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Contents

QLI Lo RS (0 T0 Y o (=T 01 €)o7 4o o S 5
TADIE 27 IMOITAILY DALA. ...t eveeeeteieet ettt bbbt b bt h bt h bt sk b 4o h k£ 8o 8 H €88 H €8 oo e E £ H e R4 E £ 8o R4 h £ E oA EeE £ Een £ e b€ E e A b e E £ E oA EeH e E e b e H €A E e b e R €A E oAb e R £ AR e b e R £ e b e b e R e e b bR e bbbt b b ne e 7
Table 3: Type and Number of the NON-NeoplastiC LESIONS OF The BIAIN..........c.i ettt bt et es e b e e bt s bt b e e b e e Reea b e ee e e b e s b e ebe e b e e Rt es b e neeabenbesbeabeeneaneennens 12
Table 4: Type and Number of the Non-Neoplastic LeSioNS 0F the CarEDIIUM. ...t e e e st e be s beeteeReesbe e et e beebeateeneesbeseenbesbesteatasneenseeens 17
Table 5: Type and Number of the Non-Neoplastic Lesions 0F the CEIEIIUML ...t e et e st e be e Re et e e seeaeeseesbesbesReateeReeseeseentesbeaneareaneeneeneens 20
Table 6: Type and Number of the Non-Neoplastic LeSioNs OF the Brain STEM. ...t b bbb st b et h bbb e bt h bbb s bbbt ns 23
Table 7: Type and Number of the NON-NeOopIaStiC LESIONS OF The PONS.......cc. i ettt bbb et e s e e e e b e s b e b e e b e e Reea e e ee e e b e s be e bt eb e e Rt esbeseeebesbesbeabeaneaneennens 25
Table 8: Type and Number of the Non-Neoplastic Lesions of the Medulla OBIONQALA...........ccciuiiiiiiiie et be st e e te e e et e e e st e besaeateeseeseeseesbesbesteatasseeneeeens 27
Table 9: Type and Number of the Non-Neoplastic LeSions 0F the SPINAI COIU. .......c.oiiiiiieiieecce et et e e s et e st e besae et e eseen e e seessesbeaaeateeneeneeseenseseesnearaaneeneeneens 29
Table 10: Type and Number of the Non-Neoplastic LeSIONS OF the SCIALIC NEIVE. ..........oiiiii bbbt b bbbt b s bbb e bt b h bbb bbbt 34
Table 11: Type and Number of the Non-Neoplastic LeSions OF the OPLIC NEIVE. ........oo.i ittt ettt bttt ea e b e s b e be bt ek e e Reeae e s e e ebe s beebeeb e e Rt en b e seeabesbesbeabesneaneennens 37
Table 12: Type and Number of the NON-NEOPIaStiC LESIONS OF The EYES.......iiiiiiieii ittt e st e st e te s beeteese e st e eesbesbeabe et e eReenbeeebesbeabeabeeneeneeseebesbeaneatasneeneesnens 40
Table 13: Type and Number of the Non-Neoplastic Lesions 0f the Harderian GIANGS. ............coiieiiiiieiieiisiec e e ettt e e e e e et e besaeateenees e seentesresnearesnaeneeneens 45
Table 14: Type and Number of the Non-Neoplastic Lesions of the EX0rbital LaCrimal GIANGS. ..........coueiiiiiiiiiiieie ettt b bbb bt 50
Table 15: Type and Number of the Non-Neoplastic Lesions 0f the ZYMDaI’sS GIANGS. ..ot b bbbt e b e b e bt bt et e et es b e e e ebesbesbesbeaneeneennens 55
Table 16: Type and Number of the Non-NeoplastiC LESIONS OF the ADKITAL ......c.ciiii ittt e st e te s beeteese e st e ee st e beebe et e eReesee e et e beabeabeeneeneeseenbesbeaneataaneeneeeens 58
Table 17: Type and Number of the Non-Neoplastic Lesions 0f the Other BIOOU VESSEIS. .......c.cueiiiiiiitiieeeiesie e st e st st e tesreste e e esee e e besbesaeateaneeseeseessestesnearasneeneeneens 61
Table 18: Type and Number of the NON-NeoPIaStiC LESIONS OF TNE HEA...........ciiiiiiiiii bbb bbb bbbt bbb bR bt b h bt h bt h bbb s e bbbttt 63
Table 19: Type and Number of the Non-Neoplastic Lesions of the Nasal TUurbinateS aNd CAVITIES. ........ciiiiiiiiriieieie ettt e bbbttt e e sbe s besbe st e e e eneennens 73
Table 20: Type and Number of the Non-Neoplastic Lesions of the Nasal CavitieS, LEVEI L. .........cviiiiiiiiie sttt a et e e et e st e s beeteese e st e e e besresbeatesneeneeeens 76
Table 21: Type and Number of the Non-Neoplastic Lesions of the Nasal CaVitieS, LEVEI 2. ......c..cveiiieiiieie s et a ettt ste e e es e e e testesneareaneeneeneens 79
Table 22: Type and Number of the Non-Neoplastic Lesions of the Nasal CaVities, LEVEI 3. ... bbb bbb bbbt b et 82
Table 23: Type and Number of the Non-Neoplastic Lesions of the Nasal CaVItIeS, LEVEI 4. .........o. et b e bbb et e s e e e sb e besbesbeeneeneennens 85
Table 24: Type and Number of the Non-Neoplastic Lesions 0f the NaSal CaVity, ANTEIIOL. ........c.ciiiiii ettt e e e e st e tesbeete e e et e se st e s besbeateeseeseeseestestestearasseeneenens 87
Table 25: Type and Number of the Non-Neoplastic Lesions 0f the Nasal Cavity, INTEIIOL. ......c.cuciiie ettt e e e e et et aesteeneeseeseentestesnearaaneeneeneens 89
Table 26: Type and Number of the Non-Neoplastic Lesions 0f the Nasal CaVity, POSIEITON. .........iiiiiiiiiiiireiie ettt b e bbbt bbb bbb b b et et 91
Table 27: Type and Number of the Non-Neoplastic Lesions of the NaSOPNaryNQEal DUCT. ............ouiiiiiiiiieii ettt bttt e e e b e be b et et eseeseesbesbesbesbeaneeneennens 93
Table 28: Type and Number of the NON-NeopIastiC LESIONS OF The LANYNX. ...iciiiiieiiiiie it sis ettt e e e et e st e s tesbeeteesees b e eesbesbeabe et e eReeneeseebebeabeateeneeneeseebesbeaneatasseeneeseens 95
Table 29: Type and Number of the Non-Neoplastic LesSions 0f the LArYNX LEVEI 2. .......ciii ittt ettt et e te s teeteese e s e e et e beaseateeneeneesaenteseeaneareeneeneeneens 98
Table 30: Type and Number of the Non-Neoplastic LeSioNs 0F the LArYNX LEVEI 3...... ..ottt b ettt h ekt h e bbbttt a bttt e b ekt ab e e et e abennebe 100
Table 31: Type and Number of the Non-Neoplastic LesSions Of the LANYNX LEVEI B. ...ttt b et bbb et b e b e et e s b et esbenbesbe et e e bt anee e ennas 102
Table 32: Type and Number of the Non-NeoplastiC LESIONS OF the TTACNEA. .........cuciiiiiii ettt et te et et e be st e s teeReete e e e s b e see st e besbeabeeseesbeseenbesbesaeatesneeneeseenrs 104
Table 33: Type and Number of the Non-NeoplastiC LESIONS OF the LUNGS. ....vicviiiiiieieiiie sttt se ettt be e e s e e et e s tesa e s beaRees e e s e en e e seesbe s beaRe et e eseesee e e eeneesreareaneeneenennses 107
Table 34: Type and Number of the Non-Neoplastic LeSions 0f the PIEUITANY GIANG. ............ciiiiiiiii ettt b e ekt b e et eb ettt b et et e b e et e b nnebe 117



Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 35: Type and Number of the Non-NeoplastiC LESIONS OF the AGIENAIS. ...........eiiiieice et e et e e et et e st e s teeRe et e e e e st e see st e besbeebeeseesbeseesbesbesreateaneeneeseenns 122
Table 36: Type and Number of the Non-Neoplastic LesSions 0F the AGIENAL COIEX. ......cuiiiieiiieie ettt e e e et te st e ste s se e s e e e esteseesbesbeaaeeteeseeseeseeneenbesnearesneeneeseenss 127
Table 37: Type and Number of the Non-Neoplastic Lesions of the Adrenal MEAUITA. ..ottt b ettt b e et sb e et b b 137
Table 38: Type and Number of the Non-Neoplastic Lesions 0f the ThYIOIA GIANUS. ...ttt bbb bbb e et e s b e b e sbesbesbeebe st ene e e ennas 140
Table 39: Type and Number of the Non-Neoplastic Lesions of the Parathyroid GIANGS. ...........ccceiiiiiiiiiiieiie ettt e be s b e e te e e e s b e e e st e besbestesneenaeeenns 145
Table 40: Type and Number of the Non-NeoplastiC LESIONS OF the PANCIEAS. ........viiviieiiie ettt se et e st e sb e s te e se et e e e es e seeabesbeaRe et e e seesee e e eenbeanenreaneenaeneenses 148
Table 41: Type and Number of the NON-NEOPIASTIC LESIONS OF TNE LIVET. .......cuiiiiiiiitiiie ittt bbbtk b e ekt e b e e bt e bbbt e b e ekt e b e e ekt eb et ekt e b e e et e ebe e ebeabennebe 153
Table 42: Type and Number of the Non-Neoplastic Lesions of the COMMON BIlE DIUCL. ...........ciiiiiiiiieieiteie ettt ettt e b b et e b e be et e s e e sbesbesbesbeebesneaneeeennas 163
Table 43: Type and Number of the Non-Neoplastic LeSIONS OF the OFal CaVILY........c.ciiiiiiiiiiie it se et st e st e s te s beete e e e st e sbe st e s besbeebeeseesbesee b e sbesreatesneeneeseenns 166
Table 44: Type and Number of the Non-NeoplastiC LESIONS OF the TONQUE. ......c.iieiieieiier sttt ettt s et e e tesaesbeeRees e e s e en e see s b e eeaRe et e e sees e e e e eenbeaneareaneenaeseensn 168
Table 45: Type and Number of the NON-NeoplastiC LESIONS OF The TEELN. ..ottt bbbtk b etk e b e ekt e bt ekt e b et ekt eb et et e abe e ebesbe e ebe 173
Table 46: Type and Number of the Non-Neoplastic LeSions 0f the ESOPNAGUS. ..ottt bt bbbt e eb e e b e b e bt e b e et e s e e b e nbenbeebeebe e bt enee e ennas 175
Table 47: Type and Number of the Non-Neoplastic LeSIONSs 0f the STOMACKH. ..o ettt e e sbe st e be e beeteeRees b e b e b e besbeabeeneenee e enes 178
Table 48: Type and Number of the Non-Neoplastic Lesions 0f the FOrESTOMACK. ..........cuiiiiie et e et e st e beaRe et e e seesteseeneesteanesresneenaeeenss 188
Table 49: Type and Number of the Non-Neoplastic Lesions of the GIandUIar STOMACK. ..ottt et b ettt b e et sbe et b nnere 191
Table 50: Type and Number of the Non-Neoplastic Lesions 0f the SMall INTESTINE. .........o ittt bbb bbb e et e s b e b e nbesbesbeebe bt ene e e ennas 193
Table 51: Type and Number of the Non-Neoplastic LeSIONS Of the DUOTENUM...........ciiiiiiie ittt sttt te s e e e e et e besbesteehe et e e seesbeseesbesbeebeebeeseesbeseenbesbesreatesneeneeseenrs 196
Table 52: Type and Number of the Non-Neoplastic LeSIONS OF the JEJUNUM. ........iiii ettt e et e b s e e st e e Re e s e e e e st e see s b e s EeaRe et e e Rees e e e e e e nbeanenreaneeneeeenses 199
Table 53: Type and Number of the NON-NeoplastiC LESIONS OF TNE TIEUM. ..ottt bbb e ekt b etk e b e ekt e bt ekt eb et et e e b e e et e ebe e et e sbe e ebe 202
Table 54: Type and Number of the Non-Neoplastic Lesions Of the LArge INTESTINE. .........o oot b e bbbt e e bt e b e b e bt et e et es e e b e ebenbeebeebe e Rt enee e ennas 205
Table 55: Type and Number of the Non-NeoplastiC LESIONS OF the CECUM. .......c.vciiiiie ettt ettt e e e st e e et e s be st e s be e Re et e e s e en b e seesbesbeabeeteeseesbeseesbesbesreatesneeneeseenrs 208
Table 56: Type and Number of the Non-NeoplastiC LESIONS OF the COION. .......viiiiiicccc et e b et st e s te e Re e s e e e es e e see s b e s beaRe et e eseeseeseeeenbeanenreaneenaeeenses 213
Table 56: Type and Number of the NON-NeoplastiC LESIONS OF tNE COION. .........c.oiiiiiiiiiie ettt bbbkt b et b e btk e bt ekt e bt et e ab et et e e b et ek e ebe e et e abe et 213
Table 57: Type and Number of the Non-NeoplastiC LESIONS OF the RECIUML. ..ot b e bbbt b et e e b b e s b e e b e e b e e Rt e st e b e sbenbeebeebe e bt ene e e ennas 216
Table 58: Type and Number of the Non-Neoplastic Lesions 0f the SAlIVAry GIANGS. ...........cccoiiiiii ittt et e st e be s b e e teese e st e b e nbesbesbeateaneenae e enes 219
Table 59: Type and Number of the Non-Neoplastic Lesions 0f the PArotid GIANGS............ceieiiiiiiiiiic ettt r e e e e st e besaeeteesees e e e naesbeanesteaneeneeeennes 224
Table 60: Type and Number of the Non Neoplastic Lesions of the SUDIINGUAT GIANTS. .......c.ooiiiiiii bbbttt b ettt sbe et sbeeere 227
Table 61: Type and Number of the Non-Neoplastic Lesions of the (Sub)-MandibUular GIANGS. ...........oe et sb e bbbt en e 230
Table 62: Type and Number of the Non-Neoplastic Lesions 0f the UrNary BIAAUET. ..........cooiiiiie ittt sttt e e st e st e be s beeteese e st e b e sbesbesbeatesneeneeeenes 235
Table 63: Type and Number of the NoN-NeoplastiC LESIONS OF the UFBLEL. .......ciiieiice sttt e st e e tese e sbeeRees e e s e en e e see et e beaReeteesees e e e e eeneesneareaneenaeneenses 240
Table 64: Type and Number of the Non-NeoplastiC LESIONS OF the KIANEYS. .......c.iiiiiiii ittt bbbtk b e ekt e b e ekt e bt ekt e b et et e e b et et e abe e et e sbe e b 243
Table 65: Type and Number of the Non-Neoplastic Lesions 0f the SKin and SUDCULIS. ..ottt bbbt bt et e e e s ebesbesbe bt et e st ene e e ennas 253
Table 66: Type and Number of the NoON-NeoplastiC LESIONS OF the EAIS ..........ciiiiiiiiiieiiie sttt st et e e e e s et et e s besbeabeeRe et e e e e st e see st e besbeebeeseesbebesbesbesbeateeneeneeseenrs 263
Table 67: Type and Number of the NoN-NeoplastiC LESIONS OF the TESLES. ....viuviiiiiieieieiere sttt ettt e e s et e e tesbesteeReeseesees e see e e e s EeaRe et e eseeseeeeeenbeaneareaneeneeseenses 266
Table 68: Type and Number of the Non-Neoplastic LeSions 0f the EPIAIOYMIGES. .........ciiiiiiiiiieii bbbttt b ettt b etk b ettt b e et e b e et e abe e et e abe et 271
Table 69: Type and Number of the NoN-NeoplastiC LESIONS OF the PIOSTALE. ...........i it b e bbbt b et e b e b e eb e e b e e b e e b e e Rt eR b e ebeebenbeebeebe e bt anee e ennas 276
Table 70: Type and Number of the Non-Neoplastic Lesions of the CoaguIating GIANGS............cccuiiiiiiiieiei et e st e be s b e e te e e e s b e e e sbesbesbestesneenee e enes 281



Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 71: Type and Number of the Non-Neoplastic Lesions 0f the SEMINAI VESICIES. ... ettt e e e e st e be e beete e e e st e b e sbesbesbeatesneeneeseenes 283
Table 72: Type and Number of the Non-Neoplastic Lesions 0f the Preputial GIANGS. ..ottt et et e s aeete e e es e e e naestesnenreeneenee e eneen 288
Table 73: Type and Number of the Non-Neoplastic Lesions of the BUIDOUFEINIAl GIANGS. ..ottt bbbt sbeeere 291
Table 74: Type and Number of the Non-Neoplastic Lesions 0f the Mammary GIANGS. ..ottt ettt b e s b e b e b e et e sb e b e sbesbeabeebe e bt enee e ennas 293
Table 75: Type and Number of the Non-NeoplastiC LESIONS OF the OVAIIES. ........cciiiiiiiiiice ettt st st e te e e e st e e et e besbesbeeRe et e e e en b e seesbesbesbeeteeseesbeseenbesbesaeatesneeneeseenrs 298
Table 76: Type and Number of the Non-Neoplastic LeSIONS OF the OVIGUCTS. .........viviieiice ettt sa e st e se et e e e es b e see s b e s beaRe et e eseeseeeeeenbeseeareaneeneeneenses 308
Table 77: Type and Number of the NON-NeOoPIaStiC LESIONS OF TNE ULEIUS. ........c.iiiiiitiiiiiteet ettt et b ettt b etk b etk h e ekt e bt ekt e bt ekt e b et ekt e b e e et e ebe e et e abe e ebea 310
Table 78: Type and Number of the NON-NeopIastiC LESIONS OF the COIVIX........e ittt b bt et b e bt sh e s b e Rt eb e et ea b e eb e eb e e b e e beeb e e Rt es b e nbeebenbeebeebe e bt en e e e ennas 320
Table 79: Type and Number of the Non-Neoplastic LESIONS OF the VAGINA. .........cciiiiiiiiice et ettt et et e st e s teeReete e e e st e see st e beebeeteeReesbeeenbesbeabeatesneenaeseents 323
Table 80: Type and Number of the Non-Neoplastic Lesions 0f the CHEOral GIANUS. ...........c.cuoiiiii et e e et s b e be s reeteesees e e e e ntesbearearesneenaeeenss 328
Table 81: Type and Number of the Non-Neoplastic LeSIONS OF the BONE IMBITOW. .........c.iiiiiiiiiiite ittt sttt b et b ettt b etk b etk b e ekt e bt ekt e b et et e eb et et e e b e e et e abe e ebeabennebe 331
Table 82: Type and Number of the Non-Neoplastic Lesions of the MeSentric LYMPN NOUE. ..ottt bbbt b et e et e s e b e sbesbesbeebeeneenee e ennas 336
Table 83: Type and Number of the Non-Neoplastic Lesions of the Mandibular LYMPI NOGE. ........ccviiiioiiicie et sttt e be s beete e e e s b e e e sbesbesbestesneenaeeenns 341
Table 84: Type and Number of the Non-Neoplastic Lesions of the Other LYMPN NOGE. ........coviiiiiiiiecce ettt reete e e e s et e naestesnesreaneeneeeennes 346
Table 85: Type and Number of the Non-NeoplastiC LESIONS OF The TRYIMUS. .......cviiiiiiiiiie etttk b ekt b etk b etk e bt ekt e bt ekt ab et et e e b e e et e abe e et e abe e b 351
Table 86: Type and Number of the NoNn-NeoplastiC LESIONS OF the SPIEEN.........c. ettt bbbt h e bt b e et e st e ebeeb e e b e e bt e b e e Rt e s b e ebenbenbeebeebe e bt anee e ennas 356
Table 87: Type and Number of the Non-Neoplastic LeSIONS OF the SOFt PAIALE. .........c.cc.ciiiiii ettt e st te et et e e e st e be s beebeesees b e b et e besbeatesneeneeseenns 362
Table 88: Type and Number of the Non-NeoplastiC LESIONS OF the JOINES. .......viiiiiiie et e st e et e sb e ste e Re et e e e es e e ee s b e beeRe et e e sees e e e e eenbeseenbeaneeneeneenses 364
Table 89: Type and Number of the Non-Neoplastic Lesions of the Bone (FEemur, SEErNUM, OTNEIS) ........cooiiiiiiiiieiie ettt et b e et b e e e b sr e sbesne e 367
Table 90: Type and Number of the NoN-NeoplastiC LESIONS OF the TaIL ..ottt b e bbbt e b e et es b e eb e e b e e b e e bt e b e e Rt es b e nbeebenbeebeebeeneanee e ennas 372
Table 91: Type and Number of the Non-Neoplastic LesSions 0f the SKEIBTAI IMUSCIE. ..ottt e e b e st e be e b e e teese e st e b e sbesbesbeatesneeneeseenes 374
Table 92: Type and Number of the Non-Neoplastic Lesions 0f the DIaPRIagim. .......coiiiiiie et e ettt ste e se e s e e e es e see st e s beaRe et e e sees e e seenaestesneareaneeneeseenses 377
Table 93: Type and Number of the Non-Neoplastic LeSioNS 0f the BOAY CAVITIES. .........ciiiiiiriieirieit ettt sb et b ettt b e ekt s bt et e sb et et e e b e et e ebe e et e abennebea 379
Table 94: Type and Number of the Non-Neoplastic LeSioNS OF the AGIPOSE TISSUE. ......cueiiiieitirieite ettt sttt sttt e et e s beshe bt bt eb e e e ea b e ebeeb e s beebeebeeRees b e neeabenbesbeabeeneaneeeennas 384
Table 95: Type and Number of the Non-Neoplastic Lesions of the Bile duct, EXtrahepatOCEIHUIAT. ...........c.cciiiiiiiiie e sr et e s besresre e enae e ees 386
Table 96: Type and Number of the Non-Neoplastic LesSions 0f the INJECLION SITES. ........iiiiiiiiisi sttt st st r e e e e ee st e s beene et e e seeseeseeneesbesnearesneeneeneennen 388
SYNONYMS USEA 1N PALNOIOGY REPOITS ... .cuiitiieiietiiteit it sttt sttt b ettt b ettt b etk s b et ekt s b e e e bt e h e e ekt e b e s £ eb e eh oA £ e b e e E oA £ eE e e b oAt eE e A b oA £ e b e A E e A e eE e A E e R e e b e A b oA £ e bt b e R e eE e e b e R e e b e b e Rt e b e e b e R e e b e e b e st eb e b e st et e b st aee 391
F N o] 1= Lo LD - 1S [ OO PRUSTRRT 410
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Table 1: Study Identification

