Dosage (mg / kg/da y) 0 500 15 00 5000 .... Schedu l e number: GS B 061 

ANIMAL NUMB ER: 0074 SEX: FE MA LE DOSE GROU P: 4 SACRIFICE STATUS : SCHE DULED, TERMINAL SACRIFI CE 
DATE OF DEATH: 06 · MAY · 99 STUDY DAY OF DEATH : 30 STUDY WE EK OF DEATH: 5 TERM I NA L BODY WEI GHT: 237.8 GRAMS 

PATHOLOGY · OBS ERVATI O NS 
NECROP SY HI SlOPATHOLOGY 

N MESENTER IC : N ME SENTER IC : 

- APPEARS LARGE; <6X4X3MM. >N O S IGNIFICA NT LESI ON 


LI VER X 5 : 
-FOC I OF LEUCOCYf ES WITHIN SINUSOIOS,· MINIMAL 



AP PE NDI X 9 - continued Pr int No: 001 3 

Macropathol ogy and histopatho logy - i nd ivi dual findings for ani ma ls ki lled after 4 weeks of treatment 

Group 2 3 4 Printed: 10 - JAN·O O 
Compound Contro l Aspergil lu s niger (AR0-1) Page : 75 
Dosage (mg/kg/day) 0 500 1500 5000 

Schedu l e number: GSB 061 

ANIMAL NUMBER: 0075 SEX: FEMALE DOSE GROUP: 4 SACRIFI CE STATUS: SCHE DUL ED , TERMINA L SACR I FICE 
DATE OF DEATH: 06-MAY-99 STUDY DAY OF DEATH: 30 ST UDY WE EK OF DEATH: 5 TERMINA L BODY WEIGH T: 234.4 GRAM S 

P A T H 0 L 0 a Y 0 B S E R V A T I 0 N S 

NECROPSY HIST OPATHOLOGY 


PARATHYRO IDS : 
>TISSUE MISSING 

•••ANIMA L HAS NO GROSS OBSERVATIONS RECORD ED *** 



APPE NDIX 9 · con tinued Prin t No : 0013 

Macropathol ogy and h istopa thology - i ndi vidual findings for ani mal s killed after 4 weeks of treatment 

;o 
·11 Group 2 3 4 Pr i nted: 10 -JAN- 00 
·
.., 
o Compound Control Aspergillus niger (AR0- 1) Page: 76 

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

Sch edu\ e number: GSB 061 

ANIMAL NUMBER: 0076 SEX: FEMALE DOS E GR OUP: 4 SACRIFICE STAT US : SCHEDULED, TERMINA L SACRI FICE 
DATE OF DEATH: 06 · MAY · 99 STUDY DAY OF DEATH: 30 STUD Y WE EK OF DEAT H: 5 TERMINAL BOD Y WEIGHT: 252.9 GRAMS 

PATHO L OGY O BSERVAT I ONS 
NE CROPSY HIST OPATHOLOGY 

CAE CUM : 
·INFLAMMATORY CELL INFILTRATE IN LAMIN A PROPRI A,·SLIGHT 

KIDNEYS : 
·CORTI CO- MED ULLARY MINERALISATI ON, - MINIHA L 

***ANIMAL HAS NO GROSS OBSERVA TIONS RECORDED *** 
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