Study No. 430157

TJOEFVBIFILOS Y &AL 28 BRERERG SRR

REBES

YEREH 2024 4E 3 4 22 H

HASHAAR F I —F 22—
P EAIFERT



Study No. 430157

1. BX

FEHE oottt 1
1 BV oo st 2
2 GLP BHIRTE ..o 9
3 s o ) e BSOSO 10
4 FEIE ..o oot 11
5 Ea = OO 11
6 T R TR oot 11
7 FIIRHT ... vveo e ses s ese s ss s ss s s s sss e ses s sss e se s sseessssesseeeseens 11
8 F2 = 1 OO 11
9 BB L LTETTA R T A L et sssse s s s s ssssssssssesssss s ssnensons 11
1O, JBISF L772 GLP oo s s s eeens 11
| O S O ) L% | A = B = OO 11
12, B BRI oo 12
13, BRBR TR oo 12
14, FRBRBIEREE DRI oo 12

15. TR 22 ENTE Do IR BROEENMEICE L RITT 5O & 2 FHE K UFER
R LT A o YA/ OO 12
15.1. FTRT D ENTERDSTZRBROGEMEICEEE KITTERVOH HHHE ........... 12
15.2. [ G AT e S YA R OO 13
16 FRBRIEEE R FLOBETE I H oot 14
17, B e enes 15
LET 7 O 2 =P 16
18.1. BTG Syt 7/ R (i N OO 16
18.1.1. BRI ..o 16
18.1.2. SIFRIIVEL (BEEAAS) oo 16
18.1.3. BEBRIDYET OO ZETEMETIERR oottt s es s eseess s 16
18.14. FEATERIEL ODIY) FTLU N e see s 16
18.2. FEBIRI oot 17
18.2.1. T e 17
182.1.1.  RHEME (BEAR, 25 1 BERGIIA) e 17
182,12, B 2l B IRIA oo 17
18222 B R A NVRY ) N A O e i 57 17
18.2.3. T oot 17
18.2.4. G s LN AU 4 N 17
18.3. FIIRIR <ot 17
18.3.1. BT L USTRTTE oo 17
18.3.2. FDOANFR, PR, R OATIEIL oot 18

2



Study No. 430157

18.3.3. AT H OIREEFIH ...oooeeeeee e 18
18.34. FHEFATR oo 18
18.3.5. TEE RO oo 18
18.3.6. Sy OO 18
18.3.7. ABAGEBIE oo 18
18.3.8. a0 = OO 19
18.3.9. R o) BT a5 S NN 19
18.3.10. BIE oo 19
18.3.11. /1 OO 19
18.4. B et 19
18.4.1. FEBIRIE oo 19
18.4.2. B TTIE e 20
18.423. B G, PGIFLN O GIAIEL oo 20
18.5. B M OMBE G oo 20
18.5.1. BRI oo 20
18.5.2. BEGEFETEDIRE oooooeeeeeeeee e sss s ses s 20
18.6. e O =Y = OO 21
18.6.1. IRFEILTUIEL ..o 21
18.6.2. ASEEIITE oo 21
18.6.3. FEBHBETHITE oo s eeeees 21
18.6.4. ITEMERE (FOB) TBIEZ ..o 21
18.6.5. N OO 21
18.6.6. FEITTITE oo ees s 22
18.6.7. H FETEEELTITE ..o sesssssss s sss s s snnnses 22
18.6.8. PRIBIET ..o oo s e s eeeones 22
18.6.9. IR oo 23
18.6.10. IR ZEACZEIRIET <ooooeeeeeeeee s 24
18.6.11. 31 <O 25
18.6.12. GBI DTUTE oo 25
18.6.13. TTEEAERR IR oo 26
18.7. TBFITE L RIRA 2B e ses s es s s s s s 26
18.8. TR I ITIE et s e 26
19, FRIBRIEAR ..o s e es e s 28
19.1. T BEIRTE oot 28
19.1.1. e (Table 1 ; Appendices 1-171-4) ..oocvoeeeceeeeeeceee e 28
19.1.2. HfE (Table 2 ; ApPendices 2-1~2-44) .....oovverveervereeeeeesee s 28
19.2. TAREE oot 28
19.2.1. 1t (Table 3 ; Fig. 2 ; Appendices 3-1~3-4) ....ooovverveereeeereeeeeeesevees e 28

3



19.2.2.
19.3.
19.3.1.
19.3.2.
19.4.
194.1.
19.4.2.
19.5.
19.5.1.
19.5.2.
19.6.
19.6.1.
19.6.2.
19.7.
19.7.1.
19.7.2.
19.7.3.
19.74.
19.8.
19.8.1.
19.8.2.
19.8.3.
19.84.
19.9.
19.9.1.
19.9.2.
19.9.3.
19.94.
19.10.

19.10.1.
19.10.2.
19.10.3.
19.10.4.

19.11.

19.11.1.
19.11.2.
19.11.3.
19.11.4.

Study No. 430157

I (Table 4 ; Fig. 3 ; Appendices 4-1~4-4) .....ccoocoomimmremmrermrernrieniisesissessssssssssessenns 28
FEBIEL oo sssssssssssss s sisssssss s 28
1 (Table 5 ; Fig. 4 ; Appendices 5-17"5-4) ...ooovoeeeeeeeeeeeeeeeeeeeeeeeees e 28
Hf (Table 6 ; Fig. 5 ; Appendices 6-1"6-4) .......ccccooovmremreerrreeeeeereeseereeressesssensenn. 28
FOB ..ttt et ettt ettt b se b ese et eneebereans 29
I (Table 7 ; APPEndices 7-1""T-4) ...cooorvereeeeeeeeeeeeeses s 29
I (Table 8 ; ApPendices 8-1~8-4) ......ooooiveeeeeeeeeeeeeeeeeeeseeeeeee e 29
JEETEIEES cosreeeeeeeesees s sssesesssssss s 29
1t (Table 9 ; Appendices 9-19-4) .....covvrveeereeeeiereee e 29
I (Table 10 ; Appendices 10-1~10-4) ..o 29
FET T e 29
1t (Table 11 ; Appendices 11-1~11-4) oo 29
Hf (Table 12 ; Appendices 12-1712-4) ....ooueoeeeeeeeeeeeeeeseeeeeee e 29
[T JETEETIIERE .......oooooeeeeneneeemeeemssemssessssssssssessee s 29
Be5- 4 i (Table 13 ; Appendices 13-1~13-4) oo 29
B 54 1 (Table 14 ; Appendices 14-1~14-4) .....ouvveeeoeeeeeeeeeeeeeee e 30
[E115 2 FIE (Table 15 ; Appendices 15-1~15-3) ooovoeovveeeeeeeeeeeeeeeeeeeeeeeeee s 30
[B115 2 #ifE (Table 16 ; Appendices 16-1~16-3) ....ovveeveeeveeeeeeeeeseeeeseseeeesssseennes 30
PRIFE .covvvevvvevvvreveeseessessesssssssessssssssssssssssssssss s 30
Fe GRS THIME (Table 17 ; Appendices 17-1~17-4)  ooooooeevveeceeeeeeeeeseeeeeeee. 30
e AR THME (Table 18 ; Appendices 18-1~18-4) .oooevveeeeeeeeeeseeeeeeeees. 30
[EIE AR TRIME (Table 19 ; Appendices 19-1~19-3) ..o 30
[EIEHARTHE T RIME (Table 20 ; Appendices 20-1~20-3) ....voeevveeeereeeeeeeeeeeree. 30
IR ...oovoeevevrrrrrvvessnsessssssssssssesssssssssssssssssssssssssssssssss s 31
P G T HEME (Table 21 ; Appendices 21-1~214) ooooevveeeeeeeeeeeeeeeeeeee 31
P GREIRE TR (Table 22 ; Appendices 22-1~22-4)  .oooooovvvveeeeeeeeeeeeeeeeeeees 31
[ HARTRE THEIE (Table 23 ; Appendices 23-1~23-3) oo 31
[ HARTRE THEME (Table 24 ; Appendices 24-1~24-3)  ..oovveveeeeeereeeeeereeriinnns 31
MR ZEAL IR oottt 31
P GRS THEME (Table 25 ; Appendices 25-1~25-4)  .oooooevvveeeeeeeeeeeseeeeeeeeese 31
P G THERYE (Table 26 ; Appendices 26-1~264) .....vveeeeeeeeeeeeveeeseerceseennes 31
[EIE AR THERE (Table 27 ; Appendices 27-1~27-3) oo 31
[EIEHARTHE THE (Table 28 ; Appendices 28-1~28-3)  ...vveeiveeeeeeeeeeeessese. 31
FHRIIT B sesssessssssssssssss s 31
PG HIMIHE THEE (Table 29 ; Appendices 29-1~29-4) ......ovvoeeeveeeeeeeeeeereeeeennns 31
PG HARTE THERYE (Table 30 ; Appendices 30-1~304) ovocovveeeeeeeeeeeeeeeeeeeeenens 31
[EIE AR THERE (Table 31 ; Appendices 31-1~31-3) ..o 32
[EIE AR TR (Table 32 ; Appendices 32-1~32-3) ..o 32

4



Study No. 430157

19.12. P EEL TR o eveoiesesseesss st sss st s st s st b SRR ARttt 32
19.12.1. P G HIRIRE THEE (Table 33 ; Appendices 33-1~334) oo 32
19.12.2. PG HIRTHE THAE (Table 34 ; Appendices 34-1~34-4) ...oovoevvereeereeeereeesinene 32
19.12.3. [FIE AR TIRERE (Table 35 ; Appendices 35-135-3)  ..ouiverveereeeriesieesieriiens 32
19.12.4. (SRS TR (Table 36 ; Appendices 36-1~36-3) ...oooooevveeceereeeeeeereeeerree. 32

19130 JPERAERR TR ...oooooooeeoeoooiooesoassssssmssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssseneeees 32
19.13.1. B GHARIRE TREE (Table 37 ; Appendices 37-1, 37-2) covvoereveeeeceeeeeeeeeeeeeeeeeeenes 32
19.13.2. PG HAIHE TIRRME (Table 38 ; Appendices 38-1, 38-2) .oooivveecvveeeeereeeeeeane. 33
19.13.3. (B BRI THEEE (Table 39 ; Appendices 39-1, 39-2) ovveeeeeeeveeeeeeeeeeeeeseeseeee 33

20 BEE e iR 33
21, STHR oottt sttt 34
Tables

Table 1. Clinical SIZNS N MALE TALS .....cveveveveiereieieieieieieieieieteeeteeet ettt s e e e s e ens 36
Table 2. Clinical Signs N feMAlE TALS ........c.eevevereieieieieieieieieieeseee e 38
Table 3. Body Weights 0f Male TaLS.........c.eveveieieieirieieieseess e 40
Table 4. Body weights of female Tats..........ooeeeeieieinin e 41
Table 5. Food consumption in Mal TatS...........c.cueveveieiririririririieiseeeees s sesesens 42
Table 6. Food consumption in female TatS............cceueveieieiririririiiieeeeee e ees 43
Table 7. Detailed clinical signs by FOB N Male TatS .........ccoceveveirieieiriiriieieeeeeeeeeess s 44
Table 8. Detailed clinical signs by FOB in female 1ats ............ccoovvrinininininniniieeeeeeeeeeeeees 58
Table 9. Sensory reSpoNSe N MALE TALS ........c.evevrveiriririeieieieie et enenenen 72
Table 10. Sensory response N feMAlE TaLS ..........ccuevrvriieeuriricieieieeeie ettt eeneee 73
Table 11.  Grip strength 0f MALE FALS.......c.cuevriieeiririeietereie sttt eeen 74
Table 12.  Grip strength Of femMAale TaLS........c.ovveueiririiercer et eeen 75
Table 13. Spontaneous motor activity of male rats (administration period)............ccceeeerereeereierreinenne 76
Table 14. Spontaneous motor activity of female rats (administration period)..........cccoeceeueeeereerererennnen. 77
Table 15. Spontaneous motor activity of male rats (recoOVery period) ..........ceeweeueereeeeerrereeeeerereeeeeen. 78
Table 16. Spontaneous motor activity of female rats (recovery period) ..........coeeeeeereecererereeeerereseenen. 79
Table 17.  Urinalysis in male rats (administration period) .............cceeeereueerrieireeinieieieeeesseeseseseseseeenes 80
Table 18.  Urinalysis in female rats (administration period) ............cceceeueuerereeieieieieieeereeeeseeseeeeees 82
Table 19.  Urinalysis in male rats (1eCOVETY PEIIOA).......c.eueuerrurrrrereirieirieieieieieieieieeeteesteeseeeeeeesssesesseesssessenes 84
Table 20.  Urinalysis in female rats (reCOVErY Period) ........cceeuereuerererererererereieieseseiesesesesesesssssssssssssssssenees 86
Table 21.  Hematological findings in male rats (administration period)............cceceeverererereerereierersrenenrnnnnns 88
Table 22.  Hematological findings in female rats (administration period)............coceeeeeeererireerrerieeeererenenss 89
Table 23.  Hematological findings in male rats (ecOVery period)...........cceeerererreierririsireeeniseseessreseeenes 90
Table24.  Hematological findings in female rats (recovery period)...........ccoeeeeureerrecurecrrecrreenneeenneenn 91

5



Study No. 430157

Table 25.  Blood chemical findings in male rats (administration period)...........ccceceeereeeeeseeisiseernnns 92
Table 26.  Blood chemical findings in fimale rats (administration period)............cccceeveeeeerrerireeininnnns 93
Table 27.  Blood chemical findings in male rats (recovery period) ...........ceceeeeeuerreeereeirereeeeeerireneessseseeenes 94
Table 28.  Blood chemical findings in female rats (recOVery period) ..........coveeeereierererireereirereeeerereeens 95
Table 29.  Necropsy findings in male rats (administration period) ...........ccceeueevereeeeeeeeeeieeeeeeiens 96
Table 30.  Necropsy findings in female rats (administration period)..........ccccceeerereeereeeeeeeeeeeeennnns 96
Table 31.  Necropsy findings in male rats (feCOVEry Period) ..........ceeuerrrerriririerreeenieiseeeseesseseseessseseseees 97
Table 32.  Necropsy findings in female rats (recovery period) ..........oeveeeeriiererrinieresiseneeseseeesseseeees 97
Table 33.  Organ weights of male rats (administration Period)...........couevererrirrrerririresirereseseeeeseseeenes 98
Table 34.  Organ weights of female rats (administration period)...........cceveeereeeeeeeeeeeeeeeeeeeens 99
Table 35.  Organ weights of male rats (recovery Period) ..........ccceeeerereereeeieeeeeieeeeeee s 100
Table 36.  Organ weights of female rats (recovery period)..........cceeeeeeeeeerieeireieeeeeeeeeeeeseees 101
Table 37.  Histopathological findings in male rats (administration period)..........ccccoeeeeueeeeeeeererenenen 102
Table 38.  Histopathological findings in female rats (administration period)............ccceverecrerrerccrennenee 104
Table 39.  Histopathological findings in male rats (recovery period) .........c.cccceeeeeeeeeeeeeeeereenenens 106
Figs

Fig 1. Chemical structure of Ethyl propionate.............oeeeeeeririniriinieiic e 107
Fig 2. Body Weights 0f Male TALS.......c.ceveveieieieieieieieeeeetete st sne 108
Fig 3. Body weights of female Tats..........c.oeveveveieinieieiieeeee e 109
Fig 4. Food consumption in Male TatS...........eeueveeeieiriririeieieeiieeeeeeeseeeeese e 110
Fig 5. Food consumption in female Tats..........cceeeeeiriririririririrerre e 111
Appendices

Appendices 1-1~1-4. Individual clinical signs in Male TaLS .........ovovevereieie e 112
Appendices 2-1~2-4. Individual clinical signs in female rats...........cccoeeerrrerirnininnen e 123
Appendices 3-1~3-4. Individual body weights 0f Male Tats ..........ccoveveieirerieiiieieeeeeee e 134
Appendices 4-1~4-4. Individual body weights of female rats............ccoveeeiriiieiereereeeeeeeeeeeeee 138
Appendices 5-1~5-4. Individual food consumption in Male Tats............coeeeeeeeeiieeeieeeeeeeeenne 142
Appendices 6-1~6-4. Individual food consumption in female Tats ..........ccoeeeeevrererereniierireneeceeenene 146
Appendices 7-1~7-4. Individual detailed clinical signs by FOB in male rats..........ccccococoeuerrereeurinenee 150
Appendices 8-1~8-4. Individual detailed clinical signs by FOB in female rats.........c.ccccecoveeveurenenneee. 206
Appendices 9-1~9-4. Individual sensory response in Male Tats.............oeveeeerererirereesereeeeesessesenens 262
Appendices 10-1~10-4. Individual sensory response in female Tats ............cccoeeeeeeeeeeeeeeeeeeenens 266
Appendices 11-1~11-4. Individual grip strength of male rats ...........cccooeveieiieeeieeeeeeeeeee e 270
Appendices 12-1~12-4. Individual grip strength of female rats .........ccccoveeevnieinicrrccene 274
Appendices 13-1~13-4.  Individual spontaneous motor activity of male rats (administration period) .....278

Appendices 14-1~14-4. Individual spontaneous motor activity of female rats (administration period) ..282

6



Appendices 15-1~15-3.
Appendices 16-1~16-3.
Appendices 17-1~17-4.
Appendices 18-1~18-4.
Appendices 19-1~19-3.
Appendices 20-1~20-3.
Appendices 21-1~21-4.
Appendices 22-1~22-4.
Appendices 23-1~23-3.
Appendices 24-1~24-3.
Appendices 25-1~25-4.
Appendices 26-1~26-4.
Appendices 27-1~27-3.
Appendices 28-1~28-3.
Appendices 29-1~29-4.
Appendices 30-1~30-4.
Appendices 31-1~31-3.
Appendices 32-1~32-3.
Appendices 33-1~33-4.
Appendices 34-1~34-4.
Appendices 35-1~35-3.
Appendices 36-1~36-3.
Appendices 37-1, 37-2.
Appendices 38-1, 38-2.
Appendices 39-1, 39-2.

Attachments
Attachment 1.
Attachment 2.
Attachments 3-1~3-5.
Attachments 4-1, 4-2.
Attachments 5-1, 5-2.
Attachment 6.
Attachments 7-1, 7-2.
Attachments 8-1, 8-2.

Attachments 9-1, 9-2.
Attachments 10-1, 10-2.
Attachments 11-1, 11-2.

Study No. 430157

Individual spontaneous motor activity of male rats (recovery period)............... 286
Individual spontaneous motor activity of female rats (recovery period)............ 289
Individual urinalysis in male rats (administration period)...........cccoeervrerireenenen. 292
Individual urinalysis in female rats (administation period) .............coeevevrerenennen. 300
Individual urinalysis in male rats (recovery period) .........ccocvueerreeeerrrereeeenns 308
Individual urinalysis in female rats (recovery period).........c.coeeeeerieeererineenenns 314
Individual hematological findings in male rats (administration period) ............ 320
Individual hematological findings in female rats (administration period)......... 328
Individual hematological findings in male rats (recovery period)...................... 336
Individual hematological findings in female rats (recovery period) .................. 342
Individual blood chemical findings in male rats (administration period) .......... 348
Individual blood chemical findings in female rats (administration period)....... 364
Individual blood chemical findings in male rats (recovery period).................... 380
Individual blood chemical findings in female rats (recovery period) ................ 392
Individual necropsy findings in male rats (administration period)..............c...... 404
Individual necropsy findings in female rats (administration period).................. 406
Individual necropsy findings in male rats (recovery period).........c.coevevrvrvennen. 408
Individual necropsy findings in female rats (recovery period)...........ccevevenenen. 410
Individual organ weights of male rats (administration period)............c.ceceveneee. 412
Individual organ weights of female rats (administration period) ............c.cce..... 420
Individual organ weights of male rats (recovery period)...........cocevveverinerereenenen. 428
Individual organ weights of female rats (recovery period)..........oceevrvrvrveerennen. 434
Individual histopathological findings in male rats (administration period) ....... 440

Individual histopathological findings in female rats (administration period) ....442
Individual histopathological findings in male rats (recovery period)................. 444

waEE ; Tnedvmrr (v MRS D 445
BAERGEE ; 2= (0 Y FES  WTFS137) s 446
T HEF BT T IVRITETE oo sessssessssss 447
Certificate of Analysis; Ethyl propionate.............cccoeeeeereveeeeceseeeseeennns 452
Concentrations of ethyl propionate in dosing preparations.................oeeeeeeeeeene. 454
Stability of ethyl propionate in dosing preparations .............eeeeeeeeeeerererererererens 456
Clinical signs in male rats during quarantine and acclimatization ..................... 457
Clinical signs in female rats during quarantine and acclimatization................... 459
Body weights of male rats during quarantine and acclimatization..................... 461
Body weights of female rats during quarantine and acclimatization ................. 463
Detailed clinical signs by FOB in male rats during acclimatization .................. 465

7



Study No. 430157

Attachments 12-1, 12-2. Detailed clinical signs by FOB in female rats during acclimatization................ 481
Attachment 13. Background data [Urinalysis, Crl: CD (SD) female rats, 9 - 11 weeks]............ 497
Attachment 14. Background data [Blood chemical findings, Crl: CD (SD) female rats, 9 -

LT WEEKS] cevviveveeeririeietee ittt s e s s s st ssennas 498
Attachment 15. Background data [Organ weights, Crl: CD (SD) male rats, 9 - 11 weeks]........ 499

B HEMECRAEROD

i



Study No. 430157

2. GLP pE

ABRE R 430157

* a0 T v NEHAVWE 28 BRRIER 5 EERE

AR H L E S AR DB % Ehii 9 2 RBR MR 1T B4 5 K>\ T (ERL 23
F£3H31 B, EI 0331585, FAL23:03-29 WFE 6 &, BELRE 110331010 &)
- CEBLIZHDTH .

RS EARANS Z Y P —F ko Z— PBIFTET

‘%‘iﬁ%ﬁﬁﬁﬁ! 202 {4$ 3 n/2n



Study No. 430157

3. BRCHMESFREES

REREE 7 430157

£ IREAVEETFAOT v MV 28 ARIREE GRS

HAESHEA AN Y P —F v F— PSR

%ﬁ%ﬁﬁﬁ%ﬁ-ﬁ 262 Zf w3 nlln

10



Study No. 430157

4. XR&E
T A BT T VDT v b AV 28 BEINER G- R

5. HRES
430157

6. HEREZFE

JEATGEE  EER ERELEAE R
(UL AR R

T100-8916 HUAUH THHXEEAE 1-2-2
TEL : 03-5253-1111

7.  EABRMBEY
A RAANRS AV —F ¥ — PIEITET
T501-6251 Ik B IOP e imART R 6-104
TEL : 058-392-6222 FAX : 058-392-1284

8. HEREM

7'a A VR T VDG NI SN A O~ OB HEET 5720, et
A AR TV AMERET » MIT 28 HFEFHE G- L, S B —HOEMICIL 14 A HOEHEHIH
BT T AR R 5T KX A E RSOV TR L 7.

9. BEELLEAAFRSAY

TS AR DR O FIETONT) (PR 23453 A 31 |, HEAF 0331557 =, F
F% 23 + 03 « 29 BURHS 5 5, BRIRASTEE 110331009 5) (Bh&E - S 24211 H 5 B, HAER
1105 25 2 75, 20201015 75 1 75, BREREIEH 2011055 75)

10. ESFLT=-GLP
BB E SR 5 Bk & I3 2 5Bt R (S B B FEHEIC >\ T (R 23 45 3 A 31
H, A3 0331568 5, FAk23-03 29 /T 6 5, BRRERE 110331010 5)

11. BSF L= 1EIcBE T 18t
JEA ST BrE @ B 0601001 5 [EAGHBE OFTE 3 2 IR I 1T 2 By FER5E D Fki
\ZBI9 o EEA EEE (PR 1846 H 1 H)
[AA SRS AV =Tk o 2 —FEEREW) OB LR L ONEHHCBET 2 e CERk 1944 H 2 /)
BB, AR OB FEREE S THEASNIZ LD THS.

11



12. HBREESE

HASHAARAS F VP —F o2 — PSR

B
I
13. FHEREE
SRERRE A 2023 411 A 10 A

KERBAMGH (RGHEMWIATH)

2023 411 H 15 H

BRI A 2023411 A 23 H
B hGHER G-RLG A 2023411 H 23 H
BHRRGH4TH 2023 412 A 20 A
Eaenisanl s 2023412 A 21 A
[EEHFEI AT A 2023411 H22 H
EHERERE T B 2023412 A 1 H
[ 5B A 0 20234124 1 H
[FIERER G T A 2023 4E12 H 28 H
[RIERER R H 20244 1 H 12 A

Study No. 430157

SRS T H GREBHRRET AL H)
AR T H

20244 2 H20 H
20244 3 H 22 H

14. FEREEREMDORE

Z ORBRICIB O CREBRSY TR LIz T R CORBRBIREEHNT, HRASHAA NS ) —F
s — PRI OEEHAEIR CIRATT D . A F IR T =R B 25 10 45D & L,
Z D% DORFITRBRECE L OB &#ED F, ETD.

15. FRITDHZENTEEN > -HBRDOEERICHELZRIZITRVVOHIFER
VREBRETEZIZEh N o= &
15.1. FRIDIENTELAN > -HBDOEBEMICEEFRIFTRV\DHHERE
YRR OFHEHAM I T RT 2 Z LN TE D> iR OGN EL RIF TRV DO H D
HREII 2o T

12



15.2.
1)

2)

Study No. 430157

HERETEE IRt o -2 &

fAFEOEENRE % 20.0~26.0°C, EFENRE A 40.0~70.0%RH & LTV 7223, 2023 4 12
A5 BRI R RR O PRST AR A S50 L 725288 C 11 IKf 8 49 ~11 ¥ 36 43 DRI e il
£ 26.4°C, 10 RF 49 53~10 RF 50 Z3 O FNTHARIRE 39.5%RH &l L7=. iiiE) )¢
HHZ END, REREGE~OREIT I T LT,

HE uEfifdE A E U3 C, etiBEDRE 1 4] (@5 M01102) TIIdbl 7" L 32
— b _RIC ER/IMRITEED HiZe o7z, SOP IZHEVY, MEZEM) D HURAR L O B2/ IMAR D 7%
77 4 e EET) L C HE YA 2 FRL L7208, 71T — b R BERUIMATT
RO LN Tz. LovL, ZOMOEWD_F R/ IMACHBRE DRtk ML+ ATHET
boleZEMnD, REARE~OBEII/2 N E B Lz, 7eds, HURIROFEESARAIREM
L, PIEWERIRRIZ 310 5 7 LR T — NOBIERER Z x5 L L.

ZF O EREBRFHEE DR D o T2 2 L 1T o Tz,

13



Study No. 430157

16. HERUEERUEHZHE

I N
GRBRAHIEE OERL, ABRIEOMGS, TR, BRI, Sl E O

I I N
(ke —feRREBIZS, (REIE, BARNE, ITERkERIE, BRI, EIHE,
HISEBRNE, R, o —RiseEs

Il BN
(DRIRAE, MR, ik AR

N BN
(FtR, #vE EREONTE, HEHRREAIER, JRELHAR A

N DN N
(BB DR, Fe GO

I BN
(BRI DL ENEES, B GRIRTH OYERME O 2 EVERES M QR ORITE)

I N
(HuatALes)
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17. EH

70 A R TV SHEGIIN NI S N A O~ OB HEE T 512012, 7rE
ATV AMERET ~ MZ 28 SR &G L, S OIC—HOEmICIE 14 B EOEHE SR
TR T AR B X DTS OW TG L7z, 5T, 1000 mgkg @& E L, LLT, 300
JON 100 mg/kg ZF%0E LTz, BHARIZIZ = — iz IV, SHRBHCI SR e 5 & AR ED =
—UMERE Uie. BREOME BT IREE, 300 & TY 1000 mg/kg FEZMEMES 10 & L, 4%
BEL BZ2D ) BEJAEEEREE L2, 100 mg/kg FETMERES 5 6 & Lz,

. RIREE L ORI
%t{ﬁj S Lﬂﬁfﬁk %)mdb%i”bfcﬁi))o?”:
—BARRECIE, HERENTIUC S BFITRED Hivieh o7z,

2. RENOMEARR
R OMEETRE TS, MR U BB E SRR 22T A S Tz,

. ATENERE (FOB), JEGEISE, 277K OVE S &
E FEEENETIE, BG4 WHED 1000 mg/kg #ETHE G4 60~120 43 O TEITA BRI 5
iz, [BHE 2 B OMECIY, R E IR 229 bidA bhie o7,
ITEWERE (FOB), ELINE K ONEI T, MERETIUC SR IR 2 2 ki34 Hive
Motz

4, PREGAY, MR M O A bR
PRARAY,  MIRFAIRRAE M MM IR T, OIS DR R 35 21 ki X
PO T,

5. FRRAT R, #5E N QYRR SRR A
HIRRPT R, 2R EE L OYREHER A T, MR U R E IR A 2 id A
By WA Y

L)Lt@ot T, Fu AU F L OBEEMRIY, METIE 1000 mgkg 52 LV H5% 60~

120 73 DA TENZA B/MREDFER O BTz Z & 025 300 mg/kg/day, HETIE 1000 mgkg/day &5 2
bhd.
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18. MMRUAGE
18.1. #HERMERUNEHME GE)
1811, #EWE

A FR Rt UERT T
HEEA PR Ethyl propionate
CAS No. 105-37-3 (Fig. 1)

BHHRATRES ((L3FE) © (2)-774

py %5 [ (Atachment D

LRI s BTSRRI
G 1 99.9% (BRI : 97.0%LL 1)
R : 102.13

ERM =R (1.0~30.0°C, FHAE : 18.9~21.2°C), H)t

RESGT - AR ORI ERESR  ((REE  FMUA041, &5 TS

& :

HR ER I  EEE T 72 WBRICED o 7o, Bl RS i B 7o PRate B (PReE 2 T %,
~ A7, ALFR) EEMLLE.

18.1.2. SRS (HEK)
A FR s a— i
oy hES : WTF5137 (Attachment 2)
AR 2025 429 H
BEEME =R (1.0~30.0°C, ZEHANHE : 21.0~25.5°C), W
RESHT BRI ORI B R =
fliEe D BT AV SRS

18.1.3. ERE DR EERERR

B EREOREBRMG A AT OV O 5 IR T4, #RWmE S &%, [HR5ROIRESHE
NYF— g 3B GRBRE S : 430155) | VT Y F— k&7 (Attachments 3-1~3-5) (C
M- THE L. ZOEE, WIhd 100.0%ThH-o7= (Attachments 4-1 KTN4-2). L7=B3-7C,
B GEEOR 554G B RIOPERE & 863 D [BHEREO G-I T OFAFRIT 100.0% TH
v, BEM (100.0+10.0%) OFPFHANTH 7= 2 &b, RERIAR T OBBRIE DL ENED FER
SNz,

18.1.4. EARBERME DELY LN
ARERRR TIRAFT DAY 7 (1 g) ZRWIZ AR T, ABRiisk CHREL-. %
FY o T VORES T, =R, BRE 5.

16
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18.2. IG5 R{K
18.21. B

18.2.1.1. XEYE (K F1HRERE)
a—imEZEOEFHH L.

18.2.1.2. E2~4BRERIA
333mg/mL (Bf 4 RERGARIR) L70h X908, W E OV EEZFIER, 23— MTHIRL
7=, ZF0, BEEICEBEAIRL, Bl T ARRIHTANT-.

18.2.2. BERADEERUVREEOMHESR
B GREBEGBRAH AN 333, 100 20833 mg/mL % 50 (B 5B 5-BAA B OF 50K & [F—
BUE TR L) 1220 T, THRGROBESITIENY T— a2 Vil GBRE S 430155)J Y
TR F— b &= (Attachments 3-1~3-5) (2> C, FHELER M OG0T T ARIKERT
IR (1.0~30.0°C, FHAME : 22.3~23.1°C) - N FC 24 KfiifRER (/X TF v I AF—F—T
BHR LN DY 7Y 7 L) OB GRIET OYWEBRYE I 2R L=, T ORE%, TS
DYWL TR EIRE D 92.6~94.9%TH Y, HEM (100.0+10.0%) OFFANTH -7
(Attachment 5-1). 24 REEERER OFFRITTRRIEZ OREIZR LT 100.0~1012%TH Y, ﬁ
M (100.0+10.0%) OFPANTH 72728, LFEgE T TRE T LGk E e
7= (Attachment 6) .
BEGREGH4T BITEEHT % 333, 100 & TY33 mg/mL BEHRRRIZONT, FHRRIEH oYY
BIREZHER LT, TORE, HRYEREITRERED 93.7~965%TH 1, BEME
(100.0+10.0%) OHEIFHN TH -7 (Attachment 5-2>.

18.2.3. SRBusERE
SHELT R L U7,

18.24. ERIESIRADERY R
BB GRINT, G- TRICEIEL.

18.3. HEBR%R
18.3.1. EMER VR
. 7> & (SPF)
E3 : Crl : CD (SD)
R - BB RO LN TTW AEMIFEC, ZORFHER D G TH D,

17



18.3.2. BYDOAFA,

2023411 H 15 H, M,
2023411 A 15 H, i,
2023411 H 22 H, I,

A, EER UAFILE
4l 23 VB (BEGEE)
4 ik, 23 08 (Be5RD)
4 M, 170 (EHERE)

Study No. 430157

2023 4F 11 H 22 B, ME, 438, 17 V8 (B{ERE)

18.3.3. AFZHDAKEERH
HE : 87~106 g
HE . 91~104 g

18.34. iaiR
DXV TRT MY = DUy SRR

18.3.5. BwERUEIE

AFL7-8Wix s B (REEE 20234511 A 15 BH~11 A 20 A, [AI{ERE: 2023411 H 22 H
~11 A 27 B) ORI, 2ok, H58HT3 A 2023411 A 21 BH~11 A 23 B), [E{ERE
(X4 BR 023411 H 28 H~12 A 1 H) OBILIRIA%T72. ZORMICEERES 3 5], —
kR DBIZEZ 1 B 18], 1TEIERE (FOB) #1534 1 BTV, (REHER, KRB OVFOB 12
HOZD HIRWEW 2 RS T IS (Attachments 7-1, 7-2, 8-1, 8-2, 9-1, 9-2, 10-1, 10-2,
11-1, 112, 12-1 OV 12-2) .

18.3.6. Bolt

BBGRBREICa Y a— T a 7“-7A (IBUKI, BERSHEHARNA AV —F &2 —) %

FANT, SHEOPERERLOHNIZEFE L RD X OICHT Lz, 2720, lx ook
D, PEDOL20%LINC 25 X9 _ﬁ%\ F U7z, BEBtAH Ol IMERE S & 5 B CTH Y,
(REEFEPHIIHEDS 153~185 g, HEDS 138~169 g ThH 7.

B GRERE T BICHE D T FRRIED DR - BB 5 O OIELZ 2 TLASECY, i RIE I
T EICE G LT =2 ) ORAEICHWE. AT =2 ) TREICBW T, A
TRET % X5 B IX A DR o T

SyMTHERR - bl T AR St

WAEDT=H Y o TIREIAN 2D o To R TR K O 74
7=.

, RBRBEAL

18.3.7. BAER %

EWNIAT RISk 7 IC X é}?%mo)%ﬂl?f&(ﬁﬁéiﬁﬂﬁ/( YR DN~ DA
BATEZ O L Gldll 2 L7c. B0 R BRERISERI L. &7 —Iiid, B - BIMEBIm
WA, AFEAH, Bk - BHEEWE 52 A Lo 7~z Eiﬁj\ TR, BhRE,

18
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T - BICEWE 5 M OB S 2 e AL, BEZ LI LT~V 2 M0 (1172, 723, FOB
Bl&2722 £ 0 Blind TRET D501, HIE - BRI O Z ~ L2100 (1772,

18.3.8. RESHRUVGAETER

EHREFE : 20.0~26.0°C (FLHIME : 21.8~26.4°C), EEHLFE : 40.0~70.0%RH (GEMHE : 39.5~
62.1%RH), BAREE 12 e (BB 6 RE~18 IRf), # 12 [l /HE (7 ¢ V& —%a L7 ifiet
2850 \CHERF S N-fBE = EM3 5= 2720, BEiRFIZER 1 B Tz fis L.
BRI RE AT o L A SR — (W :240xD : 380 xH : 200mm) Z#HWT 17—
H72 0 5 VLE COMEMERFERT & U, BIMEEIR &R OB T %13 — & O CERIE S L.
r—", FafBasO M 2 I 1 [EIELEATV, AR OS2 O AHA X 1 @RI 2 [|I2L FAT
o7 BWEIEEOER - HEITERTTo 7.

18.3.9. IVYyFADL
FBEWIET, BEx Y v F A R LMY — b (B o ZOVEERE TR A
iz, AR 2 RN 1 FILLE T 572, 72720, MERERIERET ) v F A R EEH L

-7z,

18.3.10. fa
fE% 9 » HLINOEREEEE (CRF-1, A4V = 2 VEERE T 3ERREH) ke AL, H
HICEER S EZ, 72720, SaiH 0L o L=, il L72ftloe v Mo, ik
R OVEG YRS, BB ORI Sy a ) iR iiaR DFFRFEMEI S L T\ D 2 L 2 L
7-.
OINTHERS - —m 7 v e T— R - T AT 4 VIS (BYEE) ROA U = X OVEERE
TS GRS OSERSY)

18.3.11. BRFK

AKIEAK Zfa ARz IO C H BRI S 7o, BOBK TP D750 IR e OS2 11 6 o A
T L, RBRRR OFFRAEICES LTV D Z L AR LT

SPTHERE - RS HEBREE AT 2 —

184. #5
1841,  1R52HK
BehRERS  EN
SEUERH - 1 AR T, HGE LR NS SRS 2 FTREMEAS S 2 BB T2,
RO A ER LT
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18.4.2.
BG5I5k

R A

18.4.3.
b
PG
e ak

Study No. 430157

BE5A*E

T AAR—YTINT y NHEREEN Y VT (FRESE7 T 0 a8k 280 7
72T 4 AR—=PTIVRY o v L o BIEEE (LRSS 2RVl o
B L7,

O 2~4 REE GRECIE, BRI | IO L, ~ 73T v 7 AX—F—TH L
IRHS HIESRTEICR S LTz,

DR AR IR LS| - PR 2 LI R0 FAENET L 2 LR RS NS Z

LD, 2~ A B ERHCIE, TERE A 1 VCRRICASH LT, o325 R iEs% C
ANSNTWDEFDOHIETHS.

BE5%E BREFZKIRURSER
W HRICEDEORELHAES L, 3mlkg TRHIIL.
: 8 B 30 /3 ~14 B 57 53 £ CORNATH 7=
D EFOFEABRICHECC1L B 1A, §F28[EE L.

18.5. HERRUVEEE

18.5.1.

BEHERK

BERERRIE, DL FIOR L2 X0 ISR & 5 L LT3 BEARRE L, T OMICKIIREE 23R T 7.
BREOEWEE, XTRREE, 300 20N 1000 mg/kg BEAIMERES: 10 61, 100 mg/kg FEAMERES 5 il & L

7z.
X o £ aen T YL YR (EWES)
(hRED) ) 1 i3
0 5945 59+57
BB | KB (a—) meke i
(0 mg/mL) 10 (M01101~MO1110) | 10 (FO1151~F01160)
100 5% 59
B2k | TueA BT T meke o,
(33 mg/mL) 5 (M02201~M02205) | 5 (F02251~F02255)
300 mg/kg 5945 59450
WIRE | TrEA VBRI Hh
(100 mg/mL) 10 (M03301~M03310) | 10 (F03351~F03360)
1000 mg/kg 59459 59450
Al | et LTI sefn
(333 mg/mL) 10 (M04401~M04410) | 10 (F04451~F04460)
a) FGHE « G HIRIHE TIRR S A
b) [EIfERE : [EHEHIR (14 B #& TRACHIR
18.5.2. BEEERTENDEH

ARBROBEG R, MERET ~ b A 2 BRI 0850 L 5 Pk 2 GRERE S : 430156,
FEEBERE 00, 30, 100, 300, 1000 mgkg) DFERMNHIRE LTz, TliaBRICIH T, SECHILN
VESERIIE, MEREE &P OB 30D SR> T2, HEEHAINCIE, #E0 1000 mg/kg 5T
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MERE, VU o SEREON OBEEREC DA, 0D 1000 mg/kg $5%¢-5-C i O U o K QAo FE
FEOFRMENHE LN, T OMIEGEIRIT L =B IR0 b h o7,

L7225 T, DIHUEFE SR DRBRO LI DOWT ) 128V T IFIEE WS 28 HIH
FAEBe G FMREBR ) O GIRE R & S5 1000 mgkg & 4iBromE &L L, LLTFAKK
3 T 300 U8 100 mg/kg BEZ 72T 7.

7B, KRE U THRWE L F—REOBYE (2—l) 2853 RE3RT T

186. EHERUVRARR
18.6.1. — KRR UTETE

—fRARRER R OB OFEEOBIZT, BeG-Ht3fg B Gal - oo 28] (72721, HR B I3
BRI [E) Ze bONCEHEIRF IR 1 RIBIEE L7e. 7o, 1TEERE (FOB) #i%2H K UHJEHE
BEAEH L, B TRICRGRO—RE LB L

18.6.2. REAIE
REIL, 51 @S TEOKE), 8, 15, 22, 28, 29 (HE 1 H), [EHE S8, 14 K15 HIZ
HIE L7z,

18.6.3. EEREAIE
B, &5 1, 8 15, 22, [HHE 1 KU'8 HICKHEFEZAIEL, ERIEEZHEL, 11
BB L. MROFIRT, KEONER L L.

18.6.4. 1TEIERE (FOB) #iz
BENZ OV T GBbART (% 5 H OREIIRE T Bk 0 ), EHHZ OV TR E 7, 14,
21 V27 BICEIER L -, BIErEy, #5418 £104y) & L, E# 155 Blind J7UZ
THENE L7z
1) &5, IRIGEASHIRGE, WIRTTEY GREDESL AV, KIEHERLES), WAt X178,
AR Ny ORI MR 2 — U CBIEE LT
2) r=VUhrbOMLE S, NG, HOBE, $EORE, KEEORRE, IR, i,
S, HELE OWFILIRREI X IR > CHRIZE LTz,
3)  BER, HEE, 2B BN D ROESL AVEEITA—T 7 ¢ —L RN T2 e L.
£z, FIRHTHMTIRGE, IRIGEASHIRRE, TEEE, BEITEAROENMKEA—7 7 1
—)L FNTTHIZLT-.

18.6.5. RELERE

BEREZHOWT, #5527 B FOB Blg4%, MEfLAUN, HaIbO, MdErdn, BERAH MOV
W Z, 1EERO LTHRA L.
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18.6.6. EHRE

BHEZOWT, #4527 B ORGSR T2 CPU 7' — (MODEL-9500, 7 A =—=x
=TV oG ARWT, B ORI OYE ) A 3 [BIRE L7z, 3 BIOHEIEED
26, HREABRA L.

18.6.7. BREEERIE

BEHRECOWT, BG40 (B3 5-25 B, MEEES 26 H) 12 SCANETMV40 (AR A
NI T AR) BER L, B TERONLS B30 B 54% 1 D HFe 5% 2 I THRIE L,
10 ZpfEIRRCHERE L7, RIERECOWTIE, [BiE 28 (BEEEIE 10 B, MEXEEE 11 3) 12 1R
HIEL, 10 HfHMECHER L.

18.6.8. FRI&E

PeGRH IR G IR TR (8523 H), 7=, [EHERAIEHERIRA TR (BHE 12 ) ISR
Ir =V AI, HER - FK R TR 28 U7z (B GIRIR TRINEYS B o 50 . 51&#i0T
FREH - FA/K T C 24 RRR A BRI L7z, 7272 U, [BIHE 12 BICTTUIA DR DT B35 :M04406
I%, [FHE 13 BICHHER 2 BB L7z, 75 DAV R e OY 24 IR 2 O CLLU N O A2 1T -
72, WIEBORITFEIE L.

< HilethR >
THH HfT I vk 1o P
x| - sNEREIE |-
pH -
BHE mg/dL
5 FerpE mg/dL FRAGES T
U=7> VANS, 8§74
eYrer - 71 7 At
i -
vavry /) —ry E.U./dL
el B | B GRS

22
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HH BT HIE 5 15 FAM 2R
JREE&E &R
i OV) | omL REEERILE e o
INOEH
7 VX VRIS SU-301 (=L~ iR
IREE SG — Ji 2R
JREEEE (SG) RIS SR D)
Na mEqg/L
2 HEVEME OHTEEE EAOT
K mEq/L I AR E R
¥ AR (Rt A 72 B 4 —)
Cl mEqg/L

18.6.9. MRZHINRE

TR IR GOER, £z, BEHERHIEESIFK TRICEa - ve2—AF R DA 5%
IKESR DREIEP$ G- (1 mL/kg) & K 2 R T CHEREIR.S EDTA2K =1—7 o 7 Fa—7 (X
= NI BEZERMA, VP-DKO052KO05, T /L EMENAH) (M4t L, U FOREETT
oz, 2L, Ta hu B URE, IEHEES e LRI ATF ORI O 4 T =
REORAEIZIE, MiKE 32wh%Z “ T R U A% 9: 1 OEIGTRE L, @i (CFIRX,
H N TR S 2 VGl [4°C, 3000 pm (2150 x @), 15431 L CH7- it % A

We ek,

sy

E1R

DFR MR N O T FEEE LTz,
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HH =< va HIEHE 15 FR 2
JRIEREL (RBC) 10%uL | 3 —2 7o —DC Ktk
~E/uvr & (HGB) g/dL | SLS ~EZ 1 Bk
FRIMER 7V 23 & iR
~<+Z Vv ME HCT) % jii RSN A B R AR
i) ME#EC (PLT) 10%uL | 7—HA hA B Y —iE
SEERIMERESFE (MCV) fL RBC KX OYHCT X v HH
AR R 835 5
T“G:E{) AL pe | RBCKURHGB L0 | 230 H B skt
HEE XN-2000V
ST LR 8 S =
TR R g/dL | HCT X (O'HGB X W & H (A A w7 AR
(MCHC) )
FIfEEL (WBC) 10%uL =
Foaf Ry [ Y v R
LYMPH), Bk (NEUT),
lﬂfﬁéﬁ‘z (E)O) S
7 | 10pL | 7e— A B A RY—IE
I e BBk (BASO) , HiER
(MONO) ]
TR IR MEREE R N OSIRIR ML | % Y
Ek%% (RET) 10*/uL
7'vu b e U] (PT) sec. A ) T )
TEMEERR Y ha iR \ i CA-620
77 AF Wi (APTT) e LR (L2 A v 7 ZRE
T4 T )= (Fog) | me/dL £:4t)

18.6.10.  IMEEILFHHNRE

MIEFAIRRAT FH O & [FREINC, REREWIRY HEE L 72 Mg 5, 0% (CFORX, HZ T
Bt 2V GaOaBE [4°C, 3000 pm (2150 x @), 15 43f] L CfA7-iiigis, HlIEH 4

ARELRAFM 1 AR50 Tl LT-.

MEMAME 1 &) ZHWTLLTOBREZIT, HESOERMIFEIIFREE L. % oflER
Mg GA) NMOMRFEAMEL, @BIKE 7 UV —%— (CLN-51UD2, HAZ U —#—kath) <
HAEIRT CEBERREE : 90~-70°C) L, Bl E () 1Bl b el EEER £ Cofiic

BEFE LTz
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HE Hir WE T fili R AR
AST UL JSCC HEAE LIt
ALT U/L JSCC A bt il
ALP UL [FCC FFEHE oI
#alL 27—/ | mgdlL |CO-HMMPS %
(T-Cho)

NY Z Y+ F 4 K| mgdL |GPO-HMMPS it
(7 V&) ABEE)

(TG)
WER (TP) g/dL | Biuret ¥4
JRFE=EFR (UN) mg/dL | 7 L7 —F - GIDH i%
(7 =T HERE A BBV ATEE
27 L 7F=> (CRE) mg/dL | 7 L7 F=F—F - AU 480
HMMPS Ry r~<rea—nH
—REAh)
f®weyey (RBi) | mgdL | BOD
7 FUkE (Glu) mg/dL | ~FVFF—E -
G-6-PDH %
fREY > (IP) mg/dL | PNP + XDH {4
FLi 72 (Ca) mg/dL | o-CPC %
FTrU DL (Na) mEq/L | A A R ERE
)74 (K) mEq/L | A A R ER A
3 (C1) mEq/L | A A B E A
=R % BRI 4> H Bk Eh T A
TINRTGAY 2V 2=T
AG It S EED S OFEH (kX &t~ FHF5e
FI7)
TNT7 3 (Alb) gdL | 7T R oy EiE &R A E
5 EH -
186.11.  El#&

R BICHEOERRRA 21TV, SFIREEOMEE DO AT — U a2 fEh L.
18.6.9 K TN18.6.10 DIATERL L 782 & 5 Il U CZE8AE S B 7214155 L7z,

18.6.12. HBEEEDAE
FIRIRS, RAFPNZOWTLITOSREREEZHE Lz, 7Zeds, HMRBREEIT, 20% 5
= ) CCEER EGHHIEERH, BIERTEE 3 AR), HE L. deEid L
7. EbIT, FIMETOREZILEL L CREEROAEL FEXERE) 2HH Lk
Ji6, HORRR CEROIMEZ & Te), MR, (CNE, ATIE, RN, TENE, B, HECEASERS OFS
B, R LR, B, 2 GEEREET) ], MErEATER: OFE, +5).
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18.6.13.  IRIBMEMIFHIRE

LLF OZE T Z 20% FHEETR L~ U ACEE Lz, 72720, Wik OB 20%H B
B/~ CEREAE, BEEE L, FRAOWEE MRISES Y Y ARICEE LT, $72,
IRERIZZ V52— T VT K - b= U U CEER ((RGRHIEEEH, BIERHIEER 2 R
DIKE), 20% g AL~ ) o CHEE L. 7B, WELOKREEE, @i~ a2H0
TR EAT T

O, B, SGE, HE, B, mEEiR GERRY, B, 28 0 Bl O vk
wEte), B, AElE, R, MR, MR, ARV oS, WRESY oS, EhE R
FEEL, RSB LMK, miSZAR, F53E (BEEMRAGTe), JPE, & GEHZET), B, S,
FUIR, TER, EIE, FHRIR (BRUMEZETe), MM ORI, /MM, 8, Fif GEWS, M
o, R, AErRER, IRER, ~N— iR, KERERS, ME (BBEEETe), KERE (EHE
Ete).

P BREOXHRRE K OY 1000 mg/kg BEZ DUV THIBIZHE VT 7 ¢ o allith, HE YetakRifdi Az
TERLL, SRR PO 21T o7 723, FEE (W) (I mmA 0 L, PAS-~v h¥%
U LY IRE A HERL L, JRERRR IR 21T > 72

ZOfh, IR TR OB BV [EHERERE 300 mgkg BEO 161 EWE S 1 M03306) OFEHL -
KR ERIZOWTIE, [RHERERE RO 1 5] (B85 MO1106) DFEE - KEE LR L & HITHH
PRI AEZ1T o7z, 708, W10 H LIZOE - ML, 10%FHREE R L~ U ORI L
7-.

18.7. AEMITY FRA b
SEHIOIE Y A LB Z SN E MIBERD) 13, AR RARA N EEAT DRETCH
STeRS, BB 27T

18.8. #METFMIAE

(K, fBAEE:, FOB 23T 28ER, HEME, 26 L3 ROESL AVEEL, 187, BIsERE,
JRE:, JRICE, IREME, MEFARE, WA LFRImER OB E EE FIXEEZET) 13,
FHECTIME L OB AR L. AEAREE, *HREEE 7o e @B T At L O T
1Fol=. T7bb, Bartlett #iE N X DEEMEOREZITV, SE4MOBAIZIT Dunnett HiE
VRN TITo72. —F, S0t L3O bR > T-580E, Steel iE & IV TITo 7=

FOB (BEIR, HEE, 75 BN Y HOESL ADEBEERLS ) K OEGRIGEMRAEICBET 2H BT,
BRECVEMEARH L, Steel EZIT-7=.

Dunnett #:7E } O} Steel #EICIE, #igt <> 47— SAS O PROBMC B V%51 L7-.

BKHMET 5% E L, S%AM (p<0.05) & 1%A0 (p<0.01) &I CFERLT-.

JREEHARAIRA I C 3T, BGHED 1000 mgkg BE CHRMAVRIE SN, P 5HEN OEHERE

[ZOWT B 2 it L7228 E « AR O R OW T, XIHRRE L ORERI 2 EFEO Steel T
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ZERL, &2 CxHREEE OMICAEBZENTED biV-84513, Cochran « Armitage DEAIRE % H
W CHEMNGEZBRIET HEHECTh 7208, R E 72 DFTRITRED Hiv/eho 7=,

—fRRE, iR COMEHE, RN OSIRRAT I OWTIE, Sia a2 920 L
NoTz.
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19. ERERRLHE

19.1.  —H%IREE

19.1.1. I# (Table 1 ; Appendices 1-1~1-4)
FETCHB S OBBTEFN TN T ILOREZ HEde BV 7.
BHHIMTIZE, WO E & —BRIRBOREIIH L h Tz,
EEHIFHICIE, WToREE b —IREEO BT 1T A L2 o T,

19.1.2. Itf (Table 2 ; Appendices 2-1~2-4)
FEH e OSESEBI T NTHLOFEC 38 B o Tz,
FEHEHMPIZIE, WTNOREE b —RIREBO R IIH2 Do T,
[FHEHIEITIIE, WITHOREE b —ARBEO R ITH b /e o7z

19.2. K&

19.2.1. It (Table 3 ; Fig. 2 ; Appendices 3-1~3-4)
PGS, AR ERE L DAL & L CRHE H OREICE EZITA LR o7,
[FHEHIRIICIE, SO ERE & &t IREE & BE A CRIE B OREICH B2 Do Tz,

19.2.2. It (Table 4 ; Fig. 3 ; Appendices 4-1~4-4)
BRI, SR ERE & b RHEREE & LA CRMIIE H OREICH BT A Lo T,
[EHEHART I, SOBRERE & HXIRRE & e THIE B OREICH B 22T DIV T,

193. {EEEE
19.3.1. I# (Table 5 ; Fig. 4 ; Appendices 5-1~5-4)

PGS, AR ERE L D RIREE & L CRMIE B OB EICH EZEIT A LI
7z.

FIEIARI L, AP RE & D XTIRIE & L CTHRIIE H OB R B 22134 Do
7.

19.3.2. Itf (Table 6 ; Fig. 5 ; Appendices 6-1~6-4)

BeHHRIICIE, SER e RE & b IREE & le S TRIE H OB EICH B2 T A B2
7.

FEHIMRICIE, SEESRERE L O RTHRRE & L TRMIE B OB EICA EAITA DIV
7z,
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19.4. FOB

19.4.1. I# (Table 7 ; Appendices 7-1~7-4)

BRI ERE L & XHREE & LA~ TRIE B OPER, PEE, S2H B3 ROES< AVEICH
BEETH BRI T

WTHILOREE BATE H OZ DANTI OB IC S REF I HhRhoTz.

194.2. I (Table 8 ; Appendices 8-1~8-4)

BERVERE & b6 RRIE & EE AN THE A OHEIR, FEE, b B30 ROES LS AV ERICH
BAIXA LI T2.

WTHIOREE HEE B OZ DMNTHOEBIZ S BE T LD Tz,

19.5. RELE
19.5.1. I# (Table 9 ; Appendices 9-1~9-4)
WTHNOREE B WTHOIHBIC S BE LA LR o7,

19.5.2. It (Table 10 ; Appendices 10-1~10-4)
WTNOREE WO THIOI B IZ S ERF I DR T

19.6. EH
19.6.1. I# (Table 11 ; Appendices 11-1~11-4)
BB RE & b R & LR THIE R OO A BT A B o T,

19.6.2. I (Table 12 ; Appendices 12-1~12-4)
1000 X OF 300 mg/kg BECIE, *HHRRE & b CHIBE O OF B2 m i 2 Sz,
100 mg/kg FETIE, B & LTRSS O DI NCA BT A Lo T2,

19.7. BREBE
19.7.1. %5 4 B (Table 13 ; Appendices 13-1~13-4)

1000 X Of 300 mg/kg BETIE, WAL L HLA_THE G 110~120 53O TEKRONLS EAYD [EH
A EMEE - A7z, 1000 mgkg BETIE, Feh4% 60~120 3 OHTRICA BIMKED - H AL
7-.

100 mg/kg #ECUE, XFPREE & b C A RGEEN R A B A LA DIV n > 73, $65:4% 60~70 77,
70~80 43, 80~90 77, 90~100 47, 100~110 53K T 60~120 53 DAATEDFLHEIL, *tHFEDI
HEX » mfETH 7.
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19.7.2. %5 4 i (Table 14 ; Appendices 14-1~14-4)

1000 mgkg BETIE, RIRHE L ATEREGR 70~80 3OS H B3 ) [MEKICA B MK 2 B
7z.

300 K O 100 mg/kg HETIE, RHHEEES LT HIEEREICAHEZATA O Tz

19.7.3. [E118 2 &k (Table 15 ; Appendices 15-1~15-3)

300 mg/kg BETIE, SHAREL FLRT 30~40 43 O 0~60 53 DHTEL T 0~60 53D30H ALY
[EU A BN A BT

1000 mg/kg #ECTIE,  RHRHE & AT AREBEICA AT~ LR T

19.7.4. 118 2 A (Table 16 ; Appendices 16-1~16-3)
BARBRIERE & b XTI & T REB RIS BT DR o Tz,

19.8. [R&EE
19.8.1. HEHRER THIEE (Table 17 ; Appendices 17-1~17-4)
FHREREL b, WMPRREL ATRE, IRICER OIREMEICH EZIIA DN o7,
B ERE S b, (OF, pH, BPHE, 7 FUBE 7 oAk, vUrey, B, verel s
— 7 R OVEHS I R & AR T o 7.

19.8.2. BEHRR THNE (Table 18 ; Appendices 18-1~18-4)
KRB REE b, RPRBEE N CRE, JRECER OREME A BAEITA LR T
BHEEREE S, @, pH, A, 7 RUlE 7 bR, BV Ey, i, vevl s
— 7 RO I IR S I ERIERE Th - 7.

19.8.3. EEHARR TR (Table 19 ; Appendices 19-1~19-3)
FHERERE L b, RBEE AR TIRE, JRICER OREMEICA B AT DIV T2.
BHSEREE b, (d, pH, BAHE, 7 RUME, 7 MR U, i, veel s
— 7 RO oo B S I RERIFRE Th o 7.