Study 1D Data of Performance Study Type Age/Delivery Pretest/Acclima- | Body Weight: Delivery Housing Diet Pathologist
Number Number (weeks) tization (days)
M F

004285 1 02.1982 - 08.1984 130-Weeks Feeding 4 17 82-119 73 -103 Group Kliba 343 BSC
005321 2 12,1981 -12.1983 104-Weeks Feeding 4 17 79-128 48 - 101 Group Kliba 343 IMA
006390 3 01.1982 - 09.1985 104-Weeks Feeding 4 17 75-129 56 — 97 Group Kliba 343 RUD
008831 4 06.1982 - 09.1984 116-Weeks Feeding 4 18 83-123 62 - 103 Group Kliba 343 GPz
014387 5 11.1982 - 06.1985 130-Weeks Feeding 4 17 56 — 98 45 -87 Group Kliba 343 JAW
017820 6 03.1983 - 05.1985 104-Weeks Feeding 4 10 70-105 48 -76 Group Kliba 343 HHW
018505 7 07.1983 - 01.1986 130-Weeks Feeding 4 10 70-104 50-78 Group Kliba 343 JAW
024300 8 12.1984 - 12.1986 104-Weeks Feeding 4 11 73-104 55-70 Group Kliba 343 JMA
027472 9 12.1983 - 05.1986 120-Weeks Feeding 4 10 68 — 95 67 — 96 Group Kliba 343 BSC
027753 10 04.1984 - 05.1986 104-Weeks i.m. 4 11 63-95 63-78 Group Kliba 343 IJMA
036707 11 08.1985 - 09.1987 104-Weeks Dermal 3 17 47 -78 42-75 Group Kliba 343 WIL
046912 12 01.1986 — 08.1988 114-Weeks Feeding 4 65 -97 48 -75 Group Kliba 343 BSC
046923 13 02.1986 — 05.1988 130-Weeks Feeding 4 64 - 93 49 -72 Group Kliba 343 JMA
046980 14 09.1985 - 10.1987 104-Weeks Feeding 4 65-92 52-72 Group Kliba 343 BSC
061953 15 10.1986 — 12.1988 112-Weeks Feeding 4 13 91-138 77-104 Group Kliba 343 GPzZ
064192 16 01.1986 — 03.1988 111-Weeks Feeding 4 10 70 -95 56 - 72 Group Kliba 343 HJC
071526 17 11.1986 - 03.1989 117-Weeks Feeding 4 10 74 - 109 56 — 97 Group Kliba 343 BSC
071537 18 11.1986 — 03.1989 118-Weeks Feeding 4 7 72-98 58 — 80 Group Kliba 344 HHW
085487 19 03.1987 - 07.1989 130-Weeks Feeding 4 10 68 — 94 55-73 Group Kliba 343 JMA
088672 20 06.1987 - 08.1989 112-Weeks Feeding 4 64 - 90 47 - 66 Group Kliba 343 GPz
238768 21 06.1989 - 07.1991 110-Weeks Feeding 4 72-112 51-85 Group Kliba 343 BSC
061727 22 01.1987 - 02.1989 122-Weeks Feeding 4 10 70-99 49-75 Group Kliba 343 HHW
085252 23 04.1987 - 05.1989 123-Weeks Feeding 4 11 57-97 52 -77 Group Kliba 343 JMA
085487 24 03.1987 - 07.1989 104-Weeks Feeding 4 10 68 — 94 55-73 Group Kliba 343 JMA
088672 25 06.1987 — 08.1989 112-Weeks Feeding 4 8 64 - 90 47 - 66 Group Kliba 343 GPzZ
203826 26 06.1988 — 11.1990 121-Weeks Feeding 4 11 74 -103 55-77 Group Kliba 343 WRJ
214694 27 12.1988 - 02.1991 113-Weeks s.c. 4 7 63 - 105 45-81 Group Kliba 343 WRJ




Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 1: Study Identification. Cont’d

Study 1D Data of Performance Study Type Age/Delivery Pretest/Acclima- Body Weight: Delivery Housing Diet/Vehicle Pathologist
Number Number (weeks) tization (days)
M F

217416 28 01.1989 - 03.1991 111-Weeks Feeding 4 7 61-100 48-73 Individual Kliba 343 GPZz
293490 29 03.1991 - 08.1993 130-Weeks Feeding 4 7 63-96 42 -74 Group Kliba 343 HJC
286920 30 03.1992 - 03.1994 118-Weeks Feeding 4 7 57 -97 48-74 Group Kliba 343 BSC
333641 31 11.1992 - 01.1995 113-Weeks Feeding 4 7 66 — 98 46 - 74 Group Kliba 343 WEK
319623 32 04.1992 - 05.1994 104-Weeks Feeding 4 7 51-98 46 -75 Group Kliba 343 IMA
350010 33 05.1993 - 05.1995 104-Weeks Feeding 4 7 76 - 103 54 -85 Group Kliba 343 HHW
379304 34 06.1995 - 08.1997 104-Weeks Feeding 4 7 64 - 92 45-70 Group Kliba 3433 JMA
369731 35 04.1994 - 05.1996 104-Weeks Feeding 5 7 108 - 161 91-131 Group Kliba 343 HJC
344766 36 04.1994 - 04.1996 104-Weeks Feeding 4 14 61-101 46-70 Group Kliba 343 HHW
650441 37 04.1997 — 04.1999 104-Weeks Feeding 5 6 89 - 122 72 -107 Group Kliba 3433 IJMA
682705 38 03.1998 - 03.2000 104-Weeks Dermal 4 10 115-179 97 - 147 Individual Kliba 3433 IMA
756584 39 03.2000 - 03.2002 104-Weeks Feeding 5 7 110 (+20%) 95 (+20%) Group Kliba 343 WEK
838855 40 07.2000 - 07.2004 104-Weeks Feeding 5 7 100 (£20%) 80 (+£20%) Group Kliba 3433 IJMA
847154 41 01.2003 - 01.2005 104-Weeks Feeding 5 7 130 (+20%) 100 (+20%) Group Kliba 3433 WEK
846244 42 11.2002 - 11.2004 104-Weeks Feeding 5 7 110 (+20%) 95 (+20%) Group Kliba 3433 WEK
851465 43 01.2004 - 01.2006 104-Weeks Feeding 4 7 59.1-86.3 52.7-78.5 Group Kliba 3433 WEK
849397 44 02.2004 - 02.2006 104-Weeks Feeding 5 7 110 (+20%) 95 (+20%) Group Kliba 3433 WEK
842886 45 04.2002 - 05.2004 104-Weeks Feeding 4 7 60.9 - 88.6 54.0-82.3 Group Kliba 3433 KHE
847606 46 02.2003 - 02.2005 104-Weeks Gavage 4 7 70 (x20%) 65 (+20%) Group Kliba 3433 HJC
852076 47 06.2004 — 07.2006 104-Weeks Inhalation 4-5 5 mean (£20%) mean (+20%) Group Kliba 3433 WEK
850398 48 10.2003 - 11.2005 104-Weeks Feeding 5 7 100 (+20%) 80 (+x20%) Group Kliba 3433 HJC
852426 49 04.2004 - 06.2006 104-Weeks Gavage 5 7 99.7-144.0 76.3-119.8 Group Kliba 3433 KHE
848780 50 05.2003 - 09.2006 104-Weeks Feeding 5 7 77-110 65 - 92 Group Kliba 3433 WEK

WEK Dr. rer. nat. K. Weber JMA Dr. med. vet. J. Armstrong HHW Dr. med. vet. H. Westen JAW Dr. med. vet. J. Walberg

HJC Dr. med. vet. H.J. Chevalier WIL Dr. med. vet. J. Th. Wilson GPz Dr. med. vet. G. Pappritz RUD Prof. Dr. med. vet. R. Rudolph

WRJ Dr. med. vet. J. Wright BSC Dr. med. vet. B. Schlotke

KHE

Dr. rer. nat.

K.Heider




Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 2: Mortality Data.

Study ldentification 3 6 10

Sex M FIM FIM F|M FIM F|M F|M FIM FIM FIM F
Number of rats examined

After 52 — 56 weeks 0 0 |0 010 0|0 0 |20 20 |20 20 |10 10 |0 0 |10 10 |10 10
After 78 weeks 0 0 |40 40 |40 40 |0 0|0 0 |10 10 |0 010 0 |0 0|0 0
After 104 — 130 weeks 50 50 {100 100 [100 100 |50 50 |100 100 |50 50 |70 70 {100 100 |60 60 |52 51
Mortality

After 52 weeks — number 1 110 113 0|1 0|1 310 1 |0 0 |4 11 2 |3 2
% 2 2 |0 0.7]2.1 0|2 0 (0.8 25 |0 1.3 |0 0 |4 1|1 2.9 |4.8 3.3
Mortality

After 78 weeks — number 4 2 |2 114 4 |2 2 |3 715 2 |2 2 |8 7 13 4 |5 6
% 8 4 |14 0.7 |29 294 4 |25 58 6.3 25 |25 25 |8 7 14.3 57(8.1 9.8
Mortality

After 104 weeks — number 9 8 |13 13 [14 10 [13 18 |14 10 |20 14 |14 12 |31 30 |13 13 |18 17
% 18 16 9.3 9.3|10 7.1 |26 36 |11.7 83 |25 175|175 15 |31 30 |18.6 18.6 |29 27.9
Mortality

After 110 — 130 weeks - number |33 25 | - - |- - 120 14 |28 27 |- - |31 19 |- - |22 26 |- -
% 66 50 |- - |- - 140 28 [23.3 225]- - /388 238]- - |314 371]|- -




Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 2: Mortality Data. Cont’d

Study ldentification 11 12 13 14 15 16 17 18 19 20

Sex M FIM F|M F|M F|M FIM FIM FIM FIM FIM F
Number of rats examined

After 52 — 56 weeks 0 0 |20 20 |20 20 |10 10 [10 10 |0 0 |10 10 |10 10 |10 10 |10 10

After 78 weeks 0 0 |0 0 |0 0 |0 0 |0 0 |0 0 |0 0 |0 0 |0 0 |0 0

After 104 — 130 weeks 50 50 |70 70 |70 70 |60 60 |70 70 |60 60 |70 70 |70 70 |70 70 |70 70
Mortality

After 52 weeks — number 1 0 |0 1 |1 0 |2 1 |0 2 |1 1 |1 1 |0 4 |1 0 |2 1

% 2 0 |0 1.1 |11 0 |28 1.4 |0 25 |17 1.7 |12 1.2 |0 5 |12 0 |25 1.2
Mortality

After 78 weeks — number 6 3 |2 7 |2 3 |6 2 |7 4 13 6 |8 12 |7 8 |7 6 |13 3

% 12 6 |22 7.8 2.2 3.3 |86 2.8 |8.8 5 |5 10 |10 15 |8.8 10 |8.8 75 |16.3 3.8
Mortality

After 104 weeks 14 15 |23 25 |19 27 |18 15 |22 26 |25 20 |24 30 |21 24 |22 23 |32 18
% 28 30 [25.6 27.8(21.1 30 |25.7 214|275 325|417 33.3(30 375|262 30 |275 28.8|40 22.5
Mortality

After 110 — 130 weeks — number | - - 130 31 (42 39 (21 19 |31 29 |26 26 (40 34 |35 33 |44 33 |42 23
% - - 1333 344467 43.3|30 27.1138.8 36.3|43.3 43.3|50 4251438 41.2 |55 4121525 288




Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 2: Mortality Data. Cont’d

Study Identification 21 22 23 24 25 26 27 28 29 30

Sex M FIM F|M FIM FIM F|M F|M F|M FIM F|M F
Number of rats examined

After 52 — 56 weeks 10 10 (20 20 (0 0 |10 10 |10 10 (10 10 |0 0 |0 0 |20 20 |10 10
After 78 weeks 0 0 |0 0 0 0 0 0 |0 0 0 0 |0 0 |0 0 |10 10 |0 0
After 104 — 130 weeks 70 70 |70 70 |60 60 |70 70 |70 70 |70 70 |120 120 (100 100 |50 50 |70 70
Mortality

After 52 weeks — number 1 0 |6 2 0 2 |1 1 |3 1 |2 6 |12 16 |7 9 |1 0 |3 4
% 1.3 0 |6.7 22 |0 33 |13 1.3 |3.8 1.2 |25 75 |10.0 13.3]|7.0 9.0 |1.2 0 |38 5.0
Mortality

After 78 weeks — number 2 1 |16 14 (2 5 8 5 |12 3 |13 21 |43 38 |35 52 | 2 1 |5 8
% 2.5 1.3 |178 15.6(3.3 8.3 |10.0 6.5 |150 38 [16.2 265|358 317|350 52.0(25 1.2 |6.2 10.0
Mortality

After 104 weeks 18 14 (28 50 |13 19 |23 23 |32 18 (17 22 |56 53 |43 66 |18 14 (24 28
% 225 175|311 556217 317|288 288|400 225(21.3 275|467 442|430 66.0|225 175|30.0 35.0
Mortality

After 110 — 130 weeks — 25 30 |48 74 |- - |44 33 |42 23 |24 28 |68 58 |45 69 |25 30 |36 40
number

% 312 375|533 82.2|- - |55.0 412|525 288|300 350(56.7 483|450 69.0(31.2 375(45.0 500




Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 2: Mortality Data. Cont’d

Study ldentification 31 32 33 34 35 36 37 38 39 40

Sex M F M F[M F|M F|M FIM F M F|M FIM F (M F
Number of rats examined

After 52 — 56 weeks 20 20 [0 0|0 010 0|0 010 0 |0 010 0|0 0]20 20
After 78 weeks 0 0|0 0|0 010 0|0 0|0 0 |0 010 0|0 0|0 0
After 104 — 130 weeks 50 50 | 50 50 | 100 100 | 110 110 |50 50 | 60 60 | 100 100 | 100 100 | 100 100 |50 50
Mortality

After 52 weeks — number 0 0|0 111 016 0|2 110 2 |3 9 |14 12 |5 0|1 0
% 0 0|0 1.0 [1.0 0 |55 0 14.0 200 3.3 |3.0 9.0|140 12.0|5.0 0|14 0
Mortality

After 78 weeks — number 3 4 12 312 4 |12 10 |6 6 |3 5 |18 27 |41 32 |6 5 |6 3
% 4.3 57 2.0 3.0 |2.0 4.0 |10.9 9.1(120 12.0]5.0 8.3 |18.0 27.0(41.0 32.0(6.0 5.0 |8.6 4.3
Mortality

After 104 weeks 13 17 |28 28 |23 21 |41 49 |9 11 |16 17 |22 29 |47 34 |32 14 |16 15
% 186 243(28.0 280 |23.0 210 |373 445(18.0 220 [26.7 283|220 29.0(47.0 340|320 140|229 214
Mortality

After 110-130 weeks — number |20 20 | - - |- - |- - |- - |- - |- - |- - |- - |- -
% 286 28.6] - - - - - - - - |- - - - - - - - - -
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 2: Mortality Data. Cont’d

Study ldentification 41 42 43 44 45 46 47 48 49 50

Sex M F[M F|M F M F|M F M F M FIM FIM F (M F
Number of rats examined

After 52 — 56 weeks 0 0120 20 (0 010 0 |0 010 010 010 0|0 0120 20
After 78 weeks 0 0|0 010 010 0 |0 0|0 0|0 010 0|0 0|0 0
After 104 — 130 weeks 50 50 | 50 50 | 112 112 100 100 |50 50 [100 100 | 120 120 | 108 108 |50 50 | 50 50
Mortality

After 52 weeks — number 0 1]2 017 4 |8 4 10 115 715 717 4 |14 2 |1 0
% 0 2.0 |2.8 0163 3.6 8.0 4010 2.0 (5.0 7.0 4.1 5.8 (6.5 37120 1.0 (14 0
Mortality

After 78 weeks — number 5 413 2 |28 22 |25 21 |2 1125 27 |26 36 |27 27 |4 6 |4 6
% 8.0 8.0 |2.1 28250 19.6|250 21.0(4.0 20(250 27.0|216 300|250 25.0(20 3.0 5.7 8.6
Mortality

After 104 weeks 13 12 |12 10 |30 24 |10 0|6 12 |27 33 |28 37 |28 30 |17 13 |10 12
% 260 240|172 143|268 21.4]0 0 |120 24.0|27.0 33.0 [23.3 30.8|259 27.7|85 6.5 (143 17.1
Mortality

After 110-130 weeks — number

%
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 3: Type and Number of the Non-Neoplastic Lesions of the Brain.
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 3: Type and Number of the Non-Neoplastic Lesions of the Brain. Cont’d

Study identification
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 3: Type and Number of the Non-Neoplastic Lesions of the Brain. Cont’d

Study identification
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 3: Type and Number of the Non-Neoplastic Lesions of the Brain. Cont’d
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*including Cerebrum, Brain stem and the Medulla Oblongata
** including cerebrum, cerebellum and medulla oblongata
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 3: Type and Number of the Non-Neoplastic Lesions of the Brain. Cont’d

Study identification

41

42

43

44

45

46

47

48

49

50

Sex

Brain

Numbers of rats examined

*50

50*

49*

112

112

100

100

100

[{=)
©

100

©
3]

120

120

108

108

[3)]
o

a1
o

Epidermoid cyst

Cyst(s)

Ventricular dilation

Hydrocephalus

o|o|o|o

o|r|o|o

o|N|o|o

o|o|o|o

o|o|o|o

o|w|o|o

o|h~|Oo|o

Compression

[y
N

[,

2

[y
3]

=
(=]

~
g

[N
=

[N
a1

Congestion

Hemorrhage

Angiectasis

Pigment deposition

Basophilic bodies

Mineralization

Osseous metaplasia

Vacuolation

o|o|o|o|o|o|w|r|xm|o|w|o|o

o|o|o|o|o|o|Nv]|o

Nerve fiber degeneration

nN

8

[N

5

Perivascular cuffing

Mononuclear cell foci

Gliosis

Necrosis

Abscess

Inflammation

Granular cell foci

(ol o] (o] | J (o] o] (o] (o] (o] (o} o] (o] (o] o] (o] fe)

o|o|o|o|o|o|o|o|o|o|o|o|o|o|—|o

o|lo|o|o|o|o|o

o|o|o|o|o|o|o

o|o|o|o|o|lo|o|o|o|o|o|o|o|o|o|o|lo|lo|lo|lo|o

o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|lo|o|o|o|o|o|o|o|o|o|o|o|lo|o|o|o

o|o|o|o|o|lo|o|o|o|o|o|o|o|o|o|o|o|o|lo|lo|o

o|lo|lo|o|o|lo|o|o|o|o|o|o|o|o|o|lo|lo|o|o|o|o

o|lo|lo|o|o|lo|o|o|o|o|o|o|o|o|o|lo|o|o|lo|o|o

o|o|o|o|o|lo|o|o|o|o|o|o|o|o|o|o|o|lo|lo|lo|o

(o} lo] (o] (o] o] (o] (o) o] (o] (o} o] (o] (o] o] (o] (o) [o] (o] (o] (o} {e]

o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o

(o} lo] (o] (o] o] (o] [o] o] (o] (o} o] (o] (o] o] (o] (o) [o] (o] (o] (o} [e]

o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o

oO|o|o|o|o|o|o|o|o|o|o|o|o|o|w|o

* including Brain Stem and Medulla Oblongata

** including medulla/pons, cerebral and cerebellar cortex
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 4: Type and Number of the Non-Neoplastic Lesions of the Cerebellum.

(separated in single studies only)

Study identification

10

Sex

Cerebellum

Numbers of rats examined

100

100

[{]
©

©
[e3]

Distended ventricle

Pressure atrophy

Congestion

Hemorrhage

Microabscess (es)

Inflammation

Malacia

Meningeal hyperplasia

o|o|o|o|o|o|o|o

o|lo|o|o|o|lo|o|o

o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|lo|o|o|o|lo|o|o

o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o

o|lo|o|o|o|lo|lo|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

Study identification

11

12

13

14

15

16

17

18

19

20

Sex

Cerebellum

Numbers of rats examined

Distended ventricle

Pressure atrophy

Congestion

Hemorrhage

Microabscess (es)

Inflammation

Malacia

Meningeal hyperplasia

o|o|o|o|o|o|o|o

o|o|o|o|o|lo|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|lo|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 4: Type and Number of the Non-Neoplastic Lesions of the Cerebellum. Cont'd

(separated in single studies only)

Study identification

21

22

23

24

25

26

27

28

29

30

Sex

Cerebellum

Numbers of rats examined

~
o

~
o

-
o

-
o

Distended ventricle

Pressure atrophy

Congestion

Hemorrhage

Microabscess (es)

Inflammation

Malacia

Meningeal hyperplasia

o|o|o|o|o|o|o|o

o|lo|o|o|o|lo|o|o

o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|lo|o|o|o|lo|o|o

o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o

o|lo|o|o|o|lo|lo|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

Study identification

31

32

33

34

35

36

37

38

39

40

Sex

Cerebellum

Numbers of rats examined

al
o

a1
o

al
o

a1
o

100

100

a1
o

al
o

D
o

al
©

(o]
J

~
[y

100

~
N

<
~

a1
o

al
o

Distended ventricle

Pressure atrophy

Congestion

Hemorrhage

Microabscess (es)

Inflammation

Malacia

Meningeal hyperplasia

o|o|o|o|o|o|o|o

o|o|o|o|o|o|lo|o

o|o|Oo|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

(=3 FEN ol Fl ol [l (o] | V]

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

[} (o] o] (o] [} |} [V] []

o|o|o|o|o|o|w|o

18




Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 4: Type and Number of the Non-Neoplastic Lesions of the Cerebellum. Cont'd

(separated in single studies only)

Study identification

41

42

43

44

45

46

47

48

49

50

Sex

Cerebellum

Numbers of rats examined

a1
o

a1
o

o

o

112

112

100

100

100

100

©
©

o

o

108

108

a1
o

a1
o

a1
o

a1
o

Distended ventricle

Pressure atrophy

Congestion

Hemorrhage

Microabscess (es)

Inflammation

Malacia

Meningeal hyperplasia

o|o|o|o|o|o|o|o

o|lo|o|o|o|lo|lo|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|lo|o|o|o|lo|o|o

o|o|o|o|o|o|—|o

o|o|o|o|o|o|R|e

o|lo|o|o|o|o|xm|o

o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o

o|o|o|o|o|o|r|o

o|lo|o|o|o|o|u|o

[l (=] (=] [o] (o] |} (o] [=]

o|o|o|o|o|o|o|o
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 5: Type and Number of the Non-Neoplastic Lesions of the Cerebrum.

(separated in single studies only)

Study identification

10

Sex

Cerebrum

Numbers of rats examined

100

100

[{]
©

©
[e3]

Ventricular dilation

Hydrocephalus

Bacterial colonies

Pressure atrophy

Congestion

Hemorrhage

Hemosiderin

Mineralization

Mononuclear cell foci

Microabscess(es)

Inflammation

Malacia

Gliosis

o|o|o|o|o|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|lo|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

Study identification

11

12

13

14

15

16

17

18

19

20

Sex

Cerebrum

Numbers of rats examined

o

Ventricular dilation

Hydrocephalus

Bacterial colonies

Pressure atrophy

Congestion

Hemorrhage

Hemosiderin

Mineralization

Mononuclear cell foci

Microabscess(es)

Inflammation

Malacia

Gliosis

o|o|o|o|o|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 5: Type and Number of the Non-Neoplastic Lesions of the Cerebrum. Cont'd

(separated in single studies only)

Study identification

21

22

23

24

25

26

27

28

29

30

Sex

Cerebrum

Numbers of rats examined

~
o

~
o

-
o

-
o

Ventricular dilation

Hydrocephalus

Bacterial colonies

Pressure atrophy

Congestion

Hemorrhage

Hemosiderin

Mineralization

Mononuclear cell foci

Microabscess(es)

Inflammation

Malacia

Gliosis

o|o|o|o|o|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|lo|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

Study identification

31

32

33

34

35

36

37

38

39

40

Sex

Cerebrum

Numbers of rats examined

al
o

al
o

a1
o

al
o

100

100

al
o

al
o

D
o

al
©

2]
S

~
[l

100

100

50

50

Ventricular dilation

N
~

48

12

13

Hydrocephalus

o

o

o

Bacterial colonies

o

o

[ll K=2 [°N]

ol|loN

o

o

Pressure atrophy

N
N

IS
©

w
o

N
o

[N
[N

=
(o]

Congestion

Hemorrhage

Hemosiderin

Mineralization

Mononuclear cell foci

Microabscess(es)

Inflammation

Malacia

Gliosis

o|o|o|o|o|o|o|o|o|o|o|o|o

oO|Oo|o|o|o|o|o|o|o|o|o|o|o

o|o|(o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o(o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o(o|o|o|o|o|o|o|o|o|o|o

o|o|(o|o|o|o|o|o|o|o|o|o|o

o|Oo(o|o|o|o|o|o|o|o|o|o|o

DN L [e)l fal [a] | V) fe)

o|N[(O|o|o|o|o|o|o

o|o(o|o|r|Oo|o|o|-

o|o|o|o|o|o|r|r|o

o|olo|o|o|o|o|o|+-

o|r|O|lo|lo|o|o|o|o

21




Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 5: Type and Number of the Non-Neoplastic Lesions of the Cerebrum. Cont'd

(separated in single studies only)

Study identification

41

42

43

44

45

46

47

48

49

50

Sex

Cerebrum

Numbers of rats examined

a1
o

a1
o

112

112

100

100

100

(]
(o]

100

©
©

108

108

a1
o

a1
o

a1
o

Ventricular dilation

=
o

[y
w

[y
N

Hydrocephalus

Bacterial colonies

o|lo|l~

(@] [oo] [a]

o|o|o

o|h~|O

Pressure atrophy

[

N
o

[any
[{e]

=
(8]

=
N

Congestion

Hemorrhage

Hemosiderin

Mineralization

Mononuclear cell foci

Microabscess(es)

Inflammation

Malacia

Gliosis

o|o|o|o|o|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|lo|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|Nv]|o|o

o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

olo|o|o|o|o|o|o|o|B|o|w|o

o|o|o|o|o|o|o|o|o|o|o|o

o|r|Oo|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|lo|o|o|o|r|o|o|o|o|o|o]|x

o|o|o|o|o|o|o|o|o|o|o|o|>

o|o|o|o|o|o|o|o|o||o|~|O

o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 6: Type and Number of the Non-Neoplastic Lesions of the Brain Stem.

(separated in single studies only)

Study identification 1 2 3 4 5 6 7 8 9 10

Sex M M F [M M M M M M M M F
Brain Stem

Numbers of rats examined | 0 0 100 100 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pressure atrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Area of compression 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Vacuolation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Study identification 11 12 13 14 15 16 17 18 19 20

Sex M M F |M M M M M M M M F
Brain Stem

Numbers of rats examined | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pressure atrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Area of compression 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Vacuolation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Study identification 21 22 23 24 25 26 27 28 29 30

Sex M M F |M M M M M M M M F
Brain Stem

Numbers of rats examined | 0 0 70 70 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pressure atrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Area of compression 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Vacuolation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 6: Type and Number of the Non-Neoplastic Lesions of the Brain Stem. Cont'd

(separated in single studies only)

Study identification

31

32

33

34

35

36

37

38

39

40

Sex

Brain Stem

Numbers of rats examined

100

100

Pressure atrophy

Area of compression

Hemorrhage

Vacuolation

o|o|o|o

ol|lo|o|o

o|o|o|o

o|o|o|o

o|lo|o|o

ol|lo|o|o

o|o|o|o

o|o|o|o

ol|o|o|o

o|o|o|o

o|o|o|o

o|o|o|o

o|o|o|o

o|o|o|o

o|o|o|o

o|o|o|o

o|o|o|o

olr|o|o

o|o|o|o

o|o|o|o

Study identification

41

42

43

44

45

46

47

48

49

50

Sex

Brain Stem

Numbers of rats examined

100

99

120

120

Pressure atrophy

Area of compression

Hemorrhage

Vacuolation

o|o|o|o

[l k=2 (=] [=]

o|o|o|o

o|o|o|o

o|o|o|o

o|o|o|o

o|o|o|o

o|o|o|o

o|o|o|o

o|o|o|o

o|o|o

o|o|o

o|o|o|o

o|o|o|o

o|o|o|o

o|o|o|o

o|o|o|o

o|o|o|o
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 7: Type and Number of the Non-Neoplastic Lesions of the Pons.

(separated in single studies only)

Study identification 1 2 3 4 5 6 7 8 9 10

Sex M F
Pons

Numbers of rats examined 0 0
Pressure atrophy 0 0
Hemorrage 0 0
Study identification 11 12 13 14 15 16 17 18 19 20

Sex M F
Pons

Numbers of rats examined 0 0
Pressure atrophy 0 0
Hemorrage 0 0
Study identification 21 22 23 24 25 26 27 28 29 30

Sex M F
Pons

Numbers of rats examined 70 70
Pressure atrophy 0 0
Hemorrage 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 7: Type and Number of the Non-Neoplastic Lesions of the Pons. Cont'd

(separated in single studies only)

Study identification 31 32 33 34 35 36 37 38 39 40

Sex M F M F [M F M F |M F |M F | M F |M F F
Pons

Numbers of rats examined | 0 0 0 0 0 0 50 50 60 59 |67 71 100 100 | 100 100

Pressure atrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Hemorrage 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Study identification 41 42 43 44 45 46 47 48 49 50

Sex M F M F |M F |M F |M F |M F | M F |M F F
Pons

Numbers of rats examined | 50 50 112 112 | 100 100 | 100 100 100 99 0 0 108 108 |0 0

Pressure atrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0

Hemorrage 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 8: Type and Number of the Non-Neoplastic Lesions of the Medulla Oblongata.

(separated in single studies only)

Study identification

10

Sex

Medulla Oblongata

Numbers of rats examined

Pressure atrophy

Congestion

Hemorrhage

Nerve fiber degeneration

Malacia

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|lo|o|o|o

o|o|o|o|o

o|o|o|o|o

o|lo|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

Study identification

11

12

13

14

15

16

17

18

19

20

Sex

Medulla Oblongata

Numbers of rats examined

Pressure atrophy

Congestion

Hemorrhage

Nerve fiber degeneration

Malacia

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|lo|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

Study identification

21

22

23

24

25

26

27

28

29

30

3Sex

Medulla Oblongata

Numbers of rats examined

Pressure atrophy

Congestion

Hemorrhage

Nerve fiber degeneration

Malacia

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|lo|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 8: Type and Number of the Non-Neoplastic Lesions of the Medulla Oblongata. Cont'd

(separated in single studies only)

Study identification

31

32

33

34

35

36

37

38

39

40

Sex

Medulla Oblongata

Numbers of rats examined

100

100

100

100

Pressure atrophy

Congestion

Hemorrhage

Nerve fiber degeneration

Malacia

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|lo|o|o|o

o|o|o|o|o

o|o|o|o|o

o|lo|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

wlo|o|o|o

o|o|o|o|w

w
(=1 b I=d k=] =]

oO|o|O|F |-

o|o|o|o|o

Study identification

41

42

43

44

45

46

47

48

49

50

Sex

Medulla Oblongata

Numbers of rats examined

o

112

112

100

100

100

100

120

120

108

108

Pressure atrophy

Congestion

Hemorrhage

o|o|o

ol|o|o

Nerve fiber degeneration

Malacia

ol|o|o|o|o

ol|o|o|o|o

ol|o|o|o|o

o|o|o|o|o

ol|o|o|o|o

ol|lo|o|o|o

o|o|o|o|o

ol|o|o|o|o

ol|lo|o|o|o

ol|o|o|o|o

o|lo|o|o|o

ol|o|o|o|o

ol|o|o|o|o

ol|o|o|o|o
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 9: Type and Number of the Non-Neoplastic Lesions of the Spinal Cord.

Study identification

1

2

3

4

5

6

Sex

Spinal cord

Numbers of rats examined

al
o

al
o

100

100

©
N

©
©

al
o

a1
o

©
©

©
©

al
o

a1
o

-
o

~
o

100

100

D
o

D
o

(&3]
N

al
o

Radiculoneuropathy

Gliosis

Hyaline neuropathy

Cyst(s)

Cholesterol clefts

Dilated central canal

Intervertebral disc
protrusion

o|o|o|o|o|o|o

o|o|o|o|o|o|o

o|o|o|o|o|o|o

o|o|o|o|o|o|o

o|o|o|r|Oo|r|Oo

o|o|o|o|o|o|o

o|o|o|o|o|o|o

o|o|o|o|o|o|o

o|o|o|o|o|o|o

o|o|o|o|o|o|o

ol|o|o|o|o|o|o

ol|o|o|o|o|o|o

ol|o|o|o|o|o|o

ol|o|o|o|o|o|o

o|lo|o|o|o|o|o

o|o|o|o|o|o|o

o|o|o|o|o|o|o

o|o|o|o|o|o|o

o|o|o|o|o|o|o

ol|o|o|o|o|o|o

Hemorrhage

Compression

Vacuolation

Pigment deposition

Mineralization

Dural ossification

Necrosis

Inflammation

Fibroplasia, meningeal

o|lo|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

o|lo|o|o|r|o|o|o|o

o|lo|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

ol|o|o|o|o|r|o|o|o
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 9: Type and Number of the Non-Neoplastic Lesions of the Spinal Cord. Cont’d

Study identification

11

12

13

14

15

16

17

18

Sex

Spinal cord

Numbers of rats examined

al
o

al
o

al
o

a1
o

ey
©

al
o

D
o

[o2]
o

-
o

D
©

D
o

D
o

-
o

-
o

-
o

~
o

~
o

]
o

-
o

-
o

Radiculoneuropathy

[N

[y

w
~

w
S

[62]
(3]

IS
o

N
w

N
(o]

Gliosis

Hyaline neuropathy

Cyst(s)

Cholesterol clefts

Dilated central canal

Intervertebral disc
protrusion

o|o|o|o|o|o|-

o|o|o|o|o|o|-

o|o|o|o|o|o|o

o|o|o|o|o|o|o

o|o|o|o|o|o|o

o|o|o|o|o|o|o

o|o|o|o|o|o|o

o|o|o|o|o|o|o

o|o|o|o|o|r N

o|o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|r |~

o|o|o|o|o|o|o

o|o|o|o|o|o|Nd

ol |Oo|o|o|o|o

Hemorrhage

Compression

Vacuolation

Pigment deposition

Mineralization

Dural ossification

Necrosis

Inflammation

Fibroplasia, meningeal

ol |o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|-

o|lo|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

(o] (=] | (o] (o] (o] [a] e} 1))

ol|o|r|Oo|o|o|o|o|o

o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 9: Type and Number of the Non-Neoplastic Lesions of the Spinal Cord. Cont’d

Study identification

21

22

23

24

25

26

27

28

29

30

Sex

Spinal cord

Numbers of rats examined

~
o

]
o

70

~
o

D
o

D
o

-
o

-
o

-
o

-
o

]
o

~
o
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100
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]
o

-
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D
©

-
o

N
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N
w
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[oe]

[N
w

I
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N
©

Gliosis

Hyaline neuropathy

Cyst(s)

Cholesterol clefts

Dilated central canal

Intervertebral disc
protrusion

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o|o

ol|o|o|o|o|o|o

o|o|o|o|o|r |-

o|o|o|o|o|o|o

ol|o|o|o|o|o|Nd

o|lr|o|lo|o|o|o
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Ll E=1 Ll (=) [a ) [a] | V]
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[l (=] (o] (o] (o} (o] (=]

ol|lo|o|o|o|r

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o|o

o|o|o|o|o|o|-

Hemorrhage

-

Compression

o

Vacuolation

Pigment deposition

Mineralization

Dural ossification

Necrosis

Inflammation

Fibroplasia, meningeal

o|lo|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|—|o

o|o|o|o|o|o|o|—|o

o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|—|o

[ Il k=1 (4] [=] o]l (o] o] (=]
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o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o|w|o|o
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 9: Type and Number of the Non-Neoplastic Lesions of the Spinal Cord. Cont’d

Study identification

31

32

33

34

35

36

37

38

39

40

Sex

Spinal cord

Numbers of rats examined
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o
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o
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N
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Intervertebral disc
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o|o|o|o|o|o

o|o|o|o|o|o|o

o|o|o|o|o|o|o
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ol|lo|Nv|o
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o|o|o|o|o|o|-

Hemorrhage

Compression

Vacuolation

Pigment deposition

Mineralization

Dural ossification

Necrosis

Inflammation

Fibroplasia, meningeal

o|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o
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o|o|r|Oo|o|o|o|o|o

Y number of organs examined

2 includes the cervic., thorac. and lumbar spinal cord of 69 male rats each
% includes the cervic., thorac. and lumbar spinal cord of 57 female rats each

* includes the thoracal and lumbar spinal cord
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 9: Type and Number of the Non-Neoplastic Lesions of the Spinal Cord. Cont’d

Study identification
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Sex

Spinal cord

Numbers of rats examined
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* includes the cervic., thoracal and lumbar spinal cord
** includes cervical , midthoracic and lumbar spinal cord
*** including cervical, thoracal and lumbar spinal cord
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 10: Type and Number of the Non-Neoplastic Lesions of the Sciatic Nerve.