19.84. EI{EHARR TR (Table 20 ; Appendices 20-1~20-3)
1000 mg/kg BETIE, SHREE L LA CTREICH B mEmn A b,
300 mg/kg BETIE, *HREEE LETRE, JRICER OREMREIZH BEZITA DI T2
BEHREREE b, B, pH, BA'E, 7 RUlE 7 R, vBUAEY, i, yeel s
— 7 B ORI 3R & I EFRE Ch o 72,
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19.9. M&AFHRE

19.9.1. BEHRR T (Table 21 ; Appendices 21-1~21-4)
FHBRERE L b, SHREEE LA CRIEE H IS BEITA DIV -7z,

19.9.2. B EEARE THRE (Table 22 ; Appendices 22-1~22-4)
BRI L b, KRB A CERIER B ICHBZITA Do T

19.9.3. EEHARR T B (Table 23 ; Appendices 23-1~23-3)
BRI L b, RIREE S A CRER B ICHBZITA Do T

19.9.4. EEHARR T HEtE (Table 24 ; Appendices 24-1~24-3)
BHEEREE b, ST AR CRMIER B IS EEITA DR o T

19.10. MARAEILFEHIRE

19.10.1. BEHRETHLHE (Table 25 ; Appendices 25-1~25-4)
BHERERE L b, HRHE S A CRIEE B ISR BEITA bV o Tz,

19.10.2.  RE5HARHE THM (Table 26 ; Appendices 26-1~26-4)

1000 KO8 100 mg/kg BETIE, ®HREEL HE~C Na (IIEH T b U w7 AJRE) O BREER 5
nr-.

300 mg/kg FETIE, REEL AR THHEHBICHEZAEITA B> T.

19.10.3.  [EfSEARE#R TH5EfE (Table 27 ; Appendices 27-1~27-3)
BHREREL b, PR L AR THRNEE B IS BT A LR T2,

10.104. [EEHEARHR THsIE (Table 28 ; Appendices 28-1~28-3)
BHREREL b, WML AR THRNEE B I BZEITA LR T2

19.11. EBI#FTR
19111, BEHRHE THEE (Table 29 ; Appendices 29-1~29-4)

FERLN OSSR ERD/ VYL () A3 1000 mg/kg BET 1 BlICAHA7Z. 300, 100 mg/kg AEKL Y
XHHREECIY, BEIIASNRoT

19.11.2. HBEHRHETHM (Table 30 ; Appendices 30-1~30-4)
WTIOREL b, BEITH BN oT.
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19.11.3. EI{EHARE THE (Table 31 ; Appendices 31-1~31-3)
FERL N ONER BRI E ([EfH) 23 300 mg/kg #EC 1 FlICADALZ. 1000 mgkg BEM OSKHHE
BECIE, BEIIALNR-T.

19114,  [EEHARE THME (Table 32 ; Appendices 32-1~32-3)
WTIOREE b, BEITA LN oT.

19.12. R/EE=
19.12.1. BB THL#E (Table 33 ; Appendices 33-1~33-4)
HIREH OEREIE, SHGHEE DXL X THEZREIA LR T,
300 U8 100 mg/kg BETIE, RFHREE & LEACRIB ORT EEOA B MR ST,
1000 mg/kg FETIE, XHHREE & L CRZFE O B & ORI B &I BT A Do T,

10122, REHRETHM (Table 34 ; Appendices 34-1~34-4)
TR H OES, &KEGEE RIS TR EEITA DN o T2,
FHBREREE b, HRREE TR E O B L O EBICA B AT A Do Tz,

19.12.3.  [E{EHARI#R THSEE (Table 35 ; Appendices 35-1~35-3)
HIM A OKEIT, SR bR L LN THEEIIA b7z,
1000 mg/kg #ECIE, *HHREE & e~ TR B OA B ZMEN 2 H AT
300 mg/kg BETIE, XFRREE & LE A THRERE Offoel B 8 OB Bl B A2 3 A B o 72,

10.124. [AEEAREHR THsE (Table 36 ; Appendices 36-1~36-3)
TR H OEREY, BHGHEE St & TR EZEIIA DR D o T,
BHERERE L b, SRR & LA CREVE Ot B B U B B A B AT A b e o 7.

19.13. RIEBMEBEMNRE
19.13.1. 5 HARHR THE#E (Table 37 ; Appendices 37-1, 37-2)
Ml - & < BREE D BRI HUZHIRRAMAY 1000 mg/kg HET 1 FIZ A HALT-.
2805« T <D A T)OUVIROFIEILAE D 1000 mg/kg BET 2 451, WHRRET 1 Bl B
B - 2 <EREED RO ZERAS K FREE T 2 Bl BTz
FEBL AR O OREIE DOZVE,/ZHEA 1000 mg/kg BET 1 FlICA L. 728, ikt
FIRREE RSB R OSBRI L3 2 DT
FES B B EE OO TR0 1000 mgkg BET 1 BNCA BTz, 7ods, YkBlTHIRREC
FEE I O ER O/ N3 20 B3, RSB O IR F RO R O M ZHa 0 A biT-.
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AR« Z<EED U o SERIRIRIEAS 1000 mg/kg B & SHREETH 1 Bl B,
TR 2 <EEOFIA 1000 mgkg BET 1 HIiCH B,

FURAR = 2 < BREE O IR oOEF% M O ATPERIR. 1000 mg/kg B C 1 FllZA Bz,
IRER : & <EREED F RO B HET 1 Billc A DTz,

10.13.2. R EHAMRTHME (Table 38 ; Appendices 38-1, 38-2)
Zef « < ERE DA )R OFE RS DS 1000 mg/kg BET 161, xHBEET 2 BllcAx b,
ik © & < BEEED Fr O & B\ N IFEFEDSHIREE T 1 Bl A BT,
T 2 <BREOFIIHHIBRET 1 FlicH bk,
FRIR © < B O IROIETEDS 1000 mg/kg BET 1 A BV,
ARER : = <HREED FRIOREIEEIEEAS 1000 mg/kg BET 1 BlCA B,

10.13.3.  [EEHEARHR THEi#E (Table 39 ; Appendices 39-1, 39-2)

FEEL - BRSO WA ORSHIAE DZEME,ZEEDS 300 mgkg BET 1 BllCAH SN, 7ads, Uikl
TR CFE SR M OB B/ VUL DN DTz,

FEH EIR - @EORORE 17 300 mgkg BET 1 AL, 7ok, Mzl AR
R B M OB AR D/ U A3 P2 B 2, KSR O ERARAR RS CREE OZNE, ZEin A bz,

20. E=

7'u A R TFVAEMERET >~ M 28 ARIIERR NG L, S OIC—HOEIIE 14 A O
(B IR 2 3% 7= AR 3 5T L B Bt fO s B A kst L 7=

#5480 BIGEEEITIB T, HED 1000 mg/kg BE TG4 60~120 43 DB TEICA B 72K
MBI,

HED 1000 KO8 300 mgkg BETIE, #5-5 110~120 50 OAATEKL ONLD B3 Y [EEICA B MK
EAFR BTN, SHHREEOBEG4% 90~100 /3 OB TR EIZFFMETH Y, £54% 90~100 77 KON
100~110 53D H E3 0 B E [AECH D Z E0vD, WEBRIEIC X 2B L 1AW L7z,
F72, 100 mg/kg BEOHATED T IR FREEO T I 0 Bl CHER L7-23%, [BI{E 2 o
FELVIRMETHD Z D, PERWEIC L2528 L 13 Ik L7 o 72, D 1000 mg/kg #ETIE,
5% 70~80 43D H L3 0 [BEUCA B /R IRAEA A D= 03, XFFREEOEEA% 100~110 53 DL
HERVEEEFIETHD Z 0, B X AR L 1M Lo »7. 61T, [lE 2
HIZF T, 1D 300 mg/kg FET 30~40 53 TN 0~60 53 DA TEIL TN 0~60 57 DN H_E3 D [F15K
ICHBREEN A DD, BHRICEE L2 Z(ETIERNWZ &b, HRWEIC L8 L 1T
W Lo 7z,

FELHIIMERE & & W THORRC HERO b o Te.

—fikHE, (R, 1BEHE, 1TEIERE (FOB) 8123, EUTLICEMA, Mk P iL, Mekko
WFIUZ S EGITEET 22RO b e Tz,

10> 1000 K 1OV300 mg/kg Ff TR O DA B /2 mEN A LIV, ZOEDOZETEINTH Y,
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EETHD Z LD, W & DA & 1k L e~ 7.

[ HARIED 1000 mg/kg BECTIREDAE/2EME, B GHIERE THEED 1000 %O 100 mgkg i
THIEFT NV v DNREOABEIMMER A DTN, YHTOERT —2 N RE:11.0£4.7 (mL) :
Attachment 13, MIEHFF U 7 AR : 1427+ 1.7 (mEq/L) : Attachment 14) OZ{LTHDH Z &
Mo, HEREIZ K DB L IR Lo T,

B GHIRIRE TRFOFIE T 1000 mg/kg FELE 1 BITREE L OSSR RO/ MUY (i) 237 B4,
YELE| OB FHIRRARI 3T, REER ORI DZENE,/ Zeffi e NGB ARG Db 23558
w%w: LU s, 1 BIOHDOETHY, KEHbE D% éiz/ FHETT > DO ZIAE T

, FETORNIEORERLEBZOND Z L0, BHWEIC L DEL LW Lo o7, (A
ﬁ% Z, RIS T RO C 300 mg/kg AEME 1 5 J*%&U%*%LMWD/J\F”{ b)) 2375
H, IREHAR ARSI T, BRSNS D2/ ZEE L O HRORS DI 71353880 &
nrz.

PREEETIE, RGWIRR TEERED 300 &Y 100 mg/kg BECRIB O EREOAEZMEAE, [
TR TIRERED 1000 mg/kg FE UM B DA 7R 7 H IV TZ 23, éﬂ?@jbﬁr~§7
W (EE :58.8+84 (mg), /LM : 1.23+0.13 (g) : Attachment 15) OZALTH Y, FAKTEEIZI
BEENH DIV ST Z ED, HREIZ K DB L T Lo T,

AR AR T, 1000 mg/kg BERE 1 10D LB BRI PE D HEZHIBIZE D 2 228, 1
BIDOFDES m‘zb 0, o REOE T UIMEIL BRI AIRAE T, TOPNRETHD V2 Lo
5, WERMEZ L DL 1T Lot E T, Eﬁhﬂ%@ﬁﬁﬁfﬁﬁ@dﬂ%&@ﬂfﬁ%B@H%>
1000 mg/kg ﬁif%‘ BN, WFNGLRAERTE THD 2 20D, WERWEIC LD 8L 2k
Loz, %@ﬂﬂ@ﬁﬁﬁci, KT H AL, T liE Tl éﬁﬂéhéwﬂzf&;é &
D, HERMEIZ L DAL IR Lo T,

PLED LS, e A BT LV OmEEMEEIE, BT 1000 mgkg 51280 5% 60~
120 53 OB TENA B /RIAEA GO B2 Z L 225 300 mg/kg/day, M TIE 1000 mgkg/day &5 %
HiLD.

21. 3@k

) T 55 EOBRE AN T — g Uik GRRE S« 430155), A&
AL AV —F 22— PUBHIZTIT ; 2023.

2 N - tA BT TFADT y Ma v 28 HEIRAEER G ERBRO T
B GRS« 430156), MStERANAS AV b—F v 22— PISHIZERT ; 2023,

3) Snedecor GW, Cochran WG. Statistical methods, 7th ed. Ames: Iowa State University Press;
1980.

4)  Dunnett CW. A multiple comparison procedure for comparing several treatments with a control. J
Am Stat Assoc 1955; 50: 1096-1121.

5) Steel RGD. A multiple comparison rank sum test: Treatments versus control. Biometrics 1959;
15: 560-572.
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SAS Institute Inc., SAS/STAT Software: Changes and Enhancements, through Release 8.2. Cary
NC: SAS Institute Inc.; 2001.

Creasy D, Bube A, Rijk ED, Kandori H, Kuwahara M, Masson R, Nolte T, Reams R, Regan K,
Rehm S, Rogerson P, Whitney K. Proliferative and nonproliferative lesions of the rat and mouse
male reproductive system. Toxicol Pathol 2012; 40 (6 Suppl): 40S-121S.

H ATV - DM BLARR S | FEER &R, pp. 271-298, TUAT#IE, BT, 2017.
HAEEMREL 20« DA BHAR T | ST UASR, pp. 477-530, PUATERE, BT, 2017,
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Table 1. Clinical signs in male rats

Study No. 430157

Group Dose [Number of animals

Days of administration

(mg/kg)

and clinical signs 1

7 8 9 10 11 12 13 14 15

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Control 0 Number of animals | 10 10

Normal 10 10

10
10

10
10

10
10

10
10

10
10

10
10

10
10

10
10

10
10

10
10

10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

100 [Number of animals | 5 5

Normal 5 5

Ethyl propionate

5
5

5
5

5
5

5
5

5
5

5
5

5
5

5
5

5
5

5
5

55 55 5 5 55 5 5 5 5 5 5 5 5 55
55 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5°5

300 |Number of animals | 10 10

Normal 10 10

10
10

10
10

10
10

10
10

10
10

10
10

10
10

10
10

10
10

10
10

10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

1000 [Number of animals [ 10 10

Normal 10 10

10
10

10
10

10
10

10
10

10
10

10
10

10
10

10
10

10
10

10
10

10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

Pre: Before administration, Post: after administration.
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Table 1.  (Continued) Clinical signs in male rats
Group Dose |Number of animals Days of administration
(mg/kg)[and clinical signs 16 17 18 19 20 21 22 23 24 25 26 27 28 29
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0  |Number of animals | 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
Normal 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
Ethyl propionate| 100 |Number ofanimals| s 5 S5 5 5 5 5 S5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 55
Normal 55 5 5 5 5 5 5 5 5 5 5 5 5 5 5.5 5 5 5 5 5 5 55
300 [Number of animals | 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
Normal 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
1000 [Number of animals |10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
Normal 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
Pre: Before administration, Post: after administration.
Group Dose |Number of animals Days of recovery
(mg/kg) |and clinical signs 1 2 3 4 5 6 7 & 9 10 11 12 13 14 15
Control 0 Number of animals |5 5 5 5 5 5 5 5 5 5§ 5 5 5 5 5
Normal 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Ethyl propionate [ 300 [Numberofanimals |5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Normal 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 |Numberofanimals |5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Normal 55 5 5 5 5 5 5 5 5 5 5 5 5 5
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Table 2. Clinical signs in female rats
Group Dose |Number of animals Days of administration
(mg/kg)[and clinical signs 1 10 12 13 14 15
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0  [Number of animals |10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Ethyl propionate| 100 |Number ofanimals(5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 55
Normal 55 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5°5
300 |Number of animals {10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 |[Number of animals {10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Pre: Before administration, Post: after administration. (Continued)
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Table 2. (Continued) Clinical signs in female rats
Group Dose |Number of animals Days of administration
(mg/kg)[and clinical signs 16 17 18 19 20 21 22 23 24 25 26 27 28 29
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0  |Number of animals | 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
Normal 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
Ethyl propionate| 100 |Number ofanimals| s 5 S5 5 5 5 5 S5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 55
Normal 55 5 5 5 5 5 5 5 5 5 5 5 5 5 5.5 5 5 5 5 5 5 55
300 [Number of animals | 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
Normal 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
1000 [Number of animals |10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
Normal 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
Pre: Before administration, Post: after administration.
Group Dose |Number of animals Days of recovery
(mg/kg) |and clinical signs 1 2 3 4 5 6 7 & 9 10 11 12 13 14 15
Control 0 Number of animals |5 5 5 5 5 5 5 5 5 5§ 5 5 5 5 5
Normal 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Ethyl propionate [ 300 [Numberofanimals |5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Normal 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 |Numberofanimals |5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Normal 55 5 5 5 5 5 5 5 5 5 5 5 5 5
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Table 3. Body weights of male rats
Group Control Ethyl propionate
Dose (mgkg) 0 100 300 1000
Number of animals 10 5 10 10
Days of administration
1 170 =+ 8 166 £+ 7 169 =+ 9 169 + 8
8 232 £ 11 226 + 13 233 £ 16 229 + 16
15 291 £+ 17 287 + 18 2905 £+ 24 280 + 22
22 345 + 21 335 + 26 350 + 31 344 + 28
28 378 + 26 364 + 35 383 + 40 378 + 37
Number of animals 5 0 5 5
Days of recovery
393 + 23 - 416 + 27 391 + 31
8 439 + 29 - 461 + 30 437 + 35
14 461 + 27 - 490 + 32 456 + 32

Each value shows mean (g) + SD.
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Table 4. Body weights of female rats
Group Control Ethyl propionate
Dose (mgkg) 0 100 300 1000
Number of animals 10 5 10 10
Days of administration
1 153 + 9 148 + 7 153 + 9 153 + 9
8 184 £ 12 178 £ 10 182 £ 10 185 + 12
15 209 = 15 202 £ 12 205 + 18 212 £ 16
22 227 + 17 223 + 13 227 + 20 236 £+ 20
28 246 + 22 237 + 14 243 + 21 253 + 24
Number of animals 5 0 5 5
Days of recovery
250 + 23 - 244 + 18 259 + 17
8 264 + 21 - 256 + 17 274 £+ 16
14 272 £+ 23 - 265 £ 23 279 + 16

Each value shows mean (g) + SD.
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Table 5. Food consumption in male rats
Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 10 5 10 10
Days of administration
2 21 £ 2 20 £ 1 21 £ 1 22 £ 1
9 24 + 2 26 £ 1 25 £ 3 25 £ 3
16 25 £ 2 26 + 2 26 + 3 26 + 3
23 26 £ 3 26 £ 2 27 + 4 27 £ 3
Number of animals 5 0 5 5
Days of recovery
2 30 £+ 3 - 30 £ 3 29 £+ 3
9 30 £ 2 - 33 + 4 31 £ 2

Each value shows mean (g/day) + SD.
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Table 6. Food consumption in female rats
Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 10 5 10 10
Days of administration
2 16 £ 2 16 £+ 1 17 £ 2 17 £ 2
9 17 = 3 20 £ 1 17 £ 2 18 £ 2
16 19 £+ 3 16 + 3 17 £ 1 19 £ 2
23 19 + 3 17 £ 1 18 =+ 2 19 + 3
Number of animals 5 0 5 5
Days of recovery
2 17 £+ 4 - 18 £ 2 21 + 4
9 21 = 2 - 21 £ 2 22 £ 5

Each value shows mean (g/day) + SD.
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Table 7. Detailed clinical signs by FOB in male rats
Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Observation of animals in cages
Posture
Days of administration
Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
7 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
14 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
21 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
27 2.0 (2) 2.0 ) 2.0 (2) 2.0 )

Palpebral closure
Days of administration

Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 ()
Each value shows mean (range). (Continued)

Pre: Before administration period.

Findings were graded as follows;
Posture: 1: Prone or recumbent position, 2: resting normally (normal score), 3: moving or running about, 4: jumping,
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.
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Table 7. (Continued) Detailed clinical signs by FOB in male rats

Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5

Observation of animals in cages
Excessive grooming
Days of administration

Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)

7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)

Repetitive circling
Days of administration

Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 ()
Each value shows mean (range). (Continued)

Pre: Before administration period.

Findings were graded as follows;
Excessive grooming: 1: Not observed (normal score), 2: observed.
Repetitive circling: 1: Not observed (normal score), 2: observed.

45



Study No. 430157

Table 7. (Continued) Detailed clinical signs by FOB in male rats

Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Observation of animals in cages
Biting behavior
Days of administration
Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)

Clonic convulsions
Days of administration

Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 ()
Each value shows mean (range). (Continued)

Pre: Before administration period.
Findings were graded as follows;
Biting behavior: 1: Not observed (normal score), 2: observed.
Clonic convulsions: 1: Not observed (normal score), 2: jaw convulsions, 3: tremor.
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Table 7. (Continued) Detailed clinical signs by FOB in male rats

Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Observation of animals in cages
Tonic convulsions
Days of administration
Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
21 1.0 (1) 1.0 (D 1.0 (1) 1.0 (D
27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Each value shows mean (range). (Continued)

Pre: Before administration period.
Findings were graded as follows;

Tonic convulsions: 1: Not observed (normal score), 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions,
5: asphyxial convulsions.
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Table 7. (Continued) Detailed clinical signs by FOB in male rats

Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5

Observation of animals on observer's palm
Ease of removal from cage
Days of administration

Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
7 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
14 20 (2 2.0 (2) 2.0 (2) 2.0 (2)
21 20 (2 2.0 (2) 20 (2 2.0 (2)
27 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Ease of handling
Days of administration
Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
7 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
14 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
21 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
27 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Each value shows mean (range). (Continued)

Pre: Before administration period.
Findings were graded as follows;
Ease of removal from cage: 1: Docile and allowing itself to be handled, 2: rearing or cowering (normal score), 3: running about; hard to catch.
Ease of handling: 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing (normal score),
3: struggling and trying to bite observer's hand.

48



Study No. 430157

Table 7. (Continued) Detailed clinical signs by FOB in male rats

Group Control Ethyl propionate

Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5

Observation of animals on observer's palm
Muscle tone
Days of administration

Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)

7 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
14 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
21 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
27 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)

Fur conditions
Days of administration

Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
27 1.0 (1) 1.0 () 1.0 (1) 1.0 (1)
Each value shows mean (range). (Continued)

Pre: Before administration period.
Findings were graded as follows;
Muscle tone: 1: Decreased, 2: normal (normal score), 3: increased.
Fur conditions: 1: Normal (normal score), 2: slightly soiled, 3: markedly soiled.
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Table 7. (Continued) Detailed clinical signs by FOB in male rats

Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5

Observation of animals on observer's palm
Mucous membranes
Days of administration

Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 (D 1.0 (1) 1.0 (1)
21 1.0 (1) 1.0 (D 1.0 (1) 1.0 (1)
27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Lacrimation
Days of administration
Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 () 1.0 (1) 1.0 ()
21 1.0 (1) 1.0 (D 1.0 (1) 1.0 (D
27 1.0 (1) 1.0 (D 1.0 (1) 1.0 (D
Each value shows mean (range). (Continued)

Pre: Before administration period.

Findings were graded as follows;
Mucous membranes: 1: Normal (normal score), 2: brown, 3: hemorrhage, 4: swelling.
Lacrimation: 1: None (normal score), 2: mild, 3: marked.
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Table 7. (Continued) Detailed clinical signs by FOB in male rats

Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Observation of animals on observer's palm
Salivation
Days of administration
Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 (D 1.0 (1) 1.0 (1)
21 1.0 (1) 1.0 (D 1.0 (1) 1.0 (1)
27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Piloerection
Days of administration
Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 () 1.0 (1) 1.0 ()
21 1.0 (1) 1.0 (D 1.0 (1) 1.0 (D
27 1.0 (1) 1.0 (D 1.0 (1) 1.0 (D
Each value shows mean (range). (Continued)

Pre: Before administration period.

Findings were graded as follows;
Salivation: 1: None (normal score), 2: mild, 3: marked.
Piloerection: 1: None (normal score), 2: mild, 3: marked.
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Table 7. (Continued) Detailed clinical signs by FOB in male rats

Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Observation of animals on observer's palm
Pupil size
Days of administration
Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
7 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
14 20 (2 2.0 (2) 2.0 (2) 2.0 (2)
21 20 (2 2.0 (2) 20 (2 2.0 (2)
27 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Respiration
Days of administration
Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 () 1.0 (1) 1.0 ()
21 1.0 (1) 1.0 (D 1.0 (1) 1.0 (D
27 1.0 (1) 1.0 (D 1.0 (1) 1.0 (D
Each value shows mean (range). (Continued)

Pre: Before administration period.

Findings were graded as follows;
Pupil size: 1: Mydriasis, 2: normal (normal score), 3: miosis.
Respiration: 1: Normal (normal score), 2: bradypnea, 3: dyspnea.
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Table 7. (Continued) Detailed clinical signs by FOB in male rats

Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Open-field test
Frequency of urination
Days of administration
Pre 1.0 + 1.0 06 + 05 04 + 05 06 + 09
7 06 £ 05 08 = 04 04 £ 05 1.0 £ 07
14 08 = 04 06 £ 05 02 =+ 04 08 + 038
21 06 + 05 02 + 04 02 + 04 06 + 05
27 04 + 05 06 + 09 02 = 04 02 + 04
Frequency of defecation
Days of administration
Pre 1.2 + 038 1.0 + 1.0 20 £+ 1.6 06 + 13
7 1.8 £ 19 20 £ 12 28 + 2.7 12 £+ 13
14 1.4 £ 09 22 + 038 26 £+ 15 08 + 13
21 14 + 13 20 £ 21 1.8 + 25 1.6 £ 05
27 08 + 1.3 1.2 £ 1.6 22 + 29 06 + 13
Each value shows mean + SD. (Continued)

Pre: Before administration period.
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Table 7. (Continued) Detailed clinical signs by FOB in male rats

Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Open-field test
Frequency of rearing
Days of administration
Pre 80 =+ 54 52 £ 39 74 + 36 44 + 1.7
7 42 + 1.6 28 + 19 32 £ 3.0 14 £ 09
14 1.0 + 1.7 26 £ 2.7 14 + 1.7 04 + 05
21 1.6 £+ 15 34 + 3.6 40 + 54 02 + 04
27 92 + 73 54 + 32 6.6 = 4.0 48 + 43
Frequency of grooming
Days of administration
Pre 0.0 = 0.0 02 + 04 02 + 04 00 = 0.0
7 06 + 13 00 = 00 00 = 00 02 £ 04
14 00 = 00 00 = 0.0 00 = 00 00 = 0.0
21 00 = 0.0 00 = 0.0 00 = 0.0 00 = 0.0
27 00 = 0.0 00 = 0.0 00 = 0.0 00 £ 0.0
Each value shows mean + SD. (Continued)

Pre: Before administration period.
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Table 7. (Continued) Detailed clinical signs by FOB in male rats

Group Control Ethyl propionate

Dose (mg/kg) 0 100 300 1000

Number of animals 5 5 5 5

Open-field test

Gait
Days of administration
Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)

14 1.0 (1) 1.0 (D 1.0 (1) 1.0 (1)
21 1.0 (1) 1.0 (D 1.0 (1) 1.0 (D
27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)

Palpebral closure
Days of administration

Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Each value shows mean (range). (Continued)

Pre: Before administration period.
Findings were graded as follows;
Gait: 1: Normal (normal score), 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.
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Table 7. (Continued) Detailed clinical signs by FOB in male rats
Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Open-field test

Consciousness

Days of administration

Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)

7 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
14 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
21 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
27 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)

Behavioral abnormalities
Days of administration

Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 ()
Each value shows mean (range). (Continued)

Pre: Before administration period.

Findings were graded as follows;
Consciousness: 1: Comatose; no response, 2: exp loring behavior (normal score), 3: excited and moving spasmodically.
Behavioral abnormalities: 1: Not observed (normal score), 2: straub's tail reaction, 3: moving backward, 4: writhing, 5: self-biting.
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Table 7. (Continued) Detailed clinical signs by FOB in male rats
Group Control Ethyl propionate
Dose (mgkg) 0 100 300 1000
Number of animals 5 5 5 5
Open-field test
Righting reflex
Days of administration
Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)

Each value shows mean (range).
Pre: Before administration period.
Findings were graded as follows;

Righting reflex: 1: Righting itself immediately (normal score), 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Table 8. Detailed clinical signs by FOB in female rats
Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Observation of animals in cages
Posture
Days of administration
Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
7 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
14 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
21 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
27 2.0 (2) 2.0 ) 2.0 (2) 2.0 )

Palpebral closure
Days of administration

Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 ()
Each value shows mean (range). (Continued)

Pre: Before administration period.

Findings were graded as follows;
Posture: 1: Prone or recumbent position, 2: resting normally (normal score), 3: moving or running about, 4: jumping,
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.
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Table 8. (Continued) Detailed clinical signs by FOB in female rats

Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5

Observation of animals in cages
Excessive grooming
Days of administration

Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)

7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)

Repetitive circling
Days of administration

Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 ()
Each value shows mean (range). (Continued)

Pre: Before administration period.

Findings were graded as follows;
Excessive grooming: 1: Not observed (normal score), 2: observed.
Repetitive circling: 1: Not observed (normal score), 2: observed.
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Table 8. (Continued) Detailed clinical signs by FOB in female rats

Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Observation of animals in cages
Biting behavior
Days of administration
Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)

Clonic convulsions
Days of administration

Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 ()
Each value shows mean (range). (Continued)

Pre: Before administration period.
Findings were graded as follows;
Biting behavior: 1: Not observed (normal score), 2: observed.
Clonic convulsions: 1: Not observed (normal score), 2: jaw convulsions, 3: tremor.
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Table 8. (Continued) Detailed clinical signs by FOB in female rats

Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Observation of animals in cages
Tonic convulsions
Days of administration
Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
21 1.0 (1) 1.0 (D 1.0 (1) 1.0 (D
27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Each value shows mean (range). (Continued)

Pre: Before administration period.
Findings were graded as follows;

Tonic convulsions: 1: Not observed (normal score), 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions,
5: asphyxial convulsions.
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Table 8. (Continued) Detailed clinical signs by FOB in female rats

Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5

Observation of animals on observer's palm
Ease of removal from cage
Days of administration

Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
7 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
14 20 (2 2.0 (2) 2.0 (2) 2.0 (2)
21 20 (2 2.0 (2) 20 (2 2.0 (2)
27 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Ease of handling
Days of administration
Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
7 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
14 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
21 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
27 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Each value shows mean (range). (Continued)

Pre: Before administration period.
Findings were graded as follows;
Ease of removal from cage: 1: Docile and allowing itself to be handled, 2: rearing or cowering (normal score), 3: running about; hard to catch.
Ease of handling: 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing (normal score),
3: struggling and trying to bite observer's hand.
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Table 8. (Continued) Detailed clinical signs by FOB in female rats

Group Control Ethyl propionate

Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5

Observation of animals on observer's palm
Muscle tone
Days of administration

Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)

7 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
14 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
21 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
27 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)

Fur conditions
Days of administration

Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
27 1.0 (1) 1.0 () 1.0 (1) 1.0 (1)
Each value shows mean (range). (Continued)

Pre: Before administration period.
Findings were graded as follows;
Muscle tone: 1: Decreased, 2: normal (normal score), 3: increased.
Fur conditions: 1: Normal (normal score), 2: slightly soiled, 3: markedly soiled.

63



Study No. 430157

Table 8. (Continued) Detailed clinical signs by FOB in female rats

Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5

Observation of animals on observer's palm
Mucous membranes
Days of administration

Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 (D 1.0 (1) 1.0 (1)
21 1.0 (1) 1.0 (D 1.0 (1) 1.0 (1)
27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Lacrimation
Days of administration
Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 () 1.0 (1) 1.0 ()
21 1.0 (1) 1.0 (D 1.0 (1) 1.0 (D
27 1.0 (1) 1.0 (D 1.0 (1) 1.0 (D
Each value shows mean (range). (Continued)

Pre: Before administration period.

Findings were graded as follows;
Mucous membranes: 1: Normal (normal score), 2: brown, 3: hemorrhage, 4: swelling.
Lacrimation: 1: None (normal score), 2: mild, 3: marked.
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Table 8. (Continued) Detailed clinical signs by FOB in female rats

Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Observation of animals on observer's palm
Salivation
Days of administration
Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 (D 1.0 (1) 1.0 (1)
21 1.0 (1) 1.0 (D 1.0 (1) 1.0 (1)
27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Piloerection
Days of administration
Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 () 1.0 (1) 1.0 ()
21 1.0 (1) 1.0 (D 1.0 (1) 1.0 (D
27 1.0 (1) 1.0 (D 1.0 (1) 1.0 (D
Each value shows mean (range). (Continued)

Pre: Before administration period.

Findings were graded as follows;
Salivation: 1: None (normal score), 2: mild, 3: marked.
Piloerection: 1: None (normal score), 2: mild, 3: marked.
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Table 8. (Continued) Detailed clinical signs by FOB in female rats

Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Observation of animals on observer's palm
Pupil size
Days of administration
Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
7 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
14 20 (2 2.0 (2) 2.0 (2) 2.0 (2)
21 20 (2 2.0 (2) 20 (2 2.0 (2)
27 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Respiration
Days of administration
Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 () 1.0 (1) 1.0 ()
21 1.0 (1) 1.0 (D 1.0 (1) 1.0 (D
27 1.0 (1) 1.0 (D 1.0 (1) 1.0 (D
Each value shows mean (range). (Continued)

Pre: Before administration period.

Findings were graded as follows;
Pupil size: 1: Mydriasis, 2: normal (normal score), 3: miosis.
Respiration: 1: Normal (normal score), 2: bradypnea, 3: dyspnea.
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Table 8. (Continued) Detailed clinical signs by FOB in female rats

Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Open-field test
Frequency of urination
Days of administration
Pre 1.0 + 12 08 + 038 08 + 038 04 + 05
7 02 = 04 02 = 04 00 = 00 02 =+ 04
14 00 = 00 04 + 05 02 =+ 04 00 = 00
21 02 £ 04 00 = 0.0 02 + 04 00 = 0.0
27 02 = 04 04 + 05 00 = 0.0 00 = 0.0
Frequency of defecation
Days of administration
Pre 06 + 09 02 + 04 04 + 09 00 = 0.0
7 08 + 1.8 08 + 1.8 06 £ 13 02 £ 04
14 00 = 00 1.0 £ 22 00 = 00 00 = 0.0
21 00 = 0.0 06 + 13 00 = 0.0 00 = 0.0
27 00 £ 0.0 1.0 £ 2.2 1.0 £ 2.2 02 + 04
Each value shows mean + SD. (Continued)

Pre: Before administration period.
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Table 8. (Continued) Detailed clinical signs by FOB in female rats

Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Open-field test
Frequency of rearing
Days of administration
Pre 70 + 23 72 + 54 38 £ 19 62 = 23
7 28 £ 42 50 £ 28 34 £ 26 26 £ 15
14 60 £ 96 6.4 £ 63 40 £ 26 34 £ 29
21 94 + 83 6.6 £ 40 78 £ 6.3 70 £ 2.7
27 102 + 33 94 + 74 80 + 35 52 £ 45
Frequency of grooming
Days of administration
Pre 00 + 0.0 00 + 0.0 00 + 00 02 + 04
7 00 = 0.0 00 £ 0.0 00 £ 0.0 00 = 0.0
14 00 £ 0.0 0.0 + 0.0 02 + 04 0.0 =+ 0.0
21 00 £ 0.0 00 + 00 00 + 00 0.0 + 00
27 00 £ 0.0 00 + 0.0 00 + 00 00 + 00
Each value shows mean + SD. (Continued)

Pre: Before administration period.
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Table 8. (Continued) Detailed clinical signs by FOB in female rats

Group Control Ethyl propionate

Dose (mg/kg) 0 100 300 1000

Number of animals 5 5 5 5

Open-field test

Gait
Days of administration
Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)

14 1.0 (1) 1.0 (D 1.0 (1) 1.0 (1)
21 1.0 (1) 1.0 (D 1.0 (1) 1.0 (D
27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)

Palpebral closure
Days of administration

Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Each value shows mean (range). (Continued)

Pre: Before administration period.
Findings were graded as follows;
Gait: 1: Normal (normal score), 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.
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Table 8. (Continued) Detailed clinical signs by FOB in female rats
Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Open-field test

Consciousness

Days of administration

Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)

7 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
14 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
21 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
27 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)

Behavioral abnormalities
Days of administration

Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 ()
Each value shows mean (range). (Continued)

Pre: Before administration period.

Findings were graded as follows;
Consciousness: 1: Comatose; no response, 2: exp loring behavior (normal score), 3: excited and moving spasmodically.
Behavioral abnormalities: 1: Not observed (normal score), 2: straub's tail reaction, 3: moving backward, 4: writhing, 5: self-biting.
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Table 8. (Continued) Detailed clinical signs by FOB in female rats
Group Control Ethyl propionate
Dose (mgkg) 0 100 300 1000
Number of animals 5 5 5 5
Open-field test
Righting reflex
Days of administration
Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)

Each value shows mean (range).
Pre: Before administration period.
Findings were graded as follows;

Righting reflex: 1: Righting itself immediately (normal score), 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Table 9. Sensory response in male rats

Group Control Ethyl propionate

Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Pupillary reflex 20 (2) 2.0 (2) 20 (2) 20 (2)
Approaching behavior 20 (2) 2.0 (2) 20 (2) 20 (2)
Response to touch 2.0 (2) 2.0 (2) 20 (2) 2.0 (2)
Auditory reflex 20 (2) 2.0 (2) 20 (2) 2.0 (2)
Pain reflex 3.0 (3) 3.0 (3) 30 (3) 3.0 (3)

Each value shows mean (range).

Findings were graded as follows;

Pupillary reflex:
Approaching behavior:

Response to touch:

Auditory reflex:
Pain reflex:

1: Pupils completely dilated, 2: normal pupillary contraction observed (normal score), 3: pupils completely contracted.
1: Not observed, 2: approaching and sniffing object (normal score), 3: reacting to stimulus, including vocalizing,

4: jumping or biting object.

1: No response, 2: looking back and leaving object (normal score), 3: reacting to stimulus, including vocalizing,

4: jumping or biting object.

1: Not observed, 2: hesitating or moving ears (normal score), 3: jumping and trying to bite the source of sound.

1: Not observed, 2: slowly looking back or slowly moving forward to escape from object,

3: quickly moving forward to escape from object or biting it immediately after looking back (normal score),

4: jumping forward to escape from object, 5: loudly vocalizing and biting object after suddenly looking back.
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Table 10. Sensory response in female rats

Group Control Ethyl propionate

Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Pupillary reflex 20(2) 2.0(2) 20(2) 20(2)
Approaching behavior 20(2) 2.0(2) 20(2) 20(2)
Response to touch 20(2) 2.0(2) 20(2) 2.0(2)
Auditory reflex 20(2) 2.0(2) 20(2) 2.0(2)
Pain reflex 3.0 (3) 3.0(3) 30(3) 3.0 (3)

Each value shows mean (range).

Findings were graded as follows;

Pupillary reflex: 1: Pupils completely dilated, 2: normal pupillary contraction observed (normal score), 3: pupils completely contracted.

Approaching behavior:  1: Not observed, 2: approaching and sniffing object (normal score), 3: reacting to stimulus, including vocalizing,

4: jumping or biting object.

Response to touch: 1: No response, 2: looking back and leaving object (normal score), 3: reacting to stimulus, including vocalizing,
4: jumping or biting object.

Auditory reflex: 1: Not observed, 2: hesitating or moving ears (normal score), 3: jumping and trying to bite the source of sound.

Pain reflex: 1: Not observed, 2: slowly looking back or slowly moving forward to escape from object,

3: quickly moving forward to escape from object or biting it immediately after looking back (normal score),

4: jumping forward to escape from object, 5: loudly vocalizing and biting object after suddenly looking back.
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Table 11. Grip strength of male rats

Study No. 430157

Group Control Ethyl propionate

Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Grip strength (kg)

Forelimb
Hindlimb

0.582 =+ 0.087
0.165 = 0.020

0.599 + 0.040
0.166 = 0.049

0.613 = 0.088
0.158 + 0.019

0.630 = 0.058
0.165 = 0.032

Each value shows mean + SD.
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Table 12. Grip strength of female rats

Study No. 430157

Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Grip strength (kg)

Forelimb 0416 = 0.007 0479 + 0.051 0438 = 0.024 #

Hindlimb

Each value shows mean &+ SD.

0.128 + 0.020

0.135 + 0.022

0.123 + 0.014

0.465 + 0.040 #

Significantly different from the control group (#: p<0.05 by Steel's test).
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Table 13. Spontaneous motor activity of male rats (administration period)
Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Ambulatory counts
M inutes after administration
60-70 122 + 160 275 £ 375 166 + 239 26 + 35
70-80 45 + 48 168 =+ 297 13 £ 12 27 + 33
80-90 49 + 48 168 =+ 371 70 +£ 102 16 + 13
90-100 18 £ 30 254 + 546 13 £+ 14 8 £ 12
100-110 30 £+ 58 229 + 466 28 £ 36 19 £ 19
110-120 221 + 198 132 + 159 12 £ 10# 22 £+ 28 #
Total 486 + 284 1226 + 2036 302 + 259 119 £ 47 #
Rearing counts
M inutes after administration
60-70 1 £ 1 6 =+ 8 1 £ 3 0 = 0
70-80 1 + 1 2 £ 5 0 =+ 1 0 =+ 0
80-90 0 + 0 4 =+ 9 1 + 1 0 + 0
90-100 0 + 0 8 = 14 1 = 1 0 + 0
100-110 0 + 0 4 + 8 0 + 0 1 1
110-120 4 + 4 3 + 5 0 + 0# 0 + 0#
Total 5 &+ 5 27 + 46 3 + 4 1 + 1

Each value shows mean + SD.
Significantly different from the control group (#: p<0.05 by Steel's test).
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Table 14. Spontaneous motor activity of female rats (administration period)
Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Ambulatory counts
M inutes after administration
60-70 486 + 936 368 + 505 1592 + 2098 157 £+ 191
70-80 616 = 1127 781 + 1135 575 + 830 25 + 14
80-90 827 + 1041 32 + 59 505 +£ 1115 44 + 32
90-100 158 =+ 221 758 £+ 1159 254 + 495 33 + 29
100-110 37 =+ 44 171 + 253 201 + 431 520 + 1131
110-120 122 + 260 10 + 12 487 + 1065 31 + 23
Total 2246 + 1321 2119 + 2041 3614 + 5784 810 + 1108
Rearing counts
M inutes after administration
60-70 3 £ 5 1 £ 2 15 + 22 0 = 0
70-80 2 + 3 10 + 21 6 + 11 0 =+ 0#
80-90 7 £ 9 3 £ 6 7 £ 15 0 =+ 0
90-100 2 =+ 4 5 £ 6 2 =+ 4 0 =+ 0
100-110 0 = 0 1 + 2 2 % 4 4 + 10
110-120 1 = 1 0 = 0 5 £ 11 0 = 0
Total 14 = 12 20 + 27 37 + 66 5 = 10

Each value shows mean + SD.

Significantly different from the control group (#: p<0.05 by Steel's test).
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Table 15. Spontaneous motor activity of male rats (recovery period)
Group Control Ethyl propionate
Dose (mg/kg) 0 300 1000
Number of animals 5 5 5
Ambulatory counts
M inutes
0-10 981 + 1171 333 + 384 300 + 315
10-20 706 =+ 935 56 =+ 41 446 + 526
20-30 445 + 566 64 = 83 146 = 178
30-40 486 + 632 19 + 35 # 64 + 91
40-50 156 + 245 203 + 189 152 + 183
50-60 611 + 817 198 + 364 70 + 78
Total 3385 + 2277 872 + 866 * 1178 + 804
Rearing counts
M inutes
0-10 30 + 31 14 = 21 9 = 9
10-20 23 =+ 31 1 = 1 14 £ 15
20-30 8 =+ 8 0 = 0 3 = 5
30-40 8 + 16 0 =+ 0 1 + 3
40-50 5 + 12 4 + 2 5 = 9
50-60 23 + 35 4 + 8 2 + 3
Total 97 =+ 68 23 + 27 * 35 £ 34

Each value shows mean + SD.

Significantly different from the control group (#: p<0.05 by Steel's test).
Significantly different from the control group (*: p<0.05 by Dunnett's test).
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Table 16. Spontaneous motor activity of female rats (recovery period)
Group Control Ethyl propionate
Dose (mg/kg) 0 300 1000
Number of animals 5 5 5
Ambulatory counts
Minutes
0-10 1274 + 1598 529 + 1008 702 £ 942
10-20 864 + 1190 918 + 1302 822 + 796
20-30 350 + 347 829 + 1219 175 + 365
30-40 138 + 258 9% = 111 345 £ 748
40-50 482 + 1027 246 + 518 36 + 34
50-60 735 + 1625 309 £ 581 18 + 25
Total 3843 + 2908 2926 + 2190 2098 + 2267
Rearing counts
M inutes
0-10 12+ 16 7 + 11 5 + 7
10-20 11 = 19 12 =+ 17 12 =+ 15
20-30 5 + 8 13 =+ 20 1 + 3
30-40 + 0 = 1 3 =+ 7
40-50 7 +£ 15 1 =+ 3 0 + 1
50-60 17 + 37 2+ 0 =+ 0
Total 52 + 54 35 + 26 22 + 25

Each value shows mean + SD.
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Table 17. Urinalysis in male rats (administration period)
Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Volume (mL): Mean + SD 140 =+ 6.6 16.6 =+ 8.6 122 + 29 132 =+ 2.8
Specific gravity: Mean + SD 1.046 + 0.019 1.043 + 0.023 1.037 + 0.018 1.044 + 0.018
Color
Light yellow 5 5 5 5
pH
8.0 0 0 0 1
8.5 5 5 5 4
Protein
Trace 0 2 0 2
30 mg/dL 4 2 4 2
100 mg/dL 1 1 1 1
Glucose
Negative 5 5 5 5
Ketone
Trace 2 2 2 3
Slight 3 3 3 2
Bilirubin
Negative 5 5 5 5
Ocecult blood
Negative 4 5 5 5
Trace 1 0 0 0
Urobilinogen
0.1 EU./AL 4 3 4 4
1.0 E.U./dL 1 2 1 1
(Continued)
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Table 17. (Continued) Urinalysis in male rats (administration period)

Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Urinary sediments
Epithelial cells
<1 cells/HPF 4 5 3 4
1 - 4 cells/HPF 1 0 2 1
Erythrocytes
<1 cells/HPF 5 5 5 5
Leukocytes
<1 cells/HPF 5 5 5 5
Casts
Not observed 5 5 5 5
Crystals
Not observed
Observed
Na (mEq/L): Mean + SD 109.3
K (mEqg/L): Mean + SD 245.3
Cl (mEq/L): Mean + SD 168.5
Na (mEq/day): Mean + SD 1.35
K (mEg/day): Mean + SD 2.96
Cl (mEg/day): M ean + SD 2.02

453 107.9
108.4 228.8
82.9 152.6
0.40 1.36
0.67 2.96
0.56 1.90

65.1 57.7
1253 173.9
95.4 92.7
0.40 0.64
0.56 1.95
0.57 1.04

62.2 103.8
104.8 218.6
72.8 149.8
0.65 1.31
0.94 2.76
0.72 1.90

63.2
99.0
84.8
0.78
1.12
1.01

HoH H o H [ w
T T T TE SN
O G S
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Table 18. Urinalysis in female rats (administration period)
Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Volume (mL): Mean + SD 8.1 =+ 2.3 74 + 3.7 104 =+ 1.8 11.0 =+ 5.7
Specific gravity: Mean = SD 1.053 + 0.008 1.050 + 0.023 1.045 + 0.011 1.047 + 0.017
Color
Light yellow 5 5 5 5
pH
7.5 0 1 0 0
8.0 1 0 2 0
8.5 2 4 3 5
29.0 2 0 0 0
Protein
Negative 1 3 4 2
Trace 1 1 0 1
30 mg/dL 3 0 1 2
100 mg/dL 0 1 0 0
Glucose
Negative 5 5 5 5
Ketone
Negative 3 4 4 3
Trace 2 0 1 2
Slight 0 1 0 0
Bilirubin
Negative 5 5 5 5
Occult blood
Negative 5 5 5 5
Urobilinogen
0.1 EU./AL 2 4 4 3
1.0 EU./dL 3 1 1 2
(Continued)
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Table 18.

(Continued) Urinalysis in female rats (administration period)

Study No. 430157

Group

Control

Ethyl propionate

Dose (mg/kg)

0

100

300

1000

Number of animals

5

5

Urinary sediments
Epithelial cells
<1 cells/HPF

1 - 4 cells/HPF
Erythrocytes
<1 cells/HPF
Leukocytes

<1 cells/HPF
Casts

Not observed
Crystals

Not observed
Observed

Na (mEq/L): Mean + SD
K (mEqg/L): Mean + SD

Cl (mEqg/L): Mean + SD
Na (mEq/day): Mean + SD
K (mEg/day): Mean + SD
Cl (mEg/day): M ean + SD

111.6
252.1
168.8
0.87
2.01
1.33

O G S

23.0
46.8
33.2
0.17
0.55
0.30

114.1
209.2
138.5
0.68
1.26
0.83

1

HoH H K H RO W

59.4
223
77.1
0.27
0.46
0.33

94.7
216.1
148.6

0.99

2.24

1.53

O G S

429
69.2
59.2
0.50
0.83
0.68

78.4
204.2
124.7

0.84

2.08

1.25

HoH H K H RO W

48.2
77.1
58.2
0.49
0.91
0.56
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Table 19. Urinalysis in male rats (recovery period)
Group Control Ethyl propionate
Dose (mg/kg) 0 300 1000
Number of animals 5 5 5
Volume (mL): Mean + SD 175 + 4.5 155 =+ 2.0 162 + 8.7
Specific gravity: Mean + SD 1.044 + 0.013 1.053 + 0.009 1.046 += 0.016
Color
Light yellow 5 5 5
pH
6.0 0 0 1
8.0 2 3 0
8.5 3 2 4
Protein
Trace 3 3 2
30 mg/dL 2 2 2
100 mg/dL 0 0 1
Glucose
Negative 5 5 5
Ketone
Trace 3 3 2
Slight 2 2 3
Bilirubin
Negative 5 5 5
Occult blood
Negative 5 4 5
Trace 0 1 0
Urobilinogen
0.1 E.U./dL 5 5 5
(Continued)
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Table 19. (Continued) Urinalysis in male rats (recovery period)

Group Control Ethyl propionate
Dose (mg/kg) 0 300 1000
Number of animals 5 5 5

Urinary sediments
Epithelial cells
<1 cel/HPF 5 5 5
Erythrocytes
<1 cel'HPF 5 5 5
Leukocytes
<1 cel/HPF 5 5 5
Casts
Not observed 5
Crystals
Not observed
Na (mEq/L): Mean + SD 85.1
K (mEq/L): Mean + SD 210.9
Cl (mEq/L): Mean + SD 114.7
Na (mEq/day): Mean = SD 1.40
K (mEg/day): Mean + SD 3.52
Cl (mEg/day): Mean &+ SD 1.89

W
W

42.1 109.7
73.6 252.8
62.1 148.5
0.52 1.68
0.83 3.88
0.82 2.27

325 82.0
40.4 209.7
36.3 112.8
0.46 1.16
0.51 2.92
0.49 1.56

432
85.5
62.4
0.49
0.64
0.64

T I
H oW oK KK H|o

oW H B H R
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Table 20. Urinalysis in female rats (recovery period)
Group Control Ethyl propionate
Dose (mg/kg) 0 300 1000
Number of animals 5 5 5
Volume (mL): Mean + SD 8.0 =+ 1.7 8.9 + 3.7 127 =+ 2.1 *
Specific gravity: Mean + SD 1.048 + 0.013 1.055 + 0.021 1.036 + 0.010
Color
Light yellow 5 5 5
pH
7.0 0 1 0
8.0 1 0 1
8.5 4 3 4
>9.0 0 1 0
Protein
Negative 2 3 4
Trace 0 1 1
30 mg/dL 3 1 0
Glucose
Negative 5 5 5
Ketone
Negative 3 5 5
Trace 2 0 0
Bilirubin
Negative 5 5 5
Occult blood
Negative 5 5 3
Trace 0 0 2
Urobilinogen
0.1 E.U./dL 2 5 5
1.0 EU./AL 3 0 0
Significantly different from the control group (*: p<0.05 by Dunnett's test). (Continued)
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Table 20. (Continued) Urinalysis in female rats (recovery period)

Group Control Ethyl propionate

Dose (mg/kg) 0 300 1000
Number of animals 5 5 5

Urinary sediments
Epithelial cells
<1 cel/HPF 5 5 5
Erythrocytes
<1 cel'HPF 5 5 5
Leukocytes
<1 cel/HPF 5 5 5
Casts
Not observed 5
Crystals
Not observed
Na (mEq/L): Mean + SD 76.8
K (mEq/L): Mean + SD 199.5
Cl (mEq/L): Mean + SD 106.4
Na (mEqg/day): Mean = SD 0.59
K (mEg/day): Mean + SD 1.51
Cl (mEg/day): Mean &+ SD 0.79

W
W

44.2 94.0
90.8 242.1
61.5 138.0
0.33 0.71
0.60 1.92
0.41 1.06

55.8 532
118.2 136.7
78.9 80.6
0.43 0.72
1.02 1.84
0.68 1.09

38.5
73.1
52.7
0.59
1.22
0.81

oW H B H R
H oW oK KK H|o

oW H K H B
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Table 21. Hematological findings in male rats (administration period)

Group Control Ethyl propionate

Dose (mgkg) 0 100 300 1000
Number of animals 5 5 5 5

RBC (10*/uL) 770 = 39 765 + 19 778 + 24 780 + 34
HGB (¢/dL) 150 + 05 152 + 05 154 + 07 155 « 06
HCT (%) 432 + 1.4 43.6 + 1.1 442 + 2.2 440 =+ 1.6
MCV (fL) 562 + 1.1 570 £+ 09 56.8 + 1.1 564 = 0.9
MCH (o 194 + 04 199 + 04 197 + 04 198 = 03
MCHC (¢/dL) 346 + 02 349 £ 03 348 £ 04 352 £ 06
PLT (10*/uL) 1139 £+ 104 1202 + 10.0 113.8 £ 6.5 116.3 + 9.0
RET (104/uL) 2547 = 2.21 21.57 £ 4.01 2336 = 231 2468 £ 242
RET (%) 331 + 034 283 £ 057 3.00 + 0.28 317 £ 042
PT (sec.) 169 + 2.2 150 + 3.5 146 + 2.1 146 + 3.1
APTT (sec.) 22,6 + 1.8 205 + 1.9 22.0 = 1.4 20.6 + 2.0
Fbg (mg/dL) 246.8 + 18.1 2472 + 248 2419 + 114 2589 + 175
WBC (IOZ/HL) 81.1 = 27.7 63.1 + 8.1 66.7 + 7.0 61.1 + 142
Differential leukocy te (10%/uL)

Lymphocyte 656 + 284 501 + 55 547 + 6.6 483 + 137
Neutrophil 124 + 34 103 + 2.0 9.1 + 3.1 10.0 + 3.0
Eosinophil 0.6 + 0.3 0.8 =+ 0.5 09 + 0.3 0.8 =+ 0.2
Basophil 0.1 £ 00 0.1 £ 0.1 01 £ 0.0 0.1 + 0.1
Monocyte 23 + 0.8 1.7 = 0.5 1.8 = 0.7 1.9 = 0.6
Differential leukocyte (%)

Lymphocyte 794 + 6.0 79.6 + 1.9 82.1 + 4.0 78.7 + 7.0
Neutrophil 167 £+ 6.0 163 + 1.6 13.8 £+ 4.7 167 £ 5.7
Eosinophil 08 £+ 03 1.3 + 07 14 £+ 03 14 £ 05
Basophil 0.1 =+ 0.1 0.1 + 0.1 0.1 + 0.1 0.2 + 0.1
Monocyte 29 + 0.7 2.7 + 0.5 2.7 + 0.9 3.1 + 1.0

Each value shows mean + SD.
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Table 22. Hematological findings in female rats (administration period)

Group Control Ethyl propionate

Dose (mgkg) 0 100 300 1000
Number of animals 5 5 5 5

RBC (10*/uL) 765 + 21 734 £ 36 733 + 51 749 + 31
HGB (gdL) 152 £+ 04 145 = 03 147 £ 0.7 150 £ 0.6
HCT (%) 430 £+ 0.7 409 =+ 1.3 413 £ 2.0 423 £ 20
MCV (fL) 563 + 1.2 557 + 1.3 56.5 + 1.4 56.5 + 1.1
MCH (o 199 + 06 197 £ 06 201 + 05 200 £ 04
MCHC (¢/dL) 354 £ 05 355 £ 0.7 355 £ 02 354 £+ 04
PLT (104/1.1L) 112.0 =+ 7.6 1214 £ 145 1271 = 177 113.7 + 8.4
RET (10*/uL) 19.40 + 3.50 1634 + 3.15 20.50 + 3.46 19.74 £ 4.01
RET (%) 254 + 048 224 £ 050 282 £ 0.56 262 £ 045
PT (sec.) 9.6 =+ 0.4 9.6 + 0.3 9.6 =+ 0.2 94 + 0.2
APTT (sec.) 174 =+ 0.6 17.5 = 0.6 17.5 + 0.5 17.6 =+ 1.0
Fbg (mg/dL) 1974 £ 6.5 1703 + 16.7 197.7 £ 1938 2009 + 30.1
WBC (IOZ/HL) 565 + 13.0 537 + 11.6 48.1 + 198 485 + 5.5
Differential leukocy te (10%/uL)

Lymphocyte 50.0 =+ 122 453 + 9.6 422 + 187 40.7 + 4.2
Neutrophil 47 + 0.6 6.2 + 3.5 42 + 1.7 6.1 + 1.6
Eosinophil 0.5 + 0.2 0.7 =+ 0.3 04 + 0.3 05 =+ 0.1
Basophil 01 £ 0.0 0.1 £ 0.1 01 £ 0.1 01 £ 00
Monocyte 1.3 = 0.5 14 =+ 0.5 1.2 = 0.5 1.1 =+ 0.5
Differential leukocyte (%)

Lymphocyte 883 + 2.2 84.6 + 54 86.3 + 4.7 839 + 3.1
Neutrophil 85 + 1.4 114 =+ 5.4 10.0 =+ 4.9 125 + 2.5
Eosinophil 09 =+ 0.4 1.2 + 0.3 09 =+ 0.4 1.1 + 0.2
Basophil 0.1 =+ 0.1 0.1 + 0.1 0.1 + 0.1 0.2 + 0.1
Monocyte 22 + 0.7 2.7 + 0.7 2.6 + 0.5 23 + 0.8

Each value shows mean + SD.
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Table 23. Hematological findings in male rats (recovery period)

Group Control Ethyl propionate

Dose (mg/kg) 0 300 1000
Number of animals 5 5 5

RBC (10*/uL) 815 + 43 828 £ 14 840 £ 36
HGB (g/dL) 154 + 04 155 + 04 157 + 06
HCT (%) 42 + 09 445 £ 10 452 + 21
MCV (fL) 543 + 18 537 + 14 538 + 16
MCH (P2 189 + 08 187 + 06 187 = 06
MCHC (¢/dL) 348 £ 08 348 £ 03 347 £ 05
PLT (10*/uL) 103.8 + 8.7 1114 £ 59 109.6 + 17.7
RET (10*/uL) 21.88 + 2.06 2255 + 172 2480 + 3.09
RET (%) 270 + 035 272 £ 019 296 + 039
PT (sec.) 143 + 2.0 154 + 2.4 147 + 3.5
APTT (sec.) 21.8 = 1.6 227 2.2 212 + 1.0
Fbg (mg/dL) 2288 + 14.8 2284 £ 199 2337 + 98
WBC (IOZ/HL) 704 + 246 788 + 204 68.6 =+ 21.6
Differential leukocy te (10*/uL)

Lymphocyte 59.6 + 23.1 639 + 214 546 + 219
Neutrophil 84 + 2.3 119 + 2.8 114 + 34
Eosinophil 0.8 =+ 0.3 1.0 + 0.4 0.8 =+ 0.2
Basophil 02 =+ 0.1 02 + 0.1 0.1 =+ 0.1
Monocyte 1.5 + 0.3 1.8 + 0.3 1.6 = 0.4
Differential leukocyte (%)

Lymphocyte 839 + 4.4 79.8 + 7.8 78.0 + 9.3
Neutrophil 12.6 + 4.0 16.3 + 7.2 18.1 + 8.1
Eosinophil 1.1 + 0.4 1.3 + 0.4 1.2 = 0.5
Basophil 02 =+ 0.1 02 + 0.1 02 =+ 0.0
Monocyte 2.1 =+ 0.3 23 =+ 0.6 25 =+ 1.1