Study identification 1 2 3 4 5 6 7 8 9 10

Sex M F M F M F M F M F M F M F M F M F M F
Sciatic nerve

Numbers of rats examined | 50 50 100 100 | 100 96 50 50 99 96 50 50 69 67 99 100 59 58 51 48
Mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Single fiber degeneration 0 0 0 0 8 3 0 0 32 33 0 0 28 24 0 0 1 0 0 0
Mononuclear cell foci 0 0 0 0 1 0 0 0 1 1 0 0 0 0 0 0 0 0 0 0
Inflammatory cell foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Perineuritis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Inflammaion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2
Study identification 11 12 13 14 15 16 17 18 19 20

Sex M F M F M F M F M F M F M F M F M F M F
Sciatic nerve

Numbers of rats examined | 49 49 70 70 50 50 60 60 70 70 60 60 70 70 70 70 69 66 70 70
Mineralization 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Single fiber degeneration 14 24 24 17 49 46 20 10 51 35 7 7 44 33 9 15 67 51 16 21
Mononuclear cell foci 2 0 0 1 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
Inflammatory cell foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Perineuritis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammaion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 10: Type and Number of the Non-Neoplastic Lesions of the Sciatic Nerve. Cont’d

Study identification 21 22 23 24 25 26 27 28 29 30

Sex M F |M F [M F [M F |IM F [M F M F [M F M F [M F
Sciatic nerve

Numbers of rats examined | 70 68 70 70 55 59 69 66 70 70 69 70 120 119 [ 99 98 50 49 70 70
Mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
Single fiber degeneration 55 54 10 10 53 57 67 51 16 21 42 40 77 86 88 91 29 27 53 56
Mononuclear cell foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammatory cell foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Perineuritis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammaion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Study identification 31 32 33 34 35 36 37 38 39 40

Sex M F M F [M F [M F |M F [M F M F [M F M F [M F
Sciatic nerve

Numbers of rats examined | 50 49 50 50 100 100 (O 0 50 49 59 59 64 64 100 100 |69 58 50 50
Mineralization 0 0 0 0 0 0 0 0 0 0 0 1 0 0 1 0 0 0 0 0
Single fiber degeneration 46 42 46 44 5 6 0 0 16 20 15 14 59 51 81 66 47 45 37 26
Mononuclear cell foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 4 0 0 0
Inflammatory cell foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Perineuritis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammaion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 10: Type and Number of the Non-Neoplastic Lesions of the Sciatic Nerve. Cont’d

Study identification 41 42 43 44 45 46 47 48 49 50

Sex M F |M M F |[M F |M F [M M F |[M F |M F [M F
Sciatic nerve

Numbers of rats examined | 50 50 50 48 | 112 110 100 100 99 100 | 100 99 120 120 108 108 |50 50 50 50
Mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Single fiber degeneration 42 34 40 36 9 9 29 32 4 8 10 11 98 93 8 8 15 10 42 48
Mononuclear cell foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammatory cell foci 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Perineuritis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammaion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 11: Type and Number of the Non-Neoplastic Lesions of the Optic Nerve.

Study identification 1 2 3 4 5 6 7 8 9 10

Sex M M F |M F |M F |M F |M M F | M F |M F | M F
Optic nerves

Numbers of rats examined |0 0 0 0 0 0 0 0 0 0 0 0 0 0 63 55 0 0 52 51
Edema 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Single fiber degeneration 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammatory cell foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Study identification 11 12 13 14 15 16 17 18 19 20

Sex M M F |M F |M F |M F |M M F | M F |M F | M F
Optic nerves

Numbers of rats examined | 0 0 31 39 |46 46 52 53 |59 54 |0 0 18 20 70 70 |66 68 68 65
Edema 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
Mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Single fiber degeneration 0 0 0 1 1 0 0 0 0 2 0 0 0 0 0 0 0 0 0 3
Inflammatory cell foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 11: Type and Number of the Non-Neoplastic Lesions of the Optic Nerve. Cont‘d

Study identification 21 22 23 24 25 26 27 28 29 30

Sex M F |M F |M F |M F |M F |M F |M F | M F |M F | M F
Optic nerves

Numbers of rats examined | 69 70 70 70 60 60 66 68 68 65 70 69 120 120 |99 98 0 0 50 70
Edema 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 10 1 0 0 0 0
Single fiber degeneration 0 0 0 0 0 0 0 0 0 3 0 0 0 0 5 12 0 0 0 0
Inflammatory cell foci 0 0 0 0 0 0 0 0 0 0 1 2 0 0 0 0 0 0 0 0
Necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2
Inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
Study identification 31 32 33 34 35 36 37 38 39 40

Sex M F |M F |M F |M F |M F |M F M F | M F |M F | M F
Optic nerves

Numbers of rats examined | 46 47 50 50 |50 50 98 96 |50 50 60 60 |68 63 100 100 |66 58 |48 49
Edema 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Single fiber degeneration 1 1 0 1 0 0 4 4 0 0 0 0 0 0 3 1 0 1 1 0
Inflammatory cell foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Necrosis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 11: Type and Number of the Non-Neoplastic Lesions of the Optic Nerve. Cont‘d

Study identification
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 12: Type and Number of the Non-Neoplastic Lesions of the Eyes.
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 12: Type and Number of the Non-Neoplastic Lesions of the Eyes. Cont’d

Study identification 11 12 13 14 15 16 17 18 19 20

Sex M F M F M F M F M F M F M F M F M F M F
Eyes

Numbers of rats examined | 50 50 69 70 69 69 57 60 70 70 58 60 |69 70 67 70 69 70 68 67
Cyst’s 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Glaucoma 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Congestion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Edema 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemorrhage 0 0 4 1 0 0 8 4 4 5 0 0 19 15 0 0 0 0 4 4
Hyphema 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Synechia 0 0 0 0 1 1 0 0 0 0 0 0 0 0 0 0 1 2 0 0
Hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Lenticular mineralization 1 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
Vascular mineralization 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
Mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Corneal mineralization 0 0 0 0 0 0 0 0 2 10 0 0 0 0 0 0 0 0 1 0
Pigment deposition 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Osseous metaplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Corneal vascularization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
Corneal degeneration 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Corneal hyperkeratosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Corneal hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Lenticular degeneration 1 0 1 0 4 4 3 2 4 5 3 0 0 2 1 0 0 6 8 3
Retinal degeneration 4 6 1 4 1 0 9 23 8 10 0 0 11 6 2 2 0 0 3 9
Corneal ulceration 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Keratitis 3 0 1 1 3 1 0 0 2 1 3 0 6 2 3 1 5 3 2 1
Keratoconjunctivitis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Scleritis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Irititis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 2 0
Uveitis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2 1 0 0
Retinitis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Iridocyclitis 0 0 0 3 2 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Retrobulbar Inflammation | 0 0 0 0 0 0 1 0 5 5 0 0 0 0 0 0 0 0 0 5
Conjunctivitis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Blepharitis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
Panophthalmitis 2 0 2 2 1 0 0 0 0 0 0 0 5 9 0 0 0 0 1 1
Phthisis bulbi 0 0 0 1 0 2 1 0 0 0 0 1 0 1 0 0 1 0 1 0
Hypopyon 0 0 0 0 0 0 0 0 0 0 2 0 0 0 2 0 0 0 1 1
Fibrosis retro-orbital 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 12: Type and Number of the Non-Neoplastic Lesions of the Eyes. Cont’d

Study identification 21 22 23 24 25 26 28 29 30
Sex M F M F |M F |M F M F M F M F M F [M F M F
Eyes

Numbers of rats examined | 69 70 69 70 59 59 69 70 61 67 70 69 120 120 100 100 | 70 70 70 70
Cyst's 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Glaucoma 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Congestion 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 1 0
Edema 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemorrhage 2 3 0 0 0 0 0 0 4 4 0 0 0 0 63 81 |0 0 0 3
Hyphema 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Synechia 0 0 1 1 0 0 1 2 0 0 0 0 0 0 0 0 0 0 0 0
Hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Lenticular mineralization 0 0 0 0 2 2 0 1 0 0 0 1 1 1 0 0 0 0 1 0
Vascular mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 7 0 0 0 0 0
Mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Corneal mineralization 0 0 0 0 0 0 0 0 1 0 1 0 3 0 0 0 0 0 0 0
Pigment deposition 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Osseous metaplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0 0 0
Corneal vascularization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Corneal degeneration 0 0 0 0 0 0 0 0 0 0 0 0 0 0 7 0 0 0 0 0
Corneal hyperkeraosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Corneal hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 10 1 0 0 0 0
Lenticular degeneration 1 2 0 2 6 7 0 6 8 3 1 2 16 9 12 14 (1 2 2 1
Retinal degeneration 0 2 0 0 3 0 0 0 3 9 0 2 8 6 20 22 |0 0 2 2
Corneal ulceration 0 0 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 1 0
Keratitis 2 2 1 3 2 0 5 3 2 1 5 2 8 4 5 1 0 0 1 1
Keratoconjunctivitis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Scleritis 0 0 0 0 0 0 0 0 0 0 3 1 6 8 0 0 0 0 0 0
Irititis 0 0 0 0 0 0 0 0 2 0 1 0 1 2 39 22 |0 0 0 0
Uveitis 0 0 0 0 0 0 2 1 0 0 0 0 0 0 0 0 0 0 0 0
Retinitis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Iridocyclitis 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Retrobulbar Inflammation | 0 0 0 0 0 0 0 0 0 5 0 0 0 0 12 5 0 0 0 2
Conjunctivitis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Blepharitis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Panophtalmitis 13 5 0 0 0 0 0 0 0 0 0 2 1 1 0 0 0 0 0 1
Phthisis bulbi 0 0 0 0 3 0 1 0 1 0 0 0 0 0 2 2 0 0 0 0
Hypopyon 0 0 0 1 0 0 0 0 1 1 1 0 5 2 3 0 |o 0 1 0
Fibrosis retro-orbital 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 12: Type and Number of the Non-Neoplastic Lesions of the Eyes. Cont’d
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 12: Type and Number of the Non-Neoplastic Lesions of the Eyes. Cont’d
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 13: Type and Number of the Non-Neoplastic Lesions of the Harderian Glands.

Study identification

1

3

4

5

6

7

Sex M F M F M F M F M F M F M F M F M F M F
Harderian glands

Numbers of rats examined | 0 0 100 100 |99 97 50 50 97 100 |50 50 69 70 99 100 |59 60 50 51
Cyst(s) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dilated cystic glands 0 0 54 48 0 0 0 0 0 0 0 0 0 0 6 7 0 0 3 2
Congestion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemorrhage 0 0 0 0 2 1 2 1 0 0 0 0 0 0 0 0 0 0 0 0
Edema 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Porphyrin deposition 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Atrophy 0 0 0 0 0 0 0 0 0 0 2 3 0 0 0 0 0 0 0 1
Mononuclear cell foci 0 0 0 0 58 47 19 17 0 0 13 11 0 0 0 0 0 0 0 0
Necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Granulomas 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Periarteritis/arteritis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 46 57 17 15 1 4 5 2 2 1 2 4 25 31 31 27 31 24
Fibrosis 0 0 0 0 0 0 1 1 10 16 0 0 3 6 0 0 0 4 0 0
Angiopathy 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hypertrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 13: Type and Number of the Non-Neoplastic Lesions of the Harderian Glands. Cont’d

Study identification
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 13: Type and Number of the Non-Neoplastic Lesions of the Harderian Glands. Cont’d

Study identification 21 22 23 24 25 26 27 28 29 30

Sex M F |M F [M F [M F |IM F [M F M M F M F [M F
Harderian glands

Numbers of rats examined | 70 70 70 70 60 59 69 70 69 67 70 69 3 2 100 100 |70 70 70 70
Cyst(s) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dilated cystic glands 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 4
Congestion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2 0
Hemorrhage 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
Edema 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Porphyrin deposition 69 70 0 0 0 0 0 0 0 0 70 68 3 2 0 0 26 9 68 66
Hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Atrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 12 16 0 0 4 0
Mononuclear cell foci 0 0 0 0 23 23 24 29 13 9 0 0 0 0 39 49 0 0 0 10
Necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Granulomas 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 27 14 0 0
Periarteritis/arteritis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1
Inflammation 58 44 14 21 0 0 2 2 15 23 34 31 2 2 14 0 9 5 45 33
Fibrosis 0 0 0 0 0 6 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Angiopathy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hypertrophy 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 14 5 2 1 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 13: Type and Number of the Non-Neoplastic Lesions of the Harderian Glands. Cont’d

Study identification 31 32 33 34 35 36 37 38 39 40

Sex M F [M F [M F |[M F [M F [M F [M F [M F |[M F [M F
Harderian glands

Numbers of rats examined | 50 50 50 50 100 100 | 100 98 50 50 60 58 68 66 12 12 79 67 48 50
Cyst(s) 0 0 2 1 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
Dilated cystic glands 0 0 0 0 0 0 2 2 0 0 0 0 1 3 0 0 0 0 6 1
Congestion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemorrhage 0 0 1 1 0 0 0 0 1 5 0 0 0 0 0 0 0 0 13 1
Edema 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Porphyrin deposition 17 5 0 0 93 78 0 0 14 4 6 2 0 0 10 12 78 66 18 0
Hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
Atrophy 3 1 0 0 4 5 0 0 0 0 1 3 0 0 0 0 8 7 0 1
Mononuclear cell foci 6 7 9 19 0 0 12 8 0 0 0 0 5 14 1 2 15 11 1 10
Necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Granulomas 0 0 0 0 0 0 0 0 6 16 0 7 52 27 0 0 0 1 32 22
Periarteritis/ateritis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 2 33 24 12 8 70 40 1 8 15 7 2 1 12 11 5 9 10 2
Fibrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Angiopathy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hypertrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hyperplasia 0 1 2 1 0 0 3 0 0 0 5 1 0 1 1 0 13 2 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 13: Type and Number of the Non-Neoplastic Lesions of the Harderian Glands. Cont’d

Study identification 41 42 43 44 45 46 47 48 49 50
Sex M F |M F |M F [M F IM F [M M F [M F M M F
Harderian glands

Numbers of rats examined | 50 50 50 49 112 110 100 100 100 97 98 99 120 120 | 105 106 |50 49 50 50
Cyst(s) 2 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dilated cystic glands 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Congestion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemorrhage 0 1 2 3 0 0 0 0 0 0 0 0 1 0 0 0 0 0 2 0
Edema 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Porphyrin deposition 49 50 50 48 70 30 88 75 93 61 72 45 94 92 50 30 48 36 50 50
Hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Atrophy 1 1 7 8 0 0 0 0 0 0 0 0 0 1 0 0 0 0 2 0
Mononuclear cell foci 11 9 8 15 0 0 1 5 2 4 0 1 9 6 0 0 0 4 3 5
Necrosis 3 0 1 1 0 0 0 0 0 0 0 0 1 1 0 0 0 0 2 0
Granulomas 2 0 0 0 3 11 1 0 0 0 13 11 0 0 9 12 0 0 0 0
Periarteritis/ateritis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 3 10 11 10 0 1 3 2 2 5 0 2 11 9 2 1 1 3 10 5
Fibrosis 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
Angiopathy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hypertrophy 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hyperplasia 2 1 5 0 0 0 2 1 4 0 0 0 4 3 0 0 1 1 0 1
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 14: Type and Number of the Non-Neoplastic Lesions of the Exorbital Lacrimal Glands.