Each value shows mean + SD.
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Table 24. Hematological findings in female rats (recovery period)
Group Control Ethyl propionate
Dose (mg/kg) 0 300 1000
Number of animals 5 5 5
RBC (10*/uL) 773 = 34 791 + 41 785 + 51
HGB (g/dL) 148 + 0.5 148 + 0.8 150 £ 0.6
HCT (%) 420 + 1.8 24 £ 22 426 + 1.8
MCV (fL) 543 + 1.7 537 + 09 544 + 1.4
MCH (ro 191 + 03 187 + 04 192 + 05
MCHC (g/dL) 352 + 06 348 + 07 352 £ 08
PLT (10*/uL) 1141 =+ 84 1134 + 8.7 105.1 + 8.0
RET (10*/uL) 18.16 + 334 20.13 + 323 17.27 + 267
RET (%) 235 + 044 255 + 044 221 + 035
PT (sec.) 96 + 03 97 + 03 94 £+ 03
APTT (sec.) 176 £+ 0.8 17.8 + 1.0 175 £+ 05
Fbg (mg/dL) 191.0 £ 116 1847 + 13.8 1903 + 11.1
WBC (10%/uL) 313 + 11.8 295 + 104 443 + 159
Differential leukocy te (10*/uL)
Lymphocyte 225 + 7.2 214 + 8.8 31.1 + 9.1
Neutrophil 76 + 43 6.7 + 1.5 115 + 65
Eosinophil 0.6 =+ 0.2 0.6 + 0.2 0.7 =+ 0.2
Basophil 0.1 =+ 0.1 0.1 + 0.1 0.1 =+ 0.0
Monocyte 0.6 =+ 0.3 0.7 + 0.4 09 =+ 0.3
Differential leukocyte (%)
Lymphocyte 72.8 + 4.8 71.7 + 4.8 71.6 + 5.5
Neutrophil 233 + 45 238 + 5.0 245 + 62
Eosinophil 1.9 £ 05 20 £ 05 1.7 £ 05
Basophil 02 = 02 02 £ 02 02 + 02
Monocyte 1.9 + 0.4 23 + 0.5 20 + 0.5

Each value shows mean + SD.
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Table 25. Blood chemical findings in male rats (administration period)

Group Control Ethyl propionate

Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5

AST (U/L) 89.0 = 142 91.1 £ 17.0 88.8 = 175 929 + 26.6
ALT (U/L) 30.8 =+ 5.5 273 + 4.6 27.1 53 25.1 + 3.1
ALP (UL) 2224 + 31.1 196.6 = 427 207.1 + 33.8 2193 + 268
TP (g/dL) 540 £ 0.16 521 £ 022 546 + 0.21 532 + 0.17
Alb (g/dL) 260 + 0.16 242 + 0.19 260 + 0.11 243 + 0.17
Protein fraction (%)

alb 482 + 3.2 464 + 2.7 47.6 =+ 2.7 455 + 1.9
a;-glb 212 + 3.1 224 + 1.2 227 + 1.7 236 + 2.5
ap-glb 8.6 =+ 0.7 93 =+ 1.1 8.7 + 1.0 8.7 = 0.7
B-glb 173 £ 05 172 £ 10 167 + 12 172 + 16
y-glb 47 + 14 46 = 07 43 + 0.7 50 £ 1.1
A/G 094 + 0.12 0.87 + 0.09 091 + 0.10 0.84 + 0.06
T-Bil (mg/dL) 0.11 + 0.01 0.11 = 0.00 0.12 + 001 0.12 = 001
UN (mg/dL) 122 + 1.4 119 + 1.8 135 + 35 123 + 0.7
CRE (mg/dL) 032 + 0.02 029 =+ 0.01 032 + 004 030 + 0.02
Glu (mg/dL) 1281 + 182 1234 + 83 1220 + 10.1 1159 + 64
T-Cho (mg/dL) 546 £ 123 50.0 = 3.0 524 =+ 9.6 593 =+ 9.2
TG (mg/dL) 529 + 363 364 = 10.6 355 £ 150 540 + 157
Na (mEgq/L) 1443 =+ 0.5 144.1 =+ 0.9 144.8 =+ 0.6 144.1 =+ 1.2
K (mEq/L) 392 + 025 404 + 019 407 + 0.5 404 + 032
Cl (mEgq/L) 107.2 =+ 0.7 106.7 =+ 0.4 106.6 =+ 1.0 106.4 =+ 0.8
Ca (mg/dL) 97 £ 02 97 + 03 98 + 0.1 98 + 03
Ip (mg/dL) 89 £ 0.9 87 £ 0.8 92 + 0.6 93 + 05

Each value shows mean + SD.
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Table 26. Blood chemical findings in fimale rats (administration period)

Group Control Ethyl propionate

Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5

AST (U/L) 912 = 147 82.0 =+ 9.6 93.0 £ 18.6 78.7 £ 13.7
ALT (U/L) 174 + 33 185 = 3.1 17.2 % 2.9 163 =+ 2.9
ALP (U/L) 130.7 £ 355 945 = 26.0 130.8 £ 21.5 1333 £ 346
TP (g/dL) 557 £ 024 5.69 = 037 556 + 043 578 £ 0.21
Alb (g/dL) 285 + 0.12 291 + 020 282 + 021 295 + 0.13
Protein fraction (%)

alb 512 + 0.8 51.1 = 1.1 509 =+ 2.6 512 =+ 2.9
a;-glb 193 =+ 2.1 194 =+ 2.4 20.5 + 0.9 20.5 = 1.2
op-glb 82 =+ 0.5 85 =+ 0.5 84 =+ 0.6 8.0 =+ 1.2
B-glb 165 + 06 156 + 13 157 + 16 167 + 12
y-glb 48 + 13 54 + 13 45 £ 05 36 + 1.0
A/G 1.05 + 0.03 1.05 =+ 0.05 1.04 + 0.11 1.05 + 0.12
T-Bil (mg/dL) 0.12 + 0.01 0.13 £ 0.01 0.11 = 0.01 0.12 + 0.01
UN (mg/dL) 133 = 1.7 11.8 =+ 1.6 123 + 1.2 129 =+ 2.7
CRE (mg/dL) 039 + 0.05 033 + 0.02 034 + 0.01 033 + 002
Glu (mg/dL) 1240 + 8.1 110.7 + 5.5 113.7 £ 11.0 1239 £+ 16.7
T-Cho (mg/dL) 65.0 = 8.4 7277 £ 145 60.5 = 10.0 787 = 155
TG (mg/dL) 152 + 6.8 139 + 3.1 148 + 5.5 184 =+ 9.4
Na (mEq/L) 146.1 =+ 0.5 1447 + 0.5 * 146.2 =+ 0.5 1447 + 1.1 *
K (mEq/L) 410 + 0.25 422 + 0.19 396 £ 0.29 394 + 0.29
Cl (mEg/L) 108.7 =+ 1.5 107.4 =+ 2.0 108.8 + 1.9 107.0 =+ 1.9
Ca (mg/dL) 99 + 02 99 + 02 98 + 04 102 £ 02
IP (mg/dL) 93 + 03 92 + 02 88 + 0.6 91 + 02

Each value shows mean + SD.
Significantly different from the control group (*: p<0.05 by Dunnett's test).
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Table 27. Blood chemical findings in male rats (recovery period)

Group Control Ethyl propionate

Dose (mg/kg) 0 300 1000
Number of animals 5 5 5

AST (U/L) 955 = 21.0 86.2 + 10.3 93.0 + 5.8
ALT (UL) 306 + 23 292 £ 35 316 + 25
ALP (UL) 161.3 £ 28.6 161.7 £ 20.1 182.5 £+ 454
TP (g/dL) 550 + 021 557 + 0.11 565 + 023
Alb (¢/dL) 258 + 0.15 252 + 013 267 + 0.18
Protein fraction (%)

alb 47.0 =+ 4.4 452 + 2.1 473 + 2.6
o,-glb 22,1 + 5.1 232 + 3.8 22.1 + 32
ar-glb 89 + 07 87 + 0.7 83 + 0.6
B-glb 171 = 22 174 = 20 176 = 13
y-glb 48 = 14 55 £ 06 48 £ 1.1
A/G 090 + 0.16 0.83 + 0.07 090 + 0.09
T-Bil (mg/dL) 011 + 001 011 = 001 013 + 001
UN (mg/dL) 146 + 13 130 + 15 128 + 13
CRE (mg/dL) 0.38 + 0.03 0.38 = 0.02 036 + 0.02
Glu (mg/dL) 128.1 + 109 1292 + 112 1272 + 143
T-Cho (mg/dL) 622 + 13.8 713 + 13.1 555 = 10.8
TG (mg/dL) 549 + 106 529 + 158 639 = 12.1
Na (mEq/L) 1429 + 09 1427 £ 05 1426 + 14
K (mEgq/L) 405 + 0.21 399 + 0.27 424 = 0.18
Cl (mEgq/L) 105.3 =+ 0.9 105.8 =+ 2.2 1053 + 1.4
Ca (mg/dL) 9.6 =+ 0.2 9.7 + 0.3 9.7 + 0.2
IP (mg/dL) 76 + 04 76 + 05 77 £ 05

Each value shows mean + SD.
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Table 28. Blood chemical findings in female rats (recovery period)

Group Control Ethyl propionate

Dose (mg/kg) 0 300 1000
Number of animals 5 5 5

AST (U/L) 78.1 + 145 813 + 10.1 736 £ 114
ALT (U/L) 233 £ 19 219 £ 15 219 £ 13
ALP (U/L) 835 + 372 840 + 196 754 + 77
TP (g/dL) 596 = 0.36 588 = 0.23 6.04 = 034
Alb (¢/dL) 302 + 029 3.06 = 021 307 + 0.8
Protein fraction (%)

alb 50.6 =+ 33 52.0 += 2.2 509 + 2.6
a,-glb 18.8 =+ 1.7 183 =+ 2.2 19.7 = 0.8
ap-glb 83 + 1.1 83 + 0.6 79 + 0.8
B-glb 154 + 12 157 + 16 156 + 15
y-glb 69 + 1.1 57 £ 20 50 + 12
A/G 1.03 + 0.13 1.09 £ 0.10 1.04 £ 0.10
T-Bil (mg/dL) 012 + 001 012 + 0.03 013 + 0.2
UN (mg/dL) 127 + 23 120 + 1.6 137 + 25
CRE (mg/dL) 039 £ 0.02 038 + 0.03 039 + 0.02
Glu (mg/dL) 1174 + 64 122.1 + 100 1222 + 153
T-Cho (mg/dL) 679 + 138 592 + 95 603 + 13.6
TG (mg/dL) 245 + 8.6 19.8 + 5.4 20.5 + 6.7
Na (mEq/L) 1441 = 08 1432 + 1.0 1428 = 07
K (mEgq/L) 395 + 0.11 406 = 032 391 +£ 0.19
Cl (mEgq/L) 107.2 + 1.0 107.8 =+ 1.3 106.8 + 1.0
Ca (mg/dL) 100 + 03 99 + 04 100 + 03
IP (mg/dL) 62 + 14 68 + 0.7 70 £ 05

Each value shows mean + SD.
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Table 29. Necropsy findings in male rats (administration period)
Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Findings
Normal 5 5 5 4
Testis
Small in size, bilateral 0 0 0 1
Epididymis
Small in size, bilateral 0 0 0 1
Table 30. Necropsy findings in female rats (administration period)
Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Findings
Normal 5 5 5 5
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Table 31. Necropsy findings in male rats (recovery period)
Group Control Ethyl propionate
Dose (mg/kg) 0 300 1000
Number of animals 5 5 5
Findings
Normal 5 4 5
Testis
Small in size, bilateral 0 1 0
Epididymis
Small in size, bilateral 0 1 0
Table 32. Necropsy findings in female rats (recovery period)
Group Control Ethyl propionate
Dose (mg/kg) 0 300 1000
Number of animals 5 5 5
Findings
Normal 5 5 5
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Table 33. Organ weights of male rats (administration period)
Group Control Ethyl propionate
Dose (mg/kg) 0 100 300 1000
Number of animals 5 5 5 5
Body weight (2 338 + 27 336 + 31 324 £+ 29 337 £+ 36
Brain (2 199 £ 0.06 199 + 0.8 196 + 0.07 197 + 0.11
(&%) 0.59 = 0.04 0.60 + 0.06 0.61 = 0.05 059 £ 0.05
Thyroids (mg) 19.1 + 1.5 214 £ 5.0 212 £ 33 202 + 1.7
(mg%) 56 £ 05 6.5 + 1.8 65 £ 0.6 60 £ 05
Thymus © 058 + 0.12 058 + 021 054 + 007 0.60 + 0.13
(%) 0.17 + 0.04 0.17 £ 0.05 0.17 + 0.02 0.18 £ 0.05
Heart (o) 127 =+ 0.14 1.18 + 0.09 1.17 £ 0.10 123 + 0.10
(%) 0.38 + 0.04 036 £ 0.02 036 + 0.03 036 + 0.03
Liver @ 1004 + 076 954 + 125 934 + 094 949 + 1.08
(%) 297 £ 0.09 284 £ 0.18 288 + 0.12 281 £ 0.12
Spleen (® 059 + 0.11 070 £ 0.11 056 + 0.12 0.62 = 0.05
(&%) 0.18 = 0.03 021 £ 0.02 0.17 £ 0.03 0.18 = 0.02
Kidneys (® 265 £ 0.25 266 £ 0.06 250 £ 0.17 258 £ 017
(&%) 0.79 + 0.05 079 £ 0.07 0.77 £ 0.05 0.77 = 0.04
Adrenals (mg) 555 £ 45 465 £ 5.6 469 = 39 527 £ 49
(mg%) 164 + 0.5 139 + 1.9 146 + 21 157 + 1.6
Testes (2 3.07 = 0.11 3.05 £ 0.07 3.08 £ 0.08 276 = 1.27
(&%) 092 + 008 091 + 008 096 + 008 081 + 035
Epididymides (® 0.74 + 0.01 079 + 0.12 083 + 0.15 0.70 £ 0.19
(&%) 022 £ 0.02 023 + 0.03 026 £ 0.05 021 + 0.06
Seminal vesicles (® 147 £+ 0.16 144 £+ 027 1.27 £+ 0.30 147 £ 029
(&%) 043 £ 0.05 043 + 0.06 039 £ 0.07 044 £ 0.07
Prostate (€] 041 £ 0.13 043 + 0.06 034 £ 0.04 042 + 0.11
(%) 0.12 + 004 013 + 001 0.10 + 0.01 012 + 003

Each value shows mean + SD.

Significantly different from the control group (*: p<0.05 by Dunnett's test).
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Table 34. Organ weights of female rats (administration period)

Group Control Ethyl propionate
mgkg 0 100 300 1000
Number of animals 5 5 5 5
Body weight (2 229 =+ 20 225 + 13 229 + 24 231 + 28
Brain (2 1.86 = 0.04 1.88 £ 0.06 1.89 + 0.10 1.83 + 0.07
(&%) 0.81 + 0.07 084 + 0.05 0.83 + 0.06 0.80 = 0.09
Thyroids (mg) 192 + 1.2 195 + 3.9 157 + 42 17.1 + 3.9
(mg%) 84 + 0.6 8.7 =+ 1.9 6.8 =+ 1.6 75 =+ 2.1
Thymus (® 051 £ 0.13 048 = 0.16 0.58 + 0.13 053 = 0.08
(&%) 022 + 0.04 021 = 0.06 025 £ 0.05 023 = 0.04
Heart (® 079 £ 0.10 083 + 0.08 084 + 0.11 085 + 0.07
(%) 034 £ 0.02 037 = 0.02 037 + 0.03 037 £ 0.03
Liver (® 713 + 155 6.65 + 038 691 + 0.79 7.08 + 0.78
(%) 310 + 049 297 + 0.16 3.02 + 0.20 3.07 £ 0.08
Spleen (® 053 + 0.06 048 + 0.07 051 + 0.05 045 + 0.07
(&%) 023 + 0.02 021 + 0.04 022 £ 0.02 020 += 0.03
Kidneys (2 1.78 + 0.18 1.77 £ 0.18 1.82 + 0.17 1.87 £ 0.09
(&%) 0.78 £ 0.04 079 + 0.06 080 £ 0.08 081 + 0.06
Adrenals (mg) 663 + 6.2 649 + 2.6 68.1 £ 10.6 613 £ 104
(mg%) 292 + 42 290 + 09 29.7 + 2.7 26.8 =+ 5.7
Ovaries (mg) 83.7 + 177 83.7 + 146 862 £ 127 795 + 173
(mg%) 36.6 =+ 7.9 372 + 5.4 37.6 + 34 350 £+ 104
Uterus (2 063 = 020 046 + 0.15 054 £ 0.13 048 + 0.06
(&%) 028 + 0.08 021 + 0.06 024 £ 0.06 021 + 0.04

Each value shows mean + SD.
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Table 35. Organ weights of male rats (recovery period)
Group Control Ethyl propionate
Dose (mg/kg) 0 300 1000
Number of animals 5 5 5
Body weight (o) 429 + 28 456 + 27 424 + 32
Brain (o) 207 + 0.06 2.08 + 0.06 206 =+ 0.15
(&%) 048 + 0.04 0.46 + 0.02 049 + 0.05
Thyroids (mg) 195 £+ 53 243 £ 538 202 £ 3.1
(mg%) 45 + 1.2 53 =+ 1.1 47 + 06
Thymus (2 055 + 0.10 051 = 0.14 046 + 0.05
(&%) 0.13 + 0.02 0.11 + 0.03 011 + 0.02
Heart (2 146 + 0.09 145 + 0.06 1.34 £ 0.07
(&%) 034 + 0.03 032 + 0.02 032 + 0.03
Liver ) 12.16 + 082 1272 + 121 1173 + 1.12
(&%) 283 + 0.08 279 + 0.16 277 + 021
Spleen (2 070 + 0.07 079 + 0.11 070 + 0.08
(&%) 0.16 + 0.01 0.17 + 0.02 0.17 + 0.03
Kidneys (2 283 + 020 293 + 022 292 + 0.11
(&%) 0.66 = 0.05 0.65 = 0.04 0.69 + 0.06
Adrenals (mg) 585 + 8.9 540 + 10.1 63.0 + 137
(mg%) 137 + 27 11.8 + 1.5 149 + 32
Testes (@ 3.00 £ 0.22 299 + 0.70 3.15 £ 0.12
(2%) 070 + 0.09 066 + 0.18 074 + 0.04
Epididy mides (® 1.12 + 0.10 1.03 + 0.15 1.09 + 0.08
(&%) 026 + 0.03 023 + 0.04 026 + 0.04
Seminal vesicles (o 1.93 + 0.28 1.87 =+ 0.30 203 £ 0.26
(%) 045 + 0.05 041 + 0.08 048 + 0.07
Prostate (o 0.57 + 0.08 0.55 = 0.09 0.50 = 0.11
(£%) 0.13 + 0.03 012 + 001 0.12 + 003

Each value shows mean + SD.

Significantly different from the control group (*: p<0.05 by Dunnett's test).
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Table 36. Organ weights of female rats (recovery period)
Group Control Ethyl propionate
Dose (mg/kg) 0 300 1000
Number of animals 5 5 5
Body weight (2 256 + 19 249 £ 22 261 + 14
Brain (2 1.90 + 0.11 1.88 + 0.06 1.96 £+ 0.06
(g%) 0.74 = 0.06 076 £ 0.06 0.75 £ 0.05
Thyroids (mg) 185 + 4.1 16.6 + 2.6 18.6 + 1.8
(mg%) 72 + 1.8 6.7 =+ 1.3 72 =+ 0.8
Thymus (9 038 = 0.04 039 + 0.06 046 + 0.08
(&%) 0.15 + 0.01 0.16 £ 0.03 0.18 + 0.02
Heart (9 0.89 = 0.08 086 + 0.09 090 + 0.07
(&%) 035 = 0.02 035 + 0.03 035 + 0.03
Liver (2 6.80 £ 0.55 6.65 £ 056 7.08 + 0.9
(g%) 2.65 = 0.09 267 + 0.18 271 £ 0.12
Spleen (o) 0.51 £ 0.09 0.51 £ 0.04 0.52 £+ 0.03
(&%) 020 + 0.03 020 + 0.02 020 + 0.02
Kidneys (2 1.83 £ 0.19 1.79 + 0.17 1.77 + 0.11
(%) 0.72 + 0.04 072 + 0.04 0.68 + 0.07
Adrenals (mg) 69.3 + 4.2 62.7 + 9.7 70.0 + 7.7
(mg%) 272 + 3.1 252 + 3.2 269 =+ 3.1
Ovaries (mg) 932 + 9.6 93.9 + 243 956 + 12.0
(mg%) 367 £ 6.1 379 £ 97 366 £ 3.6
Uterus (2 055 £ 0.19 048 = 0.05 048 + 0.10
(&%) 021 + 0.06 0.19 + 0.04 0.18 + 0.04

Each value shows mean + SD.
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Table 37. Histopathological findings in male rats (administration period)
Group Control Ethyl propionate
Dose (mg/kg) 0 1000
Grade NY A” &+ 2+ 3+|NY AV x4+ 2+ 3+
Findings
Heart [51° [51°
Cellular infiltration, mononuclear cell, focal 5 0 0 0 0 0]4 1 1 0 0 0
Lung [5] [5]
Trachea [5] [5]
Liver [5] [5]
Pancreas [5] [5]
Submandibular gland [5] [5]
Stomach [5] [5]
Duodenum [5] [5]
Jejunum [5] [5]
M ineralization, Peyer's patch 4 1 1 0 O O0]3 2 2 0 0 O
Ileum [5] [5]
Cecum [5] [5]
Colon [5] [5]
Rectum [5] [5]
Thymus [5] [5]
Spleen [5] [5]
Mesenteric lymph node [5] [5]
Axillary lymph node [5] [5]
Kidney [5] [5]
Cyst, lateral 3 2 2 0 O OS5 O 0O 0 0 O
Urinary bladder [5] [5]
Testis [5] [5]
Degeneration/atrophy, seminiferous tubule, bilaterall 5 0 0 0 0 0f{4 1 0 0 1 0
Grade of histopathological findings; +: slight, +: mild, 2+: moderate, 3+: marked. (Continued)

a): No abnormality detected.
b): Abnormality detected.
¢): Number in brackets is number of animals examined.
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Table 37. (Continued) Histopathological findings in male rats (administration period)

Group Control Ethyl propionate
Dose (mg/kg) 0 1000
Grade NY A” &+ 2+ 3+|NY AV x4+ 2+ 3+
Findings
Epididy mis [51° [51°
Decrease, sperm, bilateral 5 0 0 0 O O]J]4 1 O 0O O 1
Prostate [5] [5]
Cellular infiltration, lymphoid cell 4 1 1 0 O O0]J4 1 1 O 0 O
Seminal vesicle [5] [5]
Coagulation gland [5] [5]
Skin [5] [5]
M ammary gland [5] [5]
Pituitary [5] [5]
Cyst s 0 0 O O O0]4 1 1 0 0 O
Adrenal [5] [5]
Thyroid [5] [5]
Ectopic, thymic tissue s 0 0 O O O0]4 1 1 0 0 O
Ultimobranchial remnant s 0 0 O O O0]4 1 1 0 0 O
Parathyroid [4] [5]
Cerebrum [5] [5]
Cerebellum [5] [5]
Pons [5] [5]
Spinal cord [5] [5]
Sciatic nerve [5] [5]
Eyeball [5] [5]
Retinal dysplasia, lateral 4 1 1 0 O O]5 O O O 0 O
Harderian gland [5] [5]
Rectus femoris muscle [5] [5]
Sternum [5] [5]
Femur [5] [5]
Grade of histopathological findings; +: slight, +: mild, 2+: moderate, 3-+: marked.
a): No abnormality detected. b): Abnormality detected.  c): Number in brackets is number of animals examined.
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Table 38. Histopathological findings in female rats (administration period)

Group Control Ethyl propionate
Dose (mg/kg) 0 1000
Grade NY AY + o+ 2+ 3+|NY AY £+ 2+ 3+
Findings
Heart [51° [51°
Lung [5] [5]
Trachea [5] [5]
Liver [5] [5]
Pancreas [5] [5]
Submandibular gland [5] [5]
Stomach [5] [5]
Duodenum [5] [5]
Jejunum [5] [5]
Mineralization, Peyer's patch 322 0 O oOo}J4 1 1 0 0 O
Tleum [5] [5]
Cecum [5] [5]
Colon [5] [5]
Rectum [5] [5]
Thymus [5] [5]
Spleen [5] [5]
Mesenteric lymph node [5] [5]
Axillary lymph node [5] [5]
Kidney [5] [5]
Cyst, lateral 4 1 1 0 0 Of5 O O 0 O O
Infarct, lateral 4 1 1 0 0 OoOf5 O O 0O O O
Urinary bladder [5] [5]
Ovary [5] [5]
Uterus [5] [5]
Vagina [5] [5]
Grade of histopathological findings; +: slight, +: mild, 2+: moderate, 3+: marked. (Continued)
a): No abnormality detected. b): Abnormality detected. c): Number in brackets is number of animals examined.
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Table 38. (Continued) Histopathological findings in female rats (administration period)

Group Control Ethyl propionate
Dose (mg/kg) 0 1000
Grade NY AP £+ 2+ 3+ |NY AY =+ 2+ 3+
Findings
Skin [5]° [51°
M ammary gland [5] [5]
Pituitary [5] [5]
Cyst 4 1 1 0 O Of5 O 0 0 0 O
Adrenal [5] [5]
Thyroid [5] [5]
Ultimobranchial remnant 50 0 O O 0|4 1 1 0 0 O
Parathyroid [5] [5]
Cerebrum [5] [5]
Cerebellum [5] [5]
Pons [5] [5]
Spinal cord [5] [5]
Sciatic nerve [5] [5]
Eyeball [5] [5]
Retinal dysplasia, lateral 50 0 0 0 0]4 1 1 0 O0 O
Harderian gland [5] [5]
Rectus femoris muscle [5] [5]
Sternum [5] [5]
Femur [5] [5]

Grade of histopathological findings; +: slight, +: mild, 2+: moderate, 3+: marked.
a): No abnormality detected.

b): Abnormality detected.

¢): Number in brackets is number of animals examined.
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Table 39. Histopathological findings in male rats (recovery period)

Group Control Ethyl propionate
Dose (mg/kg) 0 300
Grade NY AY o+ o+ 2+ 3+ | NY AY & 4+ 2+ 3+
Findings
Testis [ [
Degeneration/atrophy, seminiferous tubule, bilateral 1 0 0 0 0 0 0 0 1 0 0
Epididy mis [1] [1]
Decrease, sperm, bilateral 1 0 0 0 0 0 0 0 0 0 1

Grade of histopathological findings; +: slight, +: mild, 2+: moderate, 3+: marked.

a): No abnormality detected.
b): Abnormality detected.

¢): Number in brackets is number of animals examined.
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Fig 1. Chemical structure of Ethyl propionate.
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—O—Control group
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Fig 4. Food consumption in male rats.
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Fig 5. Food consumption in female rats.
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Appendix 1-1.  Individual clinical signs in male rats

Control group
Animal No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
MO01101 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
MO01102 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
MO01103 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
MO01104 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
MO01105 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
MO01106 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
MO01107 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
MO01108 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
MO01109 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
MO1110 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
Number of animals 1 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
N 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Pre: Before administration, Post: after administration. (Continued)
N: Normal.
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Appendix 1-1.  (Continued) Individual clinical signs in male rats

Control group
Animal No. Days of administration
16 17 18 19 20 21 22 23 24 25 26 27 28 29
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

MO01101
M01102
MO01103
MO1104
MO1105
MO01106
MO01107
MO01108
MO01109
MO1110
Number of animals 10 5
N 10 5
Pre: Before administration, Post: after administration. (Continued)
N: Normal.
*: Euthanized.
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Appendix 1-1.  (Continued) Individual clinical signs in male rats

Control group

Animal No. Days of recovery
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
MO01106 N N N N N N N N N N N N N N N
MO01107 N N N N N N N N N N N N N N N
MO01108 N N N N N N N N N N N N N N N
MO01109 N N N N N N N N N N N N N N N
MO1110 N N N N N N N N N N N N N N N
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
N 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

N: Normal.
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Appendix 1-2.  Individual clinical signs in male rats

Ethyl propionate group at 100 mgkg

Animal No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
M 02201 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M 02202 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M02203 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M 02204 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M 02205 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
Number of animals 5 5 5 5 S5 5 5 5 5 5 S5 5 5 5 5 5 S5 5 5 5 5 5 S5 5 5 5 5 5 5 5
N 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Pre: Before administration, Post: after administration. (Continued)
N: Normal.
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Appendix 1-2.  (Continued) Individual clinical signs in male rats

Ethyl propionate group at 100 mgkg

Animal No. Days of administration
16 17 18 19 20 21 22 23 24 25 26 27 28 29
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
M02201 N N N N N N N N N N N N N N N N N N N N N N N N N N N *
M 02202 N N N N N N N N N N N N N N N N N N N N N N N N N N N *
M 02203 N N N N N N N N N N N N N N N N N N N N N N N N N N N =*
M02204 N N N N N N N N N N N N N N N N N N N N N N N N N N N *
M 02205 N N N N N N N N N N N N N N N N N N N N N N N N N N N *
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
N 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Pre: Before administration, Post: after administration.
N: Normal.

*: Euthanized.
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Appendix 1-3.  Individual clinical signs in male rats

Ethy!l propionate group at 300 mg/kg
Animal No. Days of administration

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

M03301 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M03302 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
MO03303 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M03304 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M 03305 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
MO03306 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M 03307 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M03308 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M03309 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
MO03310 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
Number of animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
N 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

Pre: Before administration, Post: after administration. (Continued)

N: Normal.
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Appendix 1-3.  (Continued) Individual clinical signs in male rats

Ethyl propionate group at 300 mg/kg

Animal No. Days of administration
16 17 18 19 20 21 22 23 24 25 26 27 28 29
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

M 03301
M03302
M03303
M03304
M03305
M03306
M 03307
M03308
M03309
M03310
Number of animals 5
N 10 5
Pre: Before administration, Post: after administration. (Continued)
N: Normal.
*: Euthanized.
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Study No. 430157
Appendix 1-3.  (Continued) Individual clinical signs in male rats

Ethyl propionate group at 300 mgkg

Animal No. Days of recovery
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
MO03306 N N N N N N N N N N N N N N N
M 03307 N N N N N N N N N N N N N N N
MO03308 N N N N N N N N N N N N N N N
M03309 N N N N N N N N N N N N N N N
MO03310 N N N N N N N N N N N N N N N
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
N 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

N: Normal.
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Appendix 1-4.  Individual clinical signs in male rats

Ethy!l propionate group at 1000 mg’kg
Animal No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

M 04401 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M 04402 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M 04403 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M 04404 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M 04405 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M 04406 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M 04407 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M 04408 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M 04409 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
M 04410 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
Number of animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
N 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Pre: Before administration, Post: after administration. (Continued)
N: Normal.
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Appendix 1-4.  (Continued) Individual clinical signs in male rats

Ethy!l propionate group at 1000 mg’kg

Animal No. Days of administration
16 17 18 19 20 21 22 23 24 25 26 27 28 29
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

M 04401
M 04402
M 04403
M 04404
M 04405
M 04406
M 04407
M 04408
M 04409
M04410
Number of animals 5
N 10 5
Pre: Before administration, Post: after administration. (Continued)
N: Normal.
*: Euthanized.
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Study No. 430157
Appendix 1-4.  (Continued) Individual clinical signs in male rats

Ethyl propionate group at 1000 mgkg

Animal No. Days of recovery
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
M 04406 N N N N N N N N N N N N N N N
M 04407 N N N N N N N N N N N N N N N
M 04408 N N N N N N N N N N N N N N N
M 04409 N N N N N N N N N N N N N N N
M 04410 N N N N N N N N N N N N N N N
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
N 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

N: Normal.
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Appendix 2-1.  Individual clinical signs in female rats

Control group
Animal No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
FO1151 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
FO1152 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
FO1153 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F01154 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
FO1155 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
FO1156 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F01157 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
FO1158 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
FO1159 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F01160 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
Number of animals 1 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
N 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Pre: Before administration, Post: after administration. (Continued)
N: Normal.
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Appendix 2-1.  (Continued) Individual clinical signs in female rats

Control group
Animal No. Days of administration
16 17 18 19 20 21 22 23 24 25 26 27 28 29
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

FO1151
FO1152
FO1153
F01154
FO1155
F01156
FO1157
FO1158
F01159
F01160
Number of animals 5
N 10 5
Pre: Before administration, Post: after administration. (Continued)
N: Normal.
*: Euthanized.
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Appendix 2-1.  (Continued) Individual clinical signs in female rats

Control group

Animal No. Days of recovery
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
FO1156 N N N N N N N N N N N N N N N
FO1157 N N N N N N N N N N N N N N N
FO1158 N N N N N N N N N N N N N N N
FO1159 N N N N N N N N N N N N N N N
FO1160 N N N N N N N N N N N N N N N
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
N 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

N: Normal.
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Appendix 2-2.  Individual clinical signs in female rats

Ethyl propionate group at 100 mgkg

Animal No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F02251 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F02252 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F02253 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F02254 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F02255 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
Number of animals 5 5 5 5 S5 5 5 5 5 5 S5 5 5 5 5 5 S5 5 5 5 5 5 S5 5 5 5 5 5 5 5
N 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Pre: Before administration, Post: after administration. (Continued)
N: Normal.
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Study No. 430157
Appendix 2-2.  (Continued) Individual clinical signs in female rats

Ethyl propionate group at 100 mgkg

Animal No. Days of administration
16 17 18 19 20 21 22 23 24 25 26 27 28 29
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F02251 N N N N N N N N N N N N N N N N N N N N N N N N N N N *
F02252 N N N N N N N N N N N N N N N N N N N N N N N N N N N *
F02253 N N N N N N N N N N N N N N N N N N N N N N N N N N N =*
F02254 N N N N N N N N N N N N N N N N N N N N N N N N N N N *
F02255 N N N N N N N N N N N N N N N N N N N N N N N N N N N *
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
N 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Pre: Before administration, Post: after administration.
N: Normal.

*: Euthanized.
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Study No. 430157
Appendix 2-3.  Individual clinical signs in female rats

Ethy!l propionate group at 300 mg/kg
Animal No. Days of administration

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

F03351 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F03352 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F03353 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F03354 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F03355 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F03356 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F03357 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F03358 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F03359 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F03360 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
Number of animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
N 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

Pre: Before administration, Post: after administration. (Continued)

N: Normal.
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Study No. 430157

Appendix 2-3.  (Continued) Individual clinical signs in female rats

Ethyl propionate group at 300 mg/kg

Animal No. Days of administration
16 17 18 19 20 21 22 23 24 25 26 27 28 29
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

F03351
F03352
F03353
F03354
F03355
F03356
F03357
F03358
F03359
F03360
Number of animals 5
N 10 5
Pre: Before administration, Post: after administration. (Continued)
N: Normal.
*: Euthanized.
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Study No. 430157
Appendix 2-3.  (Continued) Individual clinical signs in female rats

Ethyl propionate group at 300 mgkg

Animal No. Days of recovery
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
F03356 N N N N N N N N N N N N N N N
F03357 N N N N N N N N N N N N N N N
F03358 N N N N N N N N N N N N N N N
F03359 N N N N N N N N N N N N N N N
F03360 N N N N N N N N N N N N N N N
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
N 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

N: Normal.
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Study No. 430157
Appendix 2-4.  Individual clinical signs in female rats

Ethy!l propionate group at 1000 mg’kg
Animal No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

F04451 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F04452 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F04453 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F04454 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F04455 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F04456 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F04457 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F04458 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F04459 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
F04460 N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N
Number of animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
N 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

Pre: Before administration, Post: after administration. (Continued)

N: Normal.
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Study No. 430157

Appendix 2-4.  (Continued) Individual clinical signs in female rats

Ethy!l propionate group at 1000 mg’kg

Animal No. Days of administration
16 17 18 19 20 21 22 23 24 25 26 27 28 29
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

F04451
F04452
F04453
F04454
F04455
F04456
F04457
F04458
F04459
F04460
Number of animals 5
N 10 5
Pre: Before administration, Post: after administration. (Continued)
N: Normal.
*: Euthanized.
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Study No. 430157
Appendix 2-4.  (Continued) Individual clinical signs in female rats

Ethyl propionate group at 1000 mgkg

Animal No. Days of recovery
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
F04456 N N N N N N N N N N N N N N N
F04457 N N N N N N N N N N N N N N N
F04458 N N N N N N N N N N N N N N N
F04459 N N N N N N N N N N N N N N N
F04460 N N N N N N N N N N N N N N N
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
N 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

N: Normal.
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Appendix 3-1.

Individual body weights of male rats

Control group
Animal No. Days of administration Days of recovery
1 8 15 22 28 1 8 14
MO1101 169 229 288 343 373 - - -
MO01102 168 236 303 354 388 - - -
M01103 153 209 257 300 325 - - -
MO1104 172 241 304 361 395 - - -
MO01105 164 219 274 329 354 - - -
MO1106 176 236 299 363 398 404 452 475
MO01107 180 245 300 355 389 398 446 463
MO01108 176 243 309 369 409 409 465 484
MO01109 164 226 278 325 353 353 390 415
MO1110 173 235 300 355 397 402 444 470
Number of animals 10 10 10 10 10 5 5 5
Mean 170 232 291 345 378 393 439 461
SD 8 11 17 21 26 23 29 27
Unit: g
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Appendix 3-2.

Ethy!l propionate group at 100 mgkg

Individual body weights of male rats

Animal No. Days of administration
1 8 15 22 28
MO02201 170 238 302 357 394
M 02202 168 230 283 323 339
M02203 161 216 275 317 338
M02204 174 237 309 368 409
M 02205 158 208 265 311 340
Number of animals 5 5 5 5 5
Mean 166 226 287 335 364
SD 7 13 18 26 35
Significance NS NS NS NS NS
Statistical method DU DU DU DU DU

Unit: g

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Appendix 3-3.

Ethyl propionate group at 300 mg/kg

Individual body weights of male rats

Animal No. Days of administration Days of recovery
1 8 15 22 28 1 8 14
MO03301 159 217 282 324 345 - - -
M03302 169 232 299 354 384 - - -
M03303 164 214 269 321 347 - - -
MO03304 176 246 305 359 385 - - -
MO03305 157 215 254 293 311 - - -
MO03306 174 244 317 389 438 440 492 529
MO03307 175 244 321 394 439 446 493 519
M 03308 170 227 284 339 381 385 431 456
MO03309 164 233 289 351 390 396 435 470
MO03310 185 262 329 372 407 411 452 475
Number of animals 10 10 10 10 10 5 5 5
Mean 169 233 295 350 383 416 461 490
SD 9 16 24 31 40 27 30 32
Significance NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU

Unit: g

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Study No. 430157
Appendix 3-4.  Individual body weights of male rats

Ethyl propionate group at 1000 mgkg

Animal No. Days of administration Days of recovery
1 8 15 22 28 1 8 14
M 04401 162 222 271 328 360 - - -
M 04402 169 229 296 346 377 - - -
M 04403 161 215 261 304 322 - - -
M 04404 158 212 274 324 344 - - -
M 04405 175 251 320 376 422 - - -
M 04406 174 243 309 382 426 418 473 475
M 04407 185 254 319 380 420 416 456 477
M 04408 169 213 265 321 353 356 399 427
M 04409 165 220 276 321 356 358 399 417
M04410 174 232 296 359 402 406 457 486
Number of animals 10 10 10 10 10 5 5 5
Mean 169 229 289 344 378 391 437 456
SD 8 16 22 28 37 31 35 32
Significance NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU

Unit: g

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Appendix 4-1.

Individual body weights of female rats

Control group
Animal No. Days of administration Days of recovery
1 8 15 22 28 1 8 14
FO1151 157 192 215 225 255 - - -
F01152 138 171 194 210 227 - - -
FO1153 144 184 216 243 260 - - -
FO01154 148 165 189 204 210 - - -
FO1155 153 191 222 244 268 - - -
F01156 148 170 187 209 218 217 232 240
F01157 162 197 226 242 269 273 283 293
FO1158 155 190 215 238 253 261 276 293
FO1159 166 197 227 244 265 263 275 272
F01160 160 184 199 214 236 235 255 261
Number of animals 10 10 10 10 10 5 5 5
Mean 153 184 209 227 246 250 264 272
SD 9 12 15 17 22 23 21 23
Unit: g
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Appendix 4-2.

Ethy!l propionate group at 100 mgkg

Individual body weights of female rats

Animal No. Days of administration
1 8 15 22 28
F02251 152 177 202 227 237
F02252 156 193 221 241 250
F02253 150 178 195 221 240
F02254 143 176 203 221 243
F02255 138 164 191 205 214
Number of animals 5 5 5 5 5
Mean 148 178 202 223 237
SD 7 10 12 13 14
Significance NS NS NS NS NS
Statistical method DU DU DU DU DU

Unit: g

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Appendix 4-3.

Ethyl propionate group at 300 mg/kg

Individual body weights of female rats

Animal No. Days of administration Days of recovery
1 8 15 22 28 1 8 14
F03351 145 178 204 224 241 - - -
F03352 144 175 195 215 238 - - -
F03353 140 175 186 213 220 - - -
F03354 151 179 199 213 237 - - -
F03355 159 202 238 263 288 - - -
F03356 150 175 188 210 223 230 240 242
F03357 169 195 233 260 267 275 282 294
F03358 160 191 214 235 246 242 265 284
F03359 154 175 193 215 230 234 245 246
F03360 157 177 196 217 236 237 248 257
Number of animals 10 10 10 10 10 5 5 5
Mean 153 182 205 227 243 244 256 265
SD 9 10 18 20 21 18 17 23
Significance NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU

Unit: g

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Study No. 430157
Appendix 4-4.  Individual body weights of female rats

Ethyl propionate group at 1000 mgkg

Animal No. Days of administration Days of recovery
1 8 15 22 28 1 8 14
F04451 150 172 186 206 216 - - -
F04452 157 206 244 277 300 - - -
F04453 141 177 202 224 242 - - -
F04454 140 175 199 222 237 - - -
F04455 153 184 212 232 250 - - -
F04456 148 170 202 222 229 229 251 253
F04457 156 185 212 241 260 265 282 290
F04458 167 198 223 252 273 272 287 291
F04459 158 191 219 238 251 258 263 276
F04460 163 196 222 241 269 269 288 286
Number of animals 10 10 10 10 10 5 5 5
Mean 153 185 212 236 253 259 274 279
SD 9 12 16 20 24 17 16 16
Significance NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU

Unit: g

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Appendix 5-1.

Individual food consumption in male rats

Control group
Animal No. Days of administration Days of recovery
2 9 16 23 2 9
MO1101 23 25 25 26 - -
MO01102 21 26 23 26 - -
M01103 19 22 22 24 - -
MO01104 19 24 26 22 - -
MO01105 19 20 24 29 - -
MO1106 24 25 26 28 32 34
MO01107 22 25 25 27 30 29
MO01108 23 27 29 30 34 30
MO01109 19 22 22 24 27 29
MO1110 22 22 24 28 29 30
Number of animals 10 10 10 10 5 5
Mean 21 24 25 26 30 30
SD 2 2 2 3 3 2
Unit: g/day.
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Study No. 430157

Appendix 5-2.  Individual food consumption in male rats

Ethy!l propionate group at 100 mgkg

Animal No. Days of administration
2 9 16 23
MO02201 21 25 25 28
M 02202 21 26 24 24
M02203 19 24 24 24
MO02204 21 28 28 28
M 02205 19 26 27 27
Number of animals 5 5 5 5
Mean 20 26 26 26
SD 1 1 2 2
Significance NS NS NS NS
Statistical method DU DU DU DU

Unit: g/day.

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Appendix 5-3.  Individual food consumption in male rats

Ethyl propionate group at 300 mg/kg

Animal No. Days of administration Days of recovery
2 9 16 23 2 9
MO03301 21 25 27 27 - -
M03302 19 22 25 27 - -
M03303 20 21 23 25 - -
MO03304 20 28 30 26 - -
MO03305 20 23 22 20 - -
MO03306 20 27 26 32 35 39
MO03307 21 26 28 30 31 34
M 03308 19 23 22 28 28 32
M03309 21 23 27 23 28 33
M03310 24 29 26 31 29 29
Number of animals 10 10 10 10 5 5
Mean 21 25 26 27 30 33
SD 1 3 3 4 3 4
Significance NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU

Unit: g/day.

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Appendix 5-4.  Individual food consumption in male rats

Ethyl propionate group at 1000 mgkg

Animal No. Days of administration Days of recovery
2 9 16 23 2 9
M 04401 20 22 23 27 - -
M 04402 22 27 28 27 - -
M04403 20 24 22 23 - -
M 04404 21 23 24 24 - -
M 04405 23 29 28 30 - -
M 04406 23 27 28 31 34 29
M 04407 24 28 28 28 26 31
M 04408 21 22 24 24 28 35
M 04409 20 21 20 25 28 30
M04410 23 27 30 30 30 32
Number of animals 10 10 10 10 5 5
Mean 22 25 26 27 29 31
SD 1 3 3 3 3 2
Significance NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU

Unit: g/day.

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Appendix 6-1.  Individual food consumption in female rats

Control group
Animal No. Days of administration Days of recovery
2 9 16 23 2 9
FO1151 15 18 20 18 - -
F01152 17 16 17 18 - -
FO1153 18 17 20 20 - -
FO01154 15 18 12 16 - -
FO1155 18 22 24 21 - -
F01156 17 13 16 13 16 19
F01157 11 13 18 22 19 21
F01158 17 19 21 18 24 23
F01159 15 20 20 22 16 20
F01160 15 18 18 19 12 22
Number of animals 10 10 10 10 5 5
Mean 16 17 19 19 17 21
SD 2 3 3 3 4 2

Unit: g/day.
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Study No. 430157

Appendix 6-2.  Individual food consumption in female rats

Ethy!l propionate group at 100 mgkg

Animal No. Days of administration
2 9 16 23
F02251 17 20 12 19
F02252 17 19 19 18
F02253 17 20 18 16
F02254 14 21 18 18
F02255 16 18 13 16
Number of animals 5 5 5 5
Mean 16 20 16 17
SD 1 1 3 1
Significance NS NS NS NS
Statistical method DU DU DU DU

Unit: g/day.

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Appendix 6-3.  Individual food consumption in female rats

Ethyl propionate group at 300 mg/kg

Animal No. Days of administration Days of recovery
2 9 16 23 2 9
F03351 17 18 14 21 - -
F03352 16 19 19 21 - -
F03353 16 19 18 18 - -
F03354 17 13 17 18 - -
F03355 20 20 16 21 - -
F03356 11 16 17 16 17 21
F03357 19 17 15 19 21 17
F03358 18 17 17 17 16 23
F03359 18 17 18 15 18 21
F03360 17 17 17 15 18 22
Number of animals 10 10 10 10 5 5
Mean 17 17 17 18 18 21
SD 2 2 1 2 2 2
Significance NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU

Unit: g/day.

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Appendix 6-4.  Individual food consumption in female rats

Ethyl propionate group at 1000 mgkg

Animal No. Days of administration Days of recovery
2 9 16 23 2 9
F04451 16 17 17 13 - -
F04452 19 21 22 23 - -
F04453 16 16 18 20 - -
F04454 16 17 19 21 - -
F04455 17 19 20 23 - -
F04456 15 17 14 17 18 14
F04457 19 18 19 17 24 25
F04458 20 21 22 16 22 25
F04459 19 16 20 18 24 21
F04460 15 20 20 22 16 24
Number of animals 10 10 10 10 5 5
Mean 17 18 19 19 21 22
SD 2 2 2 3 4 5
Significance NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU

Unit: g/day.

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Study No. 430157

Appendix 7-1.  Individual detailed clinical signs by FOB in male rats

Control group
Animal No. Blind No. Observation of animals in cages
Posture Palpebral closure
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
MO01101 M00002 2 2 2 2 2 1 1 1 1 1
MO01102 M 00005 2 2 2 2 2 1 1 1 1 1
MO01103 MO00001 2 2 2 2 2 1 1 1 1 1
MO01104 MO00011 2 2 2 2 2 1 1 1 1 1
MO01105 M 00014 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Pre: Before administration period. (Continued)

Findings were graded as follows;
Posture: 1: Prone or recumbent position, 2: resting normally (normal score), 3: moving or running about, 4: jumping.
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.
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Appendix 7-1.

(Continued) Individual detailed clinical signs by FOB in male rats

Study No. 430157

Control group
Animal No. Blind No. Observation of animals in cages
Excessive grooming Repetitive circling
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
MO01101 M 00002 1 1 1 1 1 1 1 1 1 1
MO01102 M 00005 1 1 1 1 1 1 1 1 1 1
MO01103 MO00001 1 1 1 1 1 1 1 1 1 1
MO01104 MO00011 1 1 1 1 1 1 1 1 1 1
MO01105 M 00014 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Pre: Before administration period. (Continued)

Findings were graded as follows;

Excessive grooming: 1: Not observed (normal score), 2: observed.
Repetitive circling: 1: Not observed (normal score), 2: observed.
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Appendix 7-1.

(Continued) Individual detailed clinical signs by FOB in male rats

Study No. 430157

Control group
Animal No. Blind No. Observation of animals in cages
Biting behavior Clonic convulsions
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
MO01101 M 00002 1 1 1 1 1 1 1 1 1 1
MO01102 MO00005 1 1 1 1 1 1 1 1 1 1
MO01103 MO00001 1 1 1 1 1 1 1 1 1 1
MO01104 MO00011 1 1 1 1 1 1 1 1 1 1
MO01105 M 00014 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Pre: Before administration period. (Continued)

Findings were graded as follows;
Biting behavior: 1: Not observed (normal score), 2: observed.

Clonic convulsions: 1: Not observed (normal score), 2: jaw convulsions, 3: tremor.
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Study No. 430157

Appendix 7-1.  (Continued) Individual detailed clinical signs by FOB in male rats

Control group
Animal No. Blind No. Observation of animals in cages
Tonic convulsions
Days of administration
Pre 7 14 21 27
MO01101 M00002 1 1 1 1 1
MO01102 M00005 1 1 1 1 1
MO01103 M00001 1 1 1 1 1
MO1104 MO00011 1 1 1 1 1
MO01105 M00014 1 1 1 1 1
Number of animals 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Pre: Before administration period. (Continued)

Findings were graded as follows;
Tonic convulsions: 1: Not observed (normal score), 2: tonic extension, 3: opisthotonus convulsions,
4: saltatory convulsions, 5: asphyxial convulsions.
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Study No. 430157

Appendix 7-1.  (Continued) Individual detailed clinical signs by FOB in male rats

Control group
Animal No. Blind No. Observation of animals on observer's palm
Ease of removal from cage Ease of handling
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
MO01101 M 00002 2 2 2 2 2 2 2 2 2 2
MO01102 M 00005 2 2 2 2 2 2 2 2 2 2
MO01103 MO00001 2 2 2 2 2 2 2 2 2 2
MO01104 MO00011 2 2 2 2 2 2 2 2 2 2
MO01105 M00014 2 2 2 2 2 2 2 2 2 2
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0
Range 2 2 2 2 2 2 2 2 2 2
Pre: Before administration period. (Continued)

Findings were graded as follows;
Ease of removal from cage: 1: Docile and allowing itself to be handled, 2: rearing or cowering (normal score), 3: running about; hard to catch.
Ease of handling: 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing (normal score), 3: struggling and trying to bite observer's hand.
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Study No. 430157

Appendix 7-1.  (Continued) Individual detailed clinical signs by FOB in male rats

Control group
Animal No. Blind No. Observation of animals on observer's palm
Muscle tone Fur conditions
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
MO01101 M 00002 2 2 2 2 2 1 1 1 1 1
MO01102 MO00005 2 2 2 2 2 1 1 1 1 1
MO01103 MO00001 2 2 2 2 2 1 1 1 1 1
MO01104 MO00011 2 2 2 2 2 1 1 1 1 1
MO01105 M 00014 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Pre: Before administration period. (Continued)

Findings were graded as follows;
Muscle tone: 1: Decreased, 2: normal (normal score), 3: increased.
Fur conditions: 1: Normal (normal score), 2: slightly soiled, 3: markedly soiled.
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Appendix 7-1.

(Continued) Individual detailed clinical signs by FOB in male rats

Study No. 430157

Control group
Animal No. Blind No. Observation of animals on observer's palm
Mucous membranes Lacrimation
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
MO01101 M 00002 1 1 1 1 1 1 1 1 1 1
MO01102 M 00005 1 1 1 1 1 1 1 1 1 1
MO01103 MO00001 1 1 1 1 1 1 1 1 1 1
MO01104 MO00011 1 1 1 1 1 1 1 1 1 1
MO01105 M 00014 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Pre: Before administration period. (Continued)

Findings were graded as follows;
Mucous membranes: 1: Normal (normal score), 2: brown, 3: hemorrhage, 4: swelling,

Lacrimation: 1: None (normal score), 2: mild, 3: marked.
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Appendix 7-1.

(Continued) Individual detailed clinical signs by FOB in male rats

Study No. 430157

Control group
Animal No. Blind No. Observation of animals on observer's palm
Salivation Piloerection

Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
MO01101 M 00002 1 1 1 1 1 1 1 1 1 1
MO01102 M 00005 1 1 1 1 1 1 1 1 1 1
MO01103 MO00001 1 1 1 1 1 1 1 1 1 1
MO01104 MO00011 1 1 1 1 1 1 1 1 1 1
MO01105 M 00014 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1

Pre: Before administration period. (Continued)

Findings were graded as follows;

Salivation: 1: None (normal score), 2: mild, 3: marked.
Piloerection: 1: None (normal score), 2: mild, 3: marked.
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Study No. 430157

Appendix 7-1.  (Continued) Individual detailed clinical signs by FOB in male rats

Control group
Animal No. Blind No. Observation of animals on observer's palm
Pupil size Respiration

Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
MO01101 M 00002 2 2 2 2 2 1 1 1 1 1
MO01102 M 00005 2 2 2 2 2 1 1 1 1 1
MO01103 MO00001 2 2 2 2 2 1 1 1 1 1
MO01104 MO00011 2 2 2 2 2 1 1 1 1 1
MO01105 M 00014 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1

Pre: Before administration period. (Continued)

Findings were graded as follows;
Pupil size: 1: Mydriasis, 2: normal (normal score), 3: miosis.
Respiration: 1: Normal (normal score), 2: bradypnea, 3: dyspnea.
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Appendix 7-1.  (Continued) Individual detailed clinical signs by FOB in male rats

Control group
Animal No. Blind No. Open-field test
Frequency of urination (during a 2-minute period) Frequency of defecation (during a 2-minute period)
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
MO01101 M00002 1 0 1 1 1 2 1 2 3 1
MO01102 MO00005 0 1 1 0 0 1 1 1 0 0
MO01103 MO00001 2 1 1 1 1 2 5 2 2 0
MO01104 MO00011 2 1 1 1 0 1 2 2 2 3
MO01105 M00014 0 0 0 0 0 0 0 0 0 0
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 0.6 0.8 0.6 0.4 1.2 1.8 1.4 1.4 0.8
SD 1.0 0.5 0.4 0.5 0.5 0.8 1.9 0.9 1.3 1.3
Pre: Before administration period. (Continued)
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Appendix 7-1.  (Continued) Individual detailed clinical signs by FOB in male rats

Control group
Animal No. Blind No. Open-field test
Frequency of rearing (during a 2-minute period) Frequency of grooming (during a 2-minute period)
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
MO01101 M00002 3 3 0 0 6 0 3 0 0 0
MO01102 MO00005 15 7 4 4 10 0 0 0 0 0
MO01103 MO00001 3 4 1 1 20 0 0 0 0 0
MO01104 MO00011 7 3 0 2 0 0 0 0 0 0
MO01105 M00014 12 4 0 1 10 0 0 0 0 0
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 8.0 42 1.0 1.6 9.2 0.0 0.6 0.0 0.0 0.0
SD 5.4 1.6 1.7 1.5 7.3 0.0 1.3 0.0 0.0 0.0
Pre: Before administration period. (Continued)
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Appendix 7-1.

(Continued) Individual detailed clinical signs by FOB in male rats

Study No. 430157

Control group
Animal No. Blind No. Open-field test
Gait Palpebral closure
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
MO01101 M00002 1 1 1 1 1 1 1 1 1 1
MO01102 MO00005 1 1 1 1 1 1 1 1 1 1
MO01103 MO00001 1 1 1 1 1 1 1 1 1 1
MO01104 MO00011 1 1 1 1 1 1 1 1 1 1
MO01105 MO00014 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Pre: Before administration period. (Continued)

Findings were graded as follows;

Gait: 1: Normal (normal score), 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,

6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.
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Appendix 7-1.  (Continued) Individual detailed clinical signs by FOB in male rats

Control group
Animal No. Blind No. Open-field test
Consciousness Behavioral abnormalities
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
MO01101 M 00002 2 2 2 2 2 1 1 1 1 1
MO01102 M 00005 2 2 2 2 2 1 1 1 1 1
MO01103 M00001 2 2 2 2 2 1 1 1 1 1
MO1104 M00011 2 2 2 2 2 1 1 1 1 1
MO01105 M00014 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Pre: Before administration period. (Continued)

Findings were graded as follows;
Consciousness: 1: Comatose; no response, 2: exp loring behavior (normal score), 3: excited and moving spasmodically.
Behavioral abnormalities: 1: Not observed (normal score), 2: straub's tail reaction, 3: moving backward, 4: writhing, 5: self-biting.
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Appendix 7-1.  (Continued) Individual detailed clinical signs by FOB in male rats

Control group
Animal No. Blind No. Open-field test
Righting reflex
Days of administration

Pre 7 14 21 27
MO01101 M 00002 1 1 1 1 1
MO01102 MO00005 1 1 1 1 1
MO01103 MO00001 1 1 1 1 1
MO01104 MO00011 1 1 1 1 1
MO01105 MO00014 1 1 1 1 1
Number of animals 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1

Pre: Before administration period.
Findings were graded as follows;
Righting reflex: 1: Righting itself immediately (normal score),
2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Appendix 7-2.  Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 100 mgkg

Animal No. Blind No. Observation of animals in cages
Posture Palpebral closure
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
MO02201 MO00019 2 2 2 2 2 1 1 1 1 1
MO02202 MO00022 2 2 2 2 2 1 1 1 1 1
M 02203 MO00020 2 2 2 2 2 1 1 1 1 1
M 02204 MO00021 2 2 2 2 2 1 1 1 1 1
M 02205 MO00010 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Posture: 1: Prone or recumbent position, 2: resting normally (normal score), 3: moving or running about, 4: jumping.
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.

NS: Not significantly different from the control group.

STL: Analysis by Steel's test.
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Appendix 7-2.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 100 mgkg

Animal No. Blind No. Observation of animals in cages
Excessive grooming Repetitive circling
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M02201 MO00019 1 1 1 1 1 1 1 1 1 1
MO02202 MO00022 1 1 1 1 1 1 1 1 1 1
M 02203 MO00020 1 1 1 1 1 1 1 1 1 1
M 02204 MO00021 1 1 1 1 1 1 1 1 1 1
M 02205 MO00010 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Excessive grooming: 1: Not observed (normal score), 2: observed.
Repetitive circling: 1: Not observed (normal score), 2: observed.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 7-2.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 100 mgkg

Animal No. Blind No. Observation of animals in cages
Biting behavior Clonic convulsions
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
MO02201 MO00019 1 1 1 1 1 1 1 1 1 1
MO02202 MO00022 1 1 1 1 1 1 1 1 1 1
M 02203 MO00020 1 1 1 1 1 1 1 1 1 1
M 02204 MO00021 1 1 1 1 1 1 1 1 1 1
M 02205 MO00010 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;

Biting behavior: 1: Not observed (normal score), 2: observed.

Clonic convulsions: 1: Not observed (normal score), 2: jaw convulsions, 3: tremor.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 7-2.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 100 mg/kg

Animal No. Blind No. Observation of animals in cages

Tonic convulsions

Days of administration

Pre 7 14 21 27
M02201 M00019 1 1 1 1 1
M 02202 M00022 1 1 1 1 1
M 02203 M00020 1 1 1 1 1
M02204 M00021 1 1 1 1 1
M 02205 M00010 1 1 1 1 1
Number of animals 5 5 5 5 5
M ean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Significance NS NS NS NS NS
Statistical method STL STL STL STL STL

Pre: Before administration period. (Continued)

Findings were graded as follows;
Tonic convulsions: 1: Not observed (normal score), 2: tonic extension, 3: opisthotonus convulsions,
4: saltatory convulsions, 5: asphyxial convulsions.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 7-2.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 100 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Ease of removal from cage Ease of handling
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M02201 MO00019 2 2 2 2 2 2 2 2 2 2
MO02202 M 00022 2 2 2 2 2 2 2 2 2 2
MO02203 M00020 2 2 2 2 2 2 2 2 2 2
MO02204 MO00021 2 2 2 2 2 2 2 2 2 2
M 02205 M 00010 2 2 2 2 2 2 2 2 2 2
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0
Range 2 2 2 2 2 2 2 2 2 2
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;

Ease of removal from cage: 1: Docile and allowing itself to be handled, 2: rearing or cowering (normal score), 3: running about; hard to catch.

Ease of handling: 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing (normal score), 3: struggling and trying to bite observer's hand.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.

168



Study No. 430157
Appendix 7-2.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 100 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Muscle tone Fur conditions
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M02201 M00019 2 2 2 2 2 1 1 1 1 1
MO02202 MO00022 2 2 2 2 2 1 1 1 1 1
M 02203 MO00020 2 2 2 2 2 1 1 1 1 1
M 02204 MO00021 2 2 2 2 2 1 1 1 1 1
M 02205 MO00010 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;

Muscle tone: 1: Decreased, 2: normal (normal score), 3: increased.

Fur conditions: 1: Normal (normal score), 2: slightly soiled, 3: markedly soiled.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Study No. 430157
Appendix 7-2.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 100 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Mucous membranes Lacrimation
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M02201 MO00019 1 1 1 1 1 1 1 1 1 1
MO02202 MO00022 1 1 1 1 1 1 1 1 1 1
M 02203 MO00020 1 1 1 1 1 1 1 1 1 1
M 02204 MO00021 1 1 1 1 1 1 1 1 1 1
M 02205 MO00010 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Mucous membranes: 1: Normal (normal score), 2: brown, 3: hemorrhage, 4: swelling.
Lacrimation: 1: None (normal score), 2: mild, 3: marked.

NS: Not significantly different from the control group.

STL: Analysis by Steel's test.
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Appendix 7-2.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 100 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Salivation Piloerection

Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M02201 MO00019 1 1 1 1 1 1 1 1 1 1
MO02202 MO00022 1 1 1 1 1 1 1 1 1 1
M 02203 MO00020 1 1 1 1 1 1 1 1 1 1
M 02204 MO00021 1 1 1 1 1 1 1 1 1 1
M 02205 MO00010 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL

Pre: Before administration period. (Continued)

Findings were graded as follows;
Salivation: 1: None (normal score), 2: mild, 3: marked.
Piloerection: 1: None (normal score), 2: mild, 3: marked.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 7-2.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 100 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Pupil size Respiration

Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
MO02201 MO00019 2 2 2 2 2 1 1 1 1 1
MO02202 MO00022 2 2 2 2 2 1 1 1 1 1
M 02203 MO00020 2 2 2 2 2 1 1 1 1 1
M 02204 MO00021 2 2 2 2 2 1 1 1 1 1
M 02205 MO00010 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL

Pre: Before administration period. (Continued)

Findings were graded as follows;
Pupil size: 1: Mydriasis, 2: normal (normal score), 3: miosis.
Respiration: 1: Normal (normal score), 2: bradypnea, 3: dyspnea.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Ethy!l propionate group at 100 mgkg

(Continued) Individual detailed clinical signs by FOB in male rats

Study No. 430157

Animal No. Blind No. Open-field test
Frequency of urination (during a 2-minute period) Frequency of defecation (during a 2-minute period)
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M02201 MO00019 0 1 1 1 2 1 2 2 3 3
MO02202 MO00022 1 1 0 0 0 0 1 1 5 3
M 02203 M 00020 1 1 1 0 0 0 1 3 0 0
M 02204 MO00021 0 0 0 0 0 2 2 2 0 0
M 02205 MO00010 1 1 1 0 1 2 4 3 2 0
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 0.6 0.8 0.6 0.2 0.6 1.0 2.0 2.2 2.0 1.2
SD 0.5 0.4 0.5 0.4 0.9 1.0 1.2 0.8 2.1 1.6
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU
Pre: Before administration period. (Continued)

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
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Appendix 7-2.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethy!l propionate group at 100 mgkg

Study No. 430157

Animal No. Blind No. Open-field test
Frequency of rearing (during a 2-minute period) Frequency of grooming (during a 2-minute period)
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M02201 MO00019 8 1 6 3 2 0 0 0 0 0
MO02202 MO00022 1 2 0 0 2 0 0 0 0 0
M 02203 MO00020 9 3 1 6 9 1 0 0 0 0
M 02204 MO00021 7 6 5 8 7 0 0 0 0 0
M 02205 MO00010 1 2 1 0 7 0 0 0 0 0
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 52 2.8 2.6 3.4 5.4 0.2 0.0 0.0 0.0 0.0
SD 3.9 1.9 2.7 3.6 3.2 0.4 0.0 0.0 0.0 0.0
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU STL DU DU DU DU DU DU
Pre: Before administration period. (Continued)

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Study No. 430157

Appendix 7-2.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 100 mgkg

Animal No. Blind No. Open-field test
Gait Palpebral closure
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
MO02201 MO00019 1 1 1 1 1 1 1 1 1 1
MO02202 MO00022 1 1 1 1 1 1 1 1 1 1
M 02203 MO00020 1 1 1 1 1 1 1 1 1 1
MO02204 MO00021 1 1 1 1 1 1 1 1 1 1
M 02205 M 00010 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Gait: 1: Normal (normal score), 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 7-2.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 100 mgkg

Animal No. Blind No. Open-field test
Consciousness Behavioral abnormalities
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M02201 MO00019 2 2 2 2 2 1 1 1 1 1
M 02202 M00022 2 2 2 2 2 1 1 1 1 1
M 02203 M 00020 2 2 2 2 2 1 1 1 1 1
M02204 M00021 2 2 2 2 2 1 1 1 1 1
M 02205 M00010 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Consciousness: 1: Comatose; no response, 2: exp loring behavior (normal score), 3: excited and moving spasmodically.
Behavioral abnormalities: 1: Not observed (normal score), 2: straub's tail reaction, 3: moving backward, 4: writhing, 5: self-biting.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 7-2.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 100 mg/kg

Animal No. Blind No. Open-field test
Righting reflex
Days of administration
Pre 7 14 21 27
M02201 M00019 1 1 1 1 1
M 02202 MO00022 1 1 1 1 1
M 02203 M00020 1 1 1 1 1
M 02204 MO00021 1 1 1 1 1
M 02205 MO00010 1 1 1 1 1
Number of animals 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Significance NS NS NS NS NS
Statistical method STL STL STL STL STL

Pre: Before administration period.
Findings were graded as follows;
Righting reflex: 1: Righting itself immediately (normal score),
2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 7-3.  Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 300 mgkg

Animal No. Blind No. Observation of animals in cages
Posture Palpebral closure
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M03301 M00015 2 2 2 2 2 1 1 1 1 1
MO03302 MO00013 2 2 2 2 2 1 1 1 1 1
MO03303 M 00006 2 2 2 2 2 1 1 1 1 1
MO03304 MO00007 2 2 2 2 2 1 1 1 1 1
MO03305 MO00016 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Posture: 1: Prone or recumbent position, 2: resting normally (normal score), 3: moving or running about, 4: jumping.
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.

NS: Not significantly different from the control group.

STL: Analysis by Steel's test.
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Appendix 7-3.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 300 mgkg

Animal No. Blind No. Observation of animals in cages
Excessive grooming Repetitive circling
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M03301 M00015 1 1 1 1 1 1 1 1 1 1
MO03302 MO00013 1 1 1 1 1 1 1 1 1 1
MO03303 M 00006 1 1 1 1 1 1 1 1 1 1
MO03304 MO00007 1 1 1 1 1 1 1 1 1 1
M03305 MO00016 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Excessive grooming: 1: Not observed (normal score), 2: observed.
Repetitive circling: 1: Not observed (normal score), 2: observed.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 7-3.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 300 mgkg

Animal No. Blind No. Observation of animals in cages
Biting behavior Clonic convulsions
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M03301 M00015 1 1 1 1 1 1 1 1 1 1
MO03302 MO00013 1 1 1 1 1 1 1 1 1 1
MO03303 M 00006 1 1 1 1 1 1 1 1 1 1
MO03304 MO00007 1 1 1 1 1 1 1 1 1 1
MO03305 MO00016 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;

Biting behavior: 1: Not observed (normal score), 2: observed.

Clonic convulsions: 1: Not observed (normal score), 2: jaw convulsions, 3: tremor.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 7-3.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 300 mg/kg

Animal No. Blind No. Observation of animals in cages

Tonic convulsions
Days of administration

Pre 7 14 21 27
M03301 MO00015 1 1 1 1 1
M03302 M00013 1 1 1 1 1
M03303 M 00006 1 1 1 1 1
M03304 M00007 1 1 1 1 1
M03305 M00016 1 1 1 1 1
Number of animals 5 5 5 5 5
M ean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Significance NS NS NS NS NS
Statistical method STL STL STL STL STL

Pre: Before administration period. (Continued)

Findings were graded as follows;
Tonic convulsions: 1: Not observed (normal score), 2: tonic extension, 3: opisthotonus convulsions,
4: saltatory convulsions, 5: asphyxial convulsions.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 7-3.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 300 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Ease of removal from cage Ease of handling
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M03301 MO00015 2 2 2 2 2 2 2 2 2 2
MO03302 M00013 2 2 2 2 2 2 2 2 2 2
MO03303 MO00006 2 2 2 2 2 2 2 2 2 2
MO03304 MO00007 2 2 2 2 2 2 2 2 2 2
M 03305 M 00016 2 2 2 2 2 2 2 2 2 2
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0
Range 2 2 2 2 2 2 2 2 2 2
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;

Ease of removal from cage: 1: Docile and allowing itself to be handled, 2: rearing or cowering (normal score), 3: running about; hard to catch.

Ease of handling: 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing (normal score), 3: struggling and trying to bite observer's hand.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.

182



Study No. 430157
Appendix 7-3.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 300 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Muscle tone Fur conditions
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M03301 MO00015 2 2 2 2 2 1 1 1 1 1
MO03302 MO00013 2 2 2 2 2 1 1 1 1 1
MO03303 MO00006 2 2 2 2 2 1 1 1 1 1
MO03304 MO00007 2 2 2 2 2 1 1 1 1 1
MO03305 MO00016 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;

Muscle tone: 1: Decreased, 2: normal (normal score), 3: increased.

Fur conditions: 1: Normal (normal score), 2: slightly soiled, 3: markedly soiled.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 7-3.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 300 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Mucous membranes Lacrimation
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M03301 M00015 1 1 1 1 1 1 1 1 1 1
MO03302 MO00013 1 1 1 1 1 1 1 1 1 1
MO03303 M 00006 1 1 1 1 1 1 1 1 1 1
MO03304 MO00007 1 1 1 1 1 1 1 1 1 1
MO03305 MO00016 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Mucous membranes: 1: Normal (normal score), 2: brown, 3: hemorrhage, 4: swelling.
Lacrimation: 1: None (normal score), 2: mild, 3: marked.

NS: Not significantly different from the control group.

STL: Analysis by Steel's test.
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Appendix 7-3.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 300 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Salivation Piloerection

Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M03301 M00015 1 1 1 1 1 1 1 1 1 1
MO03302 MO00013 1 1 1 1 1 1 1 1 1 1
MO03303 M 00006 1 1 1 1 1 1 1 1 1 1
MO03304 MO00007 1 1 1 1 1 1 1 1 1 1
MO03305 MO00016 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL

Pre: Before administration period. (Continued)

Findings were graded as follows;
Salivation: 1: None (normal score), 2: mild, 3: marked.
Piloerection: 1: None (normal score), 2: mild, 3: marked.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 7-3.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 300 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Pupil size Respiration

Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M03301 M00015 2 2 2 2 2 1 1 1 1 1
MO03302 MO00013 2 2 2 2 2 1 1 1 1 1
MO03303 M 00006 2 2 2 2 2 1 1 1 1 1
MO03304 MO00007 2 2 2 2 2 1 1 1 1 1
MO03305 MO00016 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL

Pre: Before administration period. (Continued)

Findings were graded as follows;
Pupil size: 1: Mydriasis, 2: normal (normal score), 3: miosis.
Respiration: 1: Normal (normal score), 2: bradypnea, 3: dyspnea.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 7-3.

Ethy!l propionate group at 300 mg/kg

(Continued) Individual detailed clinical signs by FOB in male rats

Study No. 430157

Animal No. Blind No. Open-field test
Frequency of urination (during a 2-minute period) Frequency of defecation (during a 2-minute period)
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M03301 MO00015 1 1 1 1 1 3 6 2 6 3
MO03302 MO00013 0 0 0 0 0 0 0 2 2 1
MO03303 M 00006 0 0 0 0 0 4 4 1 0 0
MO03304 MO00007 0 1 0 0 0 1 0 3 0 0
M 03305 MO00016 1 0 0 0 0 2 4 5 1 7
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 0.4 0.4 0.2 0.2 0.2 2.0 2.8 2.6 1.8 2.2
SD 0.5 0.5 0.4 0.4 0.4 1.6 2.7 1.5 2.5 2.9
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU
Pre: Before administration period. (Continued)

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
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Appendix 7-3.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethy!l propionate group at 300 mg/kg

Study No. 430157

Animal No. Blind No. Open-field test
Frequency of rearing (during a 2-minute period) Frequency of grooming (during a 2-minute period)
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M03301 MO00015 13 2 2 1 10 0 0 0 0 0
MO03302 MO00013 6 2 1 1 4 0 0 0 0 0
MO03303 M 00006 7 8 4 13 10 0 0 0 0 0
MO03304 MO00007 8 4 0 5 8 0 0 0 0 0
M 03305 MO00016 3 0 0 0 1 1 0 0 0 0
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 7.4 32 1.4 4.0 6.6 0.2 0.0 0.0 0.0 0.0
SD 3.6 3.0 1.7 5.4 4.0 0.4 0.0 0.0 0.0 0.0
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU STL DU DU DU DU DU DU
Pre: Before administration period. (Continued)

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's

test.

STL: Analysis by Steel's test.
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Appendix 7-3.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 300 mgkg

Animal No. Blind No. Open-field test
Gait Palpebral closure
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M03301 MO00015 1 1 1 1 1 1 1 1 1 1
MO03302 MO00013 1 1 1 1 1 1 1 1 1 1
MO03303 MO00006 1 1 1 1 1 1 1 1 1 1
MO03304 MO00007 1 1 1 1 1 1 1 1 1 1
MO03305 M 00016 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Gait: 1: Normal (normal score), 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Study No. 430157
Appendix 7-3.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 300 mgkg

Animal No. Blind No. Open-field test
Consciousness Behavioral abnormalities
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M03301 M00015 2 2 2 2 2 1 1 1 1 1
M03302 M00013 2 2 2 2 2 1 1 1 1 1
M03303 M 00006 2 2 2 2 2 1 1 1 1 1
M03304 M00007 2 2 2 2 2 1 1 1 1 1
MO03305 M00016 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Consciousness: 1: Comatose; no response, 2: exp loring behavior (normal score), 3: excited and moving spasmodically.
Behavioral abnormalities: 1: Not observed (normal score), 2: straub's tail reaction, 3: moving backward, 4: writhing, 5: self-biting.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 7-3.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 300 mg/kg

Animal No. Blind No. Open-field test
Righting reflex
Days of administration
Pre 7 14 21 27
M03301 MO00015 1 1 1 1 1
MO03302 MO00013 1 1 1 1 1
MO03303 M 00006 1 1 1 1 1
MO03304 MO00007 1 1 1 1 1
MO03305 MO00016 1 1 1 1 1
Number of animals 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Significance NS NS NS NS NS
Statistical method STL STL STL STL STL

Pre: Before administration period.
Findings were graded as follows;
Righting reflex: 1: Righting itself immediately (normal score),
2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 7-4.  Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 1000 mgkg

Animal No. Blind No. Observation of animals in cages
Posture Palpebral closure
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M 04401 MO00018 2 2 2 2 2 1 1 1 1 1
M 04402 MO00017 2 2 2 2 2 1 1 1 1 1
M 04403 MO00023 2 2 2 2 2 1 1 1 1 1
M 04404 M 00008 2 2 2 2 2 1 1 1 1 1
M 04405 M 00004 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Posture: 1: Prone or recumbent position, 2: resting normally (normal score), 3: moving or running about, 4: jumping.
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.

NS: Not significantly different from the control group.

STL: Analysis by Steel's test.
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Study No. 430157
Appendix 7-4.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 1000 mgkg

Animal No. Blind No. Observation of animals in cages
Excessive grooming Repetitive circling
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M04401 MO00018 1 1 1 1 1 1 1 1 1 1
M 04402 MO00017 1 1 1 1 1 1 1 1 1 1
M 04403 MO00023 1 1 1 1 1 1 1 1 1 1
M 04404 M 00008 1 1 1 1 1 1 1 1 1 1
M 04405 M 00004 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Excessive grooming: 1: Not observed (normal score), 2: observed.
Repetitive circling: 1: Not observed (normal score), 2: observed.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 7-4.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 1000 mgkg

Animal No. Blind No. Observation of animals in cages
Biting behavior Clonic convulsions
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M 04401 MO00018 1 1 1 1 1 1 1 1 1 1
M 04402 MO00017 1 1 1 1 1 1 1 1 1 1
M 04403 MO00023 1 1 1 1 1 1 1 1 1 1
M 04404 M 00008 1 1 1 1 1 1 1 1 1 1
M 04405 M 00004 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;

Biting behavior: 1: Not observed (normal score), 2: observed.

Clonic convulsions: 1: Not observed (normal score), 2: jaw convulsions, 3: tremor.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 7-4.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 1000 mgkg

Animal No. Blind No. Observation of animals in cages

Tonic convulsions
Days of administration

Pre 7 14 21 27
M 04401 MO00018 1 1 1 1 1
M 04402 M00017 1 1 1 1 1
M 04403 M00023 1 1 1 1 1
M 04404 M00008 1 1 1 1 1
M 04405 M 00004 1 1 1 1 1
Number of animals 5 5 5 5 5
M ean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Significance NS NS NS NS NS
Statistical method STL STL STL STL STL

Pre: Before administration period. (Continued)

Findings were graded as follows;
Tonic convulsions: 1: Not observed (normal score), 2: tonic extension, 3: opisthotonus convulsions,
4: saltatory convulsions, 5: asphyxial convulsions.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 7-4.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 1000 mg/kg

Animal No. Blind No. Observation of animals on observer's palm
Ease of removal from cage Ease of handling
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M04401 MO00018 2 2 2 2 2 2 2 2 2 2
M 04402 MO00017 2 2 2 2 2 2 2 2 2 2
M 04403 MO00023 2 2 2 2 2 2 2 2 2 2
M 04404 MO00008 2 2 2 2 2 2 2 2 2 2
M 04405 M 00004 2 2 2 2 2 2 2 2 2 2
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0
Range 2 2 2 2 2 2 2 2 2 2
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;

Ease of removal from cage: 1: Docile and allowing itself to be handled, 2: rearing or cowering (normal score), 3: running about; hard to catch.

Ease of handling: 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing (normal score), 3: struggling and trying to bite observer's hand.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Study No. 430157
Appendix 7-4.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 1000 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Muscle tone Fur conditions
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M04401 MO00018 2 2 2 2 2 1 1 1 1 1
M 04402 MO00017 2 2 2 2 2 1 1 1 1 1
M 04403 MO00023 2 2 2 2 2 1 1 1 1 1
M 04404 MO00008 2 2 2 2 2 1 1 1 1 1
M 04405 M 00004 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;

Muscle tone: 1: Decreased, 2: normal (normal score), 3: increased.

Fur conditions: 1: Normal (normal score), 2: slightly soiled, 3: markedly soiled.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Study No. 430157
Appendix 7-4.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 1000 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Mucous membranes Lacrimation
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M04401 MO00018 1 1 1 1 1 1 1 1 1 1
M 04402 MO00017 1 1 1 1 1 1 1 1 1 1
M 04403 MO00023 1 1 1 1 1 1 1 1 1 1
M 04404 M 00008 1 1 1 1 1 1 1 1 1 1
M 04405 M 00004 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Mucous membranes: 1: Normal (normal score), 2: brown, 3: hemorrhage, 4: swelling.
Lacrimation: 1: None (normal score), 2: mild, 3: marked.

NS: Not significantly different from the control group.

STL: Analysis by Steel's test.
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Study No. 430157
Appendix 7-4.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 1000 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Salivation Piloerection

Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M04401 MO00018 1 1 1 1 1 1 1 1 1 1
M 04402 MO00017 1 1 1 1 1 1 1 1 1 1
M 04403 MO00023 1 1 1 1 1 1 1 1 1 1
M 04404 M 00008 1 1 1 1 1 1 1 1 1 1
M 04405 M 00004 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL

Pre: Before administration period. (Continued)

Findings were graded as follows;
Salivation: 1: None (normal score), 2: mild, 3: marked.
Piloerection: 1: None (normal score), 2: mild, 3: marked.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Study No. 430157
Appendix 7-4.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 1000 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Pupil size Respiration

Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M 04401 MO00018 2 2 2 2 2 1 1 1 1 1
M 04402 MO00017 2 2 2 2 2 1 1 1 1 1
M 04403 MO00023 2 2 2 2 2 1 1 1 1 1
M 04404 M 00008 2 2 2 2 2 1 1 1 1 1
M 04405 M 00004 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL

Pre: Before administration period. (Continued)

Findings were graded as follows;
Pupil size: 1: Mydriasis, 2: normal (normal score), 3: miosis.
Respiration: 1: Normal (normal score), 2: bradypnea, 3: dyspnea.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 7-4.

Ethy!l propionate group at 1000 mg’kg

(Continued) Individual detailed clinical signs by FOB in male rats

Study No. 430157

Animal No. Blind No. Open-field test
Frequency of urination (during a 2-minute period) Frequency of defecation (during a 2-minute period)
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M04401 MO00018 1 0 0 1 1 0 2 1 2 0
M 04402 MO00017 0 1 2 0 0 3 3 3 1 0
M 04403 MO00023 2 1 0 0 0 0 1 0 1 0
M 04404 MO00008 0 2 1 1 0 0 0 0 2 3
M 04405 M 00004 0 1 1 1 0 0 0 0 2 0
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 0.6 1.0 0.8 0.6 0.2 0.6 1.2 0.8 1.6 0.6
SD 0.9 0.7 0.8 0.5 0.4 1.3 1.3 1.3 0.5 1.3
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU
Pre: Before administration period. (Continued)

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
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Appendix 7-4.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethy!l propionate group at 1000 mg’kg

Study No. 430157

Animal No. Blind No. Open-field test
Frequency of rearing (during a 2-minute period) Frequency of grooming (during a 2-minute period)
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M04401 MO00018 6 1 0 0 11 0 0 0 0 0
M 04402 M00017 4 0 1 0 7 0 1 0 0 0
M 04403 MO00023 2 2 1 1 3 0 0 0 0 0
M 04404 M 00008 4 2 0 0 0 0 0 0 0 0
M 04405 M 00004 6 2 0 0 3 0 0 0 0 0
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 4.4 1.4 0.4 0.2 4.8 0.0 0.2 0.0 0.0 0.0
SD 1.7 0.9 0.5 0.4 4.3 0.0 0.4 0.0 0.0 0.0
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU STL DU DU DU DU DU DU
Pre: Before administration period. (Continued)

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.

202



Study No. 430157

Appendix 7-4.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 1000 mgkg

Animal No. Blind No. Open-field test
Gait Palpebral closure
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M04401 MO00018 1 1 1 1 1 1 1 1 1 1
M 04402 MO00017 1 1 1 1 1 1 1 1 1 1
M 04403 MO00023 1 1 1 1 1 1 1 1 1 1
M 04404 MO00008 1 1 1 1 1 1 1 1 1 1
M 04405 M 00004 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Gait: 1: Normal (normal score), 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 7-4.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 1000 mgkg

Animal No. Blind No. Open-field test
Consciousness Behavioral abnormalities
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
M04401 MO00018 2 2 2 2 2 1 1 1 1 1
M 04402 M00017 2 2 2 2 2 1 1 1 1 1
M 04403 M00023 2 2 2 2 2 1 1 1 1 1
M 04404 M00008 2 2 2 2 2 1 1 1 1 1
M 04405 M00004 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Consciousness: 1: Comatose; no response, 2: exp loring behavior (normal score), 3: excited and moving spasmodically.
Behavioral abnormalities: 1: Not observed (normal score), 2: straub's tail reaction, 3: moving backward, 4: writhing, 5: self-biting.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 7-4.  (Continued) Individual detailed clinical signs by FOB in male rats

Ethyl propionate group at 1000 mgkg

Animal No. Blind No. Open-field test
Righting reflex
Days of administration
Pre 7 14 21 27
M04401 M00018 1 1 1 1 1
M 04402 MO00017 1 1 1 1 1
M 04403 M00023 1 1 1 1 1
M 04404 M 00008 1 1 1 1 1
M 04405 M 00004 1 1 1 1 1
Number of animals 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Significance NS NS NS NS NS
Statistical method STL STL STL STL STL

Pre: Before administration period.
Findings were graded as follows;
Righting reflex: 1: Righting itself immediately (normal score),
2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 8-1.  Individual detailed clinical signs by FOB in female rats

Control group
Animal No. Blind No. Observation of animals in cages
Posture Palpebral closure
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
FO1151 F00018 2 2 2 2 2 1 1 1 1 1
F01152 F00004 2 2 2 2 2 1 1 1 1 1
FO1153 F00005 2 2 2 2 2 1 1 1 1 1
FO1154 F00012 2 2 2 2 2 1 1 1 1 1
FO1155 F00017 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Pre: Before administration period. (Continued)

Findings were graded as follows;
Posture: 1: Prone or recumbent position, 2: resting normally (normal score), 3: moving or running about, 4: jumping.
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.
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(Continued) Individual detailed clinical signs by FOB in female rats

Study No. 430157

Control group
Animal No. Blind No. Observation of animals in cages
Excessive grooming Repetitive circling
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
FO1151 F00018 1 1 1 1 1 1 1 1 1 1
F01152 F00004 1 1 1 1 1 1 1 1 1 1
FO1153 F00005 1 1 1 1 1 1 1 1 1 1
FO1154 F00012 1 1 1 1 1 1 1 1 1 1
FO1155 F00017 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Pre: Before administration period. (Continued)

Findings were graded as follows;

Excessive grooming: 1: Not observed (normal score), 2: observed.
Repetitive circling: 1: Not observed (normal score), 2: observed.
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Appendix 8-1.

(Continued) Individual detailed clinical signs by FOB in female rats

Study No. 430157

Control group
Animal No. Blind No. Observation of animals in cages
Biting behavior Clonic convulsions
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
FO1151 F00018 1 1 1 1 1 1 1 1 1 1
F01152 F00004 1 1 1 1 1 1 1 1 1 1
FO1153 F00005 1 1 1 1 1 1 1 1 1 1
FO1154 F00012 1 1 1 1 1 1 1 1 1 1
FO1155 F00017 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Pre: Before administration period. (Continued)

Findings were graded as follows;

Biting behavior: 1: Not observed (normal score), 2: observed.
Clonic convulsions: 1: Not observed (normal score), 2: jaw convulsions, 3: tremor.
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Appendix 8-1.  (Continued) Individual detailed clinical signs by FOB in female rats

Control group
Animal No. Blind No. Observation of animals in cages
Tonic convulsions
Days of administration
Pre 7 14 21 27
FO1151 F00018 1 1 1 1 1
F01152 F00004 1 1 1 1 1
F01153 F00005 1 1 1 1 1
F01154 F00012 1 1 1 1 1
FO1155 F00017 1 1 1 1 1
Number of animals 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Pre: Before administration period. (Continued)

Findings were graded as follows;
Tonic convulsions: 1: Not observed (normal score), 2: tonic extension, 3: opisthotonus convulsions,
4: saltatory convulsions, 5: asphyxial convulsions.
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Appendix 8-1.  (Continued) Individual detailed clinical signs by FOB in female rats

Control group
Animal No. Blind No. Observation of animals on observer's palm
Ease of removal from cage Ease of handling
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
FO1151 F00018 2 2 2 2 2 2 2 2 2 2
F01152 F00004 2 2 2 2 2 2 2 2 2 2
FO1153 F00005 2 2 2 2 2 2 2 2 2 2
FO1154 F00012 2 2 2 2 2 2 2 2 2 2
FO1155 F00017 2 2 2 2 2 2 2 2 2 2
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0
Range 2 2 2 2 2 2 2 2 2 2
Pre: Before administration period. (Continued)

Findings were graded as follows;
Ease of removal from cage: 1: Docile and allowing itself to be handled, 2: rearing or cowering (normal score), 3: running about; hard to catch.
Ease of handling: 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing (normal score), 3: struggling and trying to bite observer's hand.
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Appendix 8-1.  (Continued) Individual detailed clinical signs by FOB in female rats

Control group
Animal No. Blind No. Observation of animals on observer's palm
Muscle tone Fur conditions
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
FO1151 F00018 2 2 2 2 2 1 1 1 1 1
F01152 F00004 2 2 2 2 2 1 1 1 1 1
FO1153 F00005 2 2 2 2 2 1 1 1 1 1
FO1154 F00012 2 2 2 2 2 1 1 1 1 1
FO1155 F00017 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Pre: Before administration period. (Continued)

Findings were graded as follows;
Muscle tone: 1: Decreased, 2: normal (normal score), 3: increased.
Fur conditions: 1: Normal (normal score), 2: slightly soiled, 3: markedly soiled.
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(Continued) Individual detailed clinical signs by FOB in female rats

Study No. 430157

Control group
Animal No. Blind No. Observation of animals on observer's palm
Mucous membranes Lacrimation
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
FO1151 F00018 1 1 1 1 1 1 1 1 1 1
F01152 F00004 1 1 1 1 1 1 1 1 1 1
FO1153 F00005 1 1 1 1 1 1 1 1 1 1
FO1154 F00012 1 1 1 1 1 1 1 1 1 1
FO1155 F00017 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Pre: Before administration period. (Continued)

Findings were graded as follows;
Mucous membranes: 1: Normal (normal score), 2: brown, 3: hemorrhage, 4: swelling,

Lacrimation: 1: None (normal score), 2: mild, 3: marked.
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Appendix 8-1.  (Continued) Individual detailed clinical signs by FOB in female rats

Study No. 430157

Control group
Animal No. Blind No. Observation of animals on observer's palm
Salivation Piloerection

Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
FO1151 F00018 1 1 1 1 1 1 1 1 1 1
F01152 F00004 1 1 1 1 1 1 1 1 1 1
FO1153 F00005 1 1 1 1 1 1 1 1 1 1
FO1154 F00012 1 1 1 1 1 1 1 1 1 1
FO1155 F00017 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1

Pre: Before administration period. (Continued)

Findings were graded as follows;
Salivation: 1: None (normal score), 2: mild, 3: marked.
Piloerection: 1: None (normal score), 2: mild, 3: marked.
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Appendix 8-1.  (Continued) Individual detailed clinical signs by FOB in female rats

Control group
Animal No. Blind No. Observation of animals on observer's palm
Pupil size Respiration

Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
FO1151 F00018 2 2 2 2 2 1 1 1 1 1
F01152 F00004 2 2 2 2 2 1 1 1 1 1
FO1153 F00005 2 2 2 2 2 1 1 1 1 1
FO1154 F00012 2 2 2 2 2 1 1 1 1 1
FO1155 F00017 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1

Pre: Before administration period. (Continued)

Findings were graded as follows;
Pupil size: 1: Mydriasis, 2: normal (normal score), 3: miosis.
Respiration: 1: Normal (normal score), 2: bradypnea, 3: dyspnea.
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Appendix 8-1.  (Continued) Individual detailed clinical signs by FOB in female rats

Control group
Animal No. Blind No. Open-field test
Frequency of urination (during a 2-minute period) Frequency of defecation (during a 2-minute period)
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
FO1151 F00018 0 0 0 0 0 0 0 0 0 0
F01152 F00004 1 1 0 0 0 0 0 0 0 0
FO01153 F00005 0 0 0 0 0 1 0 0 0 0
FO1154 F00012 1 0 0 0 0 0 0 0 0 0
FO1155 F00017 3 0 0 1 1 2 4 0 0 0
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 0.2 0.0 0.2 0.2 0.6 0.8 0.0 0.0 0.0
SD 1.2 0.4 0.0 0.4 0.4 0.9 1.8 0.0 0.0 0.0
Pre: Before administration period. (Continued)
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Appendix 8-1.  (Continued) Individual detailed clinical signs by FOB in female rats

Control group
Animal No. Blind No. Open-field test
Frequency of rearing (during a 2-minute period) Frequency of grooming (during a 2-minute period)
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
FO1151 F00018 9 10 23 23 15 0 0 0 0 0
F01152 F00004 5 3 4 8 7 0 0 0 0 0
FO01153 F00005 8 1 2 10 8 0 0 0 0 0
FO1154 F00012 9 0 0 5 12 0 0 0 0 0
FO1155 F00017 4 0 1 1 9 0 0 0 0 0
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 7.0 2.8 6.0 9.4 10.2 0.0 0.0 0.0 0.0 0.0
SD 2.3 4.2 9.6 8.3 3.3 0.0 0.0 0.0 0.0 0.0
Pre: Before administration period. (Continued)
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(Continued) Individual detailed clinical signs by FOB in female rats

Study No. 430157

Control group
Animal No. Blind No. Open-field test
Gait Palpebral closure
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
FO1151 F00018 1 1 1 1 1 1 1 1 1 1
F01152 F00004 1 1 1 1 1 1 1 1 1 1
F01153 F00005 1 1 1 1 1 1 1 1 1 1
FO1154 F00012 1 1 1 1 1 1 1 1 1 1
FO1155 F00017 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Pre: Before administration period. (Continued)

Findings were graded as follows;

Gait: 1: Normal (normal score), 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,

6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.
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Appendix 8-1.  (Continued) Individual detailed clinical signs by FOB in female rats

Control group
Animal No. Blind No. Open-field test
Consciousness Behavioral abnormalities
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F01151 F00018 2 2 2 2 2 1 1 1 1 1
F01152 F00004 2 2 2 2 2 1 1 1 1 1
F01153 F00005 2 2 2 2 2 1 1 1 1 1
FO1154 F00012 2 2 2 2 2 1 1 1 1 1
FO1155 F00017 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Pre: Before administration period. (Continued)

Findings were graded as follows;
Consciousness: 1: Comatose; no response, 2: exp loring behavior (normal score), 3: excited and moving spasmodically.
Behavioral abnormalities: 1: Not observed (normal score), 2: straub's tail reaction, 3: moving backward, 4: writhing, 5: self-biting.
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Appendix 8-1.  (Continued) Individual detailed clinical signs by FOB in female rats

Control group
Animal No. Blind No. Open-field test
Righting reflex
Days of administration

Pre 7 14 21 27
FO1151 F00018 1 1 1 1 1
F01152 F00004 1 1 1 1 1
FO01153 F00005 1 1 1 1 1
FO1154 F00012 1 1 1 1 1
FO1155 F00017 1 1 1 1 1
Number of animals 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1

Pre: Before administration period.

Findings were graded as follows;

Righting reflex: 1: Righting itself immediately (normal score),
2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Study No. 430157
Appendix 8-2.  Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 100 mgkg

Animal No. Blind No. Observation of animals in cages
Posture Palpebral closure
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F02251 F00014 2 2 2 2 2 1 1 1 1 1
F02252 F00022 2 2 2 2 2 1 1 1 1 1
F02253 F00023 2 2 2 2 2 1 1 1 1 1
F02254 F00003 2 2 2 2 2 1 1 1 1 1
F02255 F00006 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Posture: 1: Prone or recumbent position, 2: resting normally (normal score), 3: moving or running about, 4: jumping.
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.

NS: Not significantly different from the control group.

STL: Analysis by Steel's test.
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Appendix 8-2.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 100 mgkg

Animal No. Blind No. Observation of animals in cages
Excessive grooming Repetitive circling
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F02251 F00014 1 1 1 1 1 1 1 1 1 1
F02252 F00022 1 1 1 1 1 1 1 1 1 1
F02253 F00023 1 1 1 1 1 1 1 1 1 1
F02254 F00003 1 1 1 1 1 1 1 1 1 1
F02255 F00006 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Excessive grooming: 1: Not observed (normal score), 2: observed.
Repetitive circling: 1: Not observed (normal score), 2: observed.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 8-2.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 100 mgkg

Animal No. Blind No. Observation of animals in cages
Biting behavior Clonic convulsions
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F02251 F00014 1 1 1 1 1 1 1 1 1 1
F02252 F00022 1 1 1 1 1 1 1 1 1 1
F02253 F00023 1 1 1 1 1 1 1 1 1 1
F02254 F00003 1 1 1 1 1 1 1 1 1 1
F02255 F00006 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;

Biting behavior: 1: Not observed (normal score), 2: observed.

Clonic convulsions: 1: Not observed (normal score), 2: jaw convulsions, 3: tremor.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 8-2.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 100 mg/kg

Animal No. Blind No. Observation of animals in cages

Tonic convulsions

Days of administration

Pre 7 14 21 27
F02251 F00014 1 1 1 1 1
F02252 F00022 1 1 1 1 1
F02253 F00023 1 1 1 1 1
F02254 F00003 1 1 1 1 1
F02255 F00006 1 1 1 1 1
Number of animals 5 5 5 5 5
M ean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Significance NS NS NS NS NS
Statistical method STL STL STL STL STL

Pre: Before administration period. (Continued)

Findings were graded as follows;
Tonic convulsions: 1: Not observed (normal score), 2: tonic extension, 3: opisthotonus convulsions,
4: saltatory convulsions, 5: asphyxial convulsions.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 8-2.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 100 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Ease of removal from cage Ease of handling
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F02251 F00014 2 2 2 2 2 2 2 2 2 2
F02252 F00022 2 2 2 2 2 2 2 2 2 2
F02253 F00023 2 2 2 2 2 2 2 2 2 2
F02254 F00003 2 2 2 2 2 2 2 2 2 2
F02255 F00006 2 2 2 2 2 2 2 2 2 2
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0
Range 2 2 2 2 2 2 2 2 2 2
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;

Ease of removal from cage: 1: Docile and allowing itself to be handled, 2: rearing or cowering (normal score), 3: running about; hard to catch.

Ease of handling: 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing (normal score), 3: struggling and trying to bite observer's hand.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 8-2.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 100 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Muscle tone Fur conditions
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F02251 F00014 2 2 2 2 2 1 1 1 1 1
F02252 F00022 2 2 2 2 2 1 1 1 1 1
F02253 F00023 2 2 2 2 2 1 1 1 1 1
F02254 F00003 2 2 2 2 2 1 1 1 1 1
F02255 F00006 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;

Muscle tone: 1: Decreased, 2: normal (normal score), 3: increased.

Fur conditions: 1: Normal (normal score), 2: slightly soiled, 3: markedly soiled.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 8-2.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 100 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Mucous membranes Lacrimation
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F02251 F00014 1 1 1 1 1 1 1 1 1 1
F02252 F00022 1 1 1 1 1 1 1 1 1 1
F02253 F00023 1 1 1 1 1 1 1 1 1 1
F02254 F00003 1 1 1 1 1 1 1 1 1 1
F02255 F00006 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Mucous membranes: 1: Normal (normal score), 2: brown, 3: hemorrhage, 4: swelling.
Lacrimation: 1: None (normal score), 2: mild, 3: marked.

NS: Not significantly different from the control group.

STL: Analysis by Steel's test.
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Appendix 8-2.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 100 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Salivation Piloerection

Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F02251 F00014 1 1 1 1 1 1 1 1 1 1
F02252 F00022 1 1 1 1 1 1 1 1 1 1
F02253 F00023 1 1 1 1 1 1 1 1 1 1
F02254 F00003 1 1 1 1 1 1 1 1 1 1
F02255 F00006 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL

Pre: Before administration period. (Continued)

Findings were graded as follows;
Salivation: 1: None (normal score), 2: mild, 3: marked.
Piloerection: 1: None (normal score), 2: mild, 3: marked.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 8-2.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 100 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Pupil size Respiration

Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F02251 F00014 2 2 2 2 2 1 1 1 1 1
F02252 F00022 2 2 2 2 2 1 1 1 1 1
F02253 F00023 2 2 2 2 2 1 1 1 1 1
F02254 F00003 2 2 2 2 2 1 1 1 1 1
F02255 F00006 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL

Pre: Before administration period. (Continued)

Findings were graded as follows;
Pupil size: 1: Mydriasis, 2: normal (normal score), 3: miosis.
Respiration: 1: Normal (normal score), 2: bradypnea, 3: dyspnea.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 8-2.

Ethy!l propionate group at 100 mgkg

(Continued) Individual detailed clinical signs by FOB in female rats

Study No. 430157

Animal No. Blind No. Open-field test
Frequency of urination (during a 2-minute period) Frequency of defecation (during a 2-minute period)
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F02251 F00014 1 0 1 0 0 0 0 0 0 0
F02252 F00022 2 0 1 0 1 1 4 5 3 5
F02253 F00023 0 1 0 0 1 0 0 0 0 0
F02254 F00003 0 0 0 0 0 0 0 0 0 0
F02255 F00006 1 0 0 0 0 0 0 0 0 0
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 0.8 0.2 0.4 0.0 0.4 0.2 0.8 1.0 0.6 1.0
SD 0.8 0.4 0.5 0.0 0.5 0.4 1.8 2.2 1.3 2.2
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU
Pre: Before administration period. (Continued)

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
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Appendix 8-2.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethy!l propionate group at 100 mgkg

Study No. 430157

Animal No. Blind No. Open-field test
Frequency of rearing (during a 2-minute period) Frequency of grooming (during a 2-minute period)
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F02251 F00014 2 4 14 7 19 0 0 0 0 0
F02252 F00022 3 2 0 11 5 0 0 0 0 0
F02253 F00023 6 3 0 0 0 0 0 0 0 0
F02254 F00003 10 8 7 8 14 0 0 0 0 0
F02255 F00006 15 8 11 7 9 0 0 0 0 0
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 7.2 5.0 6.4 6.6 9.4 0.0 0.0 0.0 0.0 0.0
SD 5.4 2.8 6.3 4.0 7.4 0.0 0.0 0.0 0.0 0.0
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU STL DU DU DU DU DU DU DU
Pre: Before administration period. (Continued)

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's

test.

STL: Analysis by Steel's test.
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Study No. 430157

Appendix 8-2.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 100 mgkg

Animal No. Blind No. Open-field test
Gait Palpebral closure
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F02251 F00014 1 1 1 1 1 1 1 1 1 1
F02252 F00022 1 1 1 1 1 1 1 1 1 1
F02253 F00023 1 1 1 1 1 1 1 1 1 1
F02254 F00003 1 1 1 1 1 1 1 1 1 1
F02255 F00006 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Gait: 1: Normal (normal score), 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Study No. 430157
Appendix 8-2.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 100 mgkg

Animal No. Blind No. Open-field test
Consciousness Behavioral abnormalities
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F02251 F00014 2 2 2 2 2 1 1 1 1 1
F02252 F00022 2 2 2 2 2 1 1 1 1 1
F02253 F00023 2 2 2 2 2 1 1 1 1 1
F02254 F00003 2 2 2 2 2 1 1 1 1 1
F02255 F00006 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Consciousness: 1: Comatose; no response, 2: exp loring behavior (normal score), 3: excited and moving spasmodically.
Behavioral abnormalities: 1: Not observed (normal score), 2: straub's tail reaction, 3: moving backward, 4: writhing, 5: self-biting.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Study No. 430157

Appendix 8-2.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 100 mg/kg

Animal No. Blind No. Open-field test
Righting reflex
Days of administration

Pre 7 14 21 27
F02251 F00014 1 1 1 1 1
F02252 F00022 1 1 1 1 1
F02253 F00023 1 1 1 1 1
F02254 F00003 1 1 1 1 1
F02255 F00006 1 1 1 1 1
Number of animals 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Significance NS NS NS NS NS
Statistical method STL STL STL STL STL

Pre: Before administration period.
Findings were graded as follows;
Righting reflex: 1: Righting itself immediately (normal score),
2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Study No. 430157
Appendix 8-3.  Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 300 mgkg

Animal No. Blind No. Observation of animals in cages
Posture Palpebral closure
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F03351 F00008 2 2 2 2 2 1 1 1 1 1
F03352 F00011 2 2 2 2 2 1 1 1 1 1
F03353 F00020 2 2 2 2 2 1 1 1 1 1
F03354 F00019 2 2 2 2 2 1 1 1 1 1
F03355 F00021 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Posture: 1: Prone or recumbent position, 2: resting normally (normal score), 3: moving or running about, 4: jumping.
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.

NS: Not significantly different from the control group.

STL: Analysis by Steel's test.
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Study No. 430157
Appendix 8-3.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 300 mgkg

Animal No. Blind No. Observation of animals in cages
Excessive grooming Repetitive circling
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F03351 F00008 1 1 1 1 1 1 1 1 1 1
F03352 F00011 1 1 1 1 1 1 1 1 1 1
F03353 F00020 1 1 1 1 1 1 1 1 1 1
F03354 F00019 1 1 1 1 1 1 1 1 1 1
F03355 F00021 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Excessive grooming: 1: Not observed (normal score), 2: observed.
Repetitive circling: 1: Not observed (normal score), 2: observed.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Study No. 430157
Appendix 8-3.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 300 mgkg

Animal No. Blind No. Observation of animals in cages
Biting behavior Clonic convulsions
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F03351 F00008 1 1 1 1 1 1 1 1 1 1
F03352 F00011 1 1 1 1 1 1 1 1 1 1
F03353 F00020 1 1 1 1 1 1 1 1 1 1
F03354 F00019 1 1 1 1 1 1 1 1 1 1
F03355 F00021 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;

Biting behavior: 1: Not observed (normal score), 2: observed.

Clonic convulsions: 1: Not observed (normal score), 2: jaw convulsions, 3: tremor.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Study No. 430157

Appendix 8-3.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 300 mg/kg

Animal No. Blind No. Observation of animals in cages

Tonic convulsions

Days of administration

Pre 7 14 21 27
F03351 F00008 1 1 1 1 1
F03352 F00011 1 1 1 1 1
F03353 F00020 1 1 1 1 1
F03354 F00019 1 1 1 1 1
F03355 F00021 1 1 1 1 1
Number of animals 5 5 5 5 5
M ean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Significance NS NS NS NS NS
Statistical method STL STL STL STL STL

Pre: Before administration period. (Continued)

Findings were graded as follows;
Tonic convulsions: 1: Not observed (normal score), 2: tonic extension, 3: opisthotonus convulsions,
4: saltatory convulsions, 5: asphyxial convulsions.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.

237



Study No. 430157

Appendix 8-3.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 300 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Ease of removal from cage Ease of handling
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F03351 F00008 2 2 2 2 2 2 2 2 2 2
F03352 F00011 2 2 2 2 2 2 2 2 2 2
F03353 F00020 2 2 2 2 2 2 2 2 2 2
F03354 F00019 2 2 2 2 2 2 2 2 2 2
F03355 F00021 2 2 2 2 2 2 2 2 2 2
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0
Range 2 2 2 2 2 2 2 2 2 2
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;

Ease of removal from cage: 1: Docile and allowing itself to be handled, 2: rearing or cowering (normal score), 3: running about; hard to catch.

Ease of handling: 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing (normal score), 3: struggling and trying to bite observer's hand.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Study No. 430157
Appendix 8-3.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 300 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Muscle tone Fur conditions
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F03351 F00008 2 2 2 2 2 1 1 1 1 1
F03352 F00011 2 2 2 2 2 1 1 1 1 1
F03353 F00020 2 2 2 2 2 1 1 1 1 1
F03354 F00019 2 2 2 2 2 1 1 1 1 1
F03355 F00021 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;

Muscle tone: 1: Decreased, 2: normal (normal score), 3: increased.

Fur conditions: 1: Normal (normal score), 2: slightly soiled, 3: markedly soiled.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Study No. 430157
Appendix 8-3.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 300 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Mucous membranes Lacrimation
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F03351 F00008 1 1 1 1 1 1 1 1 1 1
F03352 F00011 1 1 1 1 1 1 1 1 1 1
F03353 F00020 1 1 1 1 1 1 1 1 1 1
F03354 F00019 1 1 1 1 1 1 1 1 1 1
F03355 F00021 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Mucous membranes: 1: Normal (normal score), 2: brown, 3: hemorrhage, 4: swelling.
Lacrimation: 1: None (normal score), 2: mild, 3: marked.

NS: Not significantly different from the control group.

STL: Analysis by Steel's test.
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Study No. 430157
Appendix 8-3.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 300 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Salivation Piloerection

Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F03351 F00008 1 1 1 1 1 1 1 1 1 1
F03352 F00011 1 1 1 1 1 1 1 1 1 1
F03353 F00020 1 1 1 1 1 1 1 1 1 1
F03354 F00019 1 1 1 1 1 1 1 1 1 1
F03355 F00021 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL

Pre: Before administration period. (Continued)

Findings were graded as follows;
Salivation: 1: None (normal score), 2: mild, 3: marked.
Piloerection: 1: None (normal score), 2: mild, 3: marked.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Study No. 430157
Appendix 8-3.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 300 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Pupil size Respiration

Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F03351 F00008 2 2 2 2 2 1 1 1 1 1
F03352 F00011 2 2 2 2 2 1 1 1 1 1
F03353 F00020 2 2 2 2 2 1 1 1 1 1
F03354 F00019 2 2 2 2 2 1 1 1 1 1
F03355 F00021 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL

Pre: Before administration period. (Continued)

Findings were graded as follows;
Pupil size: 1: Mydriasis, 2: normal (normal score), 3: miosis.
Respiration: 1: Normal (normal score), 2: bradypnea, 3: dyspnea.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 8-3.

Ethy!l propionate group at 300 mg/kg

(Continued) Individual detailed clinical signs by FOB in female rats

Study No. 430157

Animal No. Blind No. Open-field test
Frequency of urination (during a 2-minute period) Frequency of defecation (during a 2-minute period)
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F03351 F00008 1 0 0 0 0 0 0 0 0 0
F03352 F00011 0 0 0 0 0 0 0 0 0 0
F03353 F00020 0 0 1 0 0 0 0 0 0 0
F03354 F00019 1 0 0 0 0 0 3 0 0 0
F03355 F00021 2 0 0 1 0 2 0 0 0 5
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 0.8 0.0 0.2 0.2 0.0 0.4 0.6 0.0 0.0 1.0
SD 0.8 0.0 0.4 0.4 0.0 0.9 1.3 0.0 0.0 2.2
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU
Pre: Before administration period. (Continued)

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
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Appendix 8-3.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethy!l propionate group at 300 mg/kg

Study No. 430157

Animal No. Blind No. Open-field test
Frequency of rearing (during a 2-minute period) Frequency of grooming (during a 2-minute period)
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F03351 F00008 5 7 5 16 14 0 0 0 0 0
F03352 F00011 1 1 8 12 6 0 0 0 0 0
F03353 F00020 6 5 1 0 6 0 0 0 0 0
F03354 F00019 3 1 3 4 6 0 0 0 0 0
F03355 F00021 4 3 3 7 8 0 0 1 0 0
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 3.8 3.4 4.0 7.8 8.0 0.0 0.0 0.2 0.0 0.0
SD 1.9 2.6 2.6 6.3 3.5 0.0 0.0 0.4 0.0 0.0
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU STL DU DU DU DU DU DU DU
Pre: Before administration period. (Continued)

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Study No. 430157

Appendix 8-3.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 300 mgkg

Animal No. Blind No. Open-field test
Gait Palpebral closure
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F03351 F00008 1 1 1 1 1 1 1 1 1 1
F03352 F00011 1 1 1 1 1 1 1 1 1 1
F03353 F00020 1 1 1 1 1 1 1 1 1 1
F03354 F00019 1 1 1 1 1 1 1 1 1 1
F03355 F00021 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Gait: 1: Normal (normal score), 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Study No. 430157
Appendix 8-3.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 300 mgkg

Animal No. Blind No. Open-field test
Consciousness Behavioral abnormalities
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F03351 F00008 2 2 2 2 2 1 1 1 1 1
F03352 F00011 2 2 2 2 2 1 1 1 1 1
F03353 F00020 2 2 2 2 2 1 1 1 1 1
F03354 F00019 2 2 2 2 2 1 1 1 1 1
F03355 F00021 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Consciousness: 1: Comatose; no response, 2: exp loring behavior (normal score), 3: excited and moving spasmodically.
Behavioral abnormalities: 1: Not observed (normal score), 2: straub's tail reaction, 3: moving backward, 4: writhing, 5: self-biting.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Study No. 430157

Appendix 8-3.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 300 mg/kg

Animal No. Blind No. Open-field test
Righting reflex
Days of administration
Pre 7 14 21 27
F03351 F00008 1 1 1 1 1
F03352 F00011 1 1 1 1 1
F03353 F00020 1 1 1 1 1
F03354 F00019 1 1 1 1 1
F03355 F00021 1 1 1 1 1
Number of animals 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Significance NS NS NS NS NS
Statistical method STL STL STL STL STL

Pre: Before administration period.
Findings were graded as follows;
Righting reflex: 1: Righting itself immediately (normal score),
2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Study No. 430157
Appendix 8-4.  Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 1000 mgkg

Animal No. Blind No. Observation of animals in cages
Posture Palpebral closure
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F04451 F00013 2 2 2 2 2 1 1 1 1 1
F04452 F00001 2 2 2 2 2 1 1 1 1 1
F04453 F00015 2 2 2 2 2 1 1 1 1 1
F04454 F00016 2 2 2 2 2 1 1 1 1 1
F04455 F00007 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Posture: 1: Prone or recumbent position, 2: resting normally (normal score), 3: moving or running about, 4: jumping.
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.

NS: Not significantly different from the control group.

STL: Analysis by Steel's test.
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Study No. 430157
Appendix 8-4.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 1000 mgkg

Animal No. Blind No. Observation of animals in cages
Excessive grooming Repetitive circling
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F04451 F00013 1 1 1 1 1 1 1 1 1 1
F04452 F00001 1 1 1 1 1 1 1 1 1 1
F04453 F00015 1 1 1 1 1 1 1 1 1 1
F04454 F00016 1 1 1 1 1 1 1 1 1 1
F04455 F00007 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Excessive grooming: 1: Not observed (normal score), 2: observed.
Repetitive circling: 1: Not observed (normal score), 2: observed.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Study No. 430157
Appendix 8-4.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 1000 mgkg

Animal No. Blind No. Observation of animals in cages
Biting behavior Clonic convulsions
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F04451 F00013 1 1 1 1 1 1 1 1 1 1
F04452 F00001 1 1 1 1 1 1 1 1 1 1
F04453 F00015 1 1 1 1 1 1 1 1 1 1
F04454 F00016 1 1 1 1 1 1 1 1 1 1
F04455 F00007 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;

Biting behavior: 1: Not observed (normal score), 2: observed.

Clonic convulsions: 1: Not observed (normal score), 2: jaw convulsions, 3: tremor.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Study No. 430157

Appendix 8-4.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 1000 mgkg
Animal No. Blind No. Observation of animals in cages

Tonic convulsions
Days of administration

Pre 7 14 21 27
F04451 F00013 1 1 1 1 1
F04452 F00001 1 1 1 1 1
F04453 F00015 1 1 1 1 1
F04454 F00016 1 1 1 1 1
F04455 F00007 1 1 1 1 1
Number of animals 5 5 5 5 5
M ean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Significance NS NS NS NS NS
Statistical method STL STL STL STL STL

Pre: Before administration period. (Continued)

Findings were graded as follows;
Tonic convulsions: 1: Not observed (normal score), 2: tonic extension, 3: opisthotonus convulsions,
4: saltatory convulsions, 5: asphyxial convulsions.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Study No. 430157

Appendix 8-4.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 1000 mg/kg

Animal No. Blind No. Observation of animals on observer's palm
Ease of removal from cage Ease of handling
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F04451 F00013 2 2 2 2 2 2 2 2 2 2
F04452 F00001 2 2 2 2 2 2 2 2 2 2
F04453 F00015 2 2 2 2 2 2 2 2 2 2
F04454 F00016 2 2 2 2 2 2 2 2 2 2
F04455 F00007 2 2 2 2 2 2 2 2 2 2
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0 2.0
Range 2 2 2 2 2 2 2 2 2 2
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;

Ease of removal from cage: 1: Docile and allowing itself to be handled, 2: rearing or cowering (normal score), 3: running about; hard to catch.

Ease of handling: 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing (normal score), 3: struggling and trying to bite observer's hand.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.

252



Study No. 430157
Appendix 8-4.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 1000 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Muscle tone Fur conditions
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F04451 F00013 2 2 2 2 2 1 1 1 1 1
F04452 F00001 2 2 2 2 2 1 1 1 1 1
F04453 F00015 2 2 2 2 2 1 1 1 1 1
F04454 F00016 2 2 2 2 2 1 1 1 1 1
F04455 F00007 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;

Muscle tone: 1: Decreased, 2: normal (normal score), 3: increased.

Fur conditions: 1: Normal (normal score), 2: slightly soiled, 3: markedly soiled.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 8-4.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 1000 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Mucous membranes Lacrimation
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F04451 F00013 1 1 1 1 1 1 1 1 1 1
F04452 F00001 1 1 1 1 1 1 1 1 1 1
F04453 F00015 1 1 1 1 1 1 1 1 1 1
F04454 F00016 1 1 1 1 1 1 1 1 1 1
F04455 F00007 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Mucous membranes: 1: Normal (normal score), 2: brown, 3: hemorrhage, 4: swelling.
Lacrimation: 1: None (normal score), 2: mild, 3: marked.

NS: Not significantly different from the control group.