Study identification

1

2

3

4

5

6

7

10

Sex M F M F M F M F M F M F M F M F M F M F
Ex. Lacrimal glands

Numbers of rats examined | 0 0 0 0 0 0 0 0 0 0 49 49 0 0 20 1 0 0 0 0
Inspissated secretion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Glandular ectasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ductal ectasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 20 1 0 0 0 0
Congestion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pigment deposition 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Harderian alteration 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Cytoplasmic vacuolation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 20 1 0 0 0 0
Atrophy 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
Basophilic focus 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Fibrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mononuclear cell foci 0 0 0 0 0 0 0 0 0 0 21 4 0 0 0 0 0 0 0 0
Necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 19 1 0 0 0 0
Alveolar hypertrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ductal proliferation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 14: Type and Number of the Non-Neoplastic Lesions of the Exorbital Lacrimal Glands. Cont’d

Study identification 11 12 13 14 15 16 17 18 19 20
Sex M F M F M F M F M F M F M F M F M F M F
Ex. Lacrimal glands

Numbers of rats examined | 18 2 37 0 23 3 35 3 39 0 27 1 53 3 45 4 40 6 37 8
Inspissated secretion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 19 0 0 0
Glandular ectasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 39 4 0 0
Ductal ectasia 0 0 0 0 23 2 0 0 0 0 0 0 0 0 0 0 2 0 0 0
Congestion 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pigment deposition 0 0 35 0 0 0 31 1 0 0 0 0 0 0 0 0 0 0 0 0
Hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Harderian alteration 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Cytoplasmic vacuolation 0 0 0 0 23 2 0 0 0 0 0 0 0 0 0 0 39 6 0 0
Atrophy 17 2 0 0 8 0 0 0 3 0 0 0 0 0 0 0 22 0 0 0
Basophilic focus 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Fibrosis 0 0 0 0 5 0 0 0 0 0 0 0 0 0 0 0 12 0 0 0
Mononuclear cell foci 8 0 0 0 0 0 0 0 27 0 0 0 0 0 0 0 36 6 1 0
Necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 42 2 0 0 0 0
Inflammation 11 0 33 0 23 1 32 1 19 0 26 1 51 3 0 0 1 0 27 6
Alveolar hypertrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 25 0
Ductal proliferation 0 0 0 0 1 0 0 0 38 0 0 0 0 0 0 0 1 0 0 0
Hyperplasia 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 14: Type and Number of the Non-Neoplastic Lesions of the Exorbital Lacrimal Glands. Cont’d

Study identification 21 22 23 24 25 26 27 28 29 30

Sex M F |M M M M M M M M F [M F
Ex. Lacrimal glands

Numbers of rats examined | 68 70 41 0 25 0 40 6 37 8 50 0 80 3 58 0 50 50 68 68
Inspissated secretion 0 0 0 0 0 0 15 0 0 0 0 0 0 0 0 0 0 0 0 0
Glandular ectasia 0 0 0 0 25 0 28 4 0 0 0 0 0 0 0 0 0 0 0 0
Ductal ectasia 0 0 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0 0 0
Congestion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 3 0
Hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pigment deposition 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
Hemosideri 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Harderian alteration 62 23 0 0 0 0 0 0 0 0 0 0 0 0 0 0 35 10 63 14
Cytoplasmic vacuolation 0 0 0 0 25 0 28 6 0 0 0 0 0 0 0 0 0 0 0 0
Atrophy 0 4 0 0 12 0 18 0 0 0 0 0 0 0 62 0 0 0 0 0
Basophilic focus 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Fibrosis 0 0 0 0 2 0 10 0 0 0 0 0 0 0 0 0 0 0 0 0
Mononuclear cell foci 0 0 0 0 24 0 26 6 1 0 0 0 0 0 57 0 0 0 0 19
Necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 61 42 33 0 4 0 1 0 27 6 50 0 79 0 0 0 35 5 61 2
Alveolar hypertrophy 0 0 0 0 0 0 0 0 24 0 0 0 0 0 1 0 0 0 0 0
Ductal proliferation 0 0 0 0 1 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
Hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 14: Type and Number of the Non-Neoplastic Lesions of the Exorbital Lacrimal Glands. Cont’d

Study identification 31 32 33 34 35 36 37 38 39 40
Sex M F |M F |M F |M M F |M F |M M M F | M F
Ex. Lacrimal glands

Numbers of rats examined | 50 50 50 50 100 100 |55 1 50 50 60 58 40 1 17 3 87 56 48 50
Inspissated secretion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Glandular ectasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ductal ectasia 0 0 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
Congestion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pigment deposition 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 2 45 0 0 0
Hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
Harderian alteration 44 5 42 7 78 15 55 1 32 0 41 9 40 1 17 0 70 12 38 7
Cytoplasmic vacuolation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Atrophy 4 0 3 1 3 3 0 0 0 0 0 0 7 0 5 0 5 3 2 0
Basophilic focus 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Fibrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Mononuclear cell foci 36 2 41 15 0 0 46 1 1 1 0 0 23 1 13 0 10 7 29 15
Necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 54 8 10 0 13 1 34 5 17 0 13 0 48 12 13 0
Alveolar hypertrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ductal proliferation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hyperplasia 0 0 0 0 0 1 0 0 0 0 0 0 0 0 1 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 14: Type and Number of the Non-Neoplastic Lesions of the Exorbital Lacrimal Glands. Cont’d

Study identification 41 42 43 44 45 46 47 48 49 50
Sex M F |M M F |M F |M M M F | M M M F
Ex. Lacrimal glands

Numbers of rats examined | 28 1 34 1 111 110 100 100 56 2 58 1 119 120 | 66 3 24 2 29 0
Inspissated secretion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Glandular ectasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ductal ectasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Congestion 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemorrhage 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pigment deposition 14 0 22 0 0 0 0 0 0 0 0 0 45 0 0 0 0 0 18 0
Hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Harderian alteration 26 1 34 1 77 7 87 14 55 0 58 1 95 15 65 2 24 2 29 0
Cytoplasmic vacuolation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Atrophy 2 0 0 0 0 0 1 2 0 0 0 0 8 3 0 0 0 0 0 0
Basophilic focus 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Fibrosis 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
Mononuclear cell foci 13 0 13 0 0 0 49 15 26 0 0 0 28 1 0 0 0 0 9 0
Necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 3 0 10 0 3 0 2 0 0 0 8 0 0 0 9 1 0 0 10 0
Alveolar hypertrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ductal proliferation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 15: Type and Number of the Non-Neoplastic Lesions of the Zymbal’s Glands.
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 15: Type and Number of the Non-Neoplastic Lesions of the Zymbal’s Glands. Con’t
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 15: Type and Number of the Non-Neoplastic Lesions of the Zymbal’s Glands. Con’t

Study identification 41 42 43 44 45 46 47 48 49 50
Sex M M M M F |M M M M F |M M F
Zymbal’s glands

Numbers of rats examined | 0 0 0 0 89 61 100 100 0 0 0 0 0 0 89 91 0 0 0 0
Squamous Cyst 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Cystic change 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ductal ectasia 0 0 0 0 20 17 0 0 0 0 0 0 0 0 17 18 0 0 0 0
Granuloma 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ductal hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Sebaceous hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 16: Type and Number of the Non-Neoplastic Lesions of the Aorta.

Study identification 1 2 3 4 5 6 7 8 9 10

Sex M F |M F [M F [M F |IM F [M F M F [M F M F [M F
Aorta

Numbers of rats examined | 49 49 100 100 | 100 96 50 50 99 99 49 50 70 70 100 99 59 60 52 50
Dilation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1 0 0
Cartilagineous metaplasia | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mineralization 2 0 1 0 2 1 1 1 6 0 0 0 2 1 5 1 0 0 0 0
Mononuclear cell foci 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mediastinal inflammation |0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 1 0 0 1 0 0 0 0 1 0 1 0 0 0 0 0 0 0 1 0
Study identification 11 12 13 14 15 16 17 18 19 20

Sex M F M F [M F [M F IM F [M F M F [M F M F [M F
Aorta

Numbers of rats examined | 50 50 70 69 70 68 60 59 59 70 60 59 70 69 19 20 70 70 67 70
Dilation 0 0 1 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Cartilagineous metaplasia | 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mineralization 2 0 2 0 6 0 3 0 3 0 0 0 3 0 0 0 5 0 8 0
Mononuclear cell foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mediastinal inflammation |0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0

58




Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 16: Type and Number of the Non-Neoplastic Lesions of the Aorta. Cont‘d

Study identification 21 22 23 24 25 26 27 28 29 30

Sex M F |M F [M F [M F |IM F [M F M F [M F M F [M F
Aorta

Numbers of rats examined | 70 70 70 70 0 0 70 70 67 70 70 70 10 0 100 100 |0 0 70 70
Dilation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 3 0
Hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Cartilagineous metaplasia | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mineralization 1 0 4 0 0 0 5 0 8 0 3 0 6 0 9 0 0 0 3 0
Mononuclear cell foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mediastinal inflammation |0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 2 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 1 0
Study identification 31 32 33 34 35 36 37 38 39 40

Sex M F |M F [M F [M F IM F [M F M F [M F M F [M F
Aorta

Numbers of rats examined | 50 49 50 49 100 100 |1 0 50 50 60 60 65 65 100 100 |70 58 50 50
Dilation 0 0 0 0 0 0 1 0 0 0 0 0 0 0 1 0 1 0 0 0
Hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Cartilagineous metaplasia | 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mineralization 0 0 1 1 0 0 0 0 0 0 0 1 0 1 1 0 0 0 0 0
Mononuclear cell foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mediastinal inflammation |0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 16: Type and Number of the Non-Neoplastic Lesions of the Aorta. Cont‘d

Study identification 41 42 43 44 45 46 47 48 49 50
Sex M F M F M F M F M F M F M F M F M F M F
Aorta

Numbers of rats examined | 50 50 50 50 112 112 99 100 99 99 99 99 120 120 | 108 108 |50 50 50 50
Dilation 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
Hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Cartilagineous metaplasia | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mineralization 0 0 0 0 1 0 1 0 1 0 0 0 0 0 0 0 0 0 0 0
Mononuclear cell foci 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mediastinal inflammation |0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 17: Type and Number of the Non-Neoplastic Lesions of the Other Blood Vessels.

(cross lesions only)
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 17: Type and Number of the Non-Neoplastic Lesions of the Other Blood Vessels.

(cross lesions only)

Study identification 41 42 43 44 45 46 47 48 49

Sex M F M F M F M F M F M F M F M F M F M

Blood vessels

Numbers of rats examined | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Periarteritis/arteritis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0




Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 18: Type and Number of the Non-Neoplastic Lesions of the Heart.
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 18: Type and Number of the Non-Neoplastic Lesions of the Heart. Cont‘d
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 18: Type and Number of the Non-Neoplastic Lesions of the Heart. Cont’d
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 18: Type and Number of the Non-Neoplastic Lesions of the Heart. Cont’d

Study identification
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Sex M F M F M F M F M F M F M F M F M F M F
Heart

Numbers of rats examined | 50 50 70 70 70 69 60 59 70 70 60 60 70 70 70 70 70 70 70 69
Chronic cardiopathy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Epi-/Pericarditis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pericarditis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Endocardial hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Endocardial disease 1 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 1
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 18: Type and Number of the Non-Neoplastic Lesions of the Heart. Cont’d
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 18: Type and Number of the Non-Neoplastic Lesions of the Heart. Cont’d

Study identification

21

22

23

24

25

26

27

28

30

Sex

Heart

Numbers of rats examined

70

120

120

100

100

Chronic cardiopathy

Epi-/Pericarditis

Pericarditis

Endocardial hyperplasia

Endocardial disease

o|lo|o|o|u

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

ol|lo|o|o|o

ol|lo|o|o|o

o|lo|o|o|o

o|o|o|o|o

ol|lo|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

ol|o|o|o|o

Table 18: Type and Number of the Non-Neoplastic Lesions of the Heart. Cont’d

68




Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Study identification 31 32 33 34 35 36 37 38 39 40

Sex M F M F M F M F M F M F M F M F M F M F
Heart

Numbers of rats examined | 50 49 50 50 100 100 | 100 98 50 50 60 59 64 64 100 100 |68 58 50 50
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Table 18: Type and Number of the Non-Neoplastic Lesions of the Heart. Cont’d
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Study identification
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 18: Type and Number of the Non-Neoplastic Lesions of the Heart. Cont’d

Study identification 41 42 43 44 45 46 47 48 49 50

Sex M F M F M F M F M F M F M F M F M F M F
Heart
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o|lo|o|o|o|o|o|o|o|lo|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|lo|o|o|lo|o|o|o|o|lw|o

o|lo|o|o|o|o|o|o|o|lo|o|o|o|o|o|o|o|o|o|o|o|lo|Nv|o|lo|lo|lo|lo|o|lo|lo|lo|o|o|o|o

OoO|lo|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o

ol |o|o|o|o|o|o|o|Nv|IN|o|lo|o|lo|o|lo|lo|o|lo|o|lo|o|o|o|o|lo|o|ol|lo|o|o|o|o|N|o
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OoO|o|o|o|o|o|o|o|o|o|NV|Oo|o|N|O|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o

Mononuclear cell foci 41 24

Inflammatory cell foci 0 0

Subendocardial fibrosis 0 0

Myofibrosis/necrosis 45 23 10
Myocardial hypertrophy 0 0 0
Abscess 0 0 0
Endocarditis 0 0 0
Valvulitis 0 0 0
Myocarditis 0 0 0
Epicarditis 0 0 0
Periarteritis/arteritis 0 0 0
Aortitis/Periaortitis 0 0 0
Inflammation 0 0 0
Epicarcial fibrosis 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 18: Type and Number of the Non-Neoplastic Lesions of the Heart. Cont’d

Study identification

41

42

43

44

45

46

47

48

49

50

Sex

Heart

Numbers of rats examined

50

50

48

112

112

100

100

49

100

120

120

107

108

50

50

50

Chronic cardiopathy

Epi-/Pericarditis

Pericarditis

Endocardial hyperplasia

Endocardial disease

o|o|o|o

o|lo|o|

o|lo|o|

o|o|o|o

o|o|o|o

ol|lo|o|o

ol|lo|o|o

ol|lo|o|o

olo|o|o|ln~

ol | |o

OO |O|0

ol|o|o|N

o|o|o|

o|o|o|o

o|o|o|o|

ol |o|o

o|lo|o|o|wv

o|o|o|o

o|o|o|o
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 19: Type and Number of the Non-Neoplastic Lesions of the Nasal Turbinates and Cavities.

(nasal levels separated)

Study identification

10

Sex

Nasal turbinates/ -cavities

Numbers of organs
examined

83

74

49

48

Dilated glands

Congestion

Hyaline inclusions

Pulpitis

Periodontitis

Pus in Lumen

Inflammation

Osteomyelitis

Vomeronasel inflammation

Nasolacrimal duct
inflammation

o|o|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|o

o|lo|o|lu|o|r|r|o|o|o

ol|lo|o|o|o|o|o|o|o|o

ol|lo|o|—|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

Vestibule inflammation

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

Submucosal inflammation

o

o

o

o

o

o

o

o

o

o

o

o

o

Study identification

11

12

13

14

15

16

17

18

19

20

Sex

Nasal turbinates/ -cavities

Numbers of organs
examined

47

Dilated glands

Congestion

Hyaline inclusions

Pulpitis

Periodontitis

Pus in Lumen

Inflammation

Osteomyelitis

Vomeronasel inflammation

Nasolacrimal duct
inflammation

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|Oo|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|Oo|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|o

o|lo|o|o|lo|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

Vestibule inflammation

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

Submucosal inflammation

o

o

o

o

o

o

o

o

o

o

o

o

o
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 19: Type and Number of the Non-Neoplastic Lesions of the Nasal Turbinates and Cavities. Cont’d

(nasal levels not separated)

Study identification

21

22

24

25

26

27

28

29

30

Sex

Nasal turbinates/ -cavities

Numbers of organs
examined

120

120

Dilated glands

Congestion

Hyaline inclusions

Pulpitis

Periodontitis

Pus in Lumen

o|o|o|o|o|o

Inflammation

N

0

Osteomyelitis

Vomeronasel inflammation

Nasolacrimal duct
inflammation

o|o|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|o

ol|lo|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

[och B [\N]

RIN|P [~ |O|O|O|O|O|O

o|lo|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

Vestibule inflammation

o

o

o

o

o

o

o

o

o

o

o

o

N

o

o

o

o

o

o

o

Submucosal inflammation

o

o

o

o

o

o

o

o

o

o

o

o

Study identification

31

32

33

34

35

36

37

38

39

40

Sex

Nasal turbinates/ -cavities

Numbers of organs
examined

50

50

100

100

50

50

Dilated glands

Congestion

Hyaline inclusions

Pulpitis

Periodontitis

Pus in Lumen

Inflammation

Osteomyelitis

Vomeronasel inflammation

Nasolacrimal duct
inflammation

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|Oo|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|Oo|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|o

o|lo|o|o|lo|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o

Vestibule inflammation

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

Submucosal inflammation

o

o

o

o

o

o

o

o

o

o

o

o

o
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 19: Type and Number of the Non-Neoplastic Lesions of the Nasal Turbinates and Cavities. Cont’d

(nasal levels not separated)

Study identification 42 43 44 45 46 47 48 49 50
Sex M F M F M F M F M F M F M F M F M F M F
Nasal turbinates/ -cavities

Numbers of organs 50 50 0 0 0 0 100 100 100 100 |0 0 0 0 108 108 |50 50 0 0
examined

Dilated glands 0 0 0 0 0 0 100 50 0 0 0 0 0 0 0 0 0 0 0 0
Congestion 0 0 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0 0 0
Hyaline inclusions 0 0 0 0 0 0 23 20 0 0 0 0 0 0 0 0 2 9 0 0
Pulpitis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Periodontitis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pus in Lumen 0 0 0 0 0 0 3 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Osteomyelitis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Vomeronasel inflammation | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Nasolacrimal duct 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
inflammation

Vestibule inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Submucosal inflammation | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

*including anter. interior, post.

75




Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 20: Type and Number of the Non-Neoplastic Lesions of the Nasal Cavities, Level 1.

(nasal cavities separated into different levels in selected Studies only and combined for Level 1 and 2)

Study identification 1 2 3 4 5 6 7 8 9 10
Sex M F M F M F M F M F M F M F M F M F M F
Nasal Cavities, Level 1

Numbers of rats examined | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Goblet cell proliferation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hyaline inclusions 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Foreign bodies 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mucous secretion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Congestion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Secretion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemorrage 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pus in lumen 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Osteosclerosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Epithelial disorganization | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Study identification 11 12 13 14 15 16 17 18 19 20
Sex M F M F M F M F M F M F M F M F M F M F
Nasal Cavities, Level 1

Numbers of rats examined | 0 0 0 0 0 0 0 0 0 0 1** 0 0 0 0 0 0 0 0
Goblet cell proliferation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hyaline inclusions 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Foreign bodies 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mucous secretion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Congestion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Secretion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemorrage 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pus in lumen 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Osteosclerosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Epithelial disorganization |0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 20: Type and Number of the Non-Neoplastic Lesions of the Nasal Cavities, Level 1. Cont’d

(nasal cavities separated into different levels in selected Studies only and combined for Level 1 and 2)

Study identification 21 22 23 24 25 26 27 28 29 30
Sex M M M M M M M M M M F
Nasal Cavities, Level 1

Numbers of rats examined | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Goblet cell proliferation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hyaline inclusions 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Foreign bodies 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mucous secretion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Congestion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Secretion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemorrage 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pus in lumen 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Osteosclerosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Epithelial disorganization | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Study identification 31 32 33 34 35 36 37 38 39 40
Sex M F M F M F M F M F M F M F M F M F M F
Nasal Cavities, Level 1

Numbers of rats examined | 1** 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Goblet cell proliferation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hyaline inclusions 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Foreign bodies 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mucous secretion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Congestion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Secretion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemorrage 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pus in lumen 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Osteosclerosis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Epithelial disorganization |0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

** including Nasopharynx and Paranasal sinus
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 20: Type and Number of the Non-Neoplastic Lesions of the Nasal Cavities, Level 1. Cont’d

(nasal cavities separated into different levels in selected Studies only and combined for Level 1 and 2)

Study identification 41 42 43 44 45 46 47 48 49 50
Sex M F M F [M M F |M F [M M F [M F M F [M F
Nasal Cavities, Level 1

Numbers of rats examined | 50 50 50* 49* | 112 112 100** 50** | 0 0 0 0 100 100 108 108 |0 0 0 0
Goblet cell proliferation 21 9 16 17 0 0 0 0 0 0 0 0 39 15 0 0 0 0 0 0
Hyaline inclusions 1 3 1 2 0 0 5 1 0 0 0 0 2 2 0 0 0 0 0 0
Foreign bodies 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mucous secretion 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Congestion 0 0 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0 0 0
Secretion 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
Hemorrage 0 0 4 3 0 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0
Pus in lumen 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
Osteosclerosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Epithelial disorganization | 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0

* include Nasopharyngeal duct

** including Nasopharynx and Paranasal sinus
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 21: Type and Number of the Non-Neoplastic Lesions of the Nasal Cavities, Level 2.