STL: Analysis by Steel's test.
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Appendix 8-4.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 1000 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Salivation Piloerection

Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F04451 F00013 1 1 1 1 1 1 1 1 1 1
F04452 F00001 1 1 1 1 1 1 1 1 1 1
F04453 F00015 1 1 1 1 1 1 1 1 1 1
F04454 F00016 1 1 1 1 1 1 1 1 1 1
F04455 F00007 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL

Pre: Before administration period. (Continued)

Findings were graded as follows;
Salivation: 1: None (normal score), 2: mild, 3: marked.
Piloerection: 1: None (normal score), 2: mild, 3: marked.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 8-4.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 1000 mgkg

Animal No. Blind No. Observation of animals on observer's palm
Pupil size Respiration

Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F04451 F00013 2 2 2 2 2 1 1 1 1 1
F04452 F00001 2 2 2 2 2 1 1 1 1 1
F04453 F00015 2 2 2 2 2 1 1 1 1 1
F04454 F00016 2 2 2 2 2 1 1 1 1 1
F04455 F00007 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL

Pre: Before administration period. (Continued)

Findings were graded as follows;
Pupil size: 1: Mydriasis, 2: normal (normal score), 3: miosis.
Respiration: 1: Normal (normal score), 2: bradypnea, 3: dyspnea.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 8-4.

Ethy!l propionate group at 1000 mg’kg

(Continued) Individual detailed clinical signs by FOB in female rats

Study No. 430157

Animal No. Blind No. Open-field test
Frequency of urination (during a 2-minute period) Frequency of defecation (during a 2-minute period)
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F04451 F00013 0 0 0 0 0 0 0 0 0 0
F04452 F00001 0 0 0 0 0 0 0 0 0 0
F04453 F00015 1 1 0 0 0 0 0 0 0 0
F04454 F00016 1 0 0 0 0 0 1 0 0 1
F04455 F00007 0 0 0 0 0 0 0 0 0 0
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 0.4 0.2 0.0 0.0 0.0 0.0 0.2 0.0 0.0 0.2
SD 0.5 0.4 0.0 0.0 0.0 0.0 0.4 0.0 0.0 0.4
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU
Pre: Before administration period. (Continued)

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
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Appendix 8-4.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethy!l propionate group at 1000 mg’kg

Study No. 430157

Animal No. Blind No. Open-field test
Frequency of rearing (during a 2-minute period) Frequency of grooming (during a 2-minute period)
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F04451 F00013 4 3 6 8 9 0 0 0 0 0
F04452 F00001 10 3 7 11 10 0 0 0 0 0
F04453 F00015 5 3 1 7 6 0 0 0 0 0
F04454 F00016 6 0 2 4 1 0 0 0 0 0
F04455 F00007 6 4 1 5 0 1 0 0 0 0
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 6.2 2.6 3.4 7.0 52 0.2 0.0 0.0 0.0 0.0
SD 2.3 1.5 2.9 2.7 4.5 0.4 0.0 0.0 0.0 0.0
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU STL DU DU DU DU DU DU DU
Pre: Before administration period. (Continued)

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's

test.

STL: Analysis by Steel's test.
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Appendix 8-4.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 1000 mgkg

Animal No. Blind No. Open-field test
Gait Palpebral closure
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F04451 F00013 1 1 1 1 1 1 1 1 1 1
F04452 F00001 1 1 1 1 1 1 1 1 1 1
F04453 F00015 1 1 1 1 1 1 1 1 1 1
F04454 F00016 1 1 1 1 1 1 1 1 1 1
F04455 F00007 1 1 1 1 1 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Gait: 1: Normal (normal score), 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 8-4.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 1000 mgkg

Animal No. Blind No. Open-field test
Consciousness Behavioral abnormalities
Days of administration Days of administration
Pre 7 14 21 27 Pre 7 14 21 27
F04451 F00013 2 2 2 2 2 1 1 1 1 1
F04452 F00001 2 2 2 2 2 1 1 1 1 1
F04453 F00015 2 2 2 2 2 1 1 1 1 1
F04454 F00016 2 2 2 2 2 1 1 1 1 1
F04455 F00007 2 2 2 2 2 1 1 1 1 1
Number of animals 5 5 5 5 5 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 2.0 1.0 1.0 1.0 1.0 1.0
Range 2 2 2 2 2 1 1 1 1 1
Significance NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL
Pre: Before administration period. (Continued)

Findings were graded as follows;
Consciousness: 1: Comatose; no response, 2: exp loring behavior (normal score), 3: excited and moving spasmodically.
Behavioral abnormalities: 1: Not observed (normal score), 2: straub's tail reaction, 3: moving backward, 4: writhing, 5: self-biting.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 8-4.  (Continued) Individual detailed clinical signs by FOB in female rats

Ethyl propionate group at 1000 mgkg

Animal No. Blind No. Open-field test
Righting reflex
Days of administration
Pre 7 14 21 27
F04451 F00013 1 1 1 1 1
F04452 F00001 1 1 1 1 1
F04453 F00015 1 1 1 1 1
F04454 F00016 1 1 1 1 1
F04455 F00007 1 1 1 1 1
Number of animals 5 5 5 5 5
Mean 1.0 1.0 1.0 1.0 1.0
Range 1 1 1 1 1
Significance NS NS NS NS NS
Statistical method STL STL STL STL STL

Pre: Before administration period.
Findings were graded as follows;
Righting reflex: 1: Righting itself immediately (normal score),
2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 9-1.  Individual sensory response in male rats

Study No. 430157

Control group
Animal No. Blind No. Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex

MO01101 M 00002 2 2 2 2 3
MO01102 M 00005 2 2 2 2 3
MO01103 M 00001 2 2 2 2 3
MO01104 MO00011 2 2 2 2 3
MO01105 M00014 2 2 2 2 3
Number of animals 5 5 5 5 5

Mean 2.0 2.0 2.0 2.0 3.0

Range 2 2 2 2 3

Findings were graded as follows;

Pupillary reflex
Approaching behavior

Response to touch

Auditory reflex
Pain reflex

1: Pupils completely dilated, 2: normal pupillary contraction observed (normal score), 3: pupils completely contracted.

1: Not observed, 2: approaching and sniffing object (normal score), 3: reacting to stimulus, including vocalizing,
4: jumping or biting object.

1: No response, 2: looking back and leaving object (normal score), 3: reacting to stimulus, including vocalizing,
4: jumping or biting object.

1: Not observed, 2: hesitating or moving ears (normal score), 3: jumping and trying to bite the source of sound.
1: Not observed, 2: slowly looking back or slowly moving forward to escape from object,

3: quickly moving forward to escape from object or biting it immediately after looking back (normal score),

4: jumping forward to escape from object, 5: loudly vocalizing and biting object after suddenly looking back.
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Appendix 9-2.  Individual sensory response in male rats

Ethyl propionate group at 100 mgkg

Animal No. Blind No. Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex
MO02201 MO00019 2 2 2 2 3
MO02202 M 00022 2 2 2 2 3
M 02203 M 00020 2 2 2 2 3
M 02204 M00021 2 2 2 2 3
M 02205 MO00010 2 2 2 2 3

Number of animals 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 3.0
Range 2 2 2 2 3

Significance NS NS NS NS NS
Statistical method STL STL STL STL STL

NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
Findings were graded as follows;

Pupillary reflex 1: Pupils completely dilated, 2: normal pupillary contraction observed (normal score), 3: pupils completely contracted.
Approaching behavior 1: Not observed, 2: approaching and sniffing object (normal score), 3: reacting to stimulus, including vocalizing,
4: jumping or biting object.
Response to touch 1: No response, 2: looking back and leaving object (normal score), 3: reacting to stimulus, including vocalizing,
4: jumping or biting object.
Auditory reflex 1: Not observed, 2: hesitating or moving ears (normal score), 3: jumping and trying to bite the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from object,

3: quickly moving forward to escape from object or biting it immediately after looking back (normal score),
4: jumping forward to escape from object, 5: loudly vocalizing and biting object after suddenly looking back.

263



Study No. 430157

Appendix 9-3.  Individual sensory response in male rats

Ethyl propionate group at 300 mgkg

Animal No. Blind No. Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex
MO03301 MO00015 2 2 2 2 3
MO03302 MO00013 2 2 2 2 3
MO03303 M 00006 2 2 2 2 3
MO03304 M 00007 2 2 2 2 3
MO03305 MO00016 2 2 2 2 3

Number of animals 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 3.0
Range 2 2 2 2 3

Significance NS NS NS NS NS
Statistical method STL STL STL STL STL

NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
Findings were graded as follows;

Pupillary reflex 1: Pupils completely dilated, 2: normal pupillary contraction observed (normal score), 3: pupils completely contracted.
Approaching behavior 1: Not observed, 2: approaching and sniffing object (normal score), 3: reacting to stimulus, including vocalizing,
4: jumping or biting object.
Response to touch 1: No response, 2: looking back and leaving object (normal score), 3: reacting to stimulus, including vocalizing,
4: jumping or biting object.
Auditory reflex 1: Not observed, 2: hesitating or moving ears (normal score), 3: jumping and trying to bite the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from object,

3: quickly moving forward to escape from object or biting it immediately after looking back (normal score),
4: jumping forward to escape from object, 5: loudly vocalizing and biting object after suddenly looking back.

264



Study No. 430157

Appendix 9-4.  Individual sensory response in male rats

Ethyl propionate group at 1000 mgkg

Animal No. Blind No. Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex
M04401 MO00018 2 2 2 2 3
M 04402 MO00017 2 2 2 2 3
M 04403 M 00023 2 2 2 2 3
M 04404 M 00008 2 2 2 2 3
M 04405 M00004 2 2 2 2 3

Number of animals 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 3.0
Range 2 2 2 2 3

Significance NS NS NS NS NS
Statistical method STL STL STL STL STL

NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
Findings were graded as follows;

Pupillary reflex 1: Pupils completely dilated, 2: normal pupillary contraction observed (normal score), 3: pupils completely contracted.
Approaching behavior 1: Not observed, 2: approaching and sniffing object (normal score), 3: reacting to stimulus, including vocalizing,
4: jumping or biting object.
Response to touch 1: No response, 2: looking back and leaving object (normal score), 3: reacting to stimulus, including vocalizing,
4: jumping or biting object.
Auditory reflex 1: Not observed, 2: hesitating or moving ears (normal score), 3: jumping and trying to bite the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from object,

3: quickly moving forward to escape from object or biting it immediately after looking back (normal score),
4: jumping forward to escape from object, 5: loudly vocalizing and biting object after suddenly looking back.
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Appendix 10-1. Individual sensory response in female rats

Control group
Animal No. Blind No. Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex
FO1151 F00018 2 2 2 2 3
FO1152 F00004 2 2 2 2 3
FO1153 F00005 2 2 2 2 3
FO1154 F00012 2 2 2 2 3
FO1155 F00017 2 2 2 2 3
Number of animals 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 3.0
Range 2 2 2 2 3
Findings were graded as follows;
Pupillary reflex 1: Pupils completely dilated, 2: normal pupillary contraction observed (normal score), 3: pupils completely contracted.
Approaching behavior 1: Not observed, 2: approaching and sniffing object (normal score), 3: reacting to stimulus, including vocalizing,
4: jumping or biting object.
Response to touch 1: No response, 2: looking back and leaving object (normal score), 3: reacting to stimulus, including vocalizing,
4: jumping or biting object.
Auditory reflex 1: Not observed, 2: hesitating or moving ears (normal score), 3: jumping and trying to bite the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from object,

3: quickly moving forward to escape from object or biting it immediately after looking back (normal score),
4: jumping forward to escape from object, 5: loudly vocalizing and biting object after suddenly looking back.
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Appendix 10-2. Individual sensory response in female rats

Ethyl propionate group at 100 mgkg

Animal No. Blind No. Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex
F02251 F00014 2 2 2 2 3
F02252 F00022 2 2 2 2 3
F02253 F00023 2 2 2 2 3
F02254 F00003 2 2 2 2 3
F02255 F00006 2 2 2 2 3

Number of animals 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 3.0
Range 2 2 2 2 3

Significance NS NS NS NS NS
Statistical method STL STL STL STL STL

NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
Findings were graded as follows;

Pupillary reflex 1: Pupils completely dilated, 2: normal pupillary contraction observed (normal score), 3: pupils completely contracted.
Approaching behavior 1: Not observed, 2: approaching and sniffing object (normal score), 3: reacting to stimulus, including vocalizing,
4: jumping or biting object.
Response to touch 1: No response, 2: looking back and leaving object (normal score), 3: reacting to stimulus, including vocalizing,
4: jumping or biting object.
Auditory reflex 1: Not observed, 2: hesitating or moving ears (normal score), 3: jumping and trying to bite the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from object,

3: quickly moving forward to escape from object or biting it immediately after looking back (normal score),
4: jumping forward to escape from object, 5: loudly vocalizing and biting object after suddenly looking back.
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Appendix 10-3. Individual sensory response in female rats

Ethyl propionate group at 300 mgkg

Animal No. Blind No. Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex
F03351 F00008 2 2 2 2 3
F03352 F00011 2 2 2 2 3
F03353 F00020 2 2 2 2 3
F03354 F00019 2 2 2 2 3
F03355 F00021 2 2 2 2 3

Number of animals 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 3.0
Range 2 2 2 2 3

Significance NS NS NS NS NS
Statistical method STL STL STL STL STL

NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
Findings were graded as follows;

Pupillary reflex 1: Pupils completely dilated, 2: normal pupillary contraction observed (normal score), 3: pupils completely contracted.
Approaching behavior 1: Not observed, 2: approaching and sniffing object (normal score), 3: reacting to stimulus, including vocalizing,
4: jumping or biting object.
Response to touch 1: No response, 2: looking back and leaving object (normal score), 3: reacting to stimulus, including vocalizing,
4: jumping or biting object.
Auditory reflex 1: Not observed, 2: hesitating or moving ears (normal score), 3: jumping and trying to bite the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from object,

3: quickly moving forward to escape from object or biting it immediately after looking back (normal score),
4: jumping forward to escape from object, 5: loudly vocalizing and biting object after suddenly looking back.
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Appendix 10-4. Individual sensory response in female rats

Ethyl propionate group at 1000 mgkg

Animal No. Blind No. Pupillary reflex Approaching behavior Response to touch Auditory reflex Pain reflex
F04451 F00013 2 2 2 2 3
F04452 F00001 2 2 2 2 3
F04453 F00015 2 2 2 2 3
F04454 F00016 2 2 2 2 3
F04455 F00007 2 2 2 2 3

Number of animals 5 5 5 5 5
Mean 2.0 2.0 2.0 2.0 3.0
Range 2 2 2 2 3

Significance NS NS NS NS NS
Statistical method STL STL STL STL STL

NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
Findings were graded as follows;

Pupillary reflex 1: Pupils completely dilated, 2: normal pupillary contraction observed (normal score), 3: pupils completely contracted.
Approaching behavior 1: Not observed, 2: approaching and sniffing object (normal score), 3: reacting to stimulus, including vocalizing,
4: jumping or biting object.
Response to touch 1: No response, 2: looking back and leaving object (normal score), 3: reacting to stimulus, including vocalizing,
4: jumping or biting object.
Auditory reflex 1: Not observed, 2: hesitating or moving ears (normal score), 3: jumping and trying to bite the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from object,

3: quickly moving forward to escape from object or biting it immediately after looking back (normal score),
4: jumping forward to escape from object, 5: loudly vocalizing and biting object after suddenly looking back.
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Appendix 11-1. Individual grip strength of male rats

Control group

Animal No. Blind No. Forelimb Hindlimb
MO01101 M 00002 0.557 0.167
MO01102 M 00005 0.721 0.183
MO01103 M 00001 0.500 0.143
MO01104 MO00011 0.527 0.147
MO01105 M00014 0.604 0.185

Number of animals 5 5
Mean 0.582 0.165
SD 0.087 0.020

Unit: kg.
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Appendix 11-2. Individual grip strength of male rats

Ethyl propionate group at 100 mg/kg

Animal No. Blind No. Forelimb Hindlimb
M02201 MO00019 0.627 0.188
M02202 M 00022 0.530 0.103
M 02203 M 00020 0.613 0.144
M 02204 M 00021 0.602 0.162
M 02205 M00010 0.625 0.235

Number of animals 5 5
Mean 0.599 0.166

SD 0.040 0.049
Significance NS NS
Statistical method DU DU

Unit: kg.

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's

test.
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Appendix 11-3. Individual grip strength of male rats

Ethyl propionate group at 300 mg/kg

Animal No. Blind No. Forelimb Hindlimb
M03301 MO00015 0.658 0.127
M03302 M00013 0.527 0.179
M03303 M 00006 0.732 0.167
M03304 M 00007 0.621 0.159
M 03305 M00016 0.528 0.156

Number of animals 5 5
Mean 0.613 0.158

SD 0.088 0.019
Significance NS NS
Statistical method DU DU

Unit: kg.

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's

test.
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Appendix 11-4. Individual grip strength of male rats

Ethyl propionate group at 1000 mgkg

Animal No. Blind No. Forelimb Hindlimb
M 04401 MO00018 0.637 0.191
M 04402 M00017 0.643 0.165
M 04403 M00023 0.633 0.126
M 04404 M 00008 0.539 0.141
M 04405 M 00004 0.700 0.200

Number of animals 5 5
Mean 0.630 0.165

SD 0.058 0.032
Significance NS NS
Statistical method DU DU

Unit: kg.

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's

test.
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Appendix 12-1. Individual grip strength of female rats

Control group

Animal No. Blind No. Forelimb Hindlimb
FO1151 F00018 0.412 0.141
FO1152 F00004 0417 0.154
F01153 F00005 0.406 0.112
FO01154 F00012 0.422 0.107
FO1155 F00017 0.421 0.125

Number of animals 5 5
M ean 0.416 0.128
SD 0.007 0.020
Unit: kg.
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Appendix 12-2. Individual grip strength of female rats

Ethy!l propionate group at 100 mgkg

Animal No. Blind No. Forelimb Hindlimb
F02251 F00014 0.416 0.126
F02252 F00022 0.532 0.105
F02253 F00023 0.524 0.152
F02254 F00003 0.482 0.129
F02255 F00006 0.439 0.161

Number of animals 5 5
Mean 0.479 0.135
SD 0.051 0.022
Significance NS NS
Statistical method STL DU
Unit: kg.

NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
DU: Analysis by Dunnett's test.
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Appendix 12-3. Individual grip strength of female rats

Ethy!l propionate group at 300 mgkg

Animal No. Blind No. Forelimb Hindlimb
F03351 F00008 0.424 0.118
F03352 F00011 0.424 0.129
F03353 F00020 0.431 0.118
F03354 F00019 0.430 0.107
F03355 F00021 0.480 0.144

Number of animals 5 5
Mean 0.438 0.123
SD 0.024 0.014
Significance # NS
Statistical method STL DU
Unit: kg.

Significantly different from the control group (#: p<0.05 by Steel's test).
NS: Not significantly different from the control group.

STL: Analysis by Steel's test.

DU: Analysis by Dunnett's test.
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Appendix 12-4. Individual grip strength of female rats

Ethy!l propionate group at 1000 mg/kg

Animal No. Blind No. Forelimb Hindlimb
F04451 F00013 0.423 0.128
F04452 F00001 0.498 0.146
F04453 F00015 0.514 0.171
F04454 F00016 0.456 0.136
F04455 F00007 0.434 0.151

Number of animals 5 5
Mean 0.465 0.146
SD 0.040 0.016
Significance # NS
Statistical method STL DU
Unit: kg.

Significantly different from the control group (#: p<0.05 by Steel's test).
NS: Not significantly different from the control group.

STL: Analysis by Steel's test.

DU: Analysis by Dunnett's test.
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Appendix 13-1. Individual spontaneous motor activity of male rats (administration period)

Control group
Animal No. Ambulatory counts Rearing counts
M inutes after administration Minutes after administration
60-70 70-80 80-90 90-100 100-110 110-120 Total 60-70 70-80 80-90 90-100 100-110 110-120 Total
MO01101 11 54 10 4 134 522 735 0 2 0 0 0 11 13
MO01102 332 119 26 7 0 325 809 3 0 0 0 0 4 7
MO01103 4 0 83 72 4 90 253 0 0 1 0 0 1 2
MO1104 5 48 11 0 0 105 169 0 1 0 0 0 1 2
MO01105 257 4 117 9 12 64 463 1 0 0 0 0 1 2
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
M ean 122 45 49 18 30 221 486 1 1 0 0 0 4 5
SD 160 48 48 30 58 198 284 1 1 0 0 0 4 5
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Appendix 13-2.

Ethy!l propionate group at 100 mg/kg

Individual spontaneous motor activity of male rats (administration period)

Study No. 430157

Animal No. Ambulatory counts Rearing counts
M inutes after administration M inutes after administration

60-70 80-90 90-100 100-110 110-120 Total 60-70 70-80 80-90 90-100 100-110 110-120 Total
M 02201 608 831 1231 1062 409 4833 12 11 20 33 19 12 107
M 02202 2 0 4 73 69 152 0 0 0 0 2 0 2
M 02203 10 7 2 4 42 189 0 0 0 0 0 1 1
M 02204 755 0 34 2 19 810 17 0 0 6 0 1 24

M 02205 0 1 0 121 147 0 0 0 0 0 1
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5
M ean 275 168 254 229 132 1226 6 2 4 8 4 3 27
SD 375 371 546 466 159 2036 8 5 9 14 8 5 46
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL STL STL STL

NS: Not significantly different from the control group.

STL: Analysis by Steel's test.
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Appendix 13-3. Individual spontaneous motor activity of male rats (administration period)

Ethy!l propionate group at 300 mg/kg

Animal No. Ambulatory counts Rearing counts
M nutes after administration M inutes after administration

60-70 70-80 80-90 90-100 100-110 110-120 Total 60-70 70-80 80-90 90-100 100-110 110-120 Total
M03301 2 2 28 32 79 6 149 0 0 1 2 0 0 3
M03302 551 0 29 19 6 21 626 6 0 3 1 0 0 10
M03303 29 24 43 12 52 23 183 0 0 0 0 0 0 0
M03304 0 26 0 0 0 0 26 0 0 0 0 0 0 0
M03305 246 13 251 0 2 12 524 0 2 0 0 0 0 2
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 166 13 70 13 28 12 302 1 0 1 1 0 0 3
SD 239 12 102 14 36 10 259 3 1 1 1 0 0 4
Significance NS NS NS NS NS # NS NS NS NS NS NS # NS
Statistical method STL STL STL STL STL STL STL STL STL STL STL STL STL STL

Significantly different from the control group (#: p<0.05 by Steel's test).
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 13-4. Individual spontaneous motor activity of male rats (administration period)

Ethyl propionate group at 1000 mg’kg

Animal No. Ambulatory counts Rearing counts
M nutes after administration M inutes after administration

60-70 70-80 80-90 90-100 100-110 110-120 Total 60-70 70-80 80-90 90-100 100-110 110-120 Total
M 04401 2 6 4 0 30 71 113 0 0 0 0 2 0 2
M 04402 0 86 30 0 0 4 120 0 1 0 0 0 0 1
M 04403 32 15 26 11 46 6 136 0 0 0 0 0 0 0
M 04404 12 13 0 0 6 16 47 0 0 0 0 2 0 2
M 04405 85 17 18 28 14 15 177 0 0 0 0 0 0 0
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 26 27 16 8 19 22 119 0 0 0 0 1 0 1
SD 35 33 13 12 19 28 47 0 0 0 0 1 0 1
Significance NS NS NS NS NS # # NS NS NS NS NS # NS
Statistical method STL STL STL STL STL STL STL STL STL STL STL STL STL STL

Significantly different from the control group (#: p<0.05 by Steel's test).
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 14-1. Individual spontaneous motor activity of female rats (administration period)

Control group
Animal No. Ambulatory counts Rearing counts
M inutes after administration M inutes after administration
60-70 70-80 80-90 90-100 100-110 110-120 Total 60-70 70-80 80-90 90-100 100-110 110-120 Total
FO1151 3 118 1773 61 22 12 1989 0 1 15 0 0 0 16
FO1152 262 95 2140 544 102 587 3730 2 2 19 8 0 3 34
F01153 2149 229 14 33 0 2 2427 12 1 0 0 0 0 13
FO1154 12 2628 173 16 63 7 2899 0 8 0 0 0 0 8
F01155 2 12 36 135 0 0 185 0 0 1 0 0 0 1
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 486 616 827 158 37 122 2246 3 2 7 2 0 1 14
SD 936 1127 1041 221 44 260 1321 5 3 9 4 0 1 12
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Appendix 14-2. Individual spontaneous motor activity of female rats (administration period)

Ethyl propionate group at 100 mgkg

Animal No. Ambulatory counts Rearing counts
M inutes after administration M inutes after administration

60-70 70-80 80-90 90-100 100-110 110-120 Total 60-70 70-80 80-90 90-100 100-110 110-120 Total
F02251 756 1269 17 2669 68 7 4786 4 5 0 11 0 0 20
F02252 1060 20 2 1057 42 2 2183 3 0 0 12 0 0 15
F02253 3 2567 137 38 622 12 3379 0 47 14 0 4 0 65
F02254 6 26 2 4 75 0 113 0 0 0 0 0 0 0
F02255 15 21 0 22 46 31 135 0 0 0 0 0 0
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 368 781 32 758 171 10 2119 1 10 3 5 1 0 20
SD 505 1135 59 1159 253 12 2041 2 21 6 6 2 0 27
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL STL STL STL STL

NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 14-3. Individual spontaneous motor activity of female rats (administration period)

Ethyl propionate group at 300 mgkg

Animal No. Ambulatory counts Rearing counts
M inutes after administration M inutes after administration

60-70 70-80 80-90 90-100 100-110 110-120 Total 60-70 70-80 80-90 90-100 100-110 110-120 Total
F03351 4701 1870 2499 1138 971 2393 13572 51 25 34 9 10 24 153
F03352 3 0 4 31 25 0 63 0 0 0 1 1 0 2
F03353 423 2 6 83 3 14 531 2 0 0 0 0 0 2
F03354 3 50 3 6 6 12 80 0 0 0 0 0 0 0
F03355 2828 952 14 13 0 17 3824 24 5 0 1 0 0 30
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 1592 575 505 254 201 487 3614 15 6 7 2 2 5 37
SD 2098 830 1115 495 431 1065 5784 22 11 15 4 4 11 66
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL STL STL STL STL

NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 14-4. Individual spontaneous motor activity of female rats (administration period)

Ethyl propionate group at 1000 mgkg

Animal No. Ambulatory counts Rearing counts
M inutes after administration M inutes after administration

60-70 70-80 80-90 90-100 100-110 110-120 Total 60-70 70-80 80-90 90-100 100-110 110-120 Total
F04451 2 33 21 33 14 24 127 0 0 0 0 0 0 0
F04452 57 26 8 81 2543 52 2767 0 0 0 0 22 0 22
F04453 18 7 72 30 20 23 170 0 0 0 0 0 0 0
F04454 438 43 39 6 21 0 547 0 0 0 0 0 0 0
F04455 272 15 81 14 2 54 438 0 0 1 0 0 1 2
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 157 25 44 33 520 31 810 0 0 0 0 4 0 5
SD 191 14 32 29 1131 23 1108 0 0 0 0 10 0 10
Significance NS NS NS NS NS NS NS NS # NS NS NS NS NS
Statistical method STL STL STL STL STL STL STL STL STL STL STL STL STL STL

Significantly different from the control group (#: p<0.05 by Steel's test).
NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
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Appendix 15-1. Individual spontaneous motor activity of male rats (recovery period)

Control group
Animal No. Ambulatory counts Rearing counts
M inutes Minutes
0-10 10-20 20-30 30-40 40-50 50-60 Total 0-10 10-20 20-30 30-40 40-50 50-60 Total
MO01106 2724 1744 338 119 58 1254 6237 72 52 9 1 0 30 164
MO01107 525 44 38 15 586 1720 2928 31 0 0 0 26 82 139
MO01108 1611 1716 1396 197 123 51 5094 45 62 18 0 0 4 129
MO01109 6 10 453 1560 14 16 2059 0 0 13 37 0 0 50
MO1110 37 17 0 538 0 14 606 0 0 3 0 0 3
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 981 706 445 486 156 611 3385 30 23 8 8 5 23 97
SD 1171 935 566 632 245 817 2277 31 31 8 16 12 35 68
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Appendix 15-2. Individual spontaneous motor activity of male rats (recovery period)

Ethy!l propionate group at 300 mg/kg

Animal No. Ambulatory counts Rearing counts
Minutes Minutes

0-10 10-20 20-30 30-40 40-50 50-60 Total 0-10 10-20 20-30 30-40 40-50 50-60 Total
M 03306 11 43 23 81 246 36 440 0 2 0 0 4 0 6
M03307 625 80 196 4 477 849 2231 20 1 1 0 7 19 48
MO03308 849 112 5 0 244 16 1226 48 3 0 0 4 0 55

MO03309 2 42 0 8 36 45 133 0 0 0 0 1 0
MO03310 176 3 94 0 13 46 332 0 0 0 0 3 0 3
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 333 56 64 19 203 198 872 14 1 0 0 4 4 23
SD 384 41 83 35 189 364 866 21 1 0 0 2 8 27
Significance NS NS NS # NS NS * NS NS NS NS NS NS *
Statistical method STL STL STL STL DU STL DU DU STL STL STL STL STL DU

Significantly different from the control group (#: p<0.05 by Steel's test).
Significantly different from the control group (*: p<0.05 by Dunnett's test).
NS: Not significantly different from the control group.

STL: Analysis by Steel's test.

DU: Analysis by Dunnett's test.
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Appendix 15-3. Individual spontaneous motor activity of male rats (recovery period)

Ethyl propionate group at 1000 mg’kg

Animal No. Ambulatory counts Rearing counts
M inutes M inutes

0-10 10-20 20-30 30-40 40-50 50-60 Total 0-10 10-20 20-30 30-40 40-50 50-60 Total
M 04406 554 410 439 225 470 202 2300 20 25 12 6 21 8 92
M 04407 16 1337 11 11 41 47 1463 0 35 0 0 1 0 36
M 04408 710 370 65 47 141 0 1333 13 0 0 0 1 0 14
M 04409 33 31 189 19 36 70 378 0 1 1 0 1 1 4
MO04410 189 82 27 18 72 29 417 13 10 0 0 2 3 28
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 300 446 146 64 152 70 1178 9 14 3 1 5 2 35
SD 315 526 178 91 183 78 804 9 15 5 3 9 3 34
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL STL STL DU STL DU DU STL STL STL STL STL DU

NS: Not significantly different from the control group.
STL: Analysis by Steel's test.
DU: Analysis by Dunnett's test.
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Appendix 16-1. Individual spontaneous motor activity of female rats (recovery period)

Control group
Animal No. Ambulatory counts Rearing counts
M inutes Minutes

0-10 10-20 20-30 30-40 40-50 50-60 Total 0-10 10-20 20-30 30-40 40-50 50-60 Total
FO1156 2562 1550 331 27 7 9 4486 18 9 0 0 0 0 27
FO1157 256 58 21 13 2318 3642 6308 3 0 0 0 34 83 120
FO1158 0 62 813 599 0 5 1479 0 1 7 4 0 0 12
F01159 134 6 15 33 3 2 193 2 0 0 0 0 0 2
FO1160 3418 2644 568 16 82 19 6747 37 45 18 0 0 0 100
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 1274 864 350 138 482 735 3843 12 11 5 1 7 17 52
SD 1598 1190 347 258 1027 1625 2908 16 19 8 2 15 37 54
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Appendix 16-2. Individual spontaneous motor activity of female rats (recovery period)

Ethy!l propionate group at 300 mg/kg

Animal No. Ambulatory counts Rearing counts
M inutes M inutes

0-10 10-20 20-30 30-40 40-50 50-60 Total 0-10 10-20 20-30 30-40 40-50 50-60 Total
F03356 2322 41 2 6 1173 1347 4891 26 0 0 0 7 9 42
F03357 260 2858 231 156 4 67 3576 6 38 3 1 0 1 49
F03358 15 11 27 0 0 77 130 1 0 1 0 0 2 4
F03359 4 0 997 56 40 41 1138 0 0 14 0 0 0 14
F03360 44 1678 2886 260 14 15 4897 0 20 47 1 0 0 68
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 529 918 829 96 246 309 2926 7 12 13 0 1 2 35
SD 1008 1302 1219 111 518 581 2190 11 17 20 1 3 4 26
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU STL STL STL STL DU DU DU STL STL STL STL DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 16-3. Individual spontaneous motor activity of female rats (recovery period)

Ethyl propionate group at 1000 mg’kg

Animal No. Ambulatory counts Rearing counts
M inutes M inutes

0-10 10-20 20-30 30-40 40-50 50-60 Total 0-10 10-20 20-30 30-40 40-50 50-60 Total
F04456 2 1484 2 0 0 0 1488 0 12 0 0 0 0 12
F04457 1909 905 827 1683 29 60 5413 15 13 6 16 0 0 50
F04458 0 0 0 0 62 14 76 0 0 0 0 2 0 2
F04459 1539 1699 19 34 11 14 3316 12 36 0 0 0 0 48
F04460 62 20 28 7 79 0 196 0 0 0 0 0 0 0
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 702 822 175 345 36 18 2098 5 12 1 3 0 0 22
SD 942 796 365 748 34 25 2267 7 15 3 7 1 0 25
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU STL STL STL STL DU DU DU STL STL STL STL DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 17-1.  Individual urinalysis in male rats (administration period)

Control group

Animal No. uv S.G. Na K Cl Na K Cl
mL mEq/L mEq/L mEq/L mEq/day mEq/day mEq/day
MO1101 18.3 1.042 100.8 216.2 144.5 1.84 3.96 2.64
MO01102 6.8 1.075 175.0 411.6 a) 285.4 1.19 2.80 1.94
MO01103 9.8 1.054 132.8 286.6 220.8 1.30 2.81 2.16
MO1104 23.1 1.025 71.0 135.4 97.5 1.64 3.13 2.25
MO01105 11.9 1.036 66.9 176.8 94.5 0.80 2.10 1.12
Number of animals 5 5 5 5 5 5 5 5
Mean 14.0 1.046 109.3 2453 168.5 1.35 2.96 2.02
SD 6.6 0.019 45.3 108.4 82.9 0.40 0.67 0.56

a): Obtained in the 2nd measurement; since the value obtained in the 1st measurement was outside the measurement (Continued)

range, the urine was diluted and subjected to the 2nd measurement.
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Appendix 17-1.  (Continued) Individual urinalysis in male rats (administration period)

Control group
Animal No. Color pH Protein Glucose Ketone Bilirubin Occult  Urobili- Urinary sediments
blood nogen  Epithelial Erythrocytes Leukocytes  Casts Crystals
E.U./dL cells
M01101 Light yellow 8.5 + - + - - 0.1 + + + - -
MO01102 Light yellow 8.5 ++ - + - - 1.0 + + + - -
MO01103 Light yellow 8.5 + - + - - 0.1 + + + - -
MO01104 Light yellow 8.5 + - + - + 0.1 + + + - -
MO01105 Light yellow 8.5 + - + - - 0.1 + + + - -
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5

Protein: -; negative, +; trace, +; 30 mg/dL, ++; 100 mg/dL, +++; >300 mg/dL.

Glucose: -; negative, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; >1000 mg/dL.

Ketone: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Bilirubin: -; negative, +; slight, ++; moderate, +++; marked.

Occult blood: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Epithelial cells: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Erythrocytes: £; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Leukocytes: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Casts: -; not observed.

Crystals: -; not observed, M p; magnesium ammonium phosphate.
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Appendix 17-2. Individual urinalysis in male rats (administration period)

Ethy!l propionate group at 100 mgkg

Animal No. uv S.G. Na K Cl Na K Cl

mL mEq/L mEq/L mEq/L mEq/day mEq/day mEq/day

M02201 11.7 1.055 1352 299.2 199.4 1.58 3.50 2.33

M 02202 27.7 1.020 49.1 106.4 67.6 1.36 2.95 1.87

M02203 23.8 1.017 29.2 86.7 39.0 0.69 2.06 0.93

M02204 11.9 1.055 147.0 282.3 192.8 1.75 3.36 2.29

M 02205 7.9 1.069 178.8 369.6 a) 264.2 1.41 2.92 2.09

Number of animals 5 5 5 5 5 5 5 5

Mean 16.6 1.043 107.9 228.8 152.6 1.36 2.96 1.90

SD 8.6 0.023 65.1 125.3 95.4 0.40 0.56 0.57

Significance NS NS NS NS NS NS NS NS

Statistical method DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.

a): Obtained in the 2nd measurement; since the value obtained in the 1st measurement was outside the measurement range, the urine

was diluted and subjected to the 2nd measurement.
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Appendix 17-2.  (Continued) Individual urinalysis in male rats (administration period)

Ethyl propionate group at 100 mgkg
Animal No. Color pH Protein Glucose Ketone Bilirubin Occult  Urobili- Urinary sediments

blood nogen  Epithelial Erythrocytes Leukocytes  Casts Crystals
E.U./dL cells

M 02201 Light yellow 8.5 + - + - - 0.1 + + + - -
M02202 Light yellow 8.5 + - + - - 0.1 + + + - -
M02203 Light yellow 8.5 + - + - - 0.1 + + + - Mp
M02204 Light yellow 8.5 + - + - - 1.0 + + + - -
M02205 Light yellow 8.5 ++ - + - - 1.0 + + + - -
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5

Protein: -; negative, +; trace, +; 30 mg/dL, ++; 100 mg/dL, +++; =300 mg/dL.

Glucose: -; negative, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; >1000 mg/dL.

Ketone: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Bilirubin: -; negative, +; slight, ++; moderate, +++; marked.

Occult blood: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Epithelial cells: +; <1 cel’/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Erythrocytes: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Leukocytes: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Casts: -; not observed.

Crystals: -; not observed, M p; magnesium ammonium phosphate.
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Appendix 17-3.  Individual urinalysis in male rats (administration period)

Ethy!l propionate group at 300 mg/kg

Animal No. uv S.G. Na K Cl Na K Cl

mL mEq/L mEq/L mEq/L mEq/day mEq/day mEq/day

MO03301 10.8 1.062 166.3 323.0 a) 213.6 1.80 3.49 2.31

M 03302 8.4 1.050 51.2 238.1 106.6 0.43 2.00 0.90

M03303 12.1 1.028 30.6 141.1 62.4 0.37 1.71 0.76

M03304 16.0 1.022 25.9 94.9 429 0.41 1.52 0.69

M03305 13.9 1.021 14.4 72.6 37.9 0.20 1.01 0.53

Number of animals 5 5 5 5 5 5 5 5

Mean 12.2 1.037 57.7 173.9 92.7 0.64 1.95 1.04

SD 2.9 0.018 62.2 104.8 72.8 0.65 0.94 0.72

Significance NS NS NS NS NS NS NS NS

Statistical method DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.

a): Obtained in the 2nd measurement; since the value obtained in the 1st measurement was outside the measurement range, the urine

was diluted and subjected to the 2nd measurement.
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Appendix 17-3.  (Continued) Individual urinalysis in male rats (administration period)

Ethyl propionate group at 300 mgkg

Animal No. Color pH Protein Glucose Ketone Bilirubin Occult  Urobili- Urinary sediments
blood nogen  Epithelial Erythrocytes Leukocytes  Casts Crystals
E.U./dL cells

M03301 Light yellow 8.5 + - + - - 0.1 + + + - -
M03302 Light yellow 8.5 ++ - + - - 1.0 + + + - Mp
M03303 Light yellow 8.5 + - + - - 0.1 + + + - -
M03304 Light yellow 8.5 + - + - - 0.1 + + + - -
M03305 Light yellow 8.5 + - + - - 0.1 + + + - -
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5

Protein: -; negative, +; trace, +; 30 mg/dL, ++; 100 mg/dL, +++; =300 mg/dL.

Glucose: -; negative, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; >1000 mg/dL.

Ketone: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Bilirubin: -; negative, +; slight, ++; moderate, +++; marked.

Occult blood: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Epithelial cells: +; <1 cel’/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Erythrocytes: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Leukocytes: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Casts: -; not observed.

Crystals: -; not observed, M p; magnesium ammonium phosphate.
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Appendix 17-4. Individual urinalysis in male rats (administration period)

Ethy!l propionate group at 1000 mg’kg

Animal No. uv S.G. Na K Cl Na K Cl

mL mEq/L mEq/L mEq/L mEq/day mEq/day mEq/day

M04401 11.4 1.064 168.1 331.0 a) 238.2 1.92 3.77 2.72

M 04402 12.7 1.058 154.5 294.3 227.8 1.96 3.74 2.89

M 04403 17.1 1.018 19.5 80.5 45.1 0.33 1.38 0.77

M 04404 10.0 1.038 59.5 177.8 87.3 0.60 1.78 0.87

M 04405 15.0 1.040 117.3 209.4 150.5 1.76 3.14 2.26

Number of animals 5 5 5 5 5 5 5 5

Mean 132 1.044 103.8 218.6 149.8 1.31 2.76 1.90

SD 2.8 0.018 63.2 99.0 84.8 0.78 1.12 1.01

Significance NS NS NS NS NS NS NS NS

Statistical method DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.

a): Obtained in the 2nd measurement; since the value obtained in the 1st measurement was outside the measurement range, the urine

was diluted and subjected to the 2nd measurement.
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Appendix 17-4. (Continued) Individual urinalysis in male rats (administration period)

Ethyl propionate group at 1000 mgkg
Animal No. Color pH Protein Glucose Ketone Bilirubin Occult  Urobili- Urinary sediments
blood nogen  Epithelial Erythrocytes Leukocytes  Casts Crystals
E.U./dL cells

M 04401 Light yellow 8.5 + - + - - 0.1 + + + - -
M 04402 Light yellow 8.5 + - + - - 0.1 + + + - -
M 04403 Light yellow 8.0 ++ - + - - 1.0 + + + - -
M 04404 Light yellow 8.5 + - + - - 0.1 + + + - -
M 04405 Light yellow 8.5 + - + - - 0.1 + + + - -
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5

Protein: -; negative, +; trace, +; 30 mg/dL, ++; 100 mg/dL, +++; =300 mg/dL.

Glucose: -; negative, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; >1000 mg/dL.

Ketone: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Bilirubin: -; negative, +; slight, ++; moderate, +++; marked.

Occult blood: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Epithelial cells: +; <1 cel’/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Erythrocytes: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Leukocytes: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Casts: -; not observed.

Crystals: -; not observed, M p; magnesium ammonium phosphate.
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Appendix 18-1.

Individual urinalysis in female rats (administation period)

Control group

Animal No. uv S.G. Na K Cl Na K Cl
mL mEq/L mEq/L mEq/L mEq/day mEq/day mEq/day
FO1151 7.8 1.058 121.0 310.6 a) 200.8 0.94 2.42 1.57
FO1152 6.7 1.065 140.7 295.2 206.9 0.94 1.98 1.39
F01153 10.9 1.047 95.1 2242 135.3 1.04 2.44 1.47
F01154 5.1 1.047 118.9 215.8 158.7 0.61 1.10 0.81
FO1155 9.8 1.048 82.3 214.7 142.1 0.81 2.10 1.39
Number of animals 5 5 5 5 5 5 5 5
Mean 8.1 1.053 111.6 252.1 168.8 0.87 2.01 1.33
SD 2.3 0.008 23.0 46.8 33.2 0.17 0.55 0.30

a): Obtained in the 2nd measurement; since the value obtained in the 1st measurement was outside the measurement (Continued)

range, the urine was diluted and subjected to the 2nd measurement.
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Appendix 18-1. (Continued) Individual urinalysis in female rats (administation period)

Control group
Animal No. Color pH Protein Glucose Ketone Bilirubin Occult  Urobili- Urinary sediments
blood nogen Epithelial ~ Erythrocytes Leukocytes Casts  Crystals
E.U./dL cells

FO1151 Light yellow > 9.0 + - - - - 1.0 + + + - -
F01152 Light yellow 8.5 + - + - - 1.0 + + + - Mp
F01153 Light yellow 8.0 - - - - - 0.1 + + + - -
FO1154 Light yellow > 9.0 + - + - - 1.0 + + + - -
FO1155 Light yellow 8.5 + - - - - 0.1 + + + - -

Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5

Protein: -; negative, +; trace, +; 30 mg/dL, ++; 100 mg/dL, +++; =300 mg/dL.

Glucose: -; negative, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; >1000 mg/dL.

Ketone: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Bilirubin: -; negative, +; slight, ++; moderate, +++; marked.

Occult blood: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Epithelial cells: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Erythrocytes: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Leukocytes: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Casts: -; not observed.

Crystals: -; not observed, M p; magnesium ammonium phosphate.
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Appendix 18-2. Individual urinalysis in female rats (administation period)

Ethy!l propionate group at 100 mgkg

Animal No. uv S.G. Na K Cl Na K Cl
mL mEq/L mEq/L mEq/L mEq/day mEq/day mEq/day
F02251 9.0 1.038 104.8 173.9 127.3 0.94 1.57 1.15
F02252 5.4 1.052 125.1 185.2 125.4 0.68 1.00 0.68
F02253 13.3 1.019 17.8 524 27.0 0.24 0.70 0.36
F02254 4.8 1.078 169.9 388.4 a) 236.7 0.82 1.86 1.14
F02255 4.7 1.064 153.1 246.0 176.3 0.72 1.16 0.83
Number of animals 5 5 5 5 5 5 5 5
Mean 7.4 1.050 114.1 209.2 138.5 0.68 1.26 0.83
SD 3.7 0.023 59.4 122.3 77.1 0.27 0.46 0.33
Significance NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.

a): Obtained in the 2nd measurement; since the value obtained in the 1st measurement was outside the measurement range, the urine

was diluted and subjected to the 2nd measurement.
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Appendix 18-2. (Continued) Individual urinalysis in female rats (administation period)

Ethyl propionate group at 100 mgkg

Animal No. Color pH Protein Glucose Ketone Bilirubin Occult  Urobili- Urinary sediments
blood nogen Epithelial ~ Erythrocytes Leukocytes Casts  Crystals
E.U./dL cells
F02251 Light yellow 8.5 + - - - - 0.1 + + + - -
F02252 Light yellow 8.5 - - - - - 0.1 + + + - -
F02253 Light yellow 7.5 - - - - - 0.1 + + + - -
F02254 Light yellow 8.5 ++ - + - - 1.0 + + + - -
F02255 Light yellow 8.5 - - - - - 0.1 + + + - -
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5

Protein: -; negative, +; trace, +; 30 mg/dL, ++; 100 mg/dL, +++; =300 mg/dL.

Glucose: -; negative, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; >1000 mg/dL.

Ketone: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Bilirubin: -; negative, +; slight, ++; moderate, +++; marked.

Occult blood: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Epithelial cells: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Erythrocytes: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Leukocytes: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Casts: -; not observed.

Crystals: -; not observed, M p; magnesium ammonium phosphate.
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Appendix 18-3. Individual urinalysis in female rats (administation period)

Ethyl propionate group at 300 mgkg

Animal No. Uuv S.G. Na K Cl Na K Cl
mL mEq/L mEq/L mEq/L mEq/day mEq/day mEq/day
F03351 10.7 1.054 130.6 258.7 192.3 1.40 2.77 2.06
F03352 11.6 1.028 23.1 100.4 47.5 0.27 1.16 0.55
F03353 72 1.045 90.1 220.9 159.0 0.65 1.59 1.14
F03354 11.4 1.045 106.6 221.9 153.9 1.22 2.53 1.75
F03355 11.3 1.054 122.9 278.6 190.4 1.39 3.15 2.15
Number of animals 5 5 5 5 5 5 5 5
Mean 10.4 1.045 94.7 216.1 148.6 0.99 2.24 1.53
SD 1.8 0.011 42.9 69.2 59.2 0.50 0.83 0.68
Significance NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 18-3. (Continued) Individual urinalysis in female rats (administation period)

Ethyl propionate group at 300 mgkg

Animal No. Color pH Protein Glucose Ketone Bilirubin Occult  Urobili- Urinary sediments
blood nogen Epithelial ~ Erythrocytes Leukocytes Casts  Crystals
E.U./dL cells

F03351 Light yellow 8.5 - - - - - 0.1 + + + - -

F03352 Light yellow 8.0 + - + - - 1.0 + + + - -

F03353 Light yellow 8.5 - - - - - 0.1 + + + - -

F03354 Light yellow 8.5 - - - - - 0.1 + + + - Mp

F03355 Light yellow 8.0 - - - - - 0.1 + + + - -
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5

Protein: -; negative, +; trace, +; 30 mg/dL, ++; 100 mg/dL, +++; =300 mg/dL.

Glucose: -; negative, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; >1000 mg/dL.

Ketone: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Bilirubin: -; negative, +; slight, ++; moderate, +++; marked.

Occult blood: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Epithelial cells: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Erythrocytes: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Leukocytes: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Casts: -; not observed.

Crystals: -; not observed, M p; magnesium ammonium phosphate.
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Appendix 18-4. Individual urinalysis in female rats (administation period)

Ethy!l propionate group at 1000 mg’kg

Animal No. uv S.G. Na K Cl Na K Cl
mL mEq/L mEq/L mEq/L mEq/day mEq/day mEq/day
F04451 4.6 1.074 146.6 3354 a) 224.0 0.67 1.54 1.03
F04452 13.7 1.037 71.0 194.1 106.6 0.97 2.66 1.46
F04453 17.7 1.031 71.0 161.0 99.5 1.26 2.85 1.76
F04454 13.5 1.039 91.1 193.5 120.8 1.23 2.61 1.63
F04455 5.4 1.052 12.3 137.1 72.5 0.07 0.74 0.39
Number of animals 5 5 5 5 5 5 5 5
Mean 11.0 1.047 78.4 204.2 124.7 0.84 2.08 1.25
SD 5.7 0.017 48.2 77.1 58.2 0.49 0.91 0.56
Significance NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.

a): Obtained in the 2nd measurement; since the value obtained in the 1st measurement was outside the measurement range, the urine

was diluted and subjected to the 2nd measurement.
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Appendix 18-4. (Continued) Individual urinalysis in female rats (administation period)

Ethyl propionate group at 1000 mgkg

Animal No. Color pH Protein Glucose Ketone Bilirubin Occult  Urobili- Urinary sediments
blood nogen Epithelial ~ Erythrocytes Leukocytes Casts  Crystals
E.U./dL cells
F04451 Light yellow 8.5 + - + - - 1.0 + + + - -
F04452 Light yellow 8.5 + - - - - 0.1 + + + - -
F04453 Light yellow 8.5 - - - - - 0.1 + + + - -
F04454 Light yellow 8.5 - - - - - 0.1 + + + - -
F04455 Light yellow 8.5 + - + - - 1.0 + + + - -
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5

Protein: -; negative, +; trace, +; 30 mg/dL, ++; 100 mg/dL, +++; =300 mg/dL.

Glucose: -; negative, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; >1000 mg/dL.

Ketone: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Bilirubin: -; negative, +; slight, ++; moderate, +++; marked.

Occult blood: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Epithelial cells: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Erythrocytes: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Leukocytes: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Casts: -; not observed.

Crystals: -; not observed, M p; magnesium ammonium phosphate.
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Appendix 19-1. Individual urinalysis in male rats (recovery period)

Control group

Animal No. Uv S.G. Na K Cl Na K Cl
mL mEq/L mEq/L mEq/L mEq/day mEq/day mEq/day
MO1106 18.7 1.031 43.8 136.6 40.5 0.82 2.55 0.76
MO01107 17.9 1.046 104.3 222.6 136.2 1.87 3.98 2.44
MO01108 242 1.036 60.4 167.6 90.6 1.46 4.06 2.19
MO01109 13.5 1.043 68.0 198.6 98.5 0.92 2.68 1.33
MO1110 13.1 1.065 149.2 329.2 a) 207.6 1.95 431 2.72
Number of animals 5 5 5 5 5 5 5 5
Mean 17.5 1.044 85.1 210.9 114.7 1.40 3.52 1.89
SD 4.5 0.013 42.1 73.6 62.1 0.52 0.83 0.82

a): Obtained in the 2nd measurement; since the value obtained in the 1st measurement was outside the measurement range, (Continued)

the urine was diluted and subjected to the 2nd measurement.
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Appendix 19-1.  (Continued) Individual urinalysis in male rats (recovery period)

Control group
Animal No. Color pH Protein Glucose Ketone Bilirubin Occult  Urobili- Urinary sediments
blood nogen Epithelial Erythrocytes Leukocytes Casts  Crystals
E.U./dL cells
MO01106 Light yellow 8.0 + - + - - 0.1 + + + - -
MO01107 Light yellow 8.0 + - + - - 0.1 + + + - -
MO01108 Light yellow 8.5 + - + - - 0.1 + + + - -
MO01109 Light yellow 8.5 + - + - - 0.1 + + + - -
MO1110 Light yellow 8.5 + - + - - 0.1 + + + - -
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5

Protein: -; negative, +; trace, +; 30 mg/dL, ++; 100 mg/dL, +++; =300 mg/dL.

Glucose: -; negative, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; >1000 mg/dL.

Ketone: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Bilirubin: -; negative, +; slight, ++; moderate, +++; marked.

Occult blood: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Epithelial cells: +; <1 cel’/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Erythrocytes: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Leukocytes: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Casts: -; not observed.

Crystals: -; not observed.
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Appendix 19-2. Individual urinalysis in male rats (recovery period)

Ethy!l propionate group at 300 mg/kg

Animal No. uv S.G. Na K Cl Na K Cl

mL mEq/L mEq/L mEq/L mEq/day mEq/day mEq/day

MO03306 17.5 1.038 61.0 186.7 88.3 1.07 3.27 1.55

M 03307 13.3 1.058 97.8 280.6 157.5 1.30 3.73 2.09

MO03308 16.3 1.051 118.6 241.5 145.8 1.93 3.94 2.38

M03309 13.6 1.060 147.7 280.5 182.2 2.01 3.81 2.48

MO03310 17.0 1.057 123.2 274.9 168.8 2.09 4.67 2.87

Number of animals 5 5 5 5 5 5 5 5

Mean 15.5 1.053 109.7 252.8 148.5 1.68 3.88 227

SD 2.0 0.009 32.5 40.4 36.3 0.46 0.51 0.49

Significance NS NS NS NS NS NS NS NS

Statistical method STL DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

STL: Analysis by Steel's test.
DU: Analysis by Dunnett's test.
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Appendix 19-2. (Continued) Individual urinalysis in male rats (recovery period)

Ethyl propionate group at 300 mgkg
Animal No. Color pH Protein Glucose Ketone Bilirubin Occult  Urobili- Urinary sediments
blood nogen Epithelial Erythrocytes Leukocytes Casts  Crystals
E.U./dL cells

M03306 Light yellow 8.0 + - + - - 0.1 + + + - -
M03307 Light yellow 8.5 + - + - - 0.1 + + + - -
M03308 Light yellow 8.0 + - + - - 0.1 + + + - -
M03309 Light yellow 8.0 + - + - + 0.1 + + + - -
M03310 Light yellow 8.5 + - + - - 0.1 + + + - -
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5

Protein: -; negative, +; trace, +; 30 mg/dL, ++; 100 mg/dL, +++; =300 mg/dL.

Glucose: -; negative, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; >1000 mg/dL.

Ketone: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Bilirubin: -; negative, +; slight, ++; moderate, +++; marked.

Occult blood: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Epithelial cells: +; <1 cel’/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Erythrocytes: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Leukocytes: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Casts: -; not observed.

Crystals: -; not observed.
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Appendix 19-3. Individual urinalysis in male rats (recovery period)

Ethy!l propionate group at 1000 mg’kg

Animal No. uUv S.G. Na K Cl Na K Cl

mL mEq/L mEq/L mEq/L mEq/day mEq/day mEq/day

M 04406 14.9 1.037 315 146.4 47.4 0.47 2.18 0.71

M 04407 14.0 1.054 119.4 267.3 163.2 1.67 3.74 2.28

M 04408 313 1.022 44.8 93.9 50.9 1.40 2.94 1.59

M 04409 9.8 1.056 86.3 246.5 119.8 0.85 242 1.17

M04410 11.2 1.060 127.9 294.3 182.8 1.43 3.30 2.05

Number of animals 5 5 5 5 5 5 5 5

Mean 16.2 1.046 82.0 209.7 112.8 1.16 2.92 1.56

SD 8.7 0.016 43.2 85.5 62.4 0.49 0.64 0.64

Significance NS NS NS NS NS NS NS NS

Statistical method STL DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

STL: Analysis by Steel's test.
DU: Analysis by Dunnett's test.
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Appendix 19-3. (Continued) Individual urinalysis in male rats (recovery period)

Ethyl propionate group at 1000 mgkg

Animal No. Color pH Protein Glucose Ketone Bilirubin Occult  Urobili- Urinary sediments
blood nogen Epithelial ~Erythrocytes Leukocytes Casts  Crystals
E.U./dL cells

M 04406 b) Light yellow 6.0 ++ - + - - 0.1 + + + - -
M 04407 Light yellow 8.5 + - + - - 0.1 + + + - -
M 04408 Light yellow 8.5 + - + - - 0.1 + + + - -
M 04409 Light yellow 8.5 + - + - - 0.1 + + + - -
M04410 Light yellow 8.5 + - + - - 0.1 + + + - -
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5

Protein: -; negative, +; trace, +; 30 mg/dL, ++; 100 mg/dL, +++; >300 mg/dL.

Glucose: -; negative, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; >1000 mg/dL.

Ketone: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Bilirubin: -; negative, +; slight, ++; moderate, +++; marked.

Occult blood: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Epithelial cells: +; <1 cel’/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Erythrocytes: £; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Leukocytes: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Casts: -; not observed.

Crystals: -; not observed.

b): Obtained from the recollected urine; urine was collected twice, since external injury was noted at the first collection.
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Appendix 20-1. Individual urinalysis in female rats (recovery period)

Control group

Animal No. uv S.G. Na K Cl Na K Cl
mL mEq/L mEq/L mEq/L mEq/day mEq/day mEq/day
FO1156 9.2 1.028 26.2 66.6 25.7 0.24 0.61 0.24
FO1157 8.9 1.049 80.5 203.7 96.0 0.72 1.81 0.85
FO1158 8.4 1.058 126.9 265.8 161.5 1.07 2.23 1.36
F01159 8.5 1.044 38.3 164.0 75.3 0.33 1.39 0.64
FO01160 5.1 1.062 112.1 297.6 173.4 0.57 1.52 0.88
Number of animals 5 5 5 5 5 5 5 5
M ean 8.0 1.048 76.8 199.5 106.4 0.59 1.51 0.79
SD 1.7 0.013 44.2 90.8 61.5 0.33 0.60 0.41
(Continued)
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Appendix 20-1. (Continued) Individual urinalysis in female rats (recovery period)

Control group
Animal No. Color pH Protein Glucose Ketone Bilirubin Occult  Urobili- Urinary sediments
blood nogen Epithelial ~Erythrocytes Leukocytes Casts  Crystals
E.U./dL cells
FO1156 Light yellow 8.5 - - - - - 0.1 + + + - -
FO1157 Light yellow 8.5 + - + - - 1.0 + + + - -
FO1158 Light yellow 8.5 + - + - - 1.0 + + + - -
F01159 Light yellow 8.5 + - - - - 1.0 + + + - -
FO1160 Light yellow 8.0 - - - - - 0.1 + + + - -
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5

Protein: -; negative, +; trace, +; 30 mg/dL, ++; 100 mg/dL, +++; =300 mg/dL.

Glucose: -; negative, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; >1000 mg/dL.

Ketone: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Bilirubin: -; negative, +; slight, ++; moderate, +++; marked.

Occult blood: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Epithelial cells: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Erythrocytes: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Leukocytes: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Casts: -; not observed.