(nasal cavities separated into different levels in selected Studies only and combined for Level 1 and 2)

Study identification 1 2 3 4 5 6 7 8 9 10
Sex M F |M M M M M M M M M F
Nasal Cavities, Level 2

Numbers of rats examined |0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ectatic glands 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Goblet cell proliferation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dilated glands 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hyaline inclusions 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Cystic/hemorrhagic 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
change: mucosal glands

Hemorrhage in lumen 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Secretion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Study identification 11 12 13 14 15 16 17 18 19 20
Sex M F |M M M M M M M M M F
Nasal Cavities, Level 2

Numbers of rats examined | 47 50 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ectatic glands 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Goblet cell proliferation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dilated glands 14 8 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hyaline inclusions 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Cystic/hemorrhagic 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
change: mucosal glands

Hemorrhage in lumen 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Secretion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 11 7 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 21: Type and Number of the Non-Neoplastic Lesions of the Nasal Cavities, Level 2. Cont’d

(nasal cavities separated into different levels in selected Studies only and combined for Level 1 and 2)

Study identification 21 22 23 24 25 26 27 28 29 30
Sex M M F |M M M M M M M M F
Nasal Cavities, Level 2

Numbers of rats examined |0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ectatic glands 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Goblet cell proliferation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dilated glands 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hyaline inclusions 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Cystic/hemorrhagic 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
change: mucosal glands

Hemorrhage in lumen 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Secretion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Study identification 31 32 33 34 35 36 37 38 39 40
Sex M M F |M M M M M M M M F
Nasal Cavities, Level 2

Numbers of rats examined | 0 0 50 50 |0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ectatic glands 0 0 1 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Goblet cell proliferation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dilated glands 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hyaline inclusions 0 0 11 10 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Cystic/hemorrhagic 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
change: mucosal glands

Hemorrhage in lumen 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Secretion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 21: Type and Number of the Non-Neoplastic Lesions of the Nasal Cavities, Level 2. Cont’d

(nasal cavities separated into different levels in selected Studies only and combined for Level 1 and 2)

Study identification 41 42 43 44 45 46 47 48 49 50
Sex M F [M F |M F |M F |M M M F | M F |M M F
Nasal Cavities, Level 2

Numbers of rats examined | 50 50 50 49 112 112 100* 50* |0 0 0 0 120 120 | 108 108 |0 0 0 0
Ectatic glands 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Goblet cell proliferation 0 0 2 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dilated glands 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hyaline inclusions 9 9 4 7 10 14 10 8 0 0 0 0 4 6 0 0 0 0 0 0
Cystic/hemorrhagic 0 0 0 0 39 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
change: mucosal glands

Hemorrhage in lumen 0 0 0 0 0 0 0 0 0 0 0 0 1 2 0 0 0 0 0 0
Secretion 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
Inflammation 0 0 0 0 1 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0

* including Nasopharynx and Paranasal sinus
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 22: Type and Number of the Non-Neoplastic Lesions of the Nasal Cavities, Level 3.

(nasal cavities separated into different levels in selected Studies only and combined for Level 1 and 2)

Study identification

1

2

3

4

5

10

Sex

Nasal Cavities, Level 3

Numbers of rats examined

Foreign bodies

Dilated glands

Hyaline inclusions

Hemorrhage

Cystic/hemorrhagic
change: mucosal glands

o|lo|o|o|o

o|o|o|o|o

o|o|o|o|o

o|lo|o|o|o

o|lo|o|o|o

o|lo|o|o|o

o|o|o|o|o

o|lo|o|o|o

o|lo|o|o|o

o|o|o|o|o

o|lo|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

Hyperplasia lymphoid

Epithelial dysorganization

Inflammation

Steno’s gland inflammation

Epithelial hyperplasia

Fibrosis

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|lo|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

Study identification

11

12

13

14

15

16

17

18

19

20

Sex

Nasal Cavities, Level 3

Numbers of rats examined

47

o

Foreign bodies

Dilated glands

Hyaline inclusions

Hemorrhage

Cystic/hemorrhagic
change: mucosal glands

o|lo|o|r|o

o|o|o|o|o

o|lo|o|o|o

o|lo|o|o|o

o|lo|o|o|o

o|o|o|o|o

o|lo|o|o|o

o|lo|o|o|o

o|lo|o|o|o

o|lo|o|o|o

o|lo|o|o|o

o|o|o|o|o

o|lo|o|o|o

o|lo|o|o|o

o|o|o|o|o

o|lo|o|o|o

o|lo|o|o|o

o|lo|o|o|o

o|lo|o|o|o

o|lo|o|o|o

Hyperplasia lymphoid

Epithelial dysorganization

Inflammation

Steno’s gland inflammation

Epithelial hyperplasia

Fibrosis

N|Oo|o|o|o|o

o|o|o|o|o|

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

ol|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|lo|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 22: Type and Number of the Non-Neoplastic Lesions of the Nasal Cavities, Level 3. Cont’d

(nasal cavities separated into different levels in selected Studies only and combined for Level 1 and 2)

Study identification

21

22

23

24

25

26

27

28

29

30

Sex

Nasal Cavities, Level 3

Numbers of rats examined

Foreign bodies

Dilated glands

Hyaline inclusions

Hemorrhage

Cystic/hemorrhagic
change: mucosal glands

o|lo|o|o|o

o|o|o|o|o

o|o|o|o|o

o|lo|o|o|o

o|lo|o|o|o

o|lo|o|o|o

o|o|o|o|o

o|lo|o|o|o

o|lo|o|o|o

o|o|o|o|o

o|lo|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

Hyperplasia lymphoid

Epithelial dysorganization

Inflammation

Steno’s gland inflammation

Epithelial hyperplasia

Fibrosis

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|lo|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

Study identification

31

32

33

34

35

36

37

38

39

40

Sex

Nasal Cavities, Level 3

Numbers of rats examined

o

o

Foreign bodies

Dilated glands

Hyaline inclusions

Hemorrhage

Cystic/hemorrhagic
change: mucosal glands

o|lo|o|o|o

o|lo|o|o|o

o|lo|o|o|o

o|lo|o|o|o

o|o|o|o|o

o|o|o|o|o

o|lo|o|o|o

o|lo|o|o|o

o|lo|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|o|o|o|o

o|lo|o|o|o

o|o|o|o|o

o|o|o|o|o

Hyperplasia lymphoid

Epithelial dysorganization

Inflammation

Steno’s gland inflammation

Epithelial hyperplasia

Fibrosis

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|r|Oo|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 22: Type and Number of the Non-Neoplastic Lesions of the Nasal Cavities, Level 3. Cont’d

(nasal cavities separated into different levels in selected Studies only and combined for Level 1 and 2)

Study identification 41 42 43 44 45 46 47 48 49 50
Sex M F [M F |[M F [M F [M M M F |[M F [M M F
Nasal Cavities, Level 3

Numbers of rats examined | 50 50 50 49 [112 112 100* 50* |0 0 0 0 120 120 | 108 108 |0 0 0 0
Foreign bodies 0 1 0 1 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Dilated glands 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hyaline inclusions 7 12 3 6 16 16 10 7 0 0 0 0 18 26 0 0 0 0 0 0
Hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 1 3 0 0 0 0 0 0
Cystic/hemorrhagic 0 0 0 0 3 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
change: mucosal glands

Hyperplasia lymphoid 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Epithelial dysorganization | 0 0 1 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Inflammation 0 0 0 0 2 0 0 0 0 0 0 0 3 0 0 0 0 0 0 0
Steno’s gland inflammation | 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Epithelial hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Fibrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

* including Nasopharynx and Paranasal sinus
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 23: Type and Number of the Non-Neoplastic Lesions of the Nasal Cavities, Level 4.

(nasal cavities separated into different levels in selected Studies only and combined for Level 1 and 2)

Study identification

1

2

3

4

5

10

Sex

Nasal Cavities, Level 4

Numbers of rats examined

Foreign bodies

Hyaline inclusions

Hemorrhage

Steno’s gland atrophy

Inflammatory secretion

Inflammation

o|o|o|o|o|o

o|lo|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

Study identification

11

12

13

14

15

16

17

18

19

20

Sex

Nasal Cavities, Level 4

Numbers of rats examined

o

Foreign bodies

Hyaline inclusions

Hemorrhage

Steno’s gland atrophy

Inflammatory secretion

Inflammation

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

Study identification

21

22

23

24

25

26

27

28

29

30

Sex

Nasal Cavities, Level 4

Numbers of rats examined

o

Foreign bodies

Hyaline inclusions

Hemorrhage

Steno’s gland atrophy

Inflammatory secretion

Inflammation

o|o|o|o|o|o

o|o|lo|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|lo|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o

o|o|o|o|o|o
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 23: Type and Number of the Non-Neoplastic Lesions of the Nasal Cavities, Level 4. Cont’d

(nasal cavities separated into different levels in selected Studies only and combined for Level 1 and 2)

Study identification 31 32 33 34 35 36 37 38 39 40

Sex M F |M F |M F |M F |M M M F | M M M F
Nasal Cavities, Level 4

Numbers of rats examined |0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Foreign bodies 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hyaline inclusions 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Steno’s gland atrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammatory secretion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Study identification 41 42 43 44 45 46 47 48 49 50

Sex M F |M F |M F |M F |M M M F | M M M F
Nasal Cavities, Level 4

Numbers of rats examined | 50 50 50 49 [112 112 100* 100* [0 0 0 0 120 120 |0 0 0 0 0 0
Foreign bodies 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Hyaline inclusions 7 9 3 7 26 13 0 0 0 0 0 0 25 26 0 0 0 0 0 0
Hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 1 2 0 0 0 0 0 0
Steno’s gland atrophy 0 1 1 0 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammatory secretion 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Inflammation 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0

* including Nasopharynx and Paranasal sinus
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 24: Type and Number of the Non-Neoplastic Lesions of the Nasal Cavity, Anterior.

(listed as Nasal cavity anterior in single studies only)

Study identification 1 2 3 4 5 6 7 8 9 10

Sex M M M M M M M M M M F
Nasal Cavity, Anterior

Numbers of rats examined | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Debris in lumen 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Eosinophilic inclusion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Study identification 11 12 13 14 15 16 17 18 19 20

Sex M M M M M M M M M M F
Nasal Cavity, Anterior

Numbers of rats examined | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Debris in lumen 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Eosinophilic inclusion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Study identification 21 22 23 24 25 26 27 28 29 30

Sex M M M M M M M M M M F
Nasal Cavity, Anterior

Numbers of rats examined | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Debris in lumen 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Eosinophilic inclusion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 24: Type and Number of the Non-Neoplastic Lesions of the Nasal Cavity, Anterior. Cont'd

(listed as Nasal cavity anterior in single studies only)

Study identification 31 32 33 34 35 36 37 38 39 40

Sex M M F [M M F IM M M F [M F M F [M F
Nasal Cavity, Anterior

Numbers of rats examined | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Debris in lumen 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Eosinophilic inclusion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Study identification 41 42 43 44 45 46 47 48 49 50

Sex M M F [M M F |M M M F [M F |M F [M F
Nasal Cavity, Anterior

Numbers of rats examined | 0 0 0 0 0 0 0 0 0 0 100 99 0 0 108 108 |0 0 0 0
Debris in lumen 0 0 0 0 0 0 0 0 0 0 5 0 0 0 0 0 0 0 0 0
Eosinophilic inclusion 0 0 0 0 0 0 0 0 0 0 0 5 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 3 2 0 0 3 1 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 25: Type and Number of the Non-Neoplastic Lesions of the Nasal Cavity, Interior.

(listed as Nasal cavity interior in single studies only)

Study identification

1

10

Sex

Nasal Cavity, Interior

Numbers of rats examined

Debris in lumen

Eosinophilic inclusion:
olfactory epithelium

Inflammation

Squamous cell metaplasia

Study identification

11

12

13

14

15

16

17

18

19

20

Sex

Nasal Cavity, Interior

Numbers of rats examined

Debris in lumen

Eosinophilic inclusion:
olfactory epithelium

Inflammation

Squamous cell metaplasia

Study identification

21

22

23

24

25

26

27

28

29

30

Sex

Nasal Cavity, Interior

Numbers of rats examined

Debris in lumen

Eosinophilic inclusion:
olfactory epithelium

Inflammation

Squamous cell metaplasia
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 25: Type and Number of the Non-Neoplastic Lesions of the Nasal Cavity, Interior. Cont'd

(listed as Nasal cavity interior in single studies only)

Study identification 31 32 33 34 35 36 37 38 39 40

Sex M M M M M M M M F |M M F
Nasal Cavity, Interior

Numbers of rats examined | 0 0 0 0 0 0 0 0 0 0 0 0

Debris in lumen 0 0 0 0 0 0 0 0 0 0 0 0

Eosinophilic inclusion: 0 0 0 0 0 0 0 0 0 0 0 0

olfactory epithelium

Inflammation 0 0 0 0 0 0 0 0 0 0 0 0

Squamous cell metaplasia | 0 0 0 0 0 0 0 0 0 0 0 0

Study identification 41 42 43 44 45 46 47 48 49 50

Sex M M M M M M M M F |M M F
Nasal Cavity, Interior

Numbers of rats examined | 0 0 0 0 0 100 99 0 108 108 |0 0

Debris in lumen 0 0 0 0 0 5 0 0 0 0 0 0

Eosinophilic inclusion: 0 0 0 0 0 4 7 0 1 8 0 0

olfactory epithelium

Inflammation 0 0 0 0 0 3 0 0 2 1 0 0

Squamous cell metaplasia | 0 0 0 0 0 1 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 26: Type and Number of the Non-Neoplastic Lesions of the Nasal Cavity, Posterior.

(listed as nasal cavity posterior in single studies only)

Study identification 1 2 3 4 5 6 7 8 9 10

Sex M M M M M M M M M M F
Nasal Cavity, Posterior

Numbers of rats examined | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Debris in lumen 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Eosinophilic inclusions 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Squamous cell metaplasia | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Study identification 11 12 13 14 15 16 17 18 19 20

Sex M M M M M M M M M M F
Nasal Cavity, Posterior

Numbers of rats examined | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Debris in lumen 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Eosinophilic inclusions 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Squamous cell metaplasia | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Study identification 21 22 23 24 25 26 27 28 29 30

Sex M M M M M M M M M M F
Nasal Cavity, Posterior

Numbers of rats examined | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Debris in lumen 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Eosinophilic inclusions 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Squamous cell metaplasia | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 26: Type and Number of the Non-Neoplastic Lesions of the Nasal Cavity, Posterior. Cont'd

(listed as nasal cavity posterior in single studies only)

Study identification 31 32 33 34 35 36 37 38 39 40

Sex M M M M M M F |M M F M M F
Nasal Cavity, Posterior

Numbers of rats examined | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Debris in lumen 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Eosinophilic inclusions 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Squamous cell metaplasia | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Study identification 41 42 43 44 45 46 47 48 49 50

Sex M M M M M M F M M F M M F
Nasal Cavity, Posterior

Numbers of rats examined | 0 0 0 0 0 0 0 0 0 0 100 99 0 0 107 108 |0 0 0 0
Debris in lumen 0 0 0 0 0 0 0 0 0 0 5 1 0 0 0 0 0 0 0 0
Eosinophilic inclusions 0 0 0 0 0 0 0 0 0 0 14 19 0 0 3 22 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 5 0 0 0 3 1 0 0 0 0
Squamous cell metaplasia | 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 27: Type and Number of the Non-Neoplastic Lesions of the Nasopharyngeal Duct.

(in single Sudies only)

Study identification

10

Sex

Nasopharyngeal Duct

Numbers of rats examined

Hemorrhage

Secretion

Study identification

11

12

13

14

15

16

17

18

19

20

Sex

Nasopharyngeal Duct

Numbers of rats examined

Hemorrhage

Secretion

Study identification

21

22

23

24

25

26

27

28

29

30

Sex

Nasopharyngeal Duct

Numbers of rats examined

Hemorrhage

Secretion
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 27: Type and Number of the Non-Neoplastic Lesions of the Nasopharyngeal Duct. Cont'd

(in single Sudies only)

Study identification

31

32

33

34

35

36

37

38

39

40

Sex

Nasopharyngeal Duct

Numbers of rats examined

Hemorrhage

Secretion

Study identification

41

42

43

44

45

46

47

48

49

50

Sex

Nasopharyngeal Duct

Numbers of rats examined

120

120

Hemorrhage

22

Secretion
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 28: Type and Number of the Non-Neoplastic Lesions of the Larynx.

(longitudinal sections)

Study identification
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Sex

Larynx

Numbers of rats examined

Hemorrhage in lumen

Food in Lumen

Cyst(s)

Glandular dilation

Mononuclear cell foci

Granuloma (s)

Inflammation

Mucous in lumen

Grandula ectasia
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Study identification
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13

14

15

16

17

18

19

20

Sex

Larynx

Numbers of rats examined

Hemorrhage in lumen

Food in Lumen

Cyst(s)

Glandular dilation

Mononuclear cell foci

Granuloma (s)

Inflammation

Mucous in lumen

Grandula ectasia

o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 28: Type and Number of the Non-Neoplastic Lesions of the Larynx. Cont’d

(longitudinal sections)

Study identification
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24

25

26

27

28

29

30

Sex

Larynx

Numbers of rats examined

Hemorrhage in lumen

Food in Lumen

Cyst(s)

Glandular dilation

Mononuclear cell foci

Granuloma (s)

Inflammation

Mucous in lumen

Grandula ectasia
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Study identification

31

32

33

34

35

36

37

38

39

40

Sex

Larynx

Numbers of rats examined
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o
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 28: Type and Number of the Non-Neoplastic Lesions of the Larynx. Cont’d

(longitudinal sections)

Study identification 41 42 43 44 45 46 47 48 49 50
Sex M M F [M F |M M M M F |M M M F
Larynx

Numbers of rats examined | 0 0 49 48 | 112 110 100 100 0 0 0 0 34 38 |0 0 0 0 49 50
Hemorrhage in lumen 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Food in Lumen 0 0 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Cyst(s) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Glandular dilation 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
Mononuclear cell foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
Granuloma (s) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mucous in lumen 0 0 0 0 0 0 0 0 0 0 0 0 1 1 0 0 0 0 0 0
Grandula ectasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 29: Type and Number of the Non-Neoplastic Lesions of the Larynx Level 2.

(larynx levels seperatly repeated in single studies only)

Study identification 1 2 3 4 5 6 7 8 9 10

Sex M M M M M M M M M M F
Larynx — Level 2

Numbers of rats examined | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Foreign body 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemorrhage, luminal 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Study identification 11 12 13 14 15 16 17 18 19 20

Sex M M M M M M M M M M F
Larynx — Level 2

Numbers of rats examined | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Foreign body 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemorrhage, luminal 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Study identification 21 22 23 24 25 26 27 28 29 30

Sex M M M M M M M M M M F
Larynx — Level 2

Numbers of rats examined | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Foreign body 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemorrhage, luminal 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

98




Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 29: Type and Number of the Non-Neoplastic Lesions of the Larynx Level 2. Cont'd

(larynx levels seperatly repeated in single studies only)

Study identification

31
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33

34

35

36

37

38

39

40

Sex

Larynx — Level 2

Numbers of rats examined

Foreign body

Hemorrhage, luminal

Mineralization

Inflammation
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50

Sex

Larynx — Level 2

Numbers of rats examined
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 30: Type and Number of the Non-Neoplastic Lesions of the Larynx Level 3.

(larynx levels seperatly repeated in single studies only)

Study identification

1

2

10

Sex

Larynx — Level 3

Numbers of rats examined

Hemorrhage, luminal

Mineralization

Hemosiderin

Granuloma

Inflammation
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Sex

Larynx — Level 3

Numbers of rats examined

Hemorrhage, luminal

Mineralization

Hemosiderin

Granuloma

Inflammation
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Sex

Larynx — Level 3

Numbers of rats examined
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Granuloma

Inflammation
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 30: Type and Number of the Non-Neoplastic Lesions of the Larynx Level 3. Cont'd

(larynx levels seperatly repeated in single studies only)

Study identification
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Sex

Larynx — Level 3

Numbers of rats examined

Hemorrhage, luminal

Mineralization
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Granuloma

Inflammation
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Study identification
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Sex

Larynx — Level 3

Numbers of rats examined
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Granuloma

Inflammation
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 31: Type and Number of the Non-Neoplastic Lesions of the Larynx Level 6.

(larynx levels seperatly repeated in single studies only)

Study identification 1 2 3 4 5 6 7 8 9 10

Sex M M M M M M M M M M F
Larynx — Level 6

Numbers of rats examined | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemorrhage, luminal 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Granuloma 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Squamous metaplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Study identification 11 12 13 14 15 16 17 18 19 20

Sex M M M M M M M M M M F
Larynx — Level 6

Numbers of rats examined |0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemorrhage, luminal 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Granuloma 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Squamous metaplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Study identification 21 22 23 24 25 26 27 28 29 30

Sex M M M M M M M M M M F
Larynx — Level 6

Numbers of rats examined | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemorrhage, luminal 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Granuloma 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Squamous metaplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 31: Type and Number of the Non-Neoplastic Lesions of the Larynx Level 6. Cont'd

(larynx levels seperatly repeated in single studies only)

Study identification 31 32 33 34 35 36 37 38 39 40

Sex M M M M M M M M M M F
Larynx — Level 6

Numbers of rats examined | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemorrhage, luminal 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Granuloma 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Squamous metaplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Study identification 41 42 43 44 45 46 47 48 49 50

Sex M M M M M M M M M M F
Larynx — Level 6

Numbers of rats examined | 0 0 0 0 0 0 0 0 0 0 0 0 87 81 0 0 0 0 0 0
Hemorrhage, luminal 0 0 0 0 0 0 0 0 0 0 0 0 18 5 0 0 0 0 0 0
Granuloma 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
Squamous metaplasia 0 0 0 0 0 0 0 0 0 0 0 0 25 9 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 32: Type and Number of the Non-Neoplastic Lesions of the Trachea.

Study identification 1 2 3 4 5 6 7 8 9 10

Sex M F |M F |M F |M F |M F |M F |M F | M F |M F | M F
Trachea

Numbers of rats examined | 50 50 100 99 |96 97 50 49 98 99 50 50 68 67 100 100 |60 60 52 50
Inhaled food 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Glandular dilation 0 0 26 38 25 31 8 5 20 17 0 0 10 7 25 22 0 0 14 9
Pigment deposition 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mineralization 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0
Squamous metaplasia 0 0 0 0 3 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mononuclear cell foci 0 0 0 0 0 0 10 5 31 36 0 1 9 12 3 4 0 0 0 0
Inflammatory cell foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 13 38 43 52 0 0 0 0 0 0 0 0 3 4 0 0 8 0
Study identification 11 12 13 14 15 16 17 18 19 20

Sex M F |M F |M F |M F |M F |M F M F | M F |M F | M F
Trachea

Numbers of rats examined | 50 50 70 70 50 50 60 60 69 69 60 60 50 50 70 70 70 70 70 68
Inhaled food 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Glandular dilation 2 8 0 0 0 0 0 0 10 4 0 0 0 0 0 0 0 0 4 9
Pigment deposition 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
Squamous metaplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Mononuclear cell foci 5 5 0 0 0 0 0 0 16 10 3 6 0 0 2 2 4 3 1 2
Inflammatory cell foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 32: Type and Number of the Non-Neoplastic Lesions of the Trachea. Cont‘d

Study identification 21 22 23 24 25 26 27 28 29 30

Sex M F |M F |M F |M F |M F |M F |M F | M F |M F | M F
Trachea

Numbers of rats examined | 70 70 70 70 0 0 70 70 70 68 70 70 120 120 | 100 100 |0 0 70 70
Inhaled food 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
Glandular dilation 0 0 0 0 0 0 0 0 4 9 0 0 0 0 15 22 0 0 0 0
Pigment deposition 0 0 0 0 0 0 0 0 0 0 8 8 0 0 8 23 0 0 0 0
Hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mineralization 0 0 0 0 0 0 0 0 1 0 0 0 0 0 3 0 0 0 0 0
Squamous metaplasia 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
Mononuclear cell foci 0 0 0 0 0 0 4 3 1 2 0 0 0 0 12 21 0 0 0 5
Inflammatory cell foci 0 0 0 0 0 0 0 0 0 0 15 17 0 0 0 0 0 0 0 0
Necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
Study identification 31 32 33 34 35 36 37 38 39 40

Sex M F |M F |M F |M F |M F |M F M F | M F |M F | M F
Trachea

Numbers of rats examined | 50 50 50 49 100 100 |0 0 0 0 60 59 64 100 | 100 100 |68 57 50 50
Inhaled food 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Glandular dilation 5 4 10 2 0 0 0 0 0 0 0 0 1 0 0 0 9 7 0 0
Pigment deposition 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Squamous metaplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mononuclear cell foci 7 5 0 0 0 0 0 0 0 0 0 0 0 0 0 0 16 9 0 0
Inflammatory cell foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 32: Type and Number of the Non-Neoplastic Lesions of the Trachea. Cont‘d

Study identification
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 33: Type and Number of the Non-Neoplastic Lesions of the Lungs.

Study identification

1

4

10

Sex M F |M F |M F |M F |M F |M F |M F | M F |M F | M F
Lungs

Numbers of rats examined | 50 50 100 100 | 100 99 |50 50 99 99 50 50 70 70 100 100 |60 60 52 50
Inhaled food 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Nematodes 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Bacterial colonies 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Aneurism; vascular 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Atelectasis 0 0 18 16 68 47 0 0 0 0 0 0 0 0 5 1 0 0 0 0
Collapse 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Emphysema 0 0 2 0 60 45 0 0 0 0 0 0 0 0 1 0 0 0 0 0
Congestion 11 8 14 7 13 12 5 6 20 14 5 1 13 4 13 4 6 6 1 2
Hemorrhage 2 0 5 0 4 8 2 8 1 1 0 1 1 0 2 0 2 1 0 0
Edema 4 1 8 2 14 6 2 1 6 3 5 2 3 0 4 0 2 2 1 0
Thrombosis/thrombi 0 0 2 0 1 0 0 0 1 1 0 0 0 0 0 0 0 0 1 0
Pigment deposition 3 2 0 0 0 0 0 0 2 2 0 0 0 0 0 0 0 0 0 0
Alveolar histiocytosis 1 0 18 39 17 6 11 18 18 18 10 4 9 11 21 24 1 1 17 7
Heart failure cells 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mineralization 1 0 0 0 0 0 0 0 0 0 0 0 0 0 9 2 0 0 0 0
Vascular mineralization 0 0 2 1 1 0 14 4 30 15 1 1 18 9 0 0 23 18 0 0
Septal mineralization 0 0 0 0 0 0 0 0 2 0 0 0 0 0 2 0 0 0 0 0
Osseous metaplasia 0 0 0 0 3 1 0 0 3 0 0 0 0 0 0 0 0 0 0 0
Lipoproteinosis 4 12 0 0 0 0 0 0 0 0 0 0 0 0 0 0 15 9 0 0
Alveolar metaplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Lymphoid hyperplasia 0 0 0 0 79 65 0 0 74 84 [0 0 50 61 0 0 0 0 1 0
Mononuclear cell foci 0 0 0 0 0 0 0 0 3 0 0 0 0 0 0 0 0 0 0 0
Perivascular cuffing 2 0 48 18 23 17 17 15 32 21 2 1 5 13 6 3 2 5 8 3
Inflammatory cell foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Granulocytosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Fat necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Alveolitis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pleuritis 0 0 4 1 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0 0
Bronchitis 0 0 0 1 32 75 0 1 0 0 0 0 0 0 0 0 0 0 0 0
Granuloma(s) 1 2 0 0 2 0 4 0 2 0 0 0 0 1 5 3 2 6 0 1
Peri-/ vasculitis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 3 2 6 12 15 10 3 6 0 3 0 2 4 5 1 0 9 7 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 33: Type and Number of the Non-Neoplastic Lesions of the Lungs. Cont’d

Study identification

1

2

3

4

5

6

10

Sex M F |M F |M F |M F |M F |M F |M F | M F |M F | M F
Lungs

Numbers of rats examined | 50 50 100 100 | 100 99 [50 50 99 99 50 50 70 70 100 100 |60 60 52 50
Constriction 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Alveolar hemorrage 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Fibrin deposits 0 0 0 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0 0 0
Fibrosis 0 0 0 0 33 32 0 0 1 1 0 1 1 0 10 5 0 1 0 1
Vascular hypertrophy 0 0 16 8 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hypertrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0 0 0
Broncholization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Bronchial hyperplasia 0 0 0 1 0 0 0 0 2 1 0 0 0 0 0 0 0 0 0 0
Bronchiolo-alveolar 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
hyperplasia

Mesothelial hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Alveolar hyperplasia 0 0 2 2 11 3 0 0 0 1 0 0 1 1 16 14 0 0 6 5
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 33: Type and Number of the Non-Neoplastic Lesions of the Lungs. Cont’d
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 33: Type and Number of the Non-Neoplastic Lesions of the Lungs. Cont’d

Study identification
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 33: Type and Number of the Non-Neoplastic Lesions of the Lungs. Cont’d

Study identification 21 22 23 24 25 26 27 28 29 30
Sex M F |M F |[M F |[M F |M F [M F |M F |[M F |M M F
Lungs

Numbers of rats examined | 70 70 70 70 60 58 70 70 70 70 70 70 120 120 | 100 99 20 0 70 68
Inhaled food 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
Nematodes 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Bacterial colonies 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Aneurism; vascular 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Atelectasis 0 0 0 0 0 0 2 2 0 0 0 0 0 0 0 0 0 0 0 0
Collapse 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Emphysema 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Congestion 12 1 7 4 3 2 6 9 13 1 5 4 13 10 16 9 0 0 16 7
Hemorrhage 1 0 2 1 0 0 0 1 2 0 0 0 0 0 2 0 0 0 4 1
Edema 0 0 0 0 0 2 6 1 4 1 0 1 0 0 0 0 0 0 4 0
Thrombosis/thrombi 0 0 0 0 1 0 0 1 0 0 0 0 0 0 1 0 0 0 0 1
Pigment deposition 2 1 0 0 0 0 0 0 0 0 0 1 1 0 42 82 0 0 4 7
Alveolar histiocytosis 5 7 9 21 25 14 46 39 33 30 2 4 4 6 14 33 0 0 23 17
Heart failure cells 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mineralization 0 0 0 0 0 0 4 0 53 42 0 0 0 0 0 0 0 0 0 0
Vascular mineralization 20 15 0 0 0 0 0 0 0 0 0 0 0 0 33 23 0 0 26 12
Septal mineralization 1 0 0 0 0 0 0 0 0 0 0 0 0 0 8 0 0 0 0 0
Osseous metaplasia 3 0 0 0 2 1 4 0 8 2 0 0 0 0 1 1 0 0 1 1
Lipoproteinosis 4 11 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Alveolar metaplasia 0 0 0 0 0 0 0 0 0 0 2 2 0 2 0 0 0 0 0 0
Lymphoid hyperplasia 0 0 0 0 0 0 0 0 5 1 0 0 1 0 10 3 0 0 0 0
Mononuclear cell foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 58 48 0 0 0 3
Perivascular cuffing 0 0 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammatory cell foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Granulocytosis 0 0 0 0 1 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1
Fat necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Alveolitis 0 0 0 0 0 0 0 0 0 0 1 1 0 0 0 0 0 0 0 0
Pleuritis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1
Bronchitis 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Granuloma(s) 0 0 0 1 4 5 2 1 0 0 0 0 0 0 2 1 0 0 4 2
Peri-/ vasculitis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 10 9 5 6 1 0 0 0 3 0 0 0 0 0 1 5 0 0 13 14
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 33: Type and Number of the Non-Neoplastic Lesions of the Lungs. Cont’d

Study identification

21
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Sex M F |M F |M F |M F |M F |M F |M F | M F |M M F
Lungs

Numbers of rats examined | 70 70 70 70 60 58 70 70 70 70 70 70 120 120 | 100 99 20 0 70 68
Constriction 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Alveolar hemorrage 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Fibrin deposits 0 0 0 0 0 0 5 0 0 0 0 0 0 0 0 0 0 0 0 0
Fibrosis 0 0 0 0 2 0 18 28 1 5 0 0 0 0 0 2 0 0 1 0
Vascular hypertrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hypertrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Broncholization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Bronchial hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
Bronchiolo-alveolar 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
hyperplasia

Mesothelial hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Alveolar hyperplasia 1 0 1 0 13 4 5 1 2 1 0 0 0 0 3 3 0 0 1 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 33: Type and Number of the Non-Neoplastic Lesions of the Lungs. Cont’d

Study identification 31 32 33 34 35 36 37 38 39 40
Sex M F |M F |[M F |[M F |M F [M F |M F |[M F |M F [M F
Lungs

Numbers of rats examined | 50 50 50 49 99 99 101 99 50 50 60 59 72 68 100 100 |76 63 50 50
Inhaled food 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Nematodes 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Bacterial colonies 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Aneurism; vascular 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Atelectasis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1
Collapse 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Emphysema 0 0 0 0 0 0 0 0 0 0 0 0 1 2 0 1 0 0 0 0
Congestion 2 2 4 0 9 5 18 11 3 5 8 5 9 5 25 13 22 6 7 3
Hemorrhage 1 0 0 0 1 0 6 0 2 0 0 1 1 0 2 1 3 2 2 0
Edema 0 0 2 0 2 0 2 0 0 0 0 0 0 0 0 0 1 0 1 0
Thrombosis/thrombi 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 1 0
Pigment deposition 0 3 0 0 0 3 0 0 0 5 0 0 0 5 4 12 1 0 0 2
Alveolar histiocytosis 19 18 30 19 23 16 80 72 16 21 20 20 29 27 37 52 31 24 20 9
Heart failure cells 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2 2 0 0
Mineralization 0 0 1 0 0 0 0 0 0 1 0 0 0 1 2 1 2 1 1 0
Vascular mineralization 36 42 0 0 1 1 0 0 0 0 0 0 0 0 1 0 28 9 0 0
Septal mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Osseous metaplasia 10 5 1 1 0 0 5 0 0 0 1 0 4 0 5 1 4 2 8 1
Lipoproteinosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Alveolar metaplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Lymphoid hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mononuclear cell foci 0 0 3 0 0 0 35 14 0 0 0 0 11 3 10 7 1 0 10 9
Perivascular cuffing 0 0 0 0 0 0 0 0 0 0 0 0 12 4 7 4 0 0 0 0
Inflammatory cell foci 6 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Granulocytosis 0 0 0 0 0 0 0 2 0 0 0 0 2 3 3 1 0 0 0 0
Fat necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Alveolitis 0 0 0 0 10 0 0 0 5 4 5 7 0 4 1 0 10 9 3 0
Pleuritis 0 0 0 0 0 0 1 0 0 0 0 1 0 0 1 1 0 0 0 0
Bronchitis 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
Granuloma(s) 2 3 2 0 6 1 9 8 4 3 5 2 5 4 6 10 4 7 1 1
Peri-/ vasculitis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 1 0 0
Inflammation 12 21 2 0 1 0 1 1 0 0 0 0 0 1 1 0 6 6 1 1
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 33: Type and Number of the Non-Neoplastic Lesions of the Lungs. Cont’d

Study identification
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 33: Type and Number of the Non-Neoplastic Lesions of the Lungs. Cont’d

Study identification
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 33: Type and Number of the Non-Neoplastic Lesions of the Lungs. Cont’d
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 34: Type and Number of the Non-Neoplastic Lesions of the Pituitary Gland.
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 34: Type and Number of the Non-Neoplastic Lesions of the Pituitary Gland. Cont’d
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 34: Type and Number of the Non-Neoplastic Lesions of the Pituitary Gland. Cont’d
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 34: Type and Number of the Non-Neoplastic Lesions of the Pituitary Gland. Cont’d
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 34: Type and Number of the Non-Neoplastic Lesions of the Pituitary Gland. Cont’d
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 35: Type and Number of the Non-Neoplastic Lesions of the Adrenals.
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 35: Type and Number of the Non-Neoplastic Lesions of the Adrenals. Cont’d

Study identification

11

12

13

14

15

16

17

18

19

20

Sex

Adrenals

Numbers of rats examined

al
o

al
o

D
©

]
o

D
o

[o2]
o

D
o

Accessory cortical tissue

Cortical cyst(s)

Osseous metaplasia

Congestion

Hemorrhage

o|lo|o|o|w

Angiectasis

IS
o]

Thrombosis

Hyaline inclusions

Hyaline vascular change

Pigment deposition

Mineralization

Vascular mineralization

Atrophy

Hemopoietic foci

Cortical vacuolation

Cortical hemorrh. degen.