Crystals: -; not observed.
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Appendix 20-2. Individual urinalysis in female rats (recovery period)

Ethy!l propionate group at 300 mg/kg

Animal No. uv S.G. Na K Cl Na K Cl
mL mEq/L mEq/L mEq/L mEq/day mEq/day mEq/day
F03356 14.8 1.019 11.7 54.7 11.3 0.17 0.81 0.17
F03357 5.0 1.065 150.5 295.6 181.4 0.75 1.48 0.91
F03358 9.7 1.065 133.5 335.6 a) 192.7 1.29 3.26 1.87
F03359 6.9 1.057 66.8 197.8 110.2 0.46 1.36 0.76
F03360 8.3 1.069 107.3 327.0 a) 194.3 0.89 2.71 1.61
Number of animals 5 5 5 5 5 5 5 5
Mean 8.9 1.055 94.0 242.1 138.0 0.71 1.92 1.06
SD 3.7 0.021 55.8 118.2 78.9 0.43 1.02 0.68
Significance NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.

a): Obtained in the 2nd measurement; since the value obtained in the 1st measurement was outside the measurement range, the urine

was diluted and subjected to the 2nd measurement.
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Appendix 20-2. (Continued) Individual urinalysis in female rats (recovery period)

Ethyl propionate group at 300 mgkg
Animal No. Color pH Protein Glucose Ketone Bilirubin Occult  Urobili- Urinary sediments
blood nogen Epithelial ~Erythrocytes Leukocytes Casts  Crystals
E.U./dL cells

F03356 Light yellow 7.0 + - - - - 0.1 + + + - -
F03357 Light yellow 8.5 - - - - - 0.1 + + + - -
F03358 Light yellow > 9.0 + - - - - 0.1 + + + - -
F03359 Light yellow 8.5 - - - - - 0.1 + + + - -
F03360 Light yellow 8.5 - - - - - 0.1 + + + - -
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5

Protein: -; negative, +; trace, +; 30 mg/dL, ++; 100 mg/dL, +++; =300 mg/dL.

Glucose: -; negative, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; >1000 mg/dL.

Ketone: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Bilirubin: -; negative, +; slight, ++; moderate, +++; marked.

Occult blood: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Epithelial cells: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Erythrocytes: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Leukocytes: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Casts: -; not observed.

Crystals: -; not observed.
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Appendix 20-3. Individual urinalysis in female rats (recovery period)

Ethy!l propionate group at 1000 mg’kg

Animal No. uv S.G. Na K Cl Na K Cl
mL mEq/L mEq/L mEq/L mEq/day mEq/day mEq/day
F04456 10.7 1.032 16.3 87.7 38.5 0.17 0.94 0.41
F04457 134 1.049 107.1 223.6 150.8 1.44 3.00 2.02
F04458 11.9 1.025 22.7 60.3 259 0.27 0.72 0.31
F04459 16.1 1.043 78.0 205.1 117.0 1.26 3.30 1.88
F04460 114 1.033 41.8 106.8 70.9 0.48 1.22 0.81
Number of animals 5 5 5 5 5 5 5 5
Mean 12.7 1.036 53.2 136.7 80.6 0.72 1.84 1.09
SD 2.1 0.010 38.5 73.1 52.7 0.59 1.22 0.81
Significance * NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU
Significantly different from the control group (*: p<0.05 by Dunnett's test). (Continued)

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Study No. 430157

Appendix 20-3. (Continued) Individual urinalysis in female rats (recovery period)

Ethyl propionate group at 1000 mgkg
Animal No. Color pH Protein Glucose Ketone Bilirubin Occult  Urobili- Urinary sediments
blood nogen Epithelial ~Erythrocytes Leukocytes Casts  Crystals
E.U./dL cells

F04456 Light yellow 8.0 - - - - - 0.1 + + + - -
F04457 Light yellow 8.5 - - - - - 0.1 + + + - -
F04458 Light yellow 8.5 + - - - + 0.1 + + + - -
F04459 Light yellow 8.5 - - - - - 0.1 + + + - -
F04460 Light yellow 8.5 - - - - + 0.1 + + + - -
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5

Protein: -; negative, +; trace, +; 30 mg/dL, ++; 100 mg/dL, +++; =300 mg/dL.

Glucose: -; negative, +; 100 mg/dL, ++; 250 mg/dL, +++; 500 mg/dL, ++++; >1000 mg/dL.

Ketone: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Bilirubin: -; negative, +; slight, ++; moderate, +++; marked.

Occult blood: -; negative, +; trace, +; slight, ++; moderate, +++; marked.

Epithelial cells: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Erythrocytes: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Leukocytes: +; <1 cel/HPF, +; 1 - 4 cells/HPF, ++; 5 - 9 cells/HPF, +++; 10 - 19 cells/HPF, ++++; >20 cells/HPF.
Casts: -; not observed.

Crystals: -; not observed.
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Study No. 430157

Appendix 21-1.  Individual hematological findings in male rats (administration period)

Control group
Animal No. RBC HGB HCT MCV MCH MCHC PLT RET RET PT APTT Fbg
10*/uL g/dL % fL pe gdL 10l 10%uL % sec. sec.  mg/dL
MO1101 840 15.8 45.6 54.3 18.8 34.6 113.8 25.03 2.98 19.7 232 239.1
MO01102 752 14.9 429 57.0 19.8 34.7 118.2 26.32 3.50 154 22.9 248.5
MO01103 749 14.5 42.1 56.2 19.4 344 129.0 22.47 3.00 18.9 252 230.3
MO1104 755 14.9 42.8 56.7 19.7 34.8 102.8 28.54 3.78 152 21.2 239.1
MO01105 755 14.7 42.8 56.7 19.5 343 105.9 24.99 3.31 15.3 20.7 277.1
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5
Mean 770 15.0 432 56.2 19.4 34.6 1139 25.47 3.31 16.9 22.6 246.8
SD 39 0.5 1.4 1.1 0.4 0.2 10.4 2.21 0.34 2.2 1.8 18.1

(Continued)
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Study No. 430157

Appendix 21-1.  (Continued) Individual hematological findings in male rats (administration period)

Control group
Animal No. WBC  LYMPH  NEUT EO BASO MONO LYMPH NEUT EO BASO MONO
10°/uL 100l 10%uL  10%uL  10%uL 10%/uL % % % % %
MO1101 128.0 115.0 8.3 1.1 0.2 3.4 89.8 6.4 0.9 0.2 2.7
MO01102 78.5 59.9 15.1 0.8 0.1 2.6 76.3 19.3 1.0 0.1 33
MO01103 55.2 437 9.3 0.6 0.1 1.5 79.1 16.9 1.1 0.2 2.7
MO01104 68.1 51.1 13.9 0.4 0.1 2.6 75.0 20.5 0.6 0.1 3.8
MO01105 75.6 58.2 15.5 0.3 0.1 1.5 77.0 20.5 0.4 0.1 2.0
Number of animals 5 5 5 5 5 5 5 5 5 5 5
Mean 81.1 65.6 12.4 0.6 0.1 23 79.4 16.7 0.8 0.1 2.9
SD 27.7 28.4 3.4 0.3 0.0 0.8 6.0 6.0 0.3 0.1 0.7
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Appendix 21-2.  Individual hematological findings in male rats (administration period)

Ethy!l propionate group at 100 mgkg

Study No. 430157

Animal No. RBC HGB HCT MCV MCH MCHC PLT RET RET PT APTT Fbg

10*/uL g/dL % fL pg gdlL  10%uL  10YuL % sec. sec.  mg/dL

MO02201 776 15.7 447 57.6 20.2 35.1 111.2 25.22 3.25 11.3 17.7 274.0

MO02202 783 15.1 434 55.4 19.3 34.8 117.0 16.68 2.13 13.6 20.4 262.0

M 02203 748 14.6 42.5 56.8 19.5 34.4 135.6 23.19 3.10 15.7 22.3 219.5

M02204 742 14.9 42.7 57.5 20.1 34.9 124.5 24.86 3.35 13.9 20.0 258.5

M02205 778 15.8 44.7 57.5 20.3 353 112.9 17.89 2.30 20.6 22.3 222.1

Number of animals 5 5 5 5 5 5 5 5 5 5 5 5

Mean 765 15.2 43.6 57.0 19.9 349 120.2 21.57 2.83 15.0 20.5 2472

SD 19 0.5 1.1 0.9 0.4 0.3 10.0 4.01 0.57 3.5 1.9 24.8

Significance NS NS NS NS NS NS NS NS NS NS NS NS

Statistical method DU DU DU DU DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 21-2.  (Continued) Individual hematological findings in male rats (administration period)

Ethyl propionate group at 100 mgkg

Animal No. WBC  LYMPH  NEUT EO BASO MONO LYMPH  NEUT EO BASO  MONO
10*/uL 1070 10%uL  10%uL  10%uL 10%/uL % % % % %

M 02201 54.2 432 9.4 0.2 0.0 1.4 79.7 17.3 0.4 0.0 2.6

M 02202 60.9 49.0 9.0 1.0 0.1 1.8 80.4 14.8 1.6 0.2 3.0

M 02203 573 47.1 8.3 0.8 0.0 1.1 82.2 14.5 1.4 0.0 1.9

M 02204 71.7 56.0 12.8 0.6 0.1 22 78.1 17.9 0.8 0.1 3.1

M 02205 71.5 55.4 12.2 1.6 0.1 2.2 77.4 17.2 2.2 0.1 3.1
Number of animals 5 5 5 5 5 5 5 5 5 5 5
Mean 63.1 50.1 10.3 0.8 0.1 1.7 79.6 163 1.3 0.1 2.7

SD 8.1 5.5 2.0 0.5 0.1 0.5 1.9 1.6 0.7 0.1 0.5
Significance NS NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL DU DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group.

STL: Analysis by Steel's test.

DU: Analysis by Dunnett's test.

323

Study No. 430157



Appendix 21-3.  Individual hematological findings in male rats (administration period)

Ethyl propionate group at 300 mg/kg

Study No. 430157

Animal No. RBC HGB HCT MCV MCH MCHC PLT RET RET PT APTT Fbg
10*/uL g/dL % fL pg gdlL  10%uL  10YuL % sec. sec.  mg/dL
MO03301 803 16.2 46.2 57.5 20.2 35.1 117.5 22.56 2.81 16.0 235 255.1
MO03302 799 16.0 46.5 58.2 20.0 34.4 103.2 26.53 3.32 14.5 21.6 251.7
MO03303 766 14.8 43.0 56.1 19.3 34.4 120.1 24.36 3.18 11.5 204 239.1
M03304 746 14.5 413 55.4 19.4 35.1 112.5 23.05 3.09 13.8 21.1 236.1
M03305 774 15.3 43.8 56.6 19.8 34.9 115.7 20.28 2.62 17.0 23.3 227.5
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5
Mean 778 15.4 442 56.8 19.7 34.8 113.8 23.36 3.00 14.6 22.0 241.9
SD 24 0.7 2.2 1.1 0.4 0.4 6.5 2.31 0.28 2.1 1.4 11.4
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 21-3.  (Continued) Individual hematological findings in male rats (administration period)

Ethyl propionate group at 300 mgkg

Animal No. WBC  LYMPH  NEUT EO BASO MONO LYMPH  NEUT EO BASO  MONO
10*/uL 1070 10%uL  10%uL  10%uL 10%/uL % % % % %

M 03301 74.1 62.9 6.7 1.3 0.1 3.1 84.9 9.0 1.8 0.1 42

M 03302 56.2 48.1 5.9 0.9 0.0 1.3 85.6 10.5 1.6 0.0 23

M 03303 65.1 50.0 13.1 0.6 0.1 1.3 76.8 20.1 0.9 0.2 2.0

M 03304 66.0 52.1 114 0.8 0.1 1.6 78.9 17.3 12 0.2 2.4

M 03305 71.9 60.5 8.6 1.0 0.1 1.7 84.1 12.0 1.4 0.1 2.4
Number of animals 5 5 5 5 5 5 5 5 5 5 5
Mean 66.7 54.7 9.1 0.9 0.1 1.8 82.1 13.8 1.4 0.1 2.7

SD 7.0 6.6 3.1 0.3 0.0 0.7 4.0 4.7 0.3 0.1 0.9
Significance NS NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL DU DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group.

STL: Analysis by Steel's test.

DU: Analysis by Dunnett's test.
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Appendix 21-4.  Individual hematological findings in male rats (administration period)

Ethy!l propionate group at 1000 mg'kg

Study No. 430157

Animal No. RBC HGB HCT MCV MCH MCHC PLT RET RET PT APTT Fbg

10*/uL g/dL % fL pg gdlL  10%uL  10YuL % sec. sec.  mg/dL

M04401 785 15.3 43.8 55.8 19.5 349 116.0 23.31 2.97 14.2 19.7 248.5

M 04402 771 15.3 44.1 57.2 19.8 347 126.6 22.59 2.93 18.1 239 280.3

M 04403 834 16.4 46.6 55.9 19.7 35.2 111.7 23.52 2.82 17.3 19.8 270.9

M 04404 771 15.5 42.8 55.5 20.1 36.2 124.7 25.37 3.29 10.6 18.7 236.1

M 04405 741 14.9 42.7 57.6 20.1 34.9 105.1 28.60 3.86 12.7 21.0 258.5

Number of animals 5 5 5 5 5 5 5 5 5 5 5 5

Mean 780 15.5 44.0 56.4 19.8 35.2 116.8 24.68 3.17 14.6 20.6 258.9

SD 34 0.6 1.6 0.9 0.3 0.6 9.0 2.42 0.42 3.1 2.0 17.5

Significance NS NS NS NS NS NS NS NS NS NS NS NS

Statistical method DU DU DU DU DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 21-4.  (Continued) Individual hematological findings in male rats (administration period)

Ethyl propionate group at 1000 mgkg

Animal No. WBC  LYMPH  NEUT EO BASO MONO LYMPH  NEUT EO BASO  MONO
10*/uL 1070 10%uL  10%uL  10%uL 10%/uL % % % % %

M 04401 81.3 69.2 9.1 0.9 0.1 2.0 85.1 112 1.1 0.1 25

M 04402 66.3 50.7 12.9 0.5 0.1 2.1 76.5 19.3 0.8 0.2 3.2

M 04403 44.9 37.9 55 0.6 0.0 0.9 84.4 12.3 1.3 0.0 2.0

M 04404 62.3 495 9.7 1.0 0.1 2.0 79.5 15.5 1.6 0.2 32

M 04405 50.6 34.3 12.7 1.0 0.2 2.4 67.8 25.1 2.0 0.4 4.7
Number of animals 5 5 5 5 5 5 5 5 5 5 5
Mean 61.1 48.3 10.0 0.8 0.1 1.9 78.7 16.7 1.4 0.2 3.1

SD 14.2 13.7 3.0 0.2 0.1 0.6 7.0 5.7 0.5 0.1 1.0
Significance NS NS NS NS NS NS NS NS NS NS NS
Statistical method STL STL DU DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group.

STL: Analysis by Steel's test.

DU: Analysis by Dunnett's test.
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Appendix 22-1. Individual hematological findings in female rats (administration period)

Study No. 430157

Control group
Animal No. RBC HGB HCT MCV MCH MCHC PLT RET RET PT APTT Fbg
10%/uL o/dL % fL pe gdL 10l 10%uL % sec. sec.  mgdL
FO1151 778 154 43.8 56.3 19.8 352 110.6 20.93 2.69 9.5 16.8 202.5
FO1152 787 15.5 43.5 55.3 19.7 35.6 122.4 21.33 2.71 9.7 16.9 200.3
FO1153 738 154 43.0 58.3 20.9 35.8 103.9 22.21 3.01 9.4 18.2 202.5
F01154 775 15.3 42.8 55.2 19.7 35.7 106.3 13.49 1.74 10.3 17.8 193.8
FO1155 746 14.5 41.9 56.2 194 34.6 116.9 19.02 2.55 9.3 17.4 187.7
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5
Mean 765 152 43.0 56.3 19.9 354 112.0 19.40 2.54 9.6 17.4 197.4
SD 21 0.4 0.7 1.2 0.6 0.5 7.6 3.50 0.48 0.4 0.6 6.5

(Continued)
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Appendix 22-1. (Continued) Individual hematological findings in female rats (administration period)

Study No. 430157

Control group
Animal No. WBC  LYMPH  NEUT EO BASO MONO LYMPH  NEUT EO BASO  MONO
10%/uL 1070 10%uL  10%uL  10%/uL 10*/uL % % % % %
FO1151 51.8 46.1 43 0.4 0.1 0.9 89.1 8.2 0.8 0.2 1.7
F01152 412 36.2 4.0 0.3 0.0 0.7 87.9 9.7 0.7 0.0 1.7
FO1153 66.0 59.8 45 0.5 0.1 1.1 90.5 6.8 0.8 0.2 1.7
FO1154 50.0 424 5.1 0.8 0.1 1.6 84.8 10.2 1.6 0.2 3.2
F01155 73.3 65.4 5.4 0.4 0.1 2.0 89.2 7.5 0.5 0.1 2.7
Number of animals 5 5 5 5 5 5 5 5 5 5 5
Mean 56.5 50.0 4.7 0.5 0.1 1.3 88.3 8.5 0.9 0.1 2.2
SD 13.0 12.2 0.6 0.2 0.0 0.5 2.2 1.4 0.4 0.1 0.7
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Appendix 22-2. Individual hematological findings in female rats (administration period)

Ethyl propionate group at 100 mg/kg

Study No. 430157

Animal No. RBC HGB HCT MCV MCH MCHC PLT RET RET PT APTT Fbg
10*/uL g/dL % fL pg gdL 10l 10*uL % sec. sec.  mg/dL
F02251 752 14.7 41.9 55.7 19.5 35.1 118.5 17.67 2.35 9.5 16.9 174.6
F02252 777 14.8 41.8 53.8 19.0 354 146.2 12.35 1.59 9.7 16.9 161.6
F02253 734 14.4 41.6 56.7 19.6 34.6 117.9 19.52 2.66 10.1 17.6 148.8
F02254 678 14.0 38.8 57.2 20.6 36.1 116.6 18.51 2.73 9.6 18.3 193.8
F02255 730 14.5 40.2 55.1 19.9 36.1 107.9 13.65 1.87 9.2 17.9 172.9
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5
Mean 734 14.5 40.9 55.7 19.7 355 121.4 16.34 2.24 9.6 17.5 170.3
SD 36 0.3 1.3 1.3 0.6 0.7 14.5 3.15 0.50 0.3 0.6 16.7
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 22-2.  (Continued) Individual hematological findings in female rats (administration period)

Ethyl propionate group at 100 mgkg

Study No. 430157

Animal No. WBC  LYMPH  NEUT EO BASO MONO LYMPH  NEUT EO BASO  MONO
10%/uL 1070 10%uL  10%uL 1074l 10%/uL % % % % %

F02251 67.6 59.5 5.0 1.1 0.1 1.9 88.0 75 1.6 0.1 2.8
F02252 45.9 42.0 2.4 0.6 0.0 0.9 91.5 5.2 1.3 0.0 2.0
F02253 46.2 39.1 5.0 0.4 0.0 1.7 84.6 10.8 0.9 0.0 3.7
F02254 437 35.6 6.7 0.4 0.1 0.9 81.4 15.4 0.9 0.2 2.1
F02255 64.9 50.5 11.7 0.8 0.1 1.8 77.7 18.1 1.2 0.2 2.8
Number of animals 5 5 5 5 5 5 5 5 5 5 5
Mean 53.7 453 6.2 0.7 0.1 1.4 84.6 11.4 12 0.1 2.7

SD 11.6 9.6 3.5 0.3 0.1 0.5 5.4 5.4 0.3 0.1 0.7
Significance NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU STL DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 22-3. Individual hematological findings in female rats (administration period)

Ethyl propionate group at 300 mg/kg

Study No. 430157

Animal No. RBC HGB HCT MCV MCH MCHC PLT RET RET PT APTT Fbg
10*/uL g/dL % fL pg gdL 10l 10*uL % sec. sec.  mg/dL
F03351 730 14.5 40.6 55.6 19.9 35.7 143.5 20.00 2.74 9.7 16.9 209.5
F03352 679 13.8 39.1 57.6 20.3 353 101.4 20.78 3.06 9.8 17.4 169.5
F03353 816 15.8 445 54.5 19.4 355 143.4 16.24 1.99 9.3 17.4 193.8
F03354 732 14.9 41.7 57.0 20.4 35.7 127.3 25.84 3.53 9.4 18.2 193.8
F03355 706 14.5 40.8 57.8 20.5 35.5 119.7 19.63 2.78 9.6 17.7 222.1
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5
Mean 733 14.7 41.3 56.5 20.1 355 127.1 20.50 2.82 9.6 17.5 197.7
SD 51 0.7 2.0 1.4 0.5 0.2 17.7 3.46 0.56 0.2 0.5 19.8
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 22-3. (Continued) Individual hematological findings in female rats (administration period)

Ethyl propionate group at 300 mgkg

Study No. 430157

Animal No. WBC  LYMPH  NEUT EO BASO MONO LYMPH  NEUT EO BASO  MONO
10%/uL 1070 10%uL  10%uL 1074l 10%/uL % % % % %

F03351 58.7 522 4.6 03 0.0 1.6 89.0 7.8 0.5 0.0 2.7
F03352 18.7 14.9 3.2 0.2 0.0 0.4 79.7 17.1 1.1 0.0 2.1
F03353 68.7 63.2 2.9 0.9 0.2 1.5 92.0 4.2 1.3 0.3 22
F03354 38.1 33.0 33 0.5 0.0 1.3 86.6 8.7 1.3 0.0 34
F03355 56.3 475 7.0 0.3 0.1 1.4 84.4 12.4 0.5 0.2 2.5
Number of animals 5 5 5 5 5 5 5 5 5 5 5
Mean 48.1 422 42 0.4 0.1 12 86.3 10.0 0.9 0.1 2.6

SD 19.8 18.7 1.7 0.3 0.1 0.5 4.7 4.9 0.4 0.1 0.5
Significance NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU STL DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 22-4.  Individual hematological findings in female rats (administration period)

Ethy!l propionate group at 1000 mg’kg

Study No. 430157

Animal No. RBC HGB HCT MCV MCH MCHC PLT RET RET PT APTT Fbg
10*/uL g/dL % fL pg gdL 10l 10*uL % sec. sec.  mg/dL
F04451 704 14.3 39.7 56.4 20.3 36.0 104.9 15.00 2.13 9.7 16.0 160.0
F04452 783 153 43.7 55.8 19.5 35.0 120.8 21.30 2.72 9.3 17.8 227.5
F04453 770 15.5 442 57.4 20.1 35.1 121.5 24.87 3.23 9.3 18.1 204.8
F04454 752 154 43.4 57.7 20.5 355 104.5 21.13 2.81 9.3 17.4 230.3
F04455 736 14.4 40.6 55.2 19.6 35.5 117.0 16.41 2.23 9.3 18.5 181.9
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5
Mean 749 15.0 423 56.5 20.0 354 113.7 19.74 2.62 9.4 17.6 200.9
SD 31 0.6 2.0 1.1 0.4 0.4 8.4 4.01 0.45 0.2 1.0 30.1
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 22-4.  (Continued) Individual hematological findings in female rats (administration period)

Ethyl propionate group at 1000 mgkg

Study No. 430157

Animal No. WBC  LYMPH  NEUT EO BASO MONO LYMPH  NEUT EO BASO  MONO
10%/uL 1070 10%uL  10%uL 1074l 10%/uL % % % % %

F04451 55.6 44.8 8.1 0.7 0.1 1.9 80.6 14.5 1.3 0.2 3.4
F04452 50.8 443 4.7 0.6 0.1 1.1 87.1 9.3 12 0.2 22
F04453 49.4 41.6 6.5 0.4 0.1 0.8 84.2 13.2 0.8 0.2 1.6
F04454 40.7 354 42 0.4 0.1 0.6 86.9 10.4 1.0 0.2 1.5
F04455 46.2 37.4 6.9 0.6 0.0 1.3 80.9 15.0 1.3 0.0 2.8
Number of animals 5 5 5 5 5 5 5 5 5 5 5
Mean 48.5 40.7 6.1 0.5 0.1 1.1 83.9 12.5 1.1 0.2 2.3

SD 5.5 4.2 1.6 0.1 0.0 0.5 3.1 2.5 0.2 0.1 0.8
Significance NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU STL DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 23-1. Individual hematological findings in male rats (recovery period)

Control group
Animal No. RBC HGB HCT MCV MCH MCHC PLT RET RET PT APTT Fbg
10%/uL g/dL % fL pe gdL 10l 10%uL % sec. sec.  mgdL
MO01106 838 15.2 44.5 53.1 18.1 342 99.0 22.54 2.69 16.4 22.8 231.5
MO01107 869 15.5 453 52.1 17.8 34.2 113.1 18.25 2.10 15.7 21.1 207.1
MO01108 815 15.7 44.0 54.0 19.3 35.7 112.6 23.06 2.83 13.2 22.2 244.4
MO01109 800 15.7 442 55.3 19.6 355 100.9 23.20 2.90 14.9 23.6 222.0
MO1110 755 14.7 42.9 56.8 19.5 343 93.5 22.35 2.96 11.4 19.5 239.1
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5
Mean 815 15.4 44.2 54.3 18.9 34.8 103.8 21.88 2.70 14.3 21.8 228.8
SD 43 0.4 0.9 1.8 0.8 0.8 8.7 2.06 0.35 2.0 1.6 14.8

(Continued)
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Appendix 23-1. (Continued) Individual hematological findings in male rats (recovery period)

Control group
Animal No. WBC  LYMPH  NEUT EO BASO MONO LYMPH  NEUT EO BASO  MONO
10%/uL 1070l 10%ul  10%uL  10%uL 10%/uL % % % % %
MO01106 108.9 95.4 10.1 12 0.2 2.0 87.7 9.2 1.1 0.2 1.8
MO01107 80.1 70.2 7.4 1.0 0.1 1.4 87.7 9.3 12 0.1 1.7
MO01108 553 45.8 7.1 0.9 0.1 1.4 82.9 12.8 1.6 0.2 25
MO01109 59.6 45.9 11.4 0.7 0.2 1.4 77.1 19.1 12 0.3 23
MO01110 48.2 40.6 6.0 0.3 0.2 1.1 84.2 12.5 0.6 0.4 2.3
Number of animals 5 5 5 5 5 5 5 5 5 5 5
Mean 70.4 59.6 8.4 0.8 0.2 1.5 83.9 12,6 1.1 0.2 2.1
SD 24.6 23.1 2.3 0.3 0.1 0.3 4.4 4.0 0.4 0.1 0.3
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Appendix 23-2.  Individual hematological findings in male rats (recovery period)

Ethyl propionate group at 300 mgkg

Study No. 430157

Animal No. RBC HGB HCT MCV MCH MCHC PLT RET RET PT APTT Fbg
10*/uL g/dL % fL pg gdlL 10l 10YuL % sec. sec.  mg/dL
M03306 833 15.5 44.9 53.9 18.6 34.5 109.4 23.49 2.82 144 23.9 2243
MO03307 817a) 157a) 445a) 545a) 19.2a) 353a) 117.1a) 20.75a) 2.543a) 18.4 25.1 205.1
MO03308 826 14.8 42.7 51.7 17.9 34.7 117.0 24.86 3.01 12.4 20.6 2153
MO03309 815 15.8 45.1 55.3 19.4 35.0 110.6 21.03 2.58 17.2 23.5 244.4
MO03310 850 15.7 453 53.3 18.5 34.7 103.1 22.61 2.66 14.5 20.2 252.9
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5
Mean 828 15.5 44.5 53.7 18.7 34.8 1114 22.55 2.72 154 22.7 228.4
SD 14 0.4 1.0 1.4 0.6 0.3 5.9 1.72 0.19 2.4 2.2 19.9
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
a): Obtained in the 2nd measurement; the 2nd measurement was performed because an error occurred during the 1st measurement.
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Appendix 23-2. (Continued) Individual hematological findings in male rats (recovery period)

Ethyl propionate group at 300 mgkg

Animal No. WBC  LYMPH  NEUT EO BASO MONO LYMPH  NEUT EO BASO  MONO

10*/uL 1070 10%uL  10%uL  10%uL 10%/uL % % % % %

M 03306 69.3 57.9 9.2 0.6 0.1 1.5 83.5 13.3 0.9 0.1 22
M03307 95.6 a) 82.6 a) 8.8 a) 1.7 a) 0.2 a) 2.3 a) 86.4 a) 9.2 a) 1.8 a) 0.2 a) 2.4 a)

M 03308 104.3 89.1 12.3 1.0 0.2 1.7 85.5 11.7 1.0 0.2 1.6

M 03309 55.1 37.7 145 0.9 0.2 1.8 68.4 26.3 1.6 0.4 3.3

M 03310 69.7 52.4 14.7 1.0 0.1 1.5 75.1 212 1.4 0.1 22

Number of animals 5 5 5 5 5 5 5 5 5 5 5

Mean 78.8 63.9 11.9 1.0 0.2 1.8 79.8 16.3 1.3 0.2 23

SD 20.4 21.4 2.8 0.4 0.1 0.3 7.8 7.2 0.4 0.1 0.6

Significance NS NS NS NS NS NS NS NS NS NS NS

Statistical method DU DU DU DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
a): Obtained in the 2nd measurement; the 2nd measurement was performed because an error occurred during the 1st measurement.
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Appendix 23-3.  Individual hematological findings in male rats (recovery period)

Ethyl propionate group at 1000 mgkg

Study No. 430157

Animal No. RBC HGB HCT MCV MCH MCHC PLT RET RET PT APTT Fbg

10*/uL g/dL % fL pg gdlL 10l 10YuL % sec. sec.  mg/dL

M 04406 884 16.8 48.9 553 19.0 344 93.9 26.96 3.05 11.1 19.7 2339

M 04407 795 154 442 55.6 19.4 34.8 105.8 23.21 2.92 12.1 21.7 224.3

M 04408 818 15.4 435 53.2 18.8 35.4 139.5 29.12 3.56 14.8 22.3 250.0

M 04409 840 a) 156a) 447a) 532a) 18.6a) 34.9 a) 99.8a) 2285a) 2.72a) 15.3 20.6 231.5

MO04410 865 15.3 44.8 51.8 17.7 34.2 109.2 21.88 2.53 20.1 21.6 229.0

Number of animals 5 5 5 5 5 5 5 5 5 5 5 5

Mean 840 15.7 452 53.8 18.7 34.7 109.6 24.30 2.96 14.7 21.2 233.7

SD 36 0.6 2.1 1.6 0.6 0.5 17.7 3.09 0.39 3.5 1.0 9.8

Significance NS NS NS NS NS NS NS NS NS NS NS NS

Statistical method DU DU DU DU DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
a): Obtained in the 2nd measurement; the 2nd measurement was performed because an error occurred during the 1st measurement.
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Appendix 23-3.  (Continued) Individual hematological findings in male rats (recovery period)

Ethyl propionate group at 1000 mgkg

Animal No. WBC  LYMPH  NEUT EO BASO MONO LYMPH  NEUT EO BASO  MONO
10*/uL 1070 10%uL  10%uL  10%uL 10%/uL % % % % %
M 04406 82.4 69.2 10.7 0.7 0.2 1.6 84.0 13.1 0.8 0.2 1.9
M 04407 64.8 54.6 7.8 1.0 0.1 1.3 84.3 12.0 1.5 0.2 2.0
M 04408 97.6 82.8 12.5 0.6 0.2 1.5 84.9 12.8 0.6 0.2 1.5

M 04409 438 a) 32.0 a) 96a)  0.8a) 0.1 a) 1.3 a) 73.1a)  219a) 1.8 a) 0.2 a) 3.0 a)
M 04410 54.2 34.6 16.6 0.7 0.1 2.2 63.8 30.6 1.3 0.2 4.1
Number of animals 5 5 5 5 5 5 5 5 5 5 5
Mean 68.6 54.6 11.4 0.8 0.1 1.6 78.0 18.1 12 0.2 25
SD 21.6 21.9 3.4 0.2 0.1 0.4 9.3 8.1 0.5 0.0 1.1
Significance NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
a): Obtained in the 2nd measurement; the 2nd measurement was performed because an error occurred during the 1st measurement.
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Appendix 24-1. Individual hematological findings in female rats (recovery period)

Control group
Animal No. RBC HGB HCT MCV MCH MCHC PLT RET RET PT APTT Fbg
10*/uL g/dL % fL pe gdL 10l 10%uL % sec. sec.  mg/dL
FO1156 786 14.8 41.2 524 18.8 359 109.3 15.56 1.98 9.4 17.5 207.1
FO1157 757 14.4 40.5 53.5 19.0 35.6 126.9 18.09 2.39 9.9 18.3 199.4
FO1158 809 15.5 449 55.5 19.2 34.5 117.1 22.89 2.833 9.8 17.2 185.5
F01159 790 15.0 424 53.7 19.0 35.4 112.2 14.54 1.84 9.3 18.5 180.8
FO1160 723 14.1 40.9 56.6 19.5 34.5 105.0 19.74 2.73 9.4 16.5 182.3
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5
Mean 773 14.8 42.0 54.3 19.1 35.2 114.1 18.16 2.35 9.6 17.6 191.0
SD 34 0.5 1.8 1.7 0.3 0.6 8.4 3.34 0.44 0.3 0.8 11.6

(Continued)
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Appendix 24-1. (Continued) Individual hematological findings in female rats (recovery period)

Control group
Animal No. WBC  LYMPH  NEUT EO BASO MONO LYMPH  NEUT EO BASO  MONO
10%/uL 1070l 10%ul  10%uL  10%uL 10%/uL % % % % %
FO1156 23.8 16.6 6.2 0.6 0.0 0.4 69.7 26.1 2.5 0.0 1.7
F01157 332 25.0 7.2 0.4 0.1 0.5 75.3 21.7 12 0.3 1.5
FO1158 50.3 33.2 14.9 1.0 0.1 1.1 66.0 29.6 2.0 0.2 22
FO1159 29.4 222 5.8 0.6 0.1 0.7 75.5 19.8 2.0 0.3 2.4
F01160 19.9 15.4 3.8 0.4 0.0 0.3 77.4 19.1 2.0 0.0 1.5
Number of animals 5 5 5 5 5 5 5 5 5 5 5
Mean 31.3 225 7.6 0.6 0.1 0.6 72.8 233 1.9 0.2 1.9
SD 11.8 7.2 4.3 0.2 0.1 0.3 4.8 4.5 0.5 0.2 0.4
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Appendix 24-2. Individual hematological findings in female rats (recovery period)

Ethyl propionate group at 300 mg/kg

Study No. 430157

Animal No. RBC HGB HCT MCV MCH MCHC PLT RET RET PT APTT Fbg
10*/uL g/dL % fL pg gdlL  10%uL  10YuL % sec. sec.  mg/dL
F03356 773 14.7 41.3 53.4 19.0 35.6 110.6 19.63 2.54 9.4 16.9 201.2
F03357 775 14.4 40.7 52.5 18.6 354 1254 17.67 2.28 10.1 16.7 183.9
F03358 799 14.5 42.8 53.6 18.1 339 119.3 25.41 3.18 9.7 18.0 192.2
F03359 857 16.1 46.1 53.8 18.8 34.9 107.4 17.40 2.03 9.4 19.0 182.3
F03360 749 14.2 41.3 55.1 19.0 344 104.3 20.52 2.74 9.9 18.2 164.0
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5
Mean 791 14.8 424 53.7 18.7 34.8 1134 20.13 2.55 9.7 17.8 184.7
SD 41 0.8 2.2 0.9 0.4 0.7 8.7 3.23 0.44 0.3 1.0 13.8
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 24-2. (Continued) Individual hematological findings in female rats (recovery period)

Ethyl propionate group at 300 mgkg

Animal No. WBC  LYMPH  NEUT EO BASO MONO LYMPH  NEUT EO BASO  MONO
10*/uL 1070 10%uL  10%uL  10%uL 10%/uL % % % % %

F03356 26.8 19.2 6.2 0.7 0.1 0.6 71.7 23.1 2.6 0.4 22
F03357 25.9 17.1 75 0.6 0.1 0.6 66.0 29.0 2.3 0.4 23
F03358 42.6 335 7.0 0.7 0.1 1.3 78.6 16.5 1.6 0.2 3.1
F03359 36.3 26.6 8.2 0.8 0.0 0.7 733 226 22 0.0 1.9
F03360 15.7 10.8 4.4 0.2 0.0 0.3 68.8 28.0 1.3 0.0 1.9
Number of animals 5 5 5 5 5 5 5 5 5 5 5
Mean 29.5 21.4 6.7 0.6 0.1 0.7 71.7 23.8 2.0 0.2 23

SD 10.4 8.8 1.5 0.2 0.1 0.4 4.8 5.0 0.5 0.2 0.5
Significance NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU STL DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.
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Appendix 24-3.  Individual hematological findings in female rats (recovery period)

Ethy!l propionate group at 1000 mg'kg

Study No. 430157

Animal No. RBC HGB HCT MCV MCH MCHC PLT RET RET PT APTT Fbg
10*/uL g/dL % fL pg gdlL  10%uL  10YuL % sec. sec.  mg/dL
F04456 730 14.3 40.2 55.1 19.6 35.6 98.9 13.94 1.91 9.8 17.3 180.8
F04457 810 15.2 44.1 54.4 18.8 345 114.8 19.60 242 9.1 16.6 203.1
F04458 766 14.6 42.5 55.5 19.1 34.4 109.6 20.30 2.65 9.3 17.9 199.4
F04459 757 15.0 41.5 54.8 19.8 36.1 107.1 16.88 2.23 9.3 17.8 190.5
F04460 860 15.9 44.7 52.0 18.5 35.6 95.0 15.65 1.82 9.4 17.8 177.8
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5
Mean 785 15.0 42.6 54.4 19.2 35.2 105.1 17.27 221 9.4 17.5 190.3
SD 51 0.6 1.8 1.4 0.5 0.8 8.0 2.67 0.35 0.3 0.5 11.1
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.

346



Appendix 24-3. (Continued) Individual hematological findings in female rats (recovery period)

Ethyl propionate group at 1000 mgkg

Animal No. WBC  LYMPH  NEUT EO BASO MONO LYMPH  NEUT EO BASO  MONO
10*/uL 1070 10%uL  10%uL  10%uL 10%/uL % % % % %

F04456 26.9 21.7 3.9 0.7 0.1 0.5 80.6 14.5 2.6 0.4 1.9
F04457 69.7 45.9 21.6 1.0 0.1 1.1 65.9 31.0 1.4 0.1 1.6
F04458 37.2 26.5 9.1 0.6 0.1 0.9 712 24.5 1.6 0.3 2.4
F04459 46.8 322 132 0.6 0.1 0.7 68.8 28.2 1.3 0.2 1.5
F04460 40.7 29.1 9.9 0.6 0.0 1.1 71.5 243 1.5 0.0 2.7
Number of animals 5 5 5 5 5 5 5 5 5 5 5
Mean 443 31.1 115 0.7 0.1 0.9 71.6 24.5 1.7 0.2 2.0

SD 15.9 9.1 6.5 0.2 0.0 0.3 5.5 6.2 0.5 0.2 0.5
Significance NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU STL DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.
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Appendix 25-1. Individual blood chemical findings in male rats (administration period)

Control group
Animal No. AST ALT ALP
U/L U/L U/L
MO1101 77.5 33.0 250.0
MO01102 90.2 38.8 198.2
MO01103 112.7 30.9 181.4
MO01104 86.0 253 249.6
MO01105 78.7 26.1 233.0
Number of animals 5 5 5
Mean 89.0 30.8 2224
SD 14.2 5.5 31.1

(Continued)
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Appendix 25-1.  (Continued) Individual blood chemical findings in male rats (administration period)

Control group

Animal No. TP Alb alb o,-glb ap-glb p-glb v-glb A/G
g/dL g/dL % % % % %
MO1101 5.35 2.58 48.2 22.2 9.0 16.9 3.7 0.93
MO1102 5.21 2.55 49.0 22.7 8.0 16.8 35 0.96
MO01103 5.62 2.46 43.7 24.7 7.7 17.3 6.6 0.78
MO01104 5.33 2.54 47.7 19.3 9.0 18.1 5.9 0.91
MO01105 5.47 2.88 52.6 16.9 9.3 17.4 3.8 1.11
Number of animals 5 5 5 5 5 5 5 5
Mean 5.40 2.60 48.2 21.2 8.6 17.3 4.7 0.94
SD 0.16 0.16 3.2 3.1 0.7 0.5 1.4 0.12
(Continued)
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Appendix 25-1.  (Continued) Individual blood chemical findings in male rats (administration period)

Control group

Animal No. T-Bil UN CRE Glu T-Cho TG
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
MO01101 0.12 13.7 0.33 135.9 442 375

MO01102 0.11 11.3 0.33 105.5 59.8 113.7 a)
MO01103 0.11 11.9 0.30 117.7 432 25.0
MO01104 0.12 10.5 0.30 127.8 53.0 30.0
MO01105 0.11 13.7 0.32 153.5 73.0 58.5
Number of animals 5 5 5 5 5 5
Mean 0.11 12.2 0.32 128.1 54.6 52.9
SD 0.01 1.4 0.02 18.2 12.3 36.3

a): Obtained in the 1st measurement; the value, which is markedly higher than that in other (Continued)

animals, was confirmed to be correct in the 2nd measurement.

350

Study No. 430157



Study No. 430157

Appendix 25-1.  (Continued) Individual blood chemical findings in male rats (administration period)

Control group
Animal No. Na K Cl Ca 1P
mEq/L mEq/L mEq/L mg/dL mg/dL
MO01101 143.7 3.58 106.7 9.6 7.8
MO01102 143.9 4.00 107.0 9.7 8.3
MO01103 145.0 4.05 106.8 9.6 8.8
MO01104 144.7 3.76 107.2 9.8 9.8
MO01105 144.2 4.21 108.4 10.0 9.8
Number of animals 5 5 5 5 5
M ean 144.3 3.92 107.2 9.7 8.9
SD 0.5 0.25 0.7 0.2 0.9
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Appendix 25-2. Individual blood chemical findings in male rats (administration period)

Ethy!l propionate group at 100 mgkg

Animal No. AST ALT ALP

U/L U/L U/L

MO02201 84.7 343 212.5

MO02202 89.5 22.1 190.0

M 02203 81.5 26.7 175.0

M02204 120.7 24.9 146.0

M02205 79.3 28.6 259.5

Number of animals 5 5 5

Mean 91.1 273 196.6

SD 17.0 4.6 42.7

Significance NS NS NS

Statistical method DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 25-2.  (Continued) Individual blood chemical findings in male rats (administration period)

Ethy!l propionate group at 100 mgkg

Animal No. TP Alb alb a;-glb ay-glb B-glb y-glb A/G
g/dL g/dL % % % % %

MO02201 5.55 2.56 46.2 21.7 8.6 18.7 4.8 0.86

MO02202 4.97 2.35 472 21.6 8.5 17.6 5.1 0.89

M 02203 5.07 2.12 41.9 244 11.1 17.1 5.5 0.72

M02204 5.24 2.58 493 21.8 8.8 16.3 3.8 0.97

M02205 5.23 247 47.3 22.7 9.6 16.4 4.0 0.90

Number of animals 5 5 5 5 5 5 5 5

Mean 5.21 242 46.4 22.4 9.3 17.2 4.6 0.87

SD 0.22 0.19 2.7 1.2 1.1 1.0 0.7 0.09

Significance NS NS NS NS NS NS NS NS

Statistical method DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 25-2. (Continued) Individual blood chemical findings in male rats (administration period)

Ethyl propionate group at 100 mg/kg

Animal No. T-Bil UN CRE Glu T-Cho TG

mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL

MO02201 0.11 12.0 0.31 132.0 53.2 349

MO02202 0.10 12.9 0.30 118.4 49.0 43.8

M 02203 0.11 13.5 0.30 131.1 48.8 28.9

M 02204 0.11 8.9 0.28 112.5 53.0 50.2

M02205 0.11 12.0 0.28 122.8 46.1 24.4

Number of animals 5 5 5 5 5 5

Mean 0.11 11.9 0.29 1234 50.0 36.4

SD 0.00 1.8 0.01 8.3 3.0 10.6

Significance NS NS NS NS NS NS

Statistical method DU STL DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 25-2.  (Continued) Individual blood chemical findings in male rats (administration period)

Ethyl propionate group at 100 mg/kg

Animal No. Na K Cl Ca 1P
mEq/L mEq/L mEq/L mg/dL mg/dL

M02201 143.8 4.01 106.4 9.7 7.4
M02202 144.6 4.13 107.1 9.2 8.6

M 02203 145.4 3.90 106.7 9.5 9.0

M 02204 143.1 4.31 106.1 9.9 8.9

M 02205 143.6 3.85 107.1 10.1 9.6
Number of animals 5 5 5 5 5
M ean 144.1 4.04 106.7 9.7 8.7

SD 0.9 0.19 0.4 0.3 0.8
Significance NS NS NS NS NS
Statistical method DU DU DU STL DU

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 25-3. Individual blood chemical findings in male rats (administration period)

Ethy!l propionate group at 300 mgkg

Animal No. AST ALT ALP
U/L U/L U/L
MO03301 87.3 27.1 209.2
MO03302 103.1 32.5 250.5
MO03303 109.9 324 228.1
M03304 73.7 21.9 169.3
M03305 70.2 21.7 178.6
Number of animals 5 5 5
Mean 88.8 27.1 207.1
SD 17.5 5.3 33.8
Significance NS NS NS
Statistical method DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.

356



Appendix 25-3.  (Continued) Individual blood chemical findings in male rats (administration period)

Ethy!l propionate group at 300 mgkg

Animal No. TP Alb alb a;-glb ay-glb B-glb y-glb A/G
g/dL g/dL % % % % %
MO03301 5.78 2.61 45.1 24.9 8.6 17.2 42 0.82
MO03302 5.59 2.58 46.2 22.9 7.8 18.5 4.6 0.86
MO03303 5.33 243 45.5 23.0 10.2 16.1 52 0.83
MO03304 5.29 2.66 50.3 22.2 8.0 15.3 4.2 1.01
MO03305 5.33 2.71 50.8 20.3 9.1 16.5 3.3 1.03
Number of animals 5 5 5 5 5 5 5 5
Mean 5.46 2.60 47.6 22.7 8.7 16.7 43 0.91
SD 0.21 0.11 2.7 1.7 1.0 1.2 0.7 0.10
Significance NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 25-3.  (Continued) Individual blood chemical findings in male rats (administration period)

Ethyl propionate group at 300 mg/kg

Animal No. T-Bil UN CRE Glu T-Cho TG
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
MO03301 0.12 12.9 0.35 122.6 39.2 61.7
MO03302 0.11 19.5 0.37 136.4 53.1 24.1
MO03303 0.11 114 0.31 112.2 65.1 324
MO03304 0.12 10.4 0.30 112.7 56.6 31.1
MO03305 0.12 13.5 0.28 126.3 48.1 28.0
Number of animals 5 5 5 5 5 5
Mean 0.12 13.5 0.32 122.0 52.4 355
SD 0.01 3.5 0.04 10.1 9.6 15.0
Significance NS NS NS NS NS NS
Statistical method DU STL DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 25-3.  (Continued) Individual blood chemical findings in male rats (administration period)

Ethyl propionate group at 300 mg/kg

Animal No. Na K Cl Ca 1P
mEq/L mEq/L mEq/L mg/dL mg/dL

M03301 145.4 4.13 108.1 9.8 8.5
M03302 144.1 4.16 105.7 9.9 10.0
M03303 144.6 4.14 106.4 9.8 9.0
M03304 144.4 4.11 105.9 9.9 8.8

M 03305 145.4 3.80 107.1 9.8 9.8
Number of animals 5 5 5 5 5
M ean 144.8 4.07 106.6 9.8 9.2

SD 0.6 0.15 1.0 0.1 0.6
Significance NS NS NS NS NS
Statistical method DU DU DU STL DU

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 25-4.  Individual blood chemical findings in male rats (administration period)

Ethy!l propionate group at 1000 mg/kg

Animal No. AST ALT ALP

U/L U/L U/L

MO04401 75.1 27.1 235.4

M 04402 134.5 27.7 208.0

M 04403 74.2 259 257.0

M 04404 104.7 19.9 188.8

M 04405 75.9 25.1 207.4

Number of animals 5 5 5

Mean 92.9 25.1 219.3

SD 26.6 3.1 26.8

Significance NS NS NS

Statistical method DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.

360

Study No. 430157



Appendix 25-4. (Continued) Individual blood chemical findings in male rats (administration period)

Ethy!l propionate group at 1000 mg’kg

Animal No. TP Alb alb a;-glb ay-glb B-glb y-glb A/G
g/dL g/dL % % % % %

M04401 5.32 2.31 435 24.8 8.0 17.4 6.3 0.77

M 04402 5.10 222 435 22.7 9.1 19.8 4.9 0.77

M 04403 5.52 2.61 472 20.2 9.6 17.2 5.8 0.89

M 04404 5.46 2.59 47.4 234 8.6 16.3 43 0.90

M 04405 5.22 2.40 46.0 26.9 8.2 15.4 3.5 0.85

Number of animals 5 5 5 5 5 5 5 5

Mean 5.32 2.43 455 23.6 8.7 17.2 5.0 0.84

SD 0.17 0.17 1.9 2.5 0.7 1.6 1.1 0.06

Significance NS NS NS NS NS NS NS NS

Statistical method DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 25-4. (Continued) Individual blood chemical findings in male rats (administration period)

Ethyl propionate group at 1000 mgkg

Animal No. T-Bil UN CRE Glu T-Cho TG

mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL

M04401 0.11 13.1 0.30 126.5 553 55.6

M 04402 0.12 11.4 0.33 114.6 48.6 53.7

M 04403 0.11 12.8 0.29 109.7 65.1 40.2

M 04404 0.11 12.6 0.30 116.1 55.7 79.3

M 04405 0.13 11.8 0.29 112.7 72.0 41.4

Number of animals 5 5 5 5 5 5

Mean 0.12 12.3 0.30 1159 59.3 54.0

SD 0.01 0.7 0.02 6.4 9.2 15.7

Significance NS NS NS NS NS NS

Statistical method DU STL DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 25-4. (Continued) Individual blood chemical findings in male rats (administration period)

Ethyl propionate group at 1000 mgkg

Animal No. Na K Cl Ca 1P
mEq/L mEq/L mEq/L mg/dL mg/dL

M 04401 143.4 3.95 106.3 9.6 9.2

M 04402 144.8 4.28 107.0 94 9.8

M 04403 145.2 3.75 107.0 9.9 9.1

M 04404 142.4 4.48 105.1 9.8 9.9

M 04405 144.6 3.76 106.6 10.2 8.7
Number of animals 5 5 5 5 5
M ean 144.1 4.04 106.4 9.8 9.3

SD 1.2 0.32 0.8 0.3 0.5
Significance NS NS NS NS NS
Statistical method DU DU DU STL DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 26-1. Individual blood chemical findings in female rats (administration period)

Control group
Animal No. AST ALT ALP
U/L U/L U/L
FO1151 82.8 17.4 155.9
F01152 74.2 13.8 159.1
FO1153 89.1 20.5 153.5
F01154 112.8 20.9 101.6
F01155 97.0 14.6 83.5
Number of animals 5 5 5
Mean 91.2 17.4 130.7
SD 14.7 3.3 35.5

(Continued)
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Appendix 26-1. (Continued) Individual blood chemical findings in female rats (administration period)

Control group

Animal No. TP Alb alb o,-glb ap-glb p-glb v-glb A/G
g/dL g/dL % % % % %
FO1151 5.62 2.88 51.2 20.4 8.2 16.0 4.2 1.05
FO1152 5.40 2.81 52.0 20.6 7.3 16.3 38 1.08
F01153 5.80 2.91 50.1 21.2 8.7 16.0 4.0 1.00
FO01154 5.25 2.66 50.7 18.3 8.5 17.2 53 1.03
FO1155 5.77 2.99 51.8 16.0 8.3 17.0 6.9 1.07
Number of animals 5 5 5 5 5 5 5 5
Mean 5.57 2.85 51.2 19.3 8.2 16.5 4.8 1.05
SD 0.24 0.12 0.8 2.1 0.5 0.6 1.3 0.03
(Continued)
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Appendix 26-1. (Continued) Individual blood chemical findings in female rats (administration period)

Control group
Animal No. T-Bil UN CRE Glu T-Cho TG
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
Fo1151 0.12 13.8 0.41 126.0 66.6 14.5
F01152 0.12 13.1 0.46 116.2 68.6 16.8
FO01153 0.11 14.5 0.37 135.8 65.0 12.2
FO1154 0.11 14.5 0.36 116.3 51.2 6.9
FO1155 0.12 10.4 0.33 125.5 73.6 25.5
Number of animals 5 5 5 5 5 5
Mean 0.12 13.3 0.39 124.0 65.0 15.2
SD 0.01 1.7 0.05 8.1 8.4 6.8

(Continued)
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Appendix 26-1. (Continued) Individual blood chemical findings in female rats (administration period)

Control group
Animal No. Na K Cl Ca 1P
mEq/L mEq/L mEq/L mg/dL mg/dL
FO1151 145.8 4.00 109.2 9.9 9.4
FO01152 146.7 4.26 109.6 9.7 9.3
FO1153 145.9 3.72 109.6 10.0 9.4
FO1154 145.7 4.21 106.1 9.7 9.5
FO1155 146.6 4.33 109.0 10.0 8.7
Number of animals 5 5 5 5 5
M ean 146.1 4.10 108.7 9.9 9.3
SD 0.5 0.25 1.5 0.2 0.3
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Appendix 26-2. Individual blood chemical findings in female rats (administration period)

Ethy!l propionate group at 100 mgkg

Animal No. AST ALT ALP
U/L U/L U/L
F02251 90.5 22.5 97.0
F02252 89.3 18.3 1353
F02253 70.3 15.6 90.1
F02254 72.9 15.6 63.6
F02255 86.9 20.6 86.5
Number of animals 5 5 5
Mean 82.0 18.5 94.5
SD 9.6 3.1 26.0
Significance NS NS NS
Statistical method DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 26-2. (Continued) Individual blood chemical findings in female rats (administration period)

Ethy!l propionate group at 100 mgkg

Animal No. TP Alb alb a;-glb ay-glb B-glb y-glb A/G
g/dL g/dL % % % % %
F02251 5.97 3.04 50.9 21.8 7.8 14.4 5.1 1.04
F02252 5.39 2.72 50.5 21.7 8.7 15.1 4.0 1.02
F02253 5.34 2.69 50.4 17.0 9.2 17.6 5.8 1.02
F02254 5.57 2.95 53.0 19.2 8.2 15.0 4.6 1.13
F02255 6.19 3.14 50.8 17.1 8.5 16.1 7.5 1.03
Number of animals 5 5 5 5 5 5 5 5
Mean 5.69 291 51.1 19.4 8.5 15.6 5.4 1.05
SD 0.37 0.20 1.1 2.4 0.5 1.3 1.3 0.05
Significance NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 26-2. (Continued) Individual blood chemical findings in female rats (administration period)

Ethyl propionate group at 100 mgkg

Animal No. T-Bil UN CRE Glu T-Cho TG
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
F02251 0.13 13.2 0.35 115.0 81.9 17.9
F02252 0.12 10.2 0.31 109.3 62.6 16.1
F02253 0.12 9.8 0.31 108.3 72.2 10.7
F02254 0.13 12.6 0.34 117.3 55.5 13.5
F02255 0.13 13.1 0.36 103.4 91.5 11.4
Number of animals 5 5 5 5 5 5
Mean 0.13 11.8 0.33 110.7 72.7 13.9
SD 0.01 1.6 0.02 5.5 14.5 3.1
Significance NS NS NS NS NS NS
Statistical method DU DU STL DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 26-2. (Continued) Individual blood chemical findings in female rats (administration period)

Ethyl propionate group at 100 mg/kg

Animal No. Na K Cl Ca 1P
mEq/L mEq/L mEq/L mg/dL mg/dL

F02251 144.3 4.36 105.9 10.2 9.5
F02252 145.1 4.31 107.0 9.8 9.1
F02253 144.9 3.98 110.6 9.7 9.3
F02254 145.3 4.05 107.7 9.8 9.0
F02255 144.0 4.41 105.8 9.9 8.9
Number of animals 5 5 5 5 5
M ean 144.7 4.22 107.4 9.9 9.2

SD 0.5 0.19 2.0 0.2 0.2
Significance * NS NS NS NS
Statistical method DU DU DU DU DU

Significantly different from the control group (*: p<0.05 by Dunnett's test).

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
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Appendix 26-3. Individual blood chemical findings in female rats (administration period)

Ethy!l propionate group at 300 mgkg

Animal No. AST ALT ALP
U/L U/L U/L
F03351 119.7 19.4 138.1
F03352 71.3 12.4 119.4
F03353 80.2 19.3 120.1
F03354 95.2 17.1 111.4
F03355 98.8 17.7 165.2
Number of animals 5 5 5
Mean 93.0 17.2 130.8
SD 18.6 2.9 21.5
Significance NS NS NS
Statistical method DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 26-3. (Continued) Individual blood chemical findings in female rats (administration period)

Ethy!l propionate group at 300 mgkg

Animal No. TP Alb alb a;-glb ay-glb B-glb y-glb A/G
g/dL g/dL % % % % %
F03351 5.71 3.08 53.9 19.4 7.5 152 4.0 1.17
F03352 4.87 2.59 53.2 21.2 8.2 134 4.0 1.14
F03353 5.93 2.99 50.5 20.3 8.8 15.7 4.7 1.02
F03354 5.84 2.81 48.1 20.1 8.8 17.9 5.1 0.93
F03355 5.44 2.65 48.7 21.5 8.8 16.3 4.7 0.95
Number of animals 5 5 5 5 5 5 5 5
Mean 5.56 2.82 50.9 20.5 8.4 15.7 4.5 1.04
SD 0.43 0.21 2.6 0.9 0.6 1.6 0.5 0.11
Significance NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 26-3. (Continued) Individual blood chemical findings in female rats (administration period)

Ethyl propionate group at 300 mg/kg

Animal No. T-Bil UN CRE Glu T-Cho TG
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
F03351 0.11 12.6 0.35 96.2 66.5 10.6
F03352 0.11 11.8 0.34 123.3 57.2 9.3
F03353 0.11 13.7 0.33 117.1 74.9 12.9
F03354 0.12 12.7 0.33 121.5 52.7 21.3
F03355 0.12 10.6 0.34 110.5 51.2 20.1
Number of animals 5 5 5 5 5 5
Mean 0.11 12.3 0.34 113.7 60.5 14.8
SD 0.01 1.2 0.01 11.0 10.0 5.5
Significance NS NS NS NS NS NS
Statistical method DU DU STL DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 26-3. (Continued) Individual blood chemical findings in female rats (administration period)

Ethy!l propionate group at 300 mgkg

Animal No. Na K Cl Ca 1P
mEq/L mEq/L mEq/L mg/dL mg/dL

F03351 146.6 3.86 110.5 9.5 8.8
F03352 145.4 3.79 110.4 9.4 7.9
F03353 146.3 3.67 107.7 10.4 8.5
F03354 146.3 4.05 106.2 10.0 9.4
F03355 146.5 4.42 109.4 9.9 9.3
Number of animals 5 5 5 5 5
M ean 146.2 3.96 108.8 9.8 8.8

SD 0.5 0.29 1.9 0.4 0.6
Significance NS NS NS NS NS
Statistical method DU DU DU DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Appendix 26-4.  Individual blood chemical findings in female rats (administration period)

Ethy!l propionate group at 1000 mg/kg

Animal No. AST ALT ALP
U/L U/L U/L
F04451 80.3 17.2 1353
F04452 72.3 17.6 146.1
F04453 64.7 11.9 157.3
F04454 101.0 19.7 154.6
F04455 75.3 15.2 73.3
Number of animals 5 5 5
Mean 78.7 16.3 1333
SD 13.7 2.9 34.6
Significance NS NS NS
Statistical method DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 26-4. (Continued) Individual blood chemical findings in female rats (administration period)

Ethy!l propionate group at 1000 mg’kg

Animal No. TP Alb alb a;-glb ay-glb B-glb y-glb A/G
g/dL g/dL % % % % %
F04451 5.55 2.87 51.7 19.8 7.5 16.1 4.9 1.07
F04452 5.82 3.05 52.4 222 6.9 15.7 2.8 1.10
F04453 6.11 2.88 472 21.0 10.0 17.5 43 0.89
F04454 5.71 2.83 49.6 20.7 8.3 18.4 3.0 0.98
F04455 5.72 3.14 54.9 19.0 7.2 16.0 2.9 1.22
Number of animals 5 5 5 5 5 5 5 5
Mean 5.78 2.95 51.2 20.5 8.0 16.7 3.6 1.05
SD 0.21 0.13 2.9 1.2 1.2 1.2 1.0 0.12
Significance NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 26-4. (Continued) Individual blood chemical findings in female rats (administration period)

Ethyl propionate group at 1000 mgkg

Animal No. T-Bil UN CRE Glu T-Cho TG
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
F04451 0.12 15.2 0.33 103.4 68.3 10.0
F04452 0.13 9.2 0.33 135.0 95.3 29.8
F04453 0.12 12.2 0.30 127.3 65.5 20.9
F04454 0.11 16.0 0.34 143.5 68.4 7.7
F04455 0.14 11.9 0.34 110.5 96.0 23.8
Number of animals 5 5 5 5 5 5
Mean 0.12 12.9 0.33 1239 78.7 18.4
SD 0.01 2.7 0.02 16.7 15.5 9.4
Significance NS NS NS NS NS NS
Statistical method DU DU STL DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 26-4. (Continued) Individual blood chemical findings in female rats (administration period)

Ethyl propionate group at 1000 mgkg

Animal No. Na K Cl Ca 1P
mEq/L mEq/L mEq/L mg/dL mg/dL

F04451 144.0 3.76 107.0 9.9 9.3
F04452 143.7 3.73 103.8 10.4 8.8
F04453 145.6 3.79 107.5 10.4 8.9
F04454 146.1 3.97 108.6 10.1 9.3
F04455 144.0 4.43 108.1 10.0 9.2
Number of animals 5 5 5 5 5
M ean 144.7 3.94 107.0 10.2 9.1

SD 1.1 0.29 1.9 0.2 0.2
Significance * NS NS NS NS
Statistical method DU DU DU DU DU

Significantly different from the control group (*: p<0.05 by Dunnett's test).

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Appendix 27-1.  Individual blood chemical findings in male rats (recovery period)

Control group
Animal No. AST ALT ALP
U/L U/L U/L
MO1106 75.5 28.8 150.6
MO01107 99.0 31.5 178.4
MO01108 89.6 31.1 190.8
MO01109 83.6 33.7 169.5
MO1110 129.8 27.9 117.3
Number of animals 5 5 5
Mean 95.5 30.6 161.3
SD 21.0 2.3 28.6

(Continued)
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Appendix 27-1. (Continued) Individual blood chemical findings in male rats (recovery period)

Control group

Animal No. TP Alb alb o,-glb ap-glb p-glb v-glb A/G
g/dL g/dL % % % % %
MO01106 5.79 2.33 40.2 29.1 8.0 17.2 5.5 0.67
MO1107 5.22 2.73 52.3 18.7 9.3 16.5 32 1.10
MO01108 5.43 2.63 48.5 20.2 9.1 17.2 5.0 0.94
MO01109 5.54 2.65 47.8 25.6 8.5 143 3.8 0.92
MO1110 5.50 2.55 46.3 17.0 9.7 20.4 6.6 0.86
Number of animals 5 5 5 5 5 5 5 5
Mean 5.50 2.58 47.0 22.1 8.9 17.1 4.8 0.90
SD 0.21 0.15 4.4 5.1 0.7 2.2 1.4 0.16
(Continued)
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Appendix 27-1. (Continued) Individual blood chemical findings in male rats (recovery period)

Control group
Animal No. T-Bil UN CRE Glu T-Cho TG
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
MO1106 0.12 16.2 0.42 134.8 47.6 43.6
MO1107 0.11 13.4 0.39 136.2 67.2 62.3
MO1108 0.12 15.0 0.36 137.1 76.0 61.9
MO01109 0.11 15.2 0.36 115.1 47.3 63.6
MO1110 0.10 13.1 0.39 117.4 72.7 43.1
Number of animals 5 5 5 5 5 5
Mean 0.11 14.6 0.38 128.1 62.2 54.9
SD 0.01 1.3 0.03 10.9 13.8 10.6

(Continued)

382



Study No. 430157

Appendix 27-1. (Continued) Individual blood chemical findings in male rats (recovery period)

Control group
Animal No. Na K Cl Ca 1P
mEq/L mEq/L mEq/L mg/dL mg/dL
MO01106 142.0 3.74 104.3 10.0 7.1
MO01107 142.1 4.25 105.8 9.5 7.7
MO01108 143.2 4.22 104.6 9.5 7.9
MO01109 144.2 3.93 105.3 9.7 8.0
MO1110 143.1 4.11 106.6 9.5 7.1
Number of animals 5 5 5 5 5
M ean 142.9 4.05 105.3 9.6 7.6
SD 0.9 0.21 0.9 0.2 0.4
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Appendix 27-2.  Individual blood chemical findings in male rats (recovery period)

Ethy!l propionate group at 300 mgkg

Animal No. AST ALT ALP
U/L U/L U/L
MO03306 84.2 26.3 158.6
MO03307 73.4 259 158.5
MO03308 96.0 29.3 139.7
MO03309 80.0 29.7 194.7
M03310 97.3 34.7 157.2
Number of animals 5 5 5
Mean 86.2 29.2 161.7
SD 10.3 3.5 20.1
Significance NS NS NS
Statistical method DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 27-2.  (Continued) Individual blood chemical findings in male rats (recovery period)

Ethy!l propionate group at 300 mgkg

Animal No. TP Alb alb a;-glb ay-glb B-glb y-glb A/G
g/dL g/dL % % % % %
MO03306 5.67 2.45 432 23.6 9.1 17.6 6.5 0.76
MO03307 5.55 2.49 44.8 27.9 7.5 14.5 5.3 0.81
MO03308 5.45 2.37 434 25.6 8.8 17.4 4.8 0.77
MO03309 5.70 2.71 47.6 20.7 9.0 17.5 52 0.91
M03310 5.50 2.60 47.2 18.3 8.9 20.1 5.5 0.89
Number of animals 5 5 5 5 5 5 5 5
Mean 5.57 2.52 452 232 8.7 17.4 5.5 0.83
SD 0.11 0.13 2.1 3.8 0.7 2.0 0.6 0.07
Significance NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 27-2.  (Continued) Individual blood chemical findings in male rats (recovery period)

Ethy!l propionate group at 300 mgkg

Animal No. T-Bil UN CRE Glu T-Cho TG
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
MO03306 0.12 11.5 0.40 143.6 72.6 54.7
MO03307 0.10 13.0 0.38 1343 48.9 36.4
MO03308 0.10 15.3 0.39 131.0 76.1 51.1
M03309 0.12 11.8 0.38 122.9 83.0 78.3
M03310 0.11 13.3 0.35 114.1 75.8 44.2
Number of animals 5 5 5 5 5 5
Mean 0.11 13.0 0.38 129.2 71.3 52.9
SD 0.01 1.5 0.02 11.2 13.1 15.8
Significance NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.

386

Study No. 430157



Study No. 430157

Appendix 27-2.  (Continued) Individual blood chemical findings in male rats (recovery period)

Ethy!l propionate group at 300 mgkg

Animal No. Na K Cl Ca 1P
mEq/L mEq/L mEq/L mg/dL mg/dL

M03306 142.1 3.68 104.2 9.9 7.9
M03307 142.6 3.80 104.4 9.3 8.1
M03308 142.2 4.31 104.1 9.6 8.0
M03309 143.0 3.93 108.9 10.1 7.0
M03310 143.4 4.23 107.2 9.8 7.2
Number of animals 5 5 5 5 5
M ean 142.7 3.99 105.8 9.7 7.6

SD 0.5 0.27 2.2 0.3 0.5
Significance NS NS NS NS NS
Statistical method DU DU DU DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Appendix 27-3.  Individual blood chemical findings in male rats (recovery period)

Ethy!l propionate group at 1000 mg/kg

Animal No. AST ALT ALP

U/L U/L U/L

M 04406 93.6 32.5 191.6

M 04407 99.5 354 1254

M 04408 83.7 29.1 204.8

M 04409 92.7 314 150.0

M04410 95.4 29.8 240.5

Number of animals 5 5 5

Mean 93.0 31.6 182.5

SD 5.8 2.5 45.4

Significance NS NS NS

Statistical method DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 27-3.  (Continued) Individual blood chemical findings in male rats (recovery period)

Ethy!l propionate group at 1000 mg’kg

Animal No. TP Alb alb a;-glb ay-glb B-glb y-glb A/G
g/dL g/dL % % % % %

M 04406 5.58 2.80 50.1 20.4 7.8 17.3 44 1.00

M 04407 5.38 2.40 44.7 27.8 8.0 16.0 3.5 0.81

M 04408 5.79 2.57 44.4 20.8 9.0 19.5 6.3 0.80

M 04409 5.53 2.74 49.5 20.4 9.0 16.9 42 0.98

M04410 5.97 2.84 47.6 20.9 7.8 18.2 5.5 091

Number of animals 5 5 5 5 5 5 5 5

Mean 5.65 2.67 473 22.1 8.3 17.6 4.8 0.90

SD 0.23 0.18 2.6 3.2 0.6 1.3 1.1 0.09

Significance NS NS NS NS NS NS NS NS

Statistical method DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 27-3.  (Continued) Individual blood chemical findings in male rats (recovery period)

Ethyl propionate group at 1000 mgkg

Animal No. T-Bil UN CRE Glu T-Cho TG

mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL

M 04406 0.13 11.5 0.35 144.6 63.1 53.8

M 04407 0.12 12.6 a) 0.37 112.0 50.2 79.3

M 04408 0.11 14.6 0.38 140.1 70.6 70.2

M 04409 0.14 13.5 0.34 118.3 45.8 49.7

M04410 0.14 11.9 0.37 121.2 47.7 66.5

Number of animals 5 5 5 5 5 5

Mean 0.13 12.8 0.36 127.2 55.5 63.9

SD 0.01 1.3 0.02 14.3 10.8 12.1

Significance NS NS NS NS NS NS

Statistical method DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.

a): Obtained in the 2nd measurement; the value obtained in the 1st measurement was below the lower limit

of quantification.

The value obtained in the 2nd measurement was confirmed to be correct in the 3rd measurement.
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Appendix 27-3.  (Continued) Individual blood chemical findings in male rats (recovery period)

Ethy!l propionate group at 1000 mg/kg

Animal No. Na K Cl Ca 1P
mEq/L mEq/L mEq/L mg/dL mg/dL

M 04406 140.7 4.19 103.3 9.5 7.7

M 04407 143.8 4.42 106.1 9.8 7.9

M 04408 141.5 4.35 104.3 9.6 8.5

M 04409 143.4 3.96 106.1 9.9 7.2

M 04410 143.6 4.30 106.7 9.9 7.4
Number of animals 5 5 5 5 5
M ean 142.6 4.24 105.3 9.7 7.7

SD 1.4 0.18 1.4 0.2 0.5
Significance NS NS NS NS NS
Statistical method DU DU DU DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Appendix 28-1. Individual blood chemical findings in female rats (recovery period)

Control group
Animal No. AST ALT ALP
U/L U/L U/L
FO1156 72.1 22.6 96.2
FO1157 71.6 20.3 56.5
FO01158 86.7 24.8 71.4
F01159 61.7 25.0 S51.1
F01160 98.6 24.0 142.3
Number of animals 5 5 5
Mean 78.1 233 83.5
SD 14.5 1.9 37.2

(Continued)
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Appendix 28-1. (Continued) Individual blood chemical findings in female rats (recovery period)

Control group

Animal No. TP Alb alb o,-glb ap-glb p-glb v-glb A/G
g/dL g/dL % % % % %
FO1156 5.52 2.89 52.4 17.2 8.8 14.4 7.2 1.10
F01157 5.72 2.61 45.7 19.5 9.9 16.6 8.3 0.84
F01158 6.28 3.06 48.7 19.9 7.6 16.6 7.2 0.95
F01159 6.35 3.37 53.0 20.6 7.0 14.2 5.2 1.13
F01160 5.92 3.16 53.3 16.9 8.1 15.2 6.5 1.14
Number of animals 5 5 5 5 5 5 5 5
Mean 5.96 3.02 50.6 18.8 8.3 154 6.9 1.03
SD 0.36 0.29 3.3 1.7 1.1 1.2 1.1 0.13
(Continued)
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Appendix 28-1.  (Continued) Individual blood chemical findings in female rats (recovery period)

Control group
Animal No. T-Bil UN CRE Glu T-Cho TG
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
Fo1156 0.12 9.3 0.39 124.6 81.3 344
F01157 0.12 14.3 0.42 114.8 54.6 31.7
FO01158 0.14 11.4 0.36 112.9 57.7 22.6
F01159 0.12 14.9 0.39 110.8 84.2 20.5
F01160 0.12 13.5 0.38 124.0 61.8 13.3
Number of animals 5 5 5 5 5 5
Mean 0.12 12.7 0.39 117.4 67.9 24.5
SD 0.01 2.3 0.02 6.4 13.8 8.6

(Continued)
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Appendix 28-1. (Continued) Individual blood chemical findings in female rats (recovery period)

Control group
Animal No. Na K Cl Ca 1P
mEq/L mEq/L mEq/L mg/dL mg/dL
FO1156 143.9 3.85 107.0 9.7 4.8
FO1157 144.9 3.90 108.4 9.5 6.1
FO1158 143.0 4.04 106.6 10.2 5.8
F01159 143.6 3.86 106.0 10.2 6.0
F01160 144.9 4.09 108.2 10.2 8.5
Number of animals 5 5 5 5 5
M ean 144.1 3.95 107.2 10.0 6.2
SD 0.8 0.11 1.0 0.3 1.4
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Appendix 28-2. Individual blood chemical findings in female rats (recovery period)

Ethyl propionate group at 300 mg’kg

Animal No. AST ALT ALP
U/L U/L U/L
F03356 81.8 20.2 84.4
F03357 87.7 229 98.5
F03358 89.2 22.8 55.7
F03359 64.0 20.4 105.4
F03360 83.7 23.2 76.0
Number of animals 5 5 5
Mean 81.3 21.9 84.0
SD 10.1 1.5 19.6
Significance NS NS NS
Statistical method DU DU STL
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 28-2. (Continued) Individual blood chemical findings in female rats (recovery period)

Ethy!l propionate group at 300 mgkg

Animal No. TP Alb alb a;-glb ay-glb B-glb y-glb A/G
g/dL g/dL % % % % %
F03356 5.88 2.95 50.2 16.1 8.9 16.4 8.4 1.01
F03357 5.60 2.76 49.3 17.9 8.0 17.7 7.1 0.97
F03358 5.75 3.06 53.3 18.1 7.4 16.0 52 1.14
F03359 6.22 3.25 52.3 21.9 8.6 13.5 3.7 1.10
F03360 5.96 3.26 54.7 17.3 8.8 14.9 4.3 1.21
Number of animals 5 5 5 5 5 5 5 5
Mean 5.88 3.06 52.0 18.3 8.3 15.7 5.7 1.09
SD 0.23 0.21 2.2 2.2 0.6 1.6 2.0 0.10
Significance NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 28-2. (Continued) Individual blood chemical findings in female rats (recovery period)

Ethy!l propionate group at 300 mgkg

Animal No. T-Bil UN CRE Glu T-Cho TG
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
F03356 0.10 12.0 0.41 112.2 63.1 16.0
F03357 0.10 13.4 0.40 112.0 44.1 12.2
F03358 0.17 13.6 0.41 1344 64.3 21.9
F03359 0.13 10.1 0.34 128.7 68.3 24.8
F03360 0.12 10.7 0.36 123.2 56.2 23.9
Number of animals 5 5 5 5 5 5
Mean 0.12 12.0 0.38 122.1 59.2 19.8
SD 0.03 1.6 0.03 10.0 9.5 5.4
Significance NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 28-2. (Continued) Individual blood chemical findings in female rats (recovery period)

Ethy!l propionate group at 300 mgkg

Animal No. Na K Cl Ca 1P
mEq/L mEq/L mEq/L mg/dL mg/dL

F03356 143.1 3.98 108.2 9.6 5.8
F03357 143.2 4.19 108.4 9.6 6.9
F03358 141.6 3.95 106.4 10.2 7.0
F03359 144.0 3.67 106.5 10.4 6.5
F03360 144.2 4.52 109.3 9.9 7.8
Number of animals 5 5 5 5 5
M ean 143.2 4.06 107.8 9.9 6.8

SD 1.0 0.32 1.3 0.4 0.7
Significance NS NS NS NS NS
Statistical method DU DU DU DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Appendix 28-3. Individual blood chemical findings in female rats (recovery period)

Ethyl propionate group at 1000 mgkg

Animal No. AST ALT ALP
U/L U/L U/L
F04456 64.9 21.5 77.0
F04457 77.9 22.1 62.0
F04458 65.6 20.7 77.4
F04459 91.7 24.1 80.9
F04460 67.7 21.0 79.8
Number of animals 5 5 5
Mean 73.6 21.9 75.4
SD 11.4 1.3 7.7
Significance NS NS NS
Statistical method DU DU STL
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 28-3.  (Continued) Individual blood chemical findings in female rats (recovery period)

Ethy!l propionate group at 1000 mg’kg

Animal No. TP Alb alb a;-glb ay-glb B-glb y-glb A/G
g/dL g/dL % % % % %
F04456 5.69 2.87 50.5 19.7 8.5 14.0 7.3 1.02
F04457 6.31 2.96 46.9 20.6 7.7 18.1 6.7 0.88
F04458 5.94 3.20 53.8 19.1 7.7 14.8 4.6 1.16
F04459 6.46 3.30 51.1 20.5 6.7 15.5 6.2 1.05
F04460 5.78 3.02 52.2 18.7 8.9 15.4 4.8 1.09
Number of animals 5 5 5 5 5 5 5 5
Mean 6.04 3.07 50.9 19.7 7.9 15.6 59 1.04
SD 0.34 0.18 2.6 0.8 0.8 1.5 1.2 0.10
Significance NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 28-3.  (Continued) Individual blood chemical findings in female rats (recovery period)

Ethy!l propionate group at 1000 mg/kg

Animal No. T-Bil UN CRE Glu T-Cho TG
mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL
F04456 0.12 16.6 0.40 116.5 62.5 16.0
F04457 0.11 14.0 0.39 128.8 78.5 11.0
F04458 0.15 9.7 0.40 141.9 40.3 243
F04459 0.14 14.6 0.37 100.5 60.3 254
F04460 0.13 13.4 0.37 123.5 59.7 25.9
Number of animals 5 5 5 5 5 5
Mean 0.13 13.7 0.39 122.2 60.3 20.5
SD 0.02 2.5 0.02 15.3 13.6 6.7
Significance NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU
NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 28-3.  (Continued) Individual blood chemical findings in female rats (recovery period)

Ethy!l propionate group at 1000 mg/kg

Animal No. Na K Cl Ca 1P
mEq/L mEq/L mEq/L mg/dL mg/dL

F04456 142.5 3.77 106.1 9.7 6.3
F04457 141.9 4.20 108.3 9.8 6.9
F04458 143.2 3.90 107.2 10.3 7.6
F04459 143.7 3.97 106.7 10.2 7.4
F04460 142.5 3.73 105.6 10.0 6.9
Number of animals 5 5 5 5 5
M ean 142.8 391 106.8 10.0 7.0

SD 0.7 0.19 1.0 0.3 0.5
Significance NS NS NS NS NS
Statistical method DU DU DU DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Appendix 29-1. Individual necropsy findings in male rats (administration period)

Control group
Animal No. Finding
MO01101 All organs and tissues Normal
MO01102 All organs and tissues Normal
MO01103 All organs and tissues Normal
MO01104 All organs and tissues Normal
MO01105 All organs and tissues Normal

Appendix 29-2.  Individual necropsy findings in male rats (administration period)

Ethyl propionate group at 100 mgkg

Animal No. Finding
M02201 All organs and tissues Normal
M02202 All organs and tissues Normal
M 02203 All organs and tissues Normal
M 02204 All organs and tissues Normal
M 02205 All organs and tissues Normal
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Appendix 29-3.  Individual necropsy findings in male rats (administration period)

Ethyl propionate group at 300 mg’kg

Animal No. Finding
M03301 All organs and tissues Normal
M03302 All organs and tissues Normal
M03303 All organs and tissues Normal
M03304 All organs and tissues Normal
M 03305 All organs and tissues Normal

Appendix 29-4. Individual necropsy findings in male rats (administration period)

Ethy!l propionate group at 1000 mg’kg

Animal No. Finding

M 04401 All organs and tissues Normal

M 04402 All organs and tissues Normal

M 04403 All organs and tissues Normal

M 04404 Testis Small in size, bilateral
Epididy mis Small in size, bilateral
Other organs and tissues Normal

M 04405 All organs and tissues Normal
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Appendix 30-1. Individual necropsy findings in female rats (administration period)

Control group
Animal No. Finding Estrous cycle
FO1151 All organs and tissues Normal P
FO1152 All organs and tissues Normal P
FO01153 All organs and tissues Normal E
FO1154 All organs and tissues Normal M
FO1155 All organs and tissues Normal P

Estrous cycle; P: proestrus, E: estrus, M : metaestrus, D: diestrus.

Appendix 30-2. Individual necropsy findings in female rats (administration period)

Ethyl propionate group at 100 mgkg

Animal No. Finding Estrous cycle
F02251 All organs and tissues Normal M
F02252 All organs and tissues Normal D
F02253 All organs and tissues Normal D
F02254 All organs and tissues Normal E
F02255 All organs and tissues Normal M

Estrous cycle; P: proestrus, E: estrus, M : metaestrus, D: diestrus.
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Appendix 30-3. Individual necropsy findings in female rats (administration period)

Ethyl propionate group at 300 mg’kg

Animal No. Finding Estrous cycle
F03351 All organs and tissues Normal P
F03352 All organs and tissues Normal P
F03353 All organs and tissues Normal M
F03354 All organs and tissues Normal E
F03355 All organs and tissues Normal E

Estrous cycle; P: proestrus, E: estrus, M : metaestrus, D: diestrus.

Appendix 30-4. Individual necropsy findings in female rats (administration period)

Ethyl propionate group at 1000 mg’kg

Animal No. Finding Estrous cycle
F04451 All organs and tissues Normal D
F04452 All organs and tissues Normal E
F04453 All organs and tissues Normal E
F04454 All organs and tissues Normal E
F04455 All organs and tissues Normal E

Estrous cycle; P: proestrus, E: estrus, M : metaestrus, D: diestrus.
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Appendix 31-1.  Individual necropsy findings in male rats (recovery period)

Control group
Animal No. Finding
MO01106 All organs and tissues Normal
MO01107 All organs and tissues Normal
MO01108 All organs and tissues Normal
MO01109 All organs and tissues Normal
MO1110 All organs and tissues Normal

Appendix 31-2.  Individual necropsy findings in male rats (recovery period)

Ethy!l propionate group at 300 mg/kg

Animal No. Finding

MO03306 Testis Small in size, bilateral
Epididymis Small in size, bilateral
Other organs and tissues Normal

M03307 All organs and tissues Normal

M03308 All organs and tissues Normal

M03309 All organs and tissues Normal

M03310 All organs and tissues Normal
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Appendix 31-3.  Individual necropsy findings in male rats (recovery period)

Ethyl propionate group at 1000 mgkg

Animal No. Finding
M 04406 All organs and tissues Normal
M 04407 All organs and tissues Normal
M 04408 All organs and tissues Normal
M 04409 All organs and tissues Normal
M04410 All organs and tissues Normal
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Appendix 32-1. Individual necropsy findings in female rats (recovery period)

Control group
Animal No. Finding Estrous cycle
FO1156 All organs and tissues Normal E
FO01157 All organs and tissues Normal P
FO1158 All organs and tissues Normal P
F01159 All organs and tissues Normal D
F01160 All organs and tissues Normal D

Estrous cycle; P: proestrus, E: estrus, M : metaestrus, D: diestrus.

Appendix 32-2. Individual necropsy findings in female rats (recovery period)

Ethyl propionate group at 300 mgkg

Animal No. Finding Estrous cycle
F03356 All organs and tissues Normal E
F03357 All organs and tissues Normal D
F03358 All organs and tissues Normal E
F03359 All organs and tissues Normal E
F03360 All organs and tissues Normal E

Estrous cycle; P: proestrus, E: estrus, M : metaestrus, D: diestrus.
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Appendix 32-3. Individual necropsy findings in female rats (recovery period)

Ethyl propionate group at 1000 mgkg

Animal No. Finding Estrous cycle
F04456 All organs and tissues Normal D
F04457 All organs and tissues Normal P
F04458 All organs and tissues Normal E
F04459 All organs and tissues Normal D
F04460 All organs and tissues Normal D

Estrous cycle; P: proestrus, E: estrus, M : metaestrus, D: diestrus.
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Appendix 33-1. Individual organ weights of male rats (administration period)

Control group

Animal No. Body Brain Thyroids Thymus Heart Liver Spleen
weight (g) @ (g%) (mg)  (mgh) @ (g%0) @ (g%0) (@ (g7%0) (2 (g%)
MO01101 337 1.96 0.58 19.2 5.7 0.76 0.23 1.29 0.38 10.04 2.98 0.54 0.16
MO01102 363 1.97 0.54 21.2 5.8 0.47 0.13 1.11 0.31 11.08 3.05 0.64 0.18
MO01103 299 1.93 0.65 17.7 5.9 0.53 0.18 1.19 0.40 8.94 2.99 0.66 0.22
MO01104 363 2.09 0.58 17.5 4.8 0.49 0.13 1.49 0.41 10.22 2.82 0.69 0.19
MO01105 329 2.00 0.61 19.8 6.0 0.64 0.19 1.26 0.38 9.93 3.02 0.43 0.13
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 338 1.99 0.59 19.1 5.6 0.58 0.17 1.27 0.38 10.04 2.97 0.59 0.18
SD 27 0.06 0.04 1.5 0.5 0.12 0.04 0.14 0.04 0.76 0.09 0.11 0.03
(Continued)
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Appendix 33-1. (Continued) Individual organ weights of male rats (administration period)

Control group
Animal No. Kidneys Adrenals Testes Epididymides Seminal vesicles Prostate

© (gn) (mg)  (mgh) © (gn) @ (gr) () (g%) (€) (gn)
MO01101 2.68 0.80 57.1 16.9 3.24 0.96 0.75 0.22 1.37 0.41 0.29 0.09
MO01102 2.67 0.74 59.9 16.5 2.97 0.82 0.72 0.20 1.53 0.42 0.40 0.11
MO01103 2.47 0.83 49.9 16.7 2.98 1.00 0.74 0.25 1.50 0.50 0.52 0.17
MO01104 3.04 0.84 58.9 16.2 3.07 0.85 0.76 0.21 1.68 0.46 0.55 0.15
MO01105 241 0.73 51.5 15.7 3.11 0.95 0.74 0.22 1.25 0.38 0.27 0.08
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5
Mean 2.65 0.79 55.5 16.4 3.07 0.92 0.74 0.22 1.47 0.43 0.41 0.12
SD 0.25 0.05 4.5 0.5 0.11 0.08 0.01 0.02 0.16 0.05 0.13 0.04
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Appendix 33-2. Individual organ weights of male rats (administration period)

Ethy!l propionate group at 100 mg/kg

Animal No. Body Brain Thyroids Thymus Heart Liver Spleen
weight (g) @ (g%) (mg)  (mg) () (g%) @ (g%0) @ (g7%0) (2 (g%)
MO02201 360 1.94 0.54 20.8 5.8 0.52 0.14 1.18 0.33 11.37 3.16 0.67 0.19
M 02202 317 2.12 0.67 20.9 6.6 0.50 0.16 1.19 0.38 8.70 2.74 0.58 0.18
M02203 311 1.98 0.64 16.4 5.3 0.54 0.17 1.14 0.37 8.53 2.74 0.73 0.23
M02204 378 1.98 0.52 19.3 5.1 0.94 0.25 1.32 0.35 10.33 2.73 0.88 0.23
M 02205 313 1.91 0.61 29.8 9.5 0.40 0.13 1.09 0.35 8.78 2.81 0.65 0.21
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 336 1.99 0.60 214 6.5 0.58 0.17 1.18 0.36 9.54 2.84 0.70 0.21
SD 31 0.08 0.06 5.0 1.8 0.21 0.05 0.09 0.02 1.25 0.18 0.11 0.02
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU STL DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 33-2. (Continued) Individual organ weights of male rats (administration period)

Ethyl propionate group at 100 mgkg

Animal No. Kidneys Adrenals Testes Epididymides Seminal vesicles Prostate
(8 (g%) (mg)  (mgh) e (8%) (g (8%) €) (g%) ® (8%)
M02201 2.64 0.73 55.5 15.4 3.07 0.85 0.98 0.27 1.70 0.47 0.51 0.14
M02202 2.67 0.84 473 14.9 2.93 0.92 0.80 0.25 1.38 0.44 0.44 0.14
M 02203 2.72 0.87 45.1 14.5 3.10 1.00 0.69 0.22 1.42 0.46 0.40 0.13
M02204 2.69 0.71 40.3 10.7 3.06 0.81 0.74 0.20 1.66 0.44 0.44 0.12
M02205 2.56 0.82 44.3 14.2 3.09 0.99 0.72 0.23 1.03 0.33 0.36 0.12
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5
Mean 2.66 0.79 46.5 13.9 3.05 0.91 0.79 0.23 1.44 0.43 0.43 0.13
SD 0.06 0.07 5.6 1.9 0.07 0.08 0.12 0.03 0.27 0.06 0.06 0.01
Significance NS NS * NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU STL STL STL DU DU DU DU STL

Significantly different from the control group (*: p<0.05 by Dunnett's test).
NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 33-3. Individual organ weights of male rats (administration period)

Ethy!l propionate group at 300 mg/kg

Animal No. Body Brain Thyroids Thymus Heart Liver Spleen
weight (g) @ (g%) (mg)  (mg) () (g%) @ (g%0) @ (g7%0) (2 (g%)
MO03301 318 1.86 0.58 18.3 5.8 0.53 0.17 1.11 0.35 9.76 3.07 0.48 0.15
M 03302 344 2.02 0.59 25.2 7.3 0.63 0.18 1.33 0.39 10.12 2.94 0.58 0.17
MO03303 317 1.93 0.61 21.5 6.8 0.56 0.18 1.08 0.34 9.03 2.85 0.68 0.21
M03304 357 2.01 0.56 23.6 6.6 0.55 0.15 1.17 0.33 9.95 2.79 0.64 0.18
MO03305 283 1.98 0.70 17.6 6.2 0.43 0.15 1.15 0.41 7.84 2.77 0.40 0.14
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 324 1.96 0.61 21.2 6.5 0.54 0.17 1.17 0.36 9.34 2.88 0.56 0.17
SD 29 0.07 0.05 3.3 0.6 0.07 0.02 0.10 0.03 0.94 0.12 0.12 0.03
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU STL DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 33-3.  (Continued) Individual organ weights of male rats (administration period)

Ethyl propionate group at 300 mgkg

Animal No. Kidneys Adrenals Testes Epididymides Seminal vesicles Prostate
(8 (g%) (mg)  (mgh) e (8%) (g (8%) €) (g%) ® (8%)
M03301 2.28 0.72 48.8 153 2.94 0.92 0.71 0.22 1.03 0.32 0.39 0.12
M03302 2.59 0.75 40.1 11.7 3.15 0.92 0.85 0.25 1.42 0.41 0.35 0.10
M03303 2.46 0.78 46.9 14.8 3.11 0.98 1.08 0.34 1.09 0.34 0.28 0.09
M03304 2.73 0.76 49.1 13.8 3.11 0.87 0.81 0.23 1.74 0.49 0.36 0.10
M03305 2.42 0.86 49.5 17.5 3.09 1.09 0.71 0.25 1.08 0.38 0.31 0.11
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5
Mean 2.50 0.77 46.9 14.6 3.08 0.96 0.83 0.26 1.27 0.39 0.34 0.10
SD 0.17 0.05 3.9 2.1 0.08 0.08 0.15 0.05 0.30 0.07 0.04 0.01
Significance NS NS * NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU STL STL STL DU DU DU DU STL

Significantly different from the control group (*: p<0.05 by Dunnett's test).
NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 33-4. Individual organ weights of male rats (administration period)

Ethyl propionate group at 1000 mg’kg

Animal No. Body Brain Thyroids Thymus Heart Liver Spleen
weight (g) @ (g%) (mg)  (mg) () (g%) @ (g%0) @ (g7%0) (2 (g%)
M04401 330 1.80 0.55 21.1 6.4 0.66 0.20 1.23 0.37 9.83 2.98 0.66 0.20
M 04402 348 2.02 0.58 20.3 5.8 0.53 0.15 1.33 0.38 9.20 2.64 0.57 0.16
M 04403 300 1.93 0.64 17.2 5.7 0.50 0.17 1.21 0.40 8.35 2.78 0.57 0.19
M 04404 315 1.99 0.63 21.1 6.7 0.80 0.25 1.08 0.34 8.89 2.82 0.63 0.20
M 04405 392 2.10 0.54 214 5.5 0.51 0.13 1.29 0.33 11.16 2.85 0.66 0.17
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 337 1.97 0.59 20.2 6.0 0.60 0.18 1.23 0.36 9.49 2.81 0.62 0.18
SD 36 0.11 0.05 1.7 0.5 0.13 0.05 0.10 0.03 1.08 0.12 0.05 0.02
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU STL DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.

418



Appendix 33-4. (Continued) Individual organ weights of male rats (administration period)

Ethy!l propionate group at 1000 mg’kg

Animal No. Kidneys Adrenals Testes Epididymides Seminal vesicles Prostate
(€] (g7%0) (mg)  (mgh) @ (g%0) @ (g7%0) () (g%) @ (gn)
M04401 2.68 0.81 59.5 18.0 3.29 1.00 0.75 0.23 1.64 0.50 0.41 0.12
M 04402 2.63 0.76 52.6 15.1 2.71 0.78 0.71 0.20 1.26 0.36 0.61 0.18
M 04403 2.41 0.80 45.8 15.3 3.08 1.03 0.80 0.27 1.46 0.49 0.34 0.11
M 04404 2.40 0.76 51.9 16.5 0.66 0.21 0.37 0.12 1.13 0.36 0.39 0.12
M 04405 2.78 0.71 53.9 13.8 4.04 1.03 0.87 0.22 1.86 0.47 0.34 0.09
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5
Mean 2.58 0.77 52.7 15.7 2.76 0.81 0.70 0.21 1.47 0.44 0.42 0.12
SD 0.17 0.04 4.9 1.6 1.27 0.35 0.19 0.06 0.29 0.07 0.11 0.03
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU STL STL STL DU DU DU DU STL

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 34-1. Individual organ weights of female rats (administration period)

Control group
Animal No. Body Brain Thyroids Thymus Heart Liver Spleen
weight (g) @ (gn) (mg)  (mgl) () (g70) () (g%) () (gn) () (g%)
FO1151 239 1.83 0.77 19.4 8.1 0.62 0.26 0.80 0.33 9.36 3.92 0.60 0.25
FO1152 218 1.84 0.84 18.2 8.3 0.43 0.20 0.76 0.35 6.14 2.82 0.53 0.24
F01153 241 1.84 0.76 18.8 7.8 0.67 0.28 0.85 0.35 7.52 3.12 0.46 0.19
FO1154 199 1.85 0.93 18.5 9.3 0.37 0.19 0.63 0.32 5.28 2.65 0.49 0.25
FO1155 248 1.92 0.77 21.2 8.5 0.48 0.19 0.90 0.36 7.36 2.97 0.58 0.23
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 229 1.86 0.81 19.2 8.4 0.51 0.22 0.79 0.34 7.13 3.10 0.53 0.23
SD 20 0.04 0.07 1.2 0.6 0.13 0.04 0.10 0.02 1.55 0.49 0.06 0.02
(Continued)
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Appendix 34-1. (Continued) Individual organ weights of female rats (administration period)

Control group
Animal No. Kidneys Adrenals Ovaries Uterus

©® (g%) (mg)  (mgh) (mg)  (mgh) ©® (g%)
F01151 1.95 0.82 66.3 27.7 73.0 30.5 0.76 0.32
FO1152 1.77 0.81 57.8 26.5 108.5 49.8 0.83 0.38
FO1153 1.76 0.73 72.9 30.2 90.8 377 0.48 0.20
F01154 1.50 0.75 71.5 359 61.9 31.1 0.36 0.18
FO1155 1.92 0.77 63.2 25.5 84.5 34.1 0.74 0.30
Number of animals 5 5 5 5 5 5 5 5
Mean 1.78 0.78 66.3 29.2 83.7 36.6 0.63 0.28
SD 0.18 0.04 6.2 4.2 17.7 7.9 0.20 0.08
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Appendix 34-2. Individual organ weights of female rats (administration period)

Ethy!l propionate group at 100 mgkg

Study No. 430157

Animal No. Body Brain Thyroids Thymus Heart Liver Spleen
weight (g) (9 (g%) (mg)  (mgh) €] (&%) (e (&%) ® (g%) €] (g%)
F02251 226 1.82 0.81 18.8 8.3 0.43 0.19 0.88 0.39 6.87 3.04 0.43 0.19
F02252 238 1.85 0.78 24.2 10.2 0.76 0.32 0.94 0.39 7.15 3.00 0.38 0.16
F02253 225 1.91 0.85 16.0 7.1 0.36 0.16 0.82 0.36 6.16 2.74 0.55 0.24
F02254 230 1.97 0.86 15.6 6.8 0.48 0.21 0.79 0.34 6.62 2.88 0.51 0.22
F02255 204 1.87 0.92 22.9 11.2 0.38 0.19 0.74 0.36 6.47 3.17 0.51 0.25
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 225 1.88 0.84 19.5 8.7 0.48 0.21 0.83 0.37 6.65 2.97 0.48 0.21
SD 13 0.06 0.05 3.9 1.9 0.16 0.06 0.08 0.02 0.38 0.16 0.07 0.04
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU STL DU DU

NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.
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Appendix 34-2. (Continued) Individual organ weights of female rats (administration period)

Ethy!l propionate group at 100 mgkg

Animal No. Kidneys Adrenals Ovaries Uterus
() (g0) (mg)  (mgh) (mg)  (mgh) ® (g0)
F02251 1.60 0.71 64.4 28.5 100.8 44.6 0.33 0.15
F02252 1.85 0.78 68.7 28.9 98.0 41.2 0.42 0.18
F02253 2.01 0.89 63.0 28.0 75.5 33.6 0.67 0.30
F02254 1.82 0.79 66.4 28.9 75.0 32.6 0.56 0.24
F02255 1.58 0.77 62.2 30.5 69.0 33.8 0.32 0.16
Number of animals 5 5 5 5 5 5 5 5
Mean 1.77 0.79 64.9 29.0 83.7 37.2 0.46 0.21
SD 0.18 0.06 2.6 0.9 14.6 5.4 0.15 0.06
Significance NS NS NS NS NS NS NS NS
Statistical method DU DU DU STL DU DU DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 34-3. Individual organ weights of female rats (administration period)

Ethy!l propionate group at 300 mg/kg

Study No. 430157

Animal No. Body Brain Thyroids Thymus Heart Liver Spleen
weight (g) @ (gn0) (mg)  (mgl) ® (g70) ® (g0) ® (gn) (€) (gn)
F03351 231 1.96 0.85 114 4.9 0.77 0.33 0.84 0.36 6.81 2.95 0.48 0.21
F03352 222 1.74 0.78 17.6 7.9 0.42 0.19 0.82 0.37 6.26 2.82 0.46 0.21
F03353 207 1.86 0.90 11.2 5.4 0.54 0.26 0.69 0.33 6.14 2.97 0.47 0.23
F03354 216 1.89 0.88 18.0 83 0.54 0.25 0.86 0.40 7.25 3.36 0.57 0.26
F03355 268 2.01 0.75 20.4 7.6 0.65 0.24 0.99 0.37 8.08 3.01 0.55 0.21
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 229 1.89 0.83 15.7 6.8 0.58 0.25 0.84 0.37 6.91 3.02 0.51 0.22
SD 24 0.10 0.06 4.2 1.6 0.13 0.05 0.11 0.03 0.79 0.20 0.05 0.02
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU STL DU DU

NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.
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Appendix 34-3. (Continued) Individual organ weights of female rats (administration period)

Ethy!l propionate group at 300 mgkg

Animal No. Kidneys Adrenals Ovaries Uterus
() (g0) (mg)  (mgh) (mg)  (mgh) ® (g0)
F03351 1.70 0.74 63.3 27.4 95.0 41.1 0.60 0.26
F03352 2.04 0.92 63.5 28.6 81.3 36.6 0.70 0.32
F03353 1.65 0.80 57.0 27.5 82.3 39.8 0.35 0.17
F03354 1.75 0.81 72.2 334 69.8 323 0.49 0.23
F03355 1.96 0.73 84.5 315 102.4 38.2 0.57 0.21
Number of animals 5 5 5 5 5 5 5 5
Mean 1.82 0.80 68.1 29.7 86.2 37.6 0.54 0.24
SD 0.17 0.08 10.6 2.7 12.7 3.4 0.13 0.06
Significance NS NS NS NS NS NS NS NS
Statistical method DU DU DU STL DU DU DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 34-4. Individual organ weights of female rats (administration period)

Ethy!l propionate group at 1000 mg’kg

Study No. 430157

Animal No. Body Brain Thyroids Thymus Heart Liver Spleen
weight (g) @ (gn0) (mg)  (mgl) ® (g70) ® (g0) ® (gn) (€) (gn)
F04451 204 1.86 091 22.5 11.0 0.44 0.22 0.76 0.37 6.26 3.07 0.51 0.25
F04452 277 1.85 0.67 18.6 6.7 0.54 0.19 0.95 0.34 8.33 3.01 0.49 0.18
F04453 225 1.79 0.80 14.6 6.5 0.63 0.28 0.87 0.39 7.19 3.20 0.38 0.17
F04454 218 1.75 0.80 12.3 5.6 0.58 0.27 0.88 0.40 6.72 3.08 0.37 0.17
F04455 232 1.92 0.83 17.3 7.5 0.45 0.19 0.81 0.35 6.91 2.98 0.48 0.21
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 231 1.83 0.80 17.1 7.5 0.53 0.23 0.85 0.37 7.08 3.07 0.45 0.20
SD 28 0.07 0.09 3.9 2.1 0.08 0.04 0.07 0.03 0.78 0.08 0.07 0.03
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU STL DU DU

NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.

STL: Analysis by Steel's test.
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Appendix 34-4. (Continued) Individual organ weights of female rats (administration period)

Ethy!l propionate group at 1000 mg/kg

Animal No. Kidneys Adrenals Ovaries Uterus
() (g0) (mg)  (mgh) (mg)  (mgh) ® (g0)
F04451 1.84 0.90 72.4 35.5 108.5 53.2 0.52 0.25
F04452 2.01 0.73 68.9 249 79.3 28.6 0.50 0.18
F04453 1.80 0.80 59.7 26.5 76.6 34.0 0.43 0.19
F04454 1.80 0.83 59.9 27.5 67.2 30.8 0.56 0.26
F04455 1.88 0.81 45.7 19.7 65.7 28.3 0.41 0.18
Number of animals 5 5 5 5 5 5 5 5
Mean 1.87 0.81 61.3 26.8 79.5 35.0 0.48 0.21
SD 0.09 0.06 10.4 5.7 17.3 10.4 0.06 0.04
Significance NS NS NS NS NS NS NS NS
Statistical method DU DU DU STL DU DU DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 35-1. Individual organ weights of male rats (recovery period)

Control group

Animal No. Body Brain Thyroids Thymus Heart Liver Spleen
weight (g) @ (g%) (mg)  (mgh) @ (g%0) @ (g%0) (@ (g7%0) (2 (g%)
MO01106 435 2.07 0.48 18.7 43 0.53 0.12 1.41 0.32 12.76 2.93 0.66 0.15
MO01107 428 2.16 0.50 28.3 6.6 0.69 0.16 1.57 0.37 12.11 2.83 0.69 0.16
MO01108 456 2.00 0.44 18.3 4.0 0.58 0.13 1.54 0.34 13.01 2.85 0.76 0.17
MO01109 383 2.08 0.54 13.9 3.6 0.40 0.10 1.41 0.37 10.91 2.85 0.62 0.16
MO1110 444 2.06 0.46 18.5 4.2 0.54 0.12 1.36 0.31 11.99 2.70 0.78 0.18
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 429 2.07 0.48 19.5 4.5 0.55 0.13 1.46 0.34 12.16 2.83 0.70 0.16
SD 28 0.06 0.04 5.3 1.2 0.10 0.02 0.09 0.03 0.82 0.08 0.07 0.01
(Continued)

428



Study No. 430157

Appendix 35-1. (Continued) Individual organ weights of male rats (recovery period)

Control group
Animal No. Kidneys Adrenals Testes Epididymides Seminal vesicles Prostate

© (gn) (mg)  (mgh) © (gn) @ (gr) () (g%) (€) (gn)
MO01106 2.59 0.60 64.2 14.8 2.68 0.62 1.01 0.23 1.61 0.37 0.53 0.12
MO01107 3.08 0.72 57.6 13.5 3.23 0.75 1.21 0.28 2.06 0.48 0.57 0.13
MO01108 2.94 0.64 434 9.5 3.05 0.67 1.05 0.23 231 0.51 0.58 0.13
MO01109 2.68 0.70 65.3 17.0 3.16 0.83 1.12 0.29 1.70 0.44 0.70 0.18
MO1110 2.88 0.65 61.9 13.9 2.88 0.65 1.23 0.28 1.99 0.45 0.48 0.11
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5
Mean 2.83 0.66 58.5 13.7 3.00 0.70 1.12 0.26 1.93 0.45 0.57 0.13
SD 0.20 0.05 8.9 2.7 0.22 0.09 0.10 0.03 0.28 0.05 0.08 0.03
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Appendix 35-2. Individual organ weights of male rats (recovery period)

Ethyl propionate group at 300 mgkg

Animal No. Body Brain Thyroids Thymus Heart Liver Spleen
weight (g) @ (g%) (mg)  (mg) () (g%) (€] (g%0) @ (g7%0) (@ (g%)
MO03306 485 2.15 0.44 28.6 59 0.66 0.14 1.47 0.30 14.76 3.04 0.96 0.20
M 03307 485 2.09 0.43 29.4 6.1 0.47 0.10 1.44 0.30 12.79 2.64 0.70 0.14
M03308 428 2.03 0.47 16.8 3.9 0.64 0.15 1.38 0.32 11.94 2.79 0.80 0.19
M03309 440 2.01 0.46 19.3 4.4 0.41 0.09 1.54 0.35 11.73 2.67 0.70 0.16
MO03310 440 2.14 0.49 27.3 6.2 0.35 0.08 1.43 0.33 12.36 2.81 0.77 0.18
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 456 2.08 0.46 243 53 0.51 0.11 1.45 0.32 12.72 2.79 0.79 0.17
SD 27 0.06 0.02 5.8 1.1 0.14 0.03 0.06 0.02 1.21 0.16 0.11 0.02
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 35-2. (Continued) Individual organ weights of male rats (recovery period)

Ethy!l propionate group at 300 mg/kg

Animal No. Kidneys Adrenals Testes Epididymides Seminal vesicles Prostate
(€] (g7%0) (mg)  (mgh) @ (g%0) @ (g7%0) () (g%) @ (gn)
MO03306 3.10 0.64 66.5 13.7 1.75 0.36 0.78 0.16 1.73 0.36 0.70 0.14
M 03307 3.01 0.62 63.1 13.0 3.13 0.65 1.10 0.23 1.59 0.33 0.53 0.11
MO03308 2.72 0.64 44.6 10.4 3.27 0.76 1.02 0.24 1.72 0.40 0.49 0.11
M03309 2.68 0.61 46.9 10.7 3.50 0.80 1.16 0.26 1.94 0.44 0.52 0.12
MO03310 3.15 0.72 48.8 11.1 3.29 0.75 1.08 0.25 2.36 0.54 0.49 0.11
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5
Mean 2.93 0.65 54.0 11.8 2.99 0.66 1.03 0.23 1.87 0.41 0.55 0.12
SD 0.22 0.04 10.1 1.5 0.70 0.18 0.15 0.04 0.30 0.08 0.09 0.01
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU STL STL DU DU DU DU DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 35-3. Individual organ weights of male rats (recovery period)

Ethyl propionate group at 1000 mg’kg

Animal No. Body Brain Thyroids Thymus Heart Liver Spleen
weight (g) @ (g%) (mg)  (mg) () (g%) @ (g%0) @ (g7%0) (2 (g%)
M 04406 444 2.20 0.50 17.9 4.0 0.45 0.10 1.40 0.32 12.91 291 0.65 0.15
M 04407 449 2.19 0.49 21.5 4.8 0.49 0.11 1.38 0.31 12.55 2.80 0.58 0.13
M 04408 394 2.07 0.53 19.5 49 0.51 0.13 1.37 0.35 11.86 3.01 0.73 0.19
M 04409 385 1.97 0.51 17.2 4.5 0.49 0.13 1.28 0.33 10.10 2.62 0.80 0.21
MO04410 449 1.85 0.41 24.9 5.5 0.38 0.08 1.25 0.28 11.23 2.50 0.72 0.16
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 424 2.06 0.49 20.2 4.7 0.46 0.11 1.34 0.32 11.73 2.77 0.70 0.17
SD 32 0.15 0.05 3.1 0.6 0.05 0.02 0.07 0.03 1.12 0.21 0.08 0.03
Significance NS NS NS NS NS NS NS * NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU DU DU DU

Significantly different from the control group (*: p<0.05 by Dunnett's test). (Continued)

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Appendix 35-3. (Continued) Individual organ weights of male rats (recovery period)

Ethy!l propionate group at 1000 mg’kg

Animal No. Kidneys Adrenals Testes Epididymides Seminal vesicles Prostate
(€] (g7%0) (mg)  (mgh) @ (g%0) @ (g7%0) () (g%) @ (gn)
M 04406 3.02 0.68 80.5 18.1 3.14 0.71 1.02 0.23 2.20 0.50 0.43 0.10
M 04407 295 0.66 67.8 15.1 3.19 0.71 1.10 0.24 2.29 0.51 0.61 0.14
M 04408 3.01 0.76 64.3 16.3 3.11 0.79 1.15 0.29 1.89 0.48 0.41 0.10
M 04409 2.85 0.74 59.7 15.5 2.98 0.77 1.18 0.31 2.14 0.56 0.63 0.16
M04410 2.75 0.61 42.7 9.5 3.31 0.74 0.99 0.22 1.64 0.37 0.44 0.10
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5
Mean 292 0.69 63.0 14.9 3.15 0.74 1.09 0.26 2.03 0.48 0.50 0.12
SD 0.11 0.06 13.7 3.2 0.12 0.04 0.08 0.04 0.26 0.07 0.11 0.03
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU STL STL DU DU DU DU DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
STL: Analysis by Steel's test.
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Appendix 36-1. Individual organ weights of female rats (recovery period)

Control group

Animal No. Body Brain Thyroids Thymus Heart Liver Spleen
weight (g) @ (g%) (mg)  (mgh) @ (g0) (@ (@») @ (g%0) © (g%)
FO1156 227 1.78 0.78 20.3 8.9 0.36 0.16 0.75 0.33 5.89 2.59 0.42 0.19
FO1157 275 1.93 0.70 17.3 6.3 0.38 0.14 0.87 0.32 6.97 2.53 0.62 0.23
FO01158 271 1.89 0.70 16.8 6.2 0.45 0.17 0.96 0.35 7.35 271 0.57 0.21
F01159 259 1.85 0.71 24.4 9.4 0.36 0.14 0.92 0.36 7.00 2.70 0.41 0.16
F01160 249 2.07 0.83 13.5 5.4 0.36 0.14 0.93 0.37 6.79 2.73 0.51 0.20
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 256 1.90 0.74 18.5 7.2 0.38 0.15 0.89 0.35 6.80 2.65 0.51 0.20
SD 19 0.11 0.06 4.1 1.8 0.04 0.01 0.08 0.02 0.55 0.09 0.09 0.03
(Continued)
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Appendix 36-1. (Continued) Individual organ weights of female rats (recovery period)

Control group
Animal No. Kidneys Adrenals Ovaries Uterus

©® (g%) (mg)  (mgh) (mg)  (mgh) ©® (g%)
FO1156 1.50 0.66 73.5 324 101.6 44.8 0.46 0.20
FO1157 1.90 0.69 74.1 26.9 93.7 34.1 0.72 0.26
FO1158 1.97 0.73 65.4 24.1 76.8 28.3 0.79 0.29
FO1159 1.96 0.76 67.4 26.0 95.9 37.0 0.45 0.17
F01160 1.84 0.74 66.1 26.5 98.0 39.4 0.35 0.14
Number of animals 5 5 5 5 5 5 5 5
Mean 1.83 0.72 69.3 27.2 93.2 36.7 0.55 0.21
SD 0.19 0.04 4.2 3.1 9.6 6.1 0.19 0.06
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Appendix 36-2. Individual organ weights of female rats (recovery period)

Ethyl propionate group at 300 mgkg

Animal No. Body Brain Thyroids Thymus Heart Liver Spleen
weight (g) (&) (g%) (mg)  (mg) @ (g%0) (@ (g0 (&) (g%0) (€] (g70)
F03356 230 1.94 0.84 14.7 6.4 0.44 0.19 0.78 0.34 6.05 2.63 0.50 0.22
F03357 278 1.94 0.70 18.2 6.5 0.34 0.12 0.88 0.32 6.87 2.47 0.54 0.19
F03358 266 1.86 0.70 14.7 5.5 0.47 0.18 1.01 0.38 7.47 2.81 0.55 0.21
F03359 228 1.84 0.81 20.4 8.9 0.33 0.14 0.84 0.37 6.63 291 0.50 0.22
F03360 244 1.81 0.74 14.9 6.1 0.37 0.15 0.79 0.32 6.21 2.55 0.44 0.18
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 249 1.88 0.76 16.6 6.7 0.39 0.16 0.86 0.35 6.65 2.67 0.51 0.20
SD 22 0.06 0.06 2.6 1.3 0.06 0.03 0.09 0.03 0.56 0.18 0.04 0.02
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 36-2. (Continued) Individual organ weights of female rats (recovery period)

Ethyl propionate group at 300 mg/kg

Animal No. Kidneys Adrenals Ovaries Uterus
() (g0) (mg)  (mgh) (mg)  (mgh) () (gn0)
F03356 1.61 0.70 64.0 27.8 100.5 43.7 0.53 0.23
F03357 2.05 0.74 65.2 23.5 81.4 29.3 0.39 0.14
F03358 1.84 0.69 76.6 28.8 129.2 48.6 0.48 0.18
F03359 1.77 0.78 56.7 24.9 94.8 41.6 0.51 0.22
F03360 1.70 0.70 50.9 20.9 63.7 26.1 0.48 0.20
Number of animals 5 5 5 5 5 5 5 5
Mean 1.79 0.72 62.7 25.2 93.9 37.9 0.48 0.19
SD 0.17 0.04 9.7 3.2 24.3 9.7 0.05 0.04
Significance NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Study No. 430157

Appendix 36-3. Individual organ weights of female rats (recovery period)

Ethyl propionate group at 1000 mgkg

Animal No. Body Brain Thyroids Thymus Heart Liver Spleen
weight (g) (&) (g%) (mg)  (mg) @ (g%0) (@ (g0 (&) (g%0) (€] (g70)
F04456 238 1.94 0.82 19.2 8.1 0.40 0.17 0.83 0.35 6.19 2.60 0.52 0.22
F04457 271 1.89 0.70 21.1 7.8 0.50 0.18 0.84 0.31 7.72 2.85 0.50 0.18
F04458 270 1.94 0.72 18.9 7.0 0.42 0.16 0.88 0.33 7.45 2.76 0.48 0.18
F04459 258 1.98 0.77 16.5 6.4 0.42 0.16 0.97 0.38 7.15 2.77 0.55 0.21
F04460 268 2.04 0.76 17.5 6.5 0.58 0.22 0.97 0.36 6.87 2.56 0.55 0.21
Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 261 1.96 0.75 18.6 72 0.46 0.18 0.90 0.35 7.08 2.71 0.52 0.20
SD 14 0.06 0.05 1.8 0.8 0.08 0.02 0.07 0.03 0.59 0.12 0.03 0.02
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group. (Continued)

DU: Analysis by Dunnett's test.
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Appendix 36-3. (Continued) Individual organ weights of female rats (recovery period)

Ethyl propionate group at 1000 mg/kg

Animal No. Kidneys Adrenals Ovaries Uterus
() (g0) (mg)  (mgh) (mg)  (mgh) () (gn0)
F04456 1.87 0.79 69.2 29.1 84.7 35.6 0.44 0.18
F04457 1.81 0.67 59.0 21.8 96.6 35.6 0.58 0.21
F04458 1.59 0.59 80.2 29.7 96.0 35.6 0.59 0.22
F04459 1.84 0.71 68.9 26.7 86.0 333 0.44 0.17
F04460 1.76 0.66 72.9 27.2 114.6 42.8 0.36 0.13
Number of animals 5 5 5 5 5 5 5 5
Mean 1.77 0.68 70.0 26.9 95.6 36.6 0.48 0.18
SD 0.11 0.07 7.7 3.1 12.0 3.6 0.10 0.04
Significance NS NS NS NS NS NS NS NS
Statistical method DU DU DU DU DU DU DU DU

NS: Not significantly different from the control group.
DU: Analysis by Dunnett's test.
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Appendix 37-1. Individual histopathological findings in male rats (administration period)

Control group
Animal No. Organ/Tissue Finding
MO01101 Prostate Cellular infiltration, lymphoid cell: +
Other organs and tissues No abnormality detected
M01102 Kidney Cyst, left: +
Parathyroid Missing
Other organs and tissues No abnormality detected
MO01103 All organs and tissues No abnormality detected
MO01104 Jejunum Mineralization, Peyer's patch: +
Kidney Cyst, left: +
Eyeball Retinal dysplasia, right: +
Other organs and tissues No abnormality detected
MO01105 All organs and tissues No abnormality detected

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.