Cystic cortical
degeneration

o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|r|Oo|o|o|o|o|o|o|o|o|o|o|o|N

o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o

o|lo|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o

Oo|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o

(o] o] (o] (o] o] o] (o] (o] (o] (o} o] (o] (o] (o) (o} (e} [e]

o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o

Cortical atrophy

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

Hypertrophy focal:
glomerulosa

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

Hypertrophy focal:
fasciculata

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

o

Fibrosis

Capsular fibrosis

Mononuclear cell foci

Granulocytic cell foci

Inflammatory vosi

Necrosis

Periarteritis/arteritis

o|lo|o|o|nv|o|o

o|o|o|o|o|o|o

Altered cell foci

N
-

N
a1

Cortical hypertrophy

Cortical hyperplasia

Medullary hyperplasia

o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|lo|o|o

o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o

o|o|o

o|o|o

o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o

o|o|o|o|o|o|o|o|o|o|o

123




Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 35: Type and Number of the Non-Neoplastic Lesions of the Adrenals. Cont’d

Study identification 21 22 23 24 25 26 27 28 29 30

Sex M F |M M F |M M M F |M F | M M F | M F
Adrenals

Numbers of rats examined | 70 70 0 0 60 57 |0 0 0 0 70 70 120 120 |0 0 70 70 70 70
Accessory corctical tissue [0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Cortical cyt(s) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2
Osseous metplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Congestion 0 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0 0 0 13 4
Hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 1 0
Angiectasis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
Thrombosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hyaline inclusions 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hyaline vascular change 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pigment deposition 68 70 |0 0 0 0 0 0 0 0 64 68 114 119 0 0 0 0 66 63
Mineralization 0 0 0 0 0 0 0 0 0 0 0 0 1 2 0 0 0 0 0 0
Vascular mineralization 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
Atrophy 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Hemopoietic foci 4 2 0 0 0 0 0 0 0 0 1 0 1 7 0 0 0 3 0 9
Cortical vacuolation 19 2 0 0 0 0 0 0 0 0 59 28 87 44 0 0 0 0 0 1
Cortical hemorrh. degen. 0 0 0 0 0 0 0 0 0 0 2 56 78 114 |0 0 0 0 0 0
Cystic cortical 7 67 0 0 0 0 0 0 0 0 0 1 0 0 0 0 3 43 0 0
degeneration

Cortical atrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 6 57
Hypertrophy focal: 15 45 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
glomerulosa

Hypertrophy focal: 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
fasciculata

Fibrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Capsular fibrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mononuclear cell foci 6 3 0 0 0 0 0 0 0 0 15 7 0 0 0 0 4 0 4 1
Granulocytic cell foci 0 3 0 0 0 0 0 0 0 0 0 0 9 5 0 0 1 0 0 0
Inflammatory foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Necrosis 0 2 0 0 0 0 0 0 0 0 1 1 0 3 0 0 2 0 1 1
Periarteritis/arteritis 0 1 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
Altered cell foci 55 53 0 0 0 0 0 0 0 0 0 0 0 0 0 0 40 39 59 47
Cortical hypertrophy 1 0 0 0 0 0 0 0 0 0 45 31 63 48 0 0 0 1 0 2
Cortical hyperplasia 1 0 0 0 0 0 0 0 0 0 33 20 36 14 0 0 4 13 0 0
Medullary hyperplasia 0 0 0 0 0 0 0 0 0 0 0 2 4 1 0 0 1 3 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 35: Type and Number of the Non-Neoplastic Lesions of the Adrenals. Cont’d

Study identification 31 32 33 34 35 36 37 38 39 40
Sex M M M M M M M M M F | M F
Adrenals

Numbers of rats examined |0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 70 69 0 0
Accessory cortical tissue 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 8 11 0 0
Cortical cyst(s) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Osseous metaplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Congestion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Angiectasis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 4 38 0 0
Thrombosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 3 0 0
Hyaline inclusions 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Hyaline vascular change 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Pigment deposition 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 38 67 0 0
Mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Vascular mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Atrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Hemopoietic foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 5 4 0 0
Cortical vacuolation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 35 12 0 0
Cortical hemorrh. degen. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Cystic cortical 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 3 12 0 0
degeneration

Cortical atrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 17 4 0 0
Hypertrophy focal: 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 20 33 0 0
glomerulosa

Hypertrophy focal: 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 7 18 0 0
fasciculata

Fibrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2 6 0 0
Capsular fibrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Mononuclear cell foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 8 9 0 0
Granulocytic cell foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammatory foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0
Necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 5 0 0
Periarteritis/arteritis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Altered cell foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Cortical hypertrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Cortical hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 22 21 0 0
Medullary hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 35: Type and Number of the Non-Neoplastic Lesions of the Adrenals. Cont’d
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 36: Type and Number of the Non-Neoplastic Lesions of the Adrenal Cortex.
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 36: Type and Number of the Non-Neoplastic Lesions of the Adrenal Cortex. Cont‘d

Study identification 1 3 5 6 7 10

Sex M M F |[M F [M F [M M M M F [M F |M F
Adrenal cortex

Numbers of rats examined | 0 0 100 100 |99 100 |50 50 0 0 0 0 0 0 100 99 60 60 52 51
Eosinophilic foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 9 3 0 0
Basophilic foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mixed foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 8 4 0 0
Vacuolated foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 32 16 0 0
Cellular alteration 0 0 43 15 |49 69 34 39 0 0 0 0 0 0 79 93 0 0 25 32
Focal hypertrophy: 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 11 17 0 0
glomerulosa

Hypertrophy: fasciculata 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Cortical hyperplasia 0 0 20 22 59 56 1 3 0 0 0 0 0 0 0 0 0 0 0 0
Focal hpyerplasia (z. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

glomerulosa)
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 36: Type and Number of the Non-Neoplastic Lesions of the Adrenal Cortex. Cont’d

Study identification 11 12 13 14 15 16 17 18 19 20

Sex M F |M F |M F |M F |M F |M M F | M F |M F | M F
Adrenal cortex

Numbers of rats examined | 50 50 70 70 100 100 | 60 60 69 70 0 0 70 70 70 70 70 69 70 70
Accessory cortical tissue 27 19 0 0 9 5 4 6 19 8 0 0 0 0 11 5 4 4 5 4
Cyst(s) 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
Congestion 0 0 1 0 1 4 0 0 0 0 0 0 10 4 0 0 3 3 3 0
Hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 3 0
Edema 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
Angiectasis 4 36 |0 0 0 0 0 0 5 49 0 0 0 0 0 0 0 0 14 61
Thrombosis 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 2 1 0 0
Mineralization 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0
Vascular mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Osseous metaplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pigment deposition 7 11 0 0 0 0 0 0 66 68 0 0 56 68 0 0 2 0 16 54
Ceroid pigment 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Caryo/cytomegaly 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hempoietic foci 4 6 0 0 8 4 0 0 5 10 |0 0 1 0 2 1 5 7 3 3
Megakaryocytopoiesis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Vacuolation 24 6 14 0 11 0 2 0 43 10 0 0 2 0 0 0 15 1 21 17
Hyaline degeneration 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ceroid degeneration 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Cystic degeneration 3 10 2 51 6 45 1 46 8 12 0 0 7 61 0 0 5 56 0 10
Cystic hemorrhagic 0 0 0 0 0 0 0 0 0 0 0 0 0 0 5 42 0 0 0 0
necrosis

Atrophy 0 0 1 0 1 0 0 0 0 0 0 0 0 1 1 0 1 0 1 0
Atrophy: fasciculata 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Atrophy: glomerulosa 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mononuclear cell foci 5 5 2 0 0 0 1 1 9 8 0 0 1 3 1 0 2 2 0 0
Granulocytosis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Histiocytosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abscess 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Necrosis 2 0 2 3 1 1 0 0 0 0 0 0 2 1 0 0 0 0 1 1
Periarteritis/arteritis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
Inflammation 1 0 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Fibrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 7
Capsular fibrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 36: Type and Number of the Non-Neoplastic Lesions of the Adrenal Cortex. Cont’d

Study identification 11 12 13 14 15 16 17 18 19 20

Sex M F |M F |M F |M F |M F |M M F | M F |M F | M F
Adrenal cortex

Numbers of rats examined | 50 50 70 70 100 100 | 60 60 69 70 0 0 70 70 70 70 70 69 70 70
Eosinophilic foci 11 0 0 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0 0 0
Basophilic foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0 0 0
Mixed foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Vacuolated foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 14 2 0 0 0 0
Cellular alteration 0 0 43 25 53 58 34 24 27 27 0 0 46 38 0 0 57 62 25 33
Focal hypertrophy: 3 4 14 36 0 0 18 19 49 53 0 0 0 0 0 0 0 0 29 10
glomerulosa

Hypertrophy: fasciculata 10 16 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
Cortical hyperplasia 12 7 0 0 0 4 0 0 4 10 0 0 2 4 11 6 2 6 15 15
Focal hpyerplasia (z. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

glomerulosa)
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 36: Type and Number of the Non-Neoplastic Lesions of the Adrenal Cortex. Cont’d

Study identification 21 22 23 24 25 26 27 28 29 30
Sex M M F |M F |M F |M F |M M M F |M M F
Adrenal cortex

Numbers of rats examined |0 0 70 70 0 0 70 69 70 70 0 0 0 0 100 99 0 0 70 70
Accessory cortical tissue 0 0 12 6 3 2 4 4 5 4 0 0 0 0 83 71 0 0 0 0
Cyst(s) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0
Congestion 0 0 0 0 0 0 3 3 3 0 0 0 0 0 9 9 0 0 0 0
Hemorrhage 0 0 0 0 0 0 0 0 3 0 0 0 0 0 0 0 0 0 0 0
Edema 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Angiectasis 0 0 0 0 0 0 0 0 3 61 0 0 0 0 50 91 |0 0 0 0
Thrombosis 0 0 0 0 0 0 2 1 0 0 0 0 0 0 0 0 0 0 0 0
Mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0
Vascular mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Osseous metaplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pigment deposition 0 0 0 0 0 0 2 0 16 54 0 0 0 0 97 99 0 0 0 0
Ceroid pigment 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Caryo/cytomegaly 0 0 0 0 0 0 0 0 0 0 0 0 0 0 6 39 0 0 0 0
Hemopoietic foci 0 0 1 1 2 4 5 7 3 3 0 0 0 0 4 9 0 0 0 0
Megakaryocytopoiesis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Vacuolation 0 0 0 0 0 0 15 1 21 17 |0 0 0 0 92 80 |0 0 0 0
Hyaline degeneration 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ceroid degeneration 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Cystic degeneration 0 0 0 0 2 44 5 56 0 10 0 0 0 0 6 19 0 0 0 0
Cystic hemorrhagic 0 0 1 46 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
necrosis

Atrophy 0 0 0 0 0 0 1 0 1 0 0 0 0 0 0 0 0 0 0 0
Atrophy: fasciculata 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Atrophy: glomerulosa 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mononuclear cell foci 0 0 3 0 1 1 2 2 0 0 0 0 0 0 16 8 0 0 0 0
Granulocytosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Histiocytosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abscess 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Necrosis 0 0 0 0 0 0 0 0 1 1 0 0 0 0 0 3 0 0 0 0
Periarteritis/arteritis 0 0 0 0 0 0 0 1 0 0 0 0 0 0 11 1 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0 0
Fibrosis 0 0 0 0 0 0 0 0 0 7 0 0 0 0 0 0 0 0 0 0
Capsular fibrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 36: Type and Number of the Non-Neoplastic Lesions of the Adrenal Cortex. Cont’d

Study identification

21

22

23

24

25

26

27

28

29

30

Sex M M F |[M F [M F [M F |[M M M F [M M F
Adrenal cortex

Numbers of rats examined |0 0 70 70 0 0 70 69 70 70 0 0 0 0 100 99 0 0 70 70
Eosinophilic foci 0 0 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Basophilic foci 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mixed foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Vacuolated foci 0 0 13 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Cellular alteration 0 0 0 0 45 24 57 62 25 33 0 0 0 0 4 2 0 0 0 0
Focal hypertrophy: 0 0 0 0 0 0 0 0 29 10 0 0 0 0 81 85 0 0 0 0
glomerulosa

Hypertrophy: fasciculata 0 0 0 0 0 0 2 0 0 0 0 0 0 0 25 29 0 0 0 0
Cortical hyperplasia 0 0 6 6 0 0 2 6 15 15 0 0 0 0 93 75 |0 0 0 0
Focal hpyerplasia (z. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

glomerulosa)
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 36: Type and Number of the Non-Neoplastic Lesions of the Adrenal Cortex. Cont’d

Study identification 31 32 33 34 35 36 37 38 39 40
Sex M F |M F |M F |M F |M F |M F |M F | M F |M F | M F
Adrenal cortex

Numbers of rats examined | 50 50 50 50 100 100 | 100 100 |50 50 60 59 66 70 99 100 |70 69 48 50
Accessory cortical tissue 10 3 8 7 2 3 13 15 0 0 5 3 10 5 21 23 0 0 25 26
Cyst(s) 0 1 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0
Congestion 0 0 1 1 0 0 2 1 3 1 0 0 0 0 4 4 0 0 1 4
Hemorrhage 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Edema 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Angiectasis 6 32 7 0 1 70 13 19 |0 0 0 0 2 37 7 40 |0 0 8 36
Thrombosis 0 0 0 6 0 0 0 0 0 0 0 0 0 0 2 4 0 0 0 0
Mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Vascular mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Osseous metaplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pigment deposition 50 50 0 0 0 0 0 0 0 1 0 0 0 0 1 0 0 0 0 0
Ceroid pigment 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Caryo/cytomegaly 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemopoietic foci 0 1 2 3 2 1 2 5 0 0 0 1 6 8 4 9 0 0 1 1
Megakaryocytopoiesis 0 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Vacuolation 48 12 2 0 2 14 1 1 0 0 9 3 8 1 5 3 0 0 10 2
Hyaline degeneration 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ceroid degeneration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 2 1
Cystic degeneration 1 12 0 43 0 0 8 61 3 31 2 45 2 24 1 64 0 0 0 26
Cystic hemorrhagic 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
necrosis

Atrophy 1 4 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Atrophy: fasciculata 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Atrophy: glomerulosa 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mononuclear cell foci 11 7 0 3 0 0 0 1 0 0 1 0 1 0 2 2 0 0 0 0
Granulocytosis 0 0 1 1 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
Histiocytosis 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abscess 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Necrosis 0 0 1 0 0 0 0 0 0 0 0 0 2 0 1 0 0 0 0 1
Periarterits/arteritis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 1 0 0 0 0 1 0 0 0 0 0 0 1 0 0 0 0 1
Fibrosis 3 1 0 0 0 0 0 7 0 0 1 0 0 5 0 25 |0 0 0 3
Capsular fibrosis 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 1
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 36: Type and Number of the Non-Neoplastic Lesions of the Adrenal Cortex. Cont’d

Study identification 31 32 33 34 35 36 37 38 39 40

Sex M F [M F |[M F [M F [M F |[M F [M F M F [M F |M F
Adrenal cortex

Numbers of rats examined | 50 50 50 50 100 100 [ 100 100 |50 50 60 59 66 70 99 100 |70 69 48 50
Eosinophilic foci 0 0 0 0 10 4 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Basophilic foci 0 0 0 0 2 0 0 0 8 8 0 0 0 0 0 0 0 0 0 0
Mixed foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Vacuolated foci 0 0 0 0 32 4 0 1 0 0 0 0 0 0 0 0 0 0 0 0
Cellular alteration 0 1 43 43 0 0 77 81 25 12 0 0 47 46 3 0 0 0 0 0
Focal hypertrophy: 28 37 0 0 30 35 0 0 0 0 2 37 0 0 0 0 0 0 0 0
glomerulosa

Hypertrophy: fasciculata 29 20 4 0 0 0 7 8 0 0 13 7 10 15 84 84 0 0 40 45
Cortical hyperplasia 14 9 4 2 7 4 2 2 8 7 1 6 2 1 2 4 0 0 0 0
Focal hpyerplasia (z. 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0 0

glomerulosa)

134




Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 36: Type and Number of the Non-Neoplastic Lesions of the Adrenal Cortex. Cont’d

Study identification 41 42 43 44 45 46 47 48 49 50
Sex M F |M F |M F |M F |M F |M F |M F | M F |M F | M F
Adrenal cortex

Numbers of rats examined | 49 50 48 49 112 112 | 100 99 99 100 | 100 98 120 120 | 108 108 |50 50 |50 50
Accessory cortical tissue 7 4 4 6 0 0 10 19 8 7 0 0 10 7 4 1 3 3 6 2
Cyst(s) 0 1 0 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0 0
Congestion 0 0 0 0 0 0 3 0 0 0 3 2 0 0 0 0 0 7 0 0
Hemorrhage 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
Edema 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Angiectasis 2 31 1 34 |0 0 0 49 0 0 2 75 0 68 |0 0 0 0 2 35
Thrombosis 0 0 0 0 0 0 0 0 0 0 0 0 0 14 |0 0 0 0 0 0
Mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Vascular mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Osseous metaplasia 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0 1 0 1 0
Pigment deposition 4 3 10 17 0 0 0 0 0 1 0 0 0 16 0 0 0 0 0 4
Ceroid pigment 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2 2
Caryo/cytomegaly 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hemopoietic foci 1 0 0 5 1 0 0 3 0 2 0 0 2 4 0 0 0 2 0 1
Megakaryocytopoiesis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Vacuolation 45 6 37 10 |2 0 43 25 32 17 14 1 88 23 10 2 13 4 50 12
Hyaline degeneration 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ceroid degeneration 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Cystic degeneration 2 16 2 21 2 61 0 8 0 35 0 0 1 11 1 76 0 43 1 23
Cystic hemorrhagic 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
necrosis

Atrophy 1 1 0 1 0 0 3 0 0 0 0 0 0 0 0 0 0 0 0 0
Atrophy: fasciculata 0 0 0 0 0 0 0 0 0 0 0 0 1 1 0 0 0 0 1 2
Atrophy: glomerulosa 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 1 0
Mononuclear cell foci 1 1 0 3 0 0 2 3 0 2 0 0 10 2 0 0 1 0 4 3
Granulocytosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Histiocytosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abscess 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Necrosis 0 0 0 0 0 0 0 0 0 1 0 0 0 0 2 0 0 0 0 0
Periarterits/arteritis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
Fibrosis 0 1 0 7 0 0 0 1 0 0 0 0 0 8 1 0 0 0 0 0
Capsular fibrosis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 36: Type and Number of the Non-Neoplastic Lesions of the Adrenal Cortex. Cont’d

Study identification 41 42 43 44 45 46 47 48 49 50

Sex M F |M F |M F |M F |M F |M F |M F | M F |M F | M F
Adrenal cortex

Numbers of rats examined | 49 50 |48 49 112 112 ] 100 99 199 100 | 100 98 120 120 |108 108 |50 50 [50 50
Eosinophilic foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Basophilic foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mixed foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Vacuolated foci 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Cellular alteration 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Focal hypertrophy: 16 23 24 25 0 0 29 51 8 13 0 0 44 76 0 0 6 18 24 28
glomerulosa

Hypertrophy: fasciculata 8 10 9 7 0 0 16 4 0 0 24 11 19 30 2 0 7 4 4 14
Cortical hyperplasia 17 11 14 2 33 10 0 0 0 0 0 0 18 18 34 12 |0 0 19 7
Focal hpyerplasia (z. 0 0 0 0 0 0 1 6 3 7 0 0 0 0 0 0 0 4 0 0

glomerulosa)
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 37: Type and Number of the Non-Neoplastic Lesions of the Adrenal Medulla.
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 37: Type and Number of the Non-Neoplastic Lesions of the Adrenal Medulla. Cont‘d
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 37: Type and Number of the Non-Neoplastic Lesions of the Adrenal Medulla. Cont‘d
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 38: Type and Number of the Non-Neoplastic Lesions of the Thyroid Glands.
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 38: Type and Number of the Non-Neoplastic Lesions of the Thyroid Glands. Cont‘d
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 38: Type and Number of the Non-Neoplastic Lesions of the Thyroid Glands. Cont‘d

Study identification 21 22 23 24 25 26 27 28 29 30

Sex M F |M F |[M F |[M F | M F [M F |M F |[M F |M F [M F
Thyroid glands

Numbers of rats examined | 69 70 68 70 59 57 70 70 69 67 70 69 120 120 |99 99 70 70 70 68
Anomaly 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ectopic thymus 0 0 0 0 0 0 0 0 0 1 0 0 0 0 3 6 0 0 0 0
Ultimobranchial cyst(s) 5 3 0 2 6 2 8 3 4 3 0 0 0 0 25 3 0 2 1 2
Altered colloid 0 0 0 0 0 0 1 0 5 1 0 0 0 0 3 0 0 0 0 0
Reduced Secretion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1
Thyroid dysplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Follicular dilation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Follicular cyst(s) 17 4 0 0 6 0 4 2 9 5 8 3 0 0 45 28 8 1 3 1
Congestion 0 0 0 0 0 0 1 0 0 0 0 0 0 0 4 0 0 0 8 2
Hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pigment depositions 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mineralization 0 0 0 0 0 0 1 0 0 0 0 0 0 0 31 2 0 0 0 0
Fibrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
Mononuclear cell foci 1 4 0 1 1 0 0 0 1 0 0 0 0 0 3 3 0 0 0 2
Abscess 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
Periarteritis/arteritis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0 0 0
Inflammation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 1
Atrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Follicular hypertrophy 2 1 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0 1 0
Follicular hyperplasia 3 1 6 1 3 1 3 1 4 10 5 2 11 2 8 5 6 1 6 0
C-cell hyperplasia 59 65 7 9 23 16 11 17 25 29 70 69 120 120 |0 0 6 8 10 10
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Historical Control Data on Non-Neoplastic Findings in HsdRccHan™: WIST, Wistar Hannover Rats from 2-Year Bioassays (Planned Sacrifice Schedule: >103 Weeks)

Table 38: Type and Number of the Non-Neoplastic Lesions of the Thyroid Glands. Cont‘d

Study identification 31 32 33 34 35 36 37 38 39 40

Sex M F M F [M F [M F M F [M F M F [M F M F [M F
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100 | 100
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Reduced Secretion
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Thyroid dysplasia
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Follicular dilation 0

Follicular cyst(s)

Congestion
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Pigment depositions
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