Examined the heart, lung, trachea, liver, pancreas, submandibular gland, stomach, duodenum, jejunum, ileum (including Peyer's patch),
cecum, colon, rectum, thymus, spleen, mesenteric lymph node, axillary lymph node, kidney, urinary bladder, testis, epididymis, prostate,
seminal vesicle, coagulation gland, skin, mammary gland, pituitary, adrenal, thyroid, parathyroid (except for M 01102), cerebrum, cerebellum,

pons, spinal cord (cervical, thoracic, and lumber part), sciatic nerve, eyeball, Harderian gland, rectus femoris muscle,

sternum (including bone marrow), and femur (including bone marrow).
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Appendix 37-2. Individual histopathological findings in male rats (administration period)

Ethy!l propionate group at 1000 mg’kg

Animal No. Organ/Tissue Finding

M04401 Heart Cellular infiltration, mononuclear cell, focal: +
Jejunum Mineralization, Peyer's patch: +
Other organs and tissues No abnormality detected

M 04402 Jejunum Mineralization, Peyer's patch: +
Prostate Cellular infiltration, lymphoid cell: +
Pituitary Cyst: £
Thyroid Ectopic, thy mic tissue: +

Ultimobranchial remnant: +

Other organs and tissues No abnormality detected

M 04403 All organs and tissues No abnormality detected

M 04404 Testis Degeneration/atrophy, seminiferous tubule, bilateral: 2+
Epididy mis Decrease, sperm, bilateral: 3+
Other organs and tissues No abnormality detected

M 04405 All organs and tissues No abnormality detected

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.

Examined the heart, lung, trachea, liver, pancreas, submandibular gland, stomach, duodenum, jejunum, ileum (including Peyer's patch),
cecum, colon, rectum, thy mus, spleen, mesenteric lymph node, axillary lymph node, kidney, urinary bladder, testis, epididy mis, prostate,
seminal vesicle, coagulation gland, skin, mammary gland, pituitary, adrenal, thyroid, parathyroid, cerebrum, cerebellum, pons,

spinal cord (cervical, thoracic, and lumber part), sciatic nerve, eyeball, Harderian gland, rectus femoris muscle,

sternum (including bone marrow), and femur (including bone marrow).
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Appendix 38-1. Individual histopathological findings in female rats (administration period)

Control group
Animal No. Organ/Tissue Finding
FO1151 Jejunum Mineralization, Peyer's patch: £
Kidney Cyst, left: +
Other organs and tissues No abnormality detected
FO1152 All organs and tissues No abnormality detected
FO1153 Pituitary Cyst:
Other organs and tissues No abnormality detected
FO1154 Jejunum Mineralization, Peyer's patch: +
Other organs and tissues No abnormality detected
FO1155 Kidney Infarct, left: +

Other organs and tissues

No abnormality detected

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.

Examined the heart, lung, trachea, liver, pancreas, submandibular gland, stomach, duodenum, jejunum, ileum (including Peyer's patch),
cecum, colon, rectum, thymus, spleen, mesenteric lymph node, axillary lymph node, kidney, urinary bladder, ovary,

uterus (including cervix of uterus), vagina, skin, mammary gland, pituitary, adrenal, thyroid, parathyroid, cerebrum, cerebellum,
pons, spinal cord (cervical, thoracic, and lumber part), sciatic nerve, eyeball, Harderian gland, rectus femoris muscle,

sternum (including bone marrow), and femur (including bone marrow).
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Appendix 38-2. Individual histopathological findings in female rats (administration period)

Ethyl propionate group at 1000 mgkg

Animal No. Organ/Tissue Finding

F04451 All organs and tissues No abnormality detected

F04452 Eyeball Retinal dysplasia, right: +
Other organs and tissues No abnormality detected

F04453 Thyroid Ultimobranchial remnant: +
Other organs and tissues No abnormality detected

F04454 Jejunum Mineralization, Peyer's patch: +
Other organs and tissues No abnormality detected

F04455 All organs and tissues No abnormality detected

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
Examined the heart, lung, trachea, liver, pancreas, submandibular gland, stomach, duodenum, jejunum, ileum (including Peyer's patch),

cecum, colon, rectum, thy mus, spleen, mesenteric lymph node, axillary lymph node, kidney, urinary bladder, ovary,

uterus (including cervix of uterus), vagina, skin, mammary gland, pituitary, adrenal, thyroid, parathyroid, cerebrum, cerebellum,

pons, spinal cord (cervical, thoracic, and lumber part), sciatic nerve, eyeball, Harderian gland, rectus femoris muscle,

sternum (including bone marrow), and femur (including bone marrow).
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Study No. 430157

Appendix 39-1. Individual histopathological findings in male rats (recovery period)

Control group

Animal No. Organ/Tissue Finding
MO01106 Testis No abnormality detected
Epididy mis No abnormality detected

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.

Appendix 39-2. Individual histopathological findings in male rats (recovery period)

Ethyl propionate group at 300 mg/kg

Animal No. Organ/Tissue Finding
M03306 Testis Degeneration/atrophy, seminiferous tubule, bilateral: +
Epididy mis Decrease, sperm, bilateral: 3+

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
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Attachment 1.
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Attachment 2.
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Attachment 3-1.
JoEF VBT FIVEIEE
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Attachment 3-2.
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Attachment 3-3.

6. GAIESEOIRR
6.1. HWERYE DR E MR FAIES R
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Attachment 3-4.

7. T—ANEAHE
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Attachment 4-1.
Certificate of Analysis (1)

Test article: Ethyl propionate

Lot No.: -

Date of analysis: November 16, 2023

Method: GC
Study period: Initial
Test facility: Hashima Laboratory, Nihon Bioresearch Inc.
Study No.: 430157
Test Item Result
Content 100.0%

GLP:
Good Laboratory Practice for Test Facilities Conducting Tests of New Chemical

Substances etc. (Notification 0331 No. 8 of the Pharmaceutical and Food Safety Bureau dated
March 31, 2011, Notification No. 6 of the Manufacturing Industries Bureau dated March 29,
2011, Notification No. 110331010 of the Environmental Health Policy Planning and

Management Division)
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Attachment 4-2.
Certificate of Analysis (2)

Test article: Ethyl propionate

Lot No.: -

Date of analysis: January 5, 2024

Method: GC

Study period: Final

Test facility: Hashima Laboratory, Nihon Bioresearch Inc.

Study No.: 430157
Test Item Result
Content 100.0%
Stability" 100.0%

1) Acceptable range: within 100.0% + 10.0% of the initial content.

GLP:
Good Laboratory Practice for Test Facilities Conducting Tests of New Chemical

Substances etc. (Notification 0331 No. 8 of the Pharmaceutical and Food Safety Bureau dated
March 31, 2011, Notification No. 6 of the Manufacturing Industries Bureau dated March 29,
2011, Notification No. 110331010 of the Environmental Health Policy Planning and

Management Division)
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Study No. 430157

Attachment 5-1.

Concentrations of ethyl propionate in dosing preparations (1)

Test article: Ethyl propionate (Lot No. -)
Vehicle: Corn oil
Form: Solution
Analyte: Ethyl propionate
Method: GC
Date of preparation: November 16, 2023
Date of analysis: November 16, 2023
Test facility: Hashima Laboratory, Nihon Bioresearch Inc.
Study No. 430157
Results
Concentration Measured concentration (mg/mL) |
Recovery rate )
of analyte
Ist 2nd 3rd Mean (%)
(mg/mL)
33 30.59 30.62 30.44 30.55 92.6
100 93.59 93.52 93.98 93.70 93.7
333 3159 316.2 3163 316.1 94.9

1) Acceptable range: within 100.0% + 10.0% of the prescribed concentration.

GLP:

Good Laboratory Practice for Test Facilities Conducting Tests of New Chemical Substances etc.
(Notification 0331 No. 8 of the Pharmaceutical and Food Safety Bureau dated March 31, 2011,
Notification No. 6 of the Manufacturing Industries Bureau dated March 29, 2011, Notification No.
110331010 of the Environmental Health Policy Planning and Management Division)
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Attachment 5-2.

Concentrations of ethyl propionate in dosing preparations (2)

Test article: Ethyl propionate (Lot No. -)
Vehicle: Corn oil
Form: Solution
Analyte: Ethyl propionate
Method: GC
Date of preparation: December 20, 2023
Date of analysis: December 20, 2023
Test facility: Hashima Laboratory, Nihon Bioresearch Inc.
Study No. 430157
Results
Concentration Measured concentration (mg/mL) y
Recovery rate
of analyte
Ist 2nd 3rd Mean (%)
(mg/mL)
33 30.88 30.84 31.01 3091 93.7
100 95.26 94.87 95.65 95.26 95.3
333 322.1 3203 3215 3213 96.5

1) Acceptable range: within 100.0% + 10.0% of the prescribed concentration.

GLP:

Good Laboratory Practice for Test Facilities Conducting Tests of New Chemical Substances etc.
(Notification 0331 No. 8 of the Pharmaceutical and Food Safety Bureau dated March 31, 2011,
Notification No. 6 of the Manufacturing Industries Bureau dated March 29, 2011, Notification No.
110331010 of the Environmental Health Policy Planning and Management Division)
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Attachment 6.

Stability of ethyl propionate in dosing preparations

Test article (Lot No.) . Ethyl propionate (Lot No. -)
Vehicle : Corn oil
Form . Solution
Analyte : Ethyl propionate
Method : GC
Date of preparation : November 16, 2023
Date of analysis : November 16 and 17, 2023
Storage conditions . Stored in amber glass containers at room temperature (1.0°C - 30.0°C) and protected from light for 24 hours.
Test facility : Hashima Laboratory, Nihon Bioresearch Inc.
Study No. : 430157
Results
Concentration . Concentration (mg/mL) Stability "
of analyte Measurement period o
Ist 2nd 3rd Mean (%)
(mg/mL)
13 Initial 30.59 30.62 30.44 30.55 -
After storage 30.94 30.65 30.97 30.85 101.0
100 Initial 93.59 93.52 93.98 93.70 -
After storage 94.59 94.94 94.95 94.83 101.2
333 Initial 3159 316.2 316.3 316.1 -
After storage 316.0 315.2 317.3 316.2 100.0

1) Acceptable range: within 100.0% = 10.0% of the initial concentration.

GLP:

Good Laboratory Practice for Test Facilities Conducting Tests of New Chemical Substances etc. (Notification 0331 No. 8 of the Pharmaceutical and Food Safety
Bureau dated March 31, 2011, Notification No. 6 of the Manufacturing Industries Bureau dated March 29, 2011, Notification No. 110331010 of the Environmental
Health Policy Planning and Management Division).
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Attachment 7-1.  General signs in male rats during quarantine and acclimatization (administration group)
Quarantine/ Animal No. Quarantine period Acclimatization period
acclimatization 15-Nov-23  16-Nov-23  17-Nov-23  18-Nov-23  19-Nov-23  20-Nov-23  21-Nov-23  22-Nov-23  23-Nov-23
animal No. Day 0 Day 1 Day 2 Day 3 Day 4 Day 5 Day 1 Day 2 Day 3 #
M 00001 MO01103 N N N N N N N N N
M 00002 MO01101 N N N N N N N N N
M 00003 EG, MA N N N N N N N N N
M 00004 M 04405 N N N N N N N N N
M 00005 MO01102 N N N N N N N N N
M 00006 M03303 N N N N N N N N N
M 00007 M03304 N N N N N N N N N
M 00008 M 04404 N N N N N N N N N
M 00009 EG,MA N N N N N N N N N
M00010 M 02205 N N N N N N N N N
M00011 MO01104 N N N N N N N N N
MO00012 EG N N N N N N N N N
M00013 M 03302 N N N N N N N N N
M00014 MO01105 N N N N N N N N N
MO00015 M03301 N N N N N N N N N
M00016 M03305 N N N N N N N N N
M00017 M 04402 N N N N N N N N N
MO00018 M 04401 N N N N N N N N N
M00019 M 02201 N N N N N N N N N
M 00020 M 02203 N N N N N N N N N
M 00021 M 02204 N N N N N N N N N
M 00022 M 02202 N N N N N N N N N
M 00023 M 04403 N N N N N N N N N

#: Day of grouping.

EG: Excluded from grouping because body weight was extremely different from the mean.
MA: Monitor animal.

N: Normal.
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Study No. 430157

Attachment 7-2.  General signs in male rats during quarantine and acclimatization (recovery group)

Quarantine/ Animal No. Quarantine period Acclimatization period
acclimatization 22-Nov-23  23-Nov-23  24-Nov-23  25-Nov-23  26-Nov-23  27-Nov-23  28-Nov-23  29-Nov-23  30-Nov-23 1-Dec-23
animal No. Day 0 Day 1 Day 2 Day 3 Day 4 Day 5 Day 1 Day 2 Day 3 Day 4 #
M00024 MO03308 N N N N N N N N N N
M00025 MO03307 N N N N N N N N N N
M 00026 M03309 N N N N N N N N N N
M 00027 MO01109 N N N N N N N N N N
M 00028 M 04407 N N N N N N N N N N
M00029 MO01107 N N N N N N N N N N
M00030 M 04409 N N N N N N N N N N
MO00031 M 04406 N N N N N N N N N N
M00032 MO03306 N N N N N N N N N N
M00033 MO01106 N N N N N N N N N N
M00034 MO01108 N N N N N N N N N N
M00035 M03310 N N N N N N N N N N
M00036 MO1110 N N N N N N N N N N
M00037 EG N N N N N N N N N N
M00038 EG N N N N N N N N N N
M00039 M 04408 N N N N N N N N N N
M 00040 M 04410 N N N N N N N N N N

#: Day of grouping.
EG: Excluded from grouping because body weight was extremely different from the mean.
N: Normal.
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Study No. 430157

Attachment 8-1.  General signs in female rats during quarantine and acclimatization (administration group)
Quarantine/ Animal No. Quarantine period Acclimatization period
acclimatization 15-Nov-23  16-Nov-23  17-Nov-23  18-Nov-23  19-Nov-23  20-Nov-23  21-Nov-23  22-Nov-23  23-Nov-23
animal No. Day 0 Day 1 Day 2 Day 3 Day 4 Day 5 Day 1 Day 2 Day 3 #
F00001 F04452 N N N N N N N N N
F00002 EG N N N N N N N N N
F00003 F02254 N N N N N N N N N
F00004 FO1152 N N N N N N N N N
F00005 FO1153 N N N N N N N N N
F00006 F02255 N N N N N N N N N
F00007 F04455 N N N N N N N N N
F00008 F03351 N N N N N N N N N
F00009 EG N N N N N N N N N
F00010 EG N N N N N N N N N
F00011 F03352 N N N N N N N N N
F00012 F01154 N N N N N N N N N
F00013 F04451 N N N N N N N N N
F00014 F02251 N N N N N N N N N
F00015 F04453 N N N N N N N N N
F00016 F04454 N N N N N N N N N
F00017 FO1155 N N N N N N N N N
F00018 FO1151 N N N N N N N N N
F00019 F03354 N N N N N N N N N
F00020 F03353 N N N N N N N N N
F00021 F03355 N N N N N N N N N
F00022 F02252 N N N N N N N N N
F00023 F02253 N N N N N N N N N

#: Day of grouping.
EG: Excluded from grouping because body weight was extremely different from the mean.
N: Normal.
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Study No. 430157

Attachment 8-2.  General signs in female rats during quarantine and acclimatization (recovery group)

Quarantine/ Animal No. Quarantine period Acclimatization period
acclimatization 22-Nov-23  23-Nov-23  24-Nov-23  25-Nov-23  26-Nov-23  27-Nov-23  28-Nov-23  29-Nov-23  30-Nov-23 1-Dec-23
animal No. Day 0 Day 1 Day 2 Day 3 Day 4 Day 5 Day 1 Day 2 Day 3 Day 4 #
F00024 F01156 N N N N N N N N N N
F00025 F03359 N N N N N N N N N N
F00026 FO1157 N N N N N N N N N N
F00027 F03358 N N N N N N N N N N
F00028 F04460 N N N N N N N N N N
F00029 F04457 N N N N N N N N N N
F00030 F03357 N N N N N N N N N N
F00031 F04459 N N N N N N N N N N
F00032 F04456 N N N N N N N N N N
F00033 FO1159 N N N N N N N N N N
F00034 F01160 N N N N N N N N N N
F00035 F03356 N N N N N N N N N N
F00036 F03360 N N N N N N N N N N
F00037 EG N N N N N N N N N N
F00038 EG N N N N N N N N N N
F00039 F04458 N N N N N N N N N N
F00040 FO1158 N N N N N N N N N N

#: Day of grouping
EG: Excluded from grouping because body weight was extremely different from the mean.
N: Normal.
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Study No. 430157

Attachment 9-1.  Body weights of male rats during quarantine and acclimatization (administration group)

Quarantine/ Animal No. Quarantine period Acclimatization period
acclimatization 16-Nov-23 20-Nov-23 23-Nov-23
animal No. Day 1 Day 5 Day 3 #
MO00001 MO01103 87 123 153
M 00002 M01101 100 140 169
M00003 EG,MA 105 145 177
M00004 M 04405 102 141 175
M00005 MO01102 98 135 168
M 00006 MO03303 98 136 164
M 00007 MO03304 106 146 176
M 00008 M 04404 96 129 158
M 00009 EG,MA 98 130 152
MO00010 M 02205 98 130 158
MO00011 MO01104 101 139 172
M00012 EG 95 126 147
MO00013 MO03302 99 134 169
M00014 MO01105 97 135 164
MO00015 MO03301 92 128 159
MO00016 MO03305 88 127 157
MO00017 M 04402 97 137 169
MO00018 M 04401 96 132 162
M00019 M 02201 100 140 170
M 00020 M 02203 90 131 161
M00021 M 02204 98 140 174
M00022 M02202 100 139 168
M00023 M 04403 96 132 161
Unit: g

#: Day of grouping.
EG: Excluded from grouping because body weight was extremely different from the mean.
MA: Monitor animal.
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Study No. 430157

Attachment 9-2.  Body weights of male rats during quarantine and acclimatization (recovery group)

Quarantine/ Animal No. Quarantine period Acclimatization period
acclimatization 23-Nov-23 27-Nov-23 1-Dec-23
animal No. Day 1 Day 5 Day 4 #
M00024 M03308 90 126 170
M00025 M03307 97 132 175
M00026 M03309 93 129 164
M00027 MO01109 92 128 164
M 00028 M 04407 100 140 185
M00029 MO1107 97 137 180
M00030 M 04409 92 127 165
MO00031 M 04406 96 132 174
M00032 M03306 95 130 174
MO00033 MO01106 98 134 176
M00034 MO01108 98 134 176
M00035 M03310 102 143 185
MO00036 MO1110 99 139 173
MO00037 EG 98 141 195
MO00038 EG 99 139 188
M00039 M 04408 98 138 169
M 00040 M 04410 96 139 174
Unit: g

#: Day of grouping.
EG: Excluded from grouping because body weight was extremely different from the mean.
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Study No. 430157

Attachment 10-1. Body weights of female rats during quarantine and acclimatization (administration group)

Quarantine/ Animal No. Quarantine period Acclimatization period
acclimatization 16-Nov-23 20-Nov-23 23-Nov-23
animal No. Day 1 Day 5 Day 3 #
F00001 F04452 100 131 157
F00002 EG 102 138 163
F00003 F02254 95 121 143
F00004 F01152 94 120 138
F00005 F01153 96 125 144
F00006 F02255 92 117 138
F00007 F04455 100 131 153
F00008 F03351 97 127 145
F00009 EG 95 117 130
F00010 EG 101 138 164
F00011 F03352 96 124 144
F00012 F01154 101 124 148
F00013 F04451 97 130 150
F00014 F02251 100 131 152
F00015 F04453 99 125 141
F00016 F04454 94 122 140
F00017 FO1155 95 129 153
F00018 FO1151 98 129 157
F00019 F03354 100 131 151
F00020 F03353 97 130 140
F00021 F03355 98 133 159
F00022 F02252 94 133 156
F00023 F02253 92 131 150
Unit: g

#: Day of grouping,
EG: Excluded from grouping because body weight was extremely different from the mean.
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Study No. 430157

Attachment 10-2. Body weights of female rats during quarantine and acclimatization (recovery group)

Quarantine/ Animal No. Quarantine period Acclimatization period
acclimatization 23-Nov-23 27-Nov-23 1-Dec-23
animal No. Day 1 Day 5 Day 4 #
F00024 F01156 102 126 148
F00025 F03359 99 128 154
F00026 FO1157 104 139 162
F00027 F03358 102 131 160
F00028 F04460 101 135 163
F00029 F04457 99 130 156
F00030 F03357 102 137 169
F00031 F04459 101 135 158
F00032 F04456 98 127 148
F00033 F01159 101 132 166
F00034 F01160 102 132 160
F00035 F03356 91 124 150
F00036 F03360 99 131 157
F00037 EG 98 122 141
F00038 EG 103 138 174
F00039 F04458 103 136 167
F00040 F01158 93 127 155
Unit: g

#: Day of grouping.
EG: Excluded from grouping because body weight was extremely different from the mean.
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Study No. 430157

Attachment 11-1.  Detailed clinical signs by FOB in male rats during acclimatization (administrarion group)

Quarantine/ Animal No. Observation of animals in cages
acclimatization
animal No. Posture Palpebral closure Excessive grooming Repetitive circling
MO00001 MO01103 2 1 1 1
M 00002 M01101 2 1 1 1
M00003 EG, MA 2 1 1 1
MO00004 M 04405 2 1 1 1
MO00005 MO01102 2 1 1 1
M 00006 MO03303 2 1 1 1
M 00007 M03304 2 1 1 1
M00008 M 04404 2 1 1 1
MO00009 EG,MA 2 1 1 1
MO00010 M 02205 2 1 1 1
MO00011 MO01104 2 1 1 1
MO00012 EG 2 1 1 1
M00013 M03302 2 1 1 1
MO00014 MO01105 2 1 1 1
MO00015 MO03301 2 1 1 1
M 00016 M 03305 2 1 1 1
M00017 M 04402 2 1 1 1
MO00018 M04401 2 1 1 1
MO00019 MO02201 2 1 1 1
M 00020 M 02203 2 1 1 1
M00021 M 02204 2 1 1 1
M00022 MO02202 2 1 1 1
MO00023 M 04403 2 1 1 1
Findings were graded as follows; (Continued)

Posture: 1: Prone or recumbent position, 2: resting normally (normal score), 3: moving or running about, 4: jumping.
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.
Excessive grooming: 1: Not observed (normal score), 2: observed.
Repetitive circling: 1: Not observed (normal score), 2: observed.
EG: Excluded from grouping because body weight was extremely different from the mean.
M A: Monitor animal.
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Study No. 430157

Attachment 11-1.  (Continued) Detailed clinical signs by FOB in male rats during acclimatization (administration group)

Quarantine/ Animal No. Observation of animals in cages
acclimatization
animal No. Biting behavior Clonic convulsions Tonic convulsions
MO00001 MO01103 1 1 1
M 00002 M01101 1 1 1
M00003 EG,MA 1 1 1
MO00004 M 04405 1 1 1
MO00005 MO01102 1 1 1
MO00006 M03303 1 1 1
MO00007 M03304 1 1 1
M00008 M04404 1 1 1
MO00009 EG,MA 1 1 1
MO00010 MO02205 1 1 1
MO00011 MO01104 1 1 1
M00012 EG 1 1 1
M00013 M03302 1 1 1
MO00014 MO01105 1 1 1
MO00015 MO03301 1 1 1
M 00016 M 03305 1 1 1
M00017 M04402 1 1 1
MO00018 M04401 1 1 1
MO00019 MO02201 1 1 1
MO00020 M 02203 1 1 1
M00021 M 02204 1 1 1
M00022 M02202 1 1 1
MO00023 M 04403 1 1 1
Findings were graded as follows; (Continued)

Biting behavior: 1: Not observed (normal score), 2: observed.
Clonic convulsions: 1: Not observed (normal score), 2: jaw convulsions, 3: tremor.
Tonic convulsions: 1: Not observed (normal score), 2: tonic extension, 3: opisthotonus convulsions,
4: saltatory convulsions, 5: asphyxial convulsions.
EG: Excluded from grouping because body weight was extremely different from the mean.
MA: Monitor animal.
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Study No. 430157

Attachment 11-1.  (Continued) Detailed clinical signs by FOB in male rats during acclimatization (administration group)

Quarantine/ Animal No. Observation of animals on observer's palm
acclimatization
animal No. Ease of removal from cage Ease of handling Muscle tone Fur conditions
MO00001 MO01103 2 2 2 1
M 00002 M01101 2 2 2 1
MO00003 EG, MA 2 2 2 1
MO00004 M 04405 2 2 2 1
MO00005 MO01102 2 2 2 1
M 00006 MO03303 2 2 2 1
M 00007 M 03304 2 2 2 1
MO00008 M 04404 2 2 2 1
MO00009 EG,MA 2 2 2 1
MO00010 M 02205 2 2 2 1
MO00011 MO01104 2 2 2 1
MO00012 EG 2 2 2 1
M00013 M03302 2 2 2 1
MO00014 MO01105 2 2 2 1
MO00015 MO03301 2 2 2 1
M00016 M 03305 2 2 2 1
M00017 M 04402 2 2 2 1
MO00018 M04401 2 2 2 1
MO00019 MO02201 2 2 2 1
M 00020 M 02203 2 2 2 1
M00021 M 02204 2 2 2 1
M00022 MO02202 2 2 2 1
MO00023 M 04403 2 2 2 1
Findings were graded as follows; (Continued)

Ease of removal from cage: 1: Docile and allowing itself to be handled, 2: rearing or cowering (normal score), 3: running about; hard to catch.
Ease of handling: 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing (normal score), 3: struggling and trying to bite observer's hand.
Muscle tone: 1: Decreased, 2: normal (normal score), 3: increased.
Fur conditions: 1: Normal (normal score), 2: slightly soiled, 3: markedly soiled.
EG: Excluded from grouping because body weight was extremely different from the mean.
M A: Monitor animal.
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Study No. 430157

Attachment 11-1.  (Continued) Detailed clinical signs by FOB in male rats during acclimatization (administration group)

Quarantine/ Animal No. Observation of animals on observer's palm
acclimatization
animal No. Mucous membranes Lacrimation Salivation Piloerection
MO00001 MO01103 1 1 1 1
M 00002 MO01101 1 1 1 1
M00003 EG, MA 1 1 1 1
MO00004 M 04405 1 1 1 1
MO00005 MO01102 1 1 1 1
M 00006 MO03303 1 1 1 1
M 00007 M03304 1 1 1 1
M00008 M 04404 1 1 1 1
MO00009 EG,MA 1 1 1 1
MO00010 M 02205 1 1 1 1
MO00011 MO01104 1 1 1 1
MO00012 EG 1 1 1 1
M00013 MO03302 1 1 1 1
MO00014 MO01105 1 1 1 1
MO00015 MO03301 1 1 1 1
M 00016 M 03305 1 1 1 1
M00017 M 04402 1 1 1 1
MO00018 M04401 1 1 1 1
MO00019 MO02201 1 1 1 1
M 00020 M 02203 1 1 1 1
M 00021 M 02204 1 1 1 1
MO00022 MO02202 1 1 1 1
MO00023 M 04403 1 1 1 1
Findings were graded as follows; (Continued)

Mucous membranes: 1: Normal (normal score), 2: brown, 3: hemorrhage, 4: swelling.
Lacrimation: 1: None (normal score), 2: mild, 3: marked.
Salivation: 1: None (normal score), 2: mild, 3: marked.
Piloerection: 1: None (normal score), 2: mild, 3: marked.
EG: Excluded from grouping because body weight was extremely different from the mean.
M A: M onitor animal.
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Study No. 430157

Attachment 11-1.  (Continued) Detailed clinical signs by FOB in male rats during acclimatization (administration group)

Quarantine/ Animal No. Observation of animals on observer's palm
acclimatization
animal No. Pupil size Respiration
MO00001 MO01103 2 1
MO00002 MO01101 2 1
MO00003 EG,MA 2 1
MO00004 M 04405 2 1
MO00005 MO01102 2 1
MO00006 M 03303 2 1
MO00007 M 03304 2 1
MO00008 M 04404 2 1
MO00009 EG, MA 2 1
MO00010 MO02205 2 1
MO00011 MO01104 2 1
MO00012 EG 2 1
MO00013 MO03302 2 1
MO00014 MO01105 2 1
MO00015 M03301 2 1
MO00016 M 03305 2 1
MO00017 M 04402 2 1
MO00018 M04401 2 1
MO00019 MO02201 2 1
MO00020 M 02203 2 1
MO00021 M 02204 2 1
MO00022 MO02202 2 1
MO00023 M 04403 2 1
Findings were graded as follows; (Continued)

Pupil size: 1: Mydriasis, 2: normal (normal score), 3: miosis.

Respiration: 1: Normal (normal score), 2: bradypnea, 3: dyspnea.
EG: Excluded from grouping because body weight was extremely different from the mean.
MA: Monitor animal.
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Study No. 430157

Attachment 11-1.  (Continued) Detailed clinical signs by FOB in male rats during acclimatization (administration group)

Quarantine/ Animal No. Open-field test
acclimatization Frequency of urination Frequency of defecation Frequency of rearing Frequency of grooming
animal No. (during a 2-minute period) (during a 2-minute period) (during a 2-minute period) (during a 2-minute period)
MO00001 MO01103 2 2 3 0
M 00002 M01101 1 2 3 0
M00003 EG, MA 2 2 6 0
MO00004 M 04405 0 0 6 0
MO00005 MO01102 0 1 15 0
M 00006 M 03303 0 4 7 0
M00007 M03304 0 1 8 0
MO00008 M 04404 0 0 4 0
MO00009 EG,MA 0 1 7 0
M 00010 M 02205 1 2 1 0
MO00011 MO01104 2 1 7 0
MO00012 EG 1 3 3 0
MO00013 MO03302 0 0 6 0
MO00014 MO01105 0 0 12 0
M 00015 M 03301 1 3 13 0
M00016 MO03305 1 2 3 1
MO00017 M 04402 0 3 4 0
MO00018 M 04401 1 0 6 0
M 00019 M 02201 0 1 8 0
M00020 M02203 1 0 9 1
MO00021 MO02204 0 2 7 0
MO00022 MO02202 1 0 1 0
M 00023 M 04403 2 0 2 0
EG: Excluded from grouping because body weight was extremely different from the mean. (Continued)

M A: Monitor animal.
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Study No. 430157

Attachment 11-1.  (Continued) Detailed clinical signs by FOB in male rats during acclimatization (administration group)

Quarantine/ Animal No. Open-field test
acclimatization

animal No. Gait Palpebral closure Consciousness Behavioral abnormalities
MO00001 MO01103 1 1 2
M 00002 MO1101 1 1 2 1
M 00003 EG,MA 1 1 2 1
M00004 M 04405 1 1 2 1
M 00005 MO01102 1 1 2 1
M 00006 M03303 1 1 2 1
M00007 MO03304 1 1 2 1
M00008 M 04404 1 1 2 1
M 00009 EG,MA 1 1 2 1
MO00010 M 02205 1 1 2 1
MO00011 MO1104 1 1 2 1
M00012 EG 1 1 2 1
MO00013 M03302 1 1 2 1
M00014 MO1105 1 1 2 1
M00015 M03301 1 1 2 1
MO00016 MO03305 1 1 2 1
M00017 M 04402 1 1 2 1
MO00018 M 04401 1 1 2 1
MO00019 M02201 1 1 2 1
M00020 M02203 1 1 2 1
M 00021 M 02204 1 1 2 1
M00022 M02202 1 1 2 1
M00023 M 04403 1 1 2 1

Findings were graded as follows; (Continued)

Gait: 1: Normal (normal score), 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.
Consciousness: 1: Comatose; no response, 2: exploring behavior (normal score), 3: excited and moving spasmodically .
Behavioral abnormalities: 1: Not observed (normal score), 2: straub's tail reaction, 3: moving backward, 4: writhing, 5: self-biting,
EG: Excluded from grouping because body weight was extremely different from the mean.
M A: Monitor animal.
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Study No. 430157

Attachment 11-1.  (Continued) Detailed clinical signs by FOB in male rats during acclimatization (administration group)

Quarantine/ Animal No. Open-field test
acclimatization
animal No. Righting reflex
M00001 MO01103 1
M00002 MO01101 1
M00003 EG,MA 1
M 00004 M 04405 1
M 00005 MO1102 1
M 00006 M03303 1
M00007 M03304 1
M00008 M 04404 1
M00009 EG, MA 1
M00010 M 02205 1
MO00011 MO1104 1
M00012 EG 1
M00013 M03302 1
M00014 MO1105 1
M00015 M03301 1
M00016 M03305 1
M00017 M 04402 1
M00018 M04401 1
M00019 M02201 1
M00020 M 02203 1
M00021 M 02204 1
M00022 M 02202 1
M00023 M 04403 1

Findings were graded as follows;
Righting reflex: 1: Righting itself immediately (normal score),
2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
EG: Excluded from grouping because body weight was extremely different from the mean.
MA: Monitor animal.
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Study No. 430157

Attachment 11-2.  Detailed clinical signs by FOB in male rats during acclimatization (recovery group)

Quarantine/ Animal No. Observation of animals in cages
acclimatization
animal No. Posture Palpebral closure Excessive grooming Repetitive circling
MO00024 M 03308 2 1 1 1
M00025 MO03307 2 1 1 1
M 00026 MO03309 2 1 1 1
M00027 MO01109 2 1 1 1
M00028 M 04407 2 1 1 1
M00029 MO1107 2 1 1 1
M00030 M 04409 2 1 1 1
M 00031 M 04406 2 1 1 1
M00032 MO03306 2 1 1 1
M00033 MO01106 2 1 1 1
M00034 MO01108 2 1 1 1
MO00035 M03310 2 1 1 1
M00036 MO1110 2 1 1 1
MO00037 EG 2 1 1 1
M00038 EG 2 1 1 1
M 00039 M 04408 2 1 1 1
M 00040 M 04410 2 1 1 1
Findings were graded as follows; (Continued)

Posture: 1: Prone or recumbent position, 2: resting normally (normal score), 3: moving or running about, 4: jumping
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.
Excessive grooming: 1: Not observed (normal score), 2: observed.
Repetitive circling: 1: Not observed (normal score), 2: observed.
EG: Excluded from grouping because body weight was extremely different from the mean.
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Study No. 430157

Attachment 11-2.  (Continued) Detailed clinical signs by FOB in male rats during acclimatization (recovery group)

Quarantine/ Animal No. Observation of animals in cages
acclimatization
animal No. Biting behavior Clonic convulsions Tonic convulsions
MO00024 M 03308 1 1 1
MO00025 MO03307 1 1 1
MO00026 MO03309 1 1 1
MO00027 MO01109 1 1 1
MO00028 M 04407 1 1 1
M00029 MO01107 1 1 1
MO00030 M 04409 1 1 1
M 00031 M 04406 1 1 1
M00032 M03306 1 1 1
MO00033 MO1106 1 1 1
MO00034 MO01108 1 1 1
MO00035 MO03310 1 1 1
MO00036 MO1110 1 1 1
MO00037 EG 1 1 1
M00038 EG 1 1 1
M 00039 M 04408 1 1 1
M 00040 M04410 1 1 1
Findings were graded as follows; (Continued)

Biting behavior: 1: Not observed (normal score), 2: observed.
Clonic convulsions: 1: Not observed (normal score), 2: jaw convulsions, 3: tremor.
Tonic convulsions: 1: Not observed (normal score), 2: tonic extension, 3: opisthotonus convulsions,
4: saltatory convulsions, 5: asphyxial convulsions.
EG: Excluded from grouping because body weight was extremely different from the mean.
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Study No. 430157

Attachment 11-2.  (Continued) Detailed clinical signs by FOB in male rats during acclimatization (recovery group)

Quarantine/ Animal No. Observation of animals on observer's palm
acclimatization
animal No. Ease of removal from cage Ease of handling Muscle tone Fur conditions
M 00024 M 03308 2 2 2 1
MO00025 MO03307 2 2 2 1
MO00026 M03309 2 2 2 1
MO00027 MO01109 2 2 2 1
MO00028 M 04407 2 2 2 1
M 00029 MO01107 2 2 2 1
M 00030 M 04409 2 2 2 1
M 00031 M 04406 2 2 2 1
M 00032 MO03306 2 2 2 1
M 00033 MO1106 2 2 2 1
MO00034 MO01108 2 2 2 1
MO00035 MO03310 2 2 2 1
MO00036 MO01110 2 2 2 1
MO00037 EG 2 2 2 1
M00038 EG 2 2 2 1
M 00039 M 04408 2 2 2 1
M 00040 M04410 2 2 2 1
Findings were graded as follows; (Continued)

Ease of removal from cage: 1: Docile and allowing itself to be handled, 2: rearing or cowering (normal score), 3: running about; hard to catch.
Ease of handling: 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing (normal score), 3: struggling and trying to bite observer's hand.
Muscle tone: 1: Decreased, 2: normal (normal score), 3: increased.
Fur conditions: 1: Normal (normal score), 2: slightly soiled, 3: markedly soiled.
EG: Excluded from grouping because body weight was extremely different from the mean.
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Study No. 430157

Attachment 11-2.  (Continued) Detailed clinical signs by FOB in male rats during acclimatization (recovery group)

Quarantine/ Animal No. Observation of animals on observer's palm
acclimatization
animal No. Mucous membranes Lacrimation Salivation Piloerection
M 00024 MO03308 1 1 1 1
M00025 MO03307 1 1 1 1
MO00026 MO03309 1 1 1 1
MO00027 MO01109 1 1 1 1
MO00028 M 04407 1 1 1 1
M00029 MO01107 1 1 1 1
MO00030 M 04409 1 1 1 1
M 00031 M 04406 1 1 1 1
M00032 M03306 1 1 1 1
M00033 MO01106 1 1 1 1
MO00034 MO01108 1 1 1 1
MO00035 MO03310 1 1 1 1
MO00036 MO01110 1 1 1 1
M 00037 EG 1 1 1 1
M 00038 EG 1 1 1 1
M 00039 M 04408 1 1 1 1
M 00040 M 04410 1 1 1 1
Findings were graded as follows; (Continued)

Mucous membranes: 1: Normal (normal score), 2: brown, 3: hemorrhage, 4: swelling.
Lacrimation: 1: None (normal score), 2: mild, 3: marked.
Salivation: 1: None (normal score), 2: mild, 3: marked.
Piloerection: 1: None (normal score), 2: mild, 3: marked.
EG: Excluded from grouping because body weight was extremely different from the mean.

476



Study No. 430157

Attachment 11-2.  (Continued) Detailed clinical signs by FOB in male rats during acclimatization (recovery group)

Quarantine/ Animal No. Observation of animals on observer's palm
acclimatization
animal No. Pupil size Respiration
M 00024 M 03308 2 1
MO00025 MO03307 2 1
MO00026 MO03309 2 1
M00027 MO01109 2 1
MO00028 M 04407 2 1
MO00029 MO01107 2 1
MO00030 M 04409 2 1
MO00031 M 04406 2 1
M 00032 M 03306 2 1
MO00033 MO01106 2 1
MO00034 MO01108 2 1
MO00035 MO03310 2 1
MO00036 MO1110 2 1
MO00037 EG 2 1
MO00038 EG 2 1
M 00039 M 04408 2 1
M 00040 M04410 2 1
Findings were graded as follows; (Continued)

Pupil size: 1: Mydriasis, 2: normal (normal score), 3: miosis.
Respiration: 1: Normal (normal score), 2: bradypnea, 3: dyspnea.
EG: Excluded from grouping because body weight was extremely different from the mean.
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Study No. 430157

Attachment 11-2.  (Continued) Detailed clinical signs by FOB in male rats during acclimatization (recovery group)

Quarantine/ Animal No. Open-field test
acclimatization Frequency of urination Frequency of defecation Frequency of rearing Frequency of grooming
animal No. (during a 2-minute period) (during a 2-minute period) (during a 2-minute period) (during a 2-minute period)
MO00024 MO03308 0 1 6 0
MO00025 MO03307 0 0 6 0
MO00026 MO03309 0 0 4 0
MO00027 MO01109 1 0 12 0
M 00028 M 04407 2 4 1 0
M00029 MO01107 0 1 5 0
MO00030 M 04409 0 0 8 0
MO00031 M 04406 2 4 4 0
MO00032 MO03306 0 0 6 0
MO00033 MO01106 0 0 5 0
M 00034 MO01108 0 0 7 0
M00035 MO03310 1 0 9 0
MO00036 MO01110 0 0 11 0
MO00037 EG 0 0 4 0
MO00038 EG 1 2 7 0
M00039 M 04408 2 1 5 0
M 00040 M04410 2 4 3 0
EG: Excluded from grouping because body weight was extremely different from the mean. (Continued)
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Study No. 430157

Attachment 11-2.  (Continued) Detailed clinical signs by FOB in male rats during acclimatization (recovery group)

Quarantine/ Animal No. Open-field test
acclimatization
animal No. Gait Palpebral closure Consciousness Behavioral abnormalities
MO00024 MO03308 1 1 2 1
M00025 M03307 1 1 2 1
M00026 M03309 1 1 2 1
M00027 MO01109 1 1 2 1
M00028 M04407 1 1 2 1
M 00029 MO01107 1 1 2 1
M 00030 M 04409 1 1 2 1
MO00031 M 04406 1 1 2 1
MO00032 MO03306 1 1 2 1
M00033 MO01106 1 1 2 1
M00034 MO1108 1 1 2 1
MO00035 MO03310 1 1 2 1
MO00036 MO1110 1 1 2 1
M 00037 EG 1 1 2 1
MO00038 EG 1 1 2 1
MO00039 M 04408 1 1 2 1
M 00040 M04410 1 1 2 1
Findings were graded as follows; (Continued)

Gait: 1: Normal (normal score), 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.
Consciousness: 1: Comatose; no response, 2: exp loring behavior (normal score), 3: excited and moving spasmodically.
Behavioral abnormalities: 1: Not observed (normal score), 2: straub's tail reaction, 3: moving backward, 4: writhing, 5: self-biting.
EG: Excluded from grouping because body weight was extremely different from the mean.
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Study No. 430157

Attachment 11-2.  (Continued) Detailed clinical signs by FOB in male rats during acclimatization (recovery group)

Quarantine/ Animal No. Open-field test
acclimatization
animal No. Righting reflex
M 00024 M 03308 1
M00025 M03307 1
M00026 M03309 1
M00027 MO01109 1
MO00028 M 04407 1
MO00029 MO01107 1
M00030 M 04409 1
MO00031 M 04406 1
M 00032 M 03306 1
MO00033 MO01106 1
M 00034 MO01108 1
MO00035 MO03310 1
M 00036 MO1110 1
M 00037 EG 1
M 00038 EG 1
M 00039 M 04408 1
M 00040 M04410 1

Findings were graded as follows;
Righting reflex: 1: Righting itself immediately (normal score),
2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
EG: Excluded from grouping because body weight was extremely different from the mean.
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Study No. 430157

Attachment 12-1. Detailed clinical signs by FOB in female rats during acclimatization (administrarion group)

Quarantine/ Animal No. Observation of animals in cages
acclimatization
animal No. Posture Palpebral closure Excessive grooming Repetitive circling
F00001 F04452 2 1 1 1
F00002 EG 2 1 1 1
F00003 F02254 2 1 1 1
F00004 FO1152 2 1 1 1
F00005 FO1153 2 1 1 1
F00006 F02255 2 1 1 1
F00007 F04455 2 1 1 1
F00008 F03351 2 1 1 1
F00009 EG 2 1 1 1
F00010 EG 2 1 1 1
F00011 F03352 2 1 1 1
F00012 FO1154 2 1 1 1
F00013 F04451 2 1 1 1
F00014 F02251 2 1 1 1
F00015 F04453 2 1 1 1
F00016 F04454 2 1 1 1
F00017 FO1155 2 1 1 1
F00018 FO1151 2 1 1 1
F00019 F03354 2 1 1 1
F00020 F03353 2 1 1 1
F00021 F03355 2 1 1 1
F00022 F02252 2 1 1 1
F00023 F02253 2 1 1 1
Findings were graded as follows; (Continued)

Posture: 1: Prone or recumbent position, 2: resting normally (normal score), 3: moving or running about, 4: jumping.
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.
Excessive grooming: 1: Not observed (normal score), 2: observed.
Repetitive circling: 1: Not observed (normal score), 2: observed.
EG: Excluded from grouping because body weight was extremely different from the mean.
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Study No. 430157

Attachment 12-1.  (Continued) Detailed clinical signs by FOB in female rats during acclimatization (administration group)

Quarantine/ Animal No. Observation of animals in cages
acclimatization
animal No. Biting behavior Clonic convulsions Tonic convulsions
F00001 F04452 1 1 1
F00002 EG 1 1 1
F00003 F02254 1 1 1
F00004 FO1152 1 1 1
F00005 F01153 1 1 1
F00006 F02255 1 1 1
F00007 F04455 1 1 1
F00008 F03351 1 1 1
F00009 EG 1 1 1
F00010 EG 1 1 1
F00011 F03352 1 1 1
F00012 FO1154 1 1 1
F00013 F04451 1 1 1
F00014 F02251 1 1 1
F00015 F04453 1 1 1
F00016 F04454 1 1 1
F00017 FO1155 1 1 1
F00018 FO1151 1 1 1
F00019 F03354 1 1 1
F00020 F03353 1 1 1
F00021 F03355 1 1 1
F00022 F02252 1 1 1
F00023 F02253 1 1 1
Findings were graded as follows; (Continued)

Biting behavior: 1: Not observed (normal score), 2: observed.
Clonic convulsions: 1: Not observed (normal score), 2: jaw convulsions, 3: tremor.
Tonic convulsions: 1: Not observed (normal score), 2: tonic extension, 3: opisthotonus convulsions,
4: saltatory convulsions, 5: asphyxial convulsions.
EG: Excluded from grouping because body weight was extremely different from the mean.
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Study No. 430157

Attachment 12-1.  (Continued) Detailed clinical signs by FOB in female rats during acclimatization (administration group)

Quarantine/ Animal No. Observation of animals on observer's palm
acclimatization
animal No. Ease of removal from cage Ease of handling Muscle tone Fur conditions
F00001 F04452 2 2 2 1
F00002 EG 2 2 2 1
F00003 F02254 2 2 2 1
F00004 FO01152 2 2 2 1
F00005 FO1153 2 2 2 1
F00006 F02255 2 2 2 1
F00007 F04455 2 2 2 1
F00008 F03351 2 2 2 1
F00009 EG 2 2 2 1
F00010 EG 2 2 2 1
F00011 F03352 2 2 2 1
F00012 FO1154 2 2 2 1
F00013 F04451 2 2 2 1
F00014 F02251 2 2 2 1
F00015 F04453 2 2 2 1
F00016 F04454 2 2 2 1
F00017 FO1155 2 2 2 1
F00018 FO1151 2 2 2 1
F00019 F03354 2 2 2 1
F00020 F03353 2 2 2 1
F00021 F03355 2 2 2 1
F00022 F02252 2 2 2 1
F00023 F02253 2 2 2 1
Findings were graded as follows; (Continued)

Ease of removal from cage: 1: Docile and allowing itself to be handled, 2: rearing or cowering (normal score), 3: running about; hard to catch.
Ease of handling: 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing (normal score), 3: struggling and trying to bite observer's hand.
Muscle tone: 1: Decreased, 2: normal (normal score), 3: increased.
Fur conditions: 1: Normal (normal score), 2: slightly soiled, 3: markedly soiled.
EG: Excluded from grouping because body weight was extremely different from the mean.
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Study No. 430157

Attachment 12-1. (Continued) Detailed clinical signs by FOB in female rats during acclimatization (administration group)

Quarantine/ Animal No. Observation of animals on observer's palm
acclimatization
animal No. Mucous membranes Lacrimation Salivation Piloerection
F00001 F04452 1 1 1 1
F00002 EG 1 1 1 1
F00003 F02254 1 1 1 1
F00004 FO1152 1 1 1 1
F00005 FO1153 1 1 1 1
F00006 F02255 1 1 1 1
F00007 F04455 1 1 1 1
F00008 F03351 1 1 1 1
F00009 EG 1 1 1 1
F00010 EG 1 1 1 1
F00011 F03352 1 1 1 1
F00012 FO1154 1 1 1 1
F00013 F04451 1 1 1 1
F00014 F02251 1 1 1 1
F00015 F04453 1 1 1 1
F00016 F04454 1 1 1 1
F00017 FO1155 1 1 1 1
F00018 FO1151 1 1 1 1
F00019 F03354 1 1 1 1
F00020 F03353 1 1 1 1
F00021 F03355 1 1 1 1
F00022 F02252 1 1 1 1
F00023 F02253 1 1 1 1
Findings were graded as follows; (Continued)

Mucous membranes: 1: Normal (normal score), 2: brown, 3: hemorrhage, 4: swelling.
Lacrimation: 1: None (normal score), 2: mild, 3: marked.
Salivation: 1: None (normal score), 2: mild, 3: marked.
Piloerection: 1: None (normal score), 2: mild, 3: marked.
EG: Excluded from grouping because body weight was extremely different from the mean.
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Study No. 430157

Attachment 12-1.  (Continued) Detailed clinical signs by FOB in female rats during acclimatization (administration group)

Quarantine/ Animal No. Observation of animals on observer's palm
acclimatization
animal No. Pupil size Respiration
F00001 F04452 2 1
F00002 EG 2 1
F00003 F02254 2 1
F00004 FO1152 2 1
F00005 FO1153 2 1
F00006 F02255 2 1
F00007 F04455 2 1
F00008 F03351 2 1
F00009 EG 2 1
F00010 EG 2 1
F00011 F03352 2 1
F00012 FO1154 2 1
F00013 F04451 2 1
F00014 F02251 2 1
F00015 F04453 2 1
F00016 F04454 2 1
F00017 FO1155 2 1
F00018 FO1151 2 1
F00019 F03354 2 1
F00020 F03353 2 1
F00021 F03355 2 1
F00022 F02252 2 1
F00023 F02253 2 1
Findings were graded as follows; (Continued)

Pupil size: 1: Mydriasis, 2: normal (normal score), 3: miosis.
Respiration: 1: Normal (normal score), 2: bradypnea, 3: dyspnea.
EG: Excluded from grouping because body weight was extremely different from the mean.
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Study No. 430157

Attachment 12-1. (Continued) Detailed clinical signs by FOB in female rats during acclimatization (administration group)

Quarantine/ Animal No. Open-field test
acclimatization Frequency of urination Frequency of defecation Frequency of rearing Frequency of grooming
animal No. (during a 2-minute period) (during a 2-minute period) (during a 2-minute period) (during a 2-minute period)
F00001 F04452 0 0 10 0
F00002 EG 1 3 1 0
F00003 F02254 0 0 10 0
F00004 FO1152 1 0 5 0
F00005 FO1153 0 1 8 0
F00006 F02255 1 0 15 0
F00007 F04455 0 0 6 1
F00008 F03351 1 0 5 0
F00009 EG 0 0 9 1
F00010 EG 1 0 7 0
F00011 F03352 0 0 1 0
F00012 FO1154 1 0 9 0
F00013 F04451 0 0 4 0
F00014 F02251 1 0 2 0
F00015 F04453 1 0 5 0
F00016 F04454 1 0 6 0
F00017 FO1155 3 2 4 0
F00018 FO1151 0 0 9 0
F00019 F03354 1 0 3 0
F00020 F03353 0 0 6 0
F00021 F03355 2 2 4 0
F00022 F02252 2 1 3 0
F00023 F02253 0 0 6 0
EG: Excluded from grouping because body weight was extremely different from the mean. (Continued)
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Study No. 430157

Attachment 12-1.  (Continued) Detailed clinical signs by FOB in female rats during acclimatization (administration group)

Quarantine/ Animal No. Open-field test
acclimatization
animal No. Gait Palpebral closure Consciousness Behavioral abnormalities
F00001 F04452 1 1 2 1
F00002 EG 1 1 2 1
F00003 F02254 1 1 2 1
F00004 FO1152 1 1 2 1
F00005 FO1153 1 1 2 1
F00006 F02255 1 1 2 1
F00007 F04455 1 1 2 1
F00008 F03351 1 1 2 1
F00009 EG 1 1 2 1
F00010 EG 1 1 2 1
F00011 F03352 1 1 2 1
F00012 F01154 1 1 2 1
F00013 F04451 1 1 2 1
F00014 F02251 1 1 2 1
F00015 F04453 1 1 2 1
F00016 F04454 1 1 2 1
F00017 FO1155 1 1 2 1
F00018 FO1151 1 1 2 1
F00019 F03354 1 1 2 1
F00020 F03353 1 1 2 1
F00021 F03355 1 1 2 1
F00022 F02252 1 1 2 1
F00023 F02253 1 1 2 1
Findings were graded as follows; (Continued)

Gait: 1: Normal (normal score), 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.
Consciousness: 1: Comatose; no response, 2: exp loring behavior (normal score), 3: excited and moving spasmodically.
Behavioral abnormalities: 1: Not observed (normal score), 2: straub's tail reaction, 3: moving backward, 4: writhing, 5: self-biting.
EG: Excluded from grouping because body weight was extremely different from the mean.
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Study No. 430157

Attachment 12-1.  (Continued) Detailed clinical signs by FOB in female rats during acclimatization (administration group)

Quarantine/ Animal No. Open-field test
acclimatization
animal No. Righting reflex
F00001 F04452 1
F00002 EG 1
F00003 F02254 1
F00004 FO1152 1
F00005 FO1153 1
F00006 F02255 1
F00007 F04455 1
F00008 F03351 1
F00009 EG 1
F00010 EG 1
F00011 F03352 1
F00012 FO1154 1
F00013 F04451 1
F00014 F02251 1
F00015 F04453 1
F00016 F04454 1
F00017 FO1155 1
F00018 FO1151 1
F00019 F03354 1
F00020 F03353 1
F00021 F03355 1
F00022 F02252 1
F00023 F02253 1

Findings were graded as follows;
Righting reflex: 1: Righting itself immediately (normal score),
2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
EG: Excluded from grouping because body weight was extremely different from the mean.
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Study No. 430157

Attachment 12-2. Detailed clinical signs by FOB in female rats during acclimatization (recovery group)

Quarantine/ Animal No. Observation of animals in cages
acclimatization
animal No. Posture Palpebral closure Excessive grooming Repetitive circling
F00024 FO1156 2 1 1 1
F00025 F03359 2 1 1 1
F00026 FO1157 2 1 1 1
F00027 F03358 2 1 1 1
F00028 F04460 2 1 1 1
F00029 F04457 2 1 1 1
F00030 F03357 2 1 1 1
F00031 F04459 2 1 1 1
F00032 F04456 2 1 1 1
F00033 FO1159 2 1 1 1
F00034 F01160 2 1 1 1
F00035 F03356 2 1 1 1
F00036 F03360 2 1 1 1
F00037 EG 2 1 1 1
F00038 EG 2 1 1 1
F00039 F04458 2 1 1 1
F00040 FO1158 2 1 1 1
Findings were graded as follows; (Continued)

Posture: 1: Prone or recumbent position, 2: resting normally (normal score), 3: moving or running about, 4: jumping.
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.
Excessive grooming: 1: Not observed (normal score), 2: observed.
Repetitive circling: 1: Not observed (normal score), 2: observed.
EG: Excluded from grouping because body weight was extremely different from the mean.
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Study No. 430157

Attachment 12-2.  (Continued) Detailed clinical signs by FOB in female rats during acclimatization (recovery group)

Quarantine/ Animal No. Observation of animals in cages
acclimatization
animal No. Biting behavior Clonic convulsions Tonic convulsions
F00024 FO1156 1 1 1
F00025 F03359 1 1 1
F00026 FO1157 1 1 1
F00027 F03358 1 1 1
F00028 F04460 1 1 1
F00029 F04457 1 1 1
F00030 F03357 1 1 1
F00031 F04459 1 1 1
F00032 F04456 1 1 1
F00033 FO1159 1 1 1
F00034 FO1160 1 1 1
F00035 F03356 1 1 1
F00036 F03360 1 1 1
F00037 EG 1 1 1
F00038 EG 1 1 1
F00039 F04458 1 1 1
F00040 FO1158 1 1 1
Findings were graded as follows; (Continued)

Biting behavior: 1: Not observed (normal score), 2: observed.
Clonic convulsions: 1: Not observed (normal score), 2: jaw convulsions, 3: tremor.
Tonic convulsions: 1: Not observed (normal score), 2: tonic extension, 3: opisthotonus convulsions,
4: saltatory convulsions, 5: asphyxial convulsions.
EG: Excluded from grouping because body weight was extremely different from the mean.
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Study No. 430157

Attachment 12-2.  (Continued) Detailed clinical signs by FOB in female rats during acclimatization (recovery group)

Quarantine/ Animal No. Observation of animals on observer's palm
acclimatization
animal No. Ease of removal from cage Ease of handling Muscle tone Fur conditions
F00024 FO1156 2 2 2 1
F00025 F03359 2 2 2 1
F00026 FO1157 2 2 2 1
F00027 F03358 2 2 2 1
F00028 F04460 2 2 2 1
F00029 F04457 2 2 2 1
F00030 F03357 2 2 2 1
F00031 F04459 2 2 2 1
F00032 F04456 2 2 2 1
F00033 FO1159 2 2 2 1
F00034 FO1160 2 2 2 1
F00035 F03356 2 2 2 1
F00036 F03360 2 2 2 1
F00037 EG 2 2 2 1
F00038 EG 2 2 2 1
F00039 F04458 2 2 2 1
F00040 FO1158 2 2 2 1
Findings were graded as follows; (Continued)

Ease of removal from cage: 1: Docile and allowing itself to be handled, 2: rearing or cowering (normal score), 3: running about; hard to catch.
Ease of handling: 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing (normal score), 3: struggling and trying to bite observer's hand.
Muscle tone: 1: Decreased, 2: normal (normal score), 3: increased.
Fur conditions: 1: Normal (normal score), 2: slightly soiled, 3: markedly soiled.
EG: Excluded from grouping because body weight was extremely different from the mean.
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Study No. 430157

Attachment 12-2.  (Continued) Detailed clinical signs by FOB in female rats during acclimatization (recovery group)

Quarantine/ Animal No. Observation of animals on observer's palm
acclimatization
animal No. Mucous membranes Lacrimation Salivation Piloerection
F00024 F01156 1 1 1 1
F00025 F03359 1 1 1 1
F00026 FO1157 1 1 1 1
F00027 F03358 1 1 1 1
F00028 F04460 1 1 1 1
F00029 F04457 1 1 1 1
F00030 F03357 1 1 1 1
F00031 F04459 1 1 1 1
F00032 F04456 1 1 1 1
F00033 FO1159 1 1 1 1
F00034 F01160 1 1 1 1
F00035 F03356 1 1 1 1
F00036 F03360 1 1 1 1
F00037 EG 1 1 1 1
F00038 EG 1 1 1 1
F00039 F04458 1 1 1 1
F00040 FO01158 1 1 1 1
Findings were graded as follows; (Continued)

Mucous membranes: 1: Normal (normal score), 2: brown, 3: hemorrhage, 4: swelling.
Lacrimation: 1: None (normal score), 2: mild, 3: marked.
Salivation: 1: None (normal score), 2: mild, 3: marked.
Piloerection: 1: None (normal score), 2: mild, 3: marked.
EG: Excluded from grouping because body weight was extremely different from the mean.
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Study No. 430157

Attachment 12-2.  (Continued) Detailed clinical signs by FOB in female rats during acclimatization (recovery group)

Quarantine/ Animal No. Observation of animals on observer's palm
acclimatization
animal No. Pupil size Respiration
F00024 FO1156 2 1
F00025 F03359 2 1
F00026 F01157 2 1
F00027 F03358 2 1
F00028 F04460 2 1
F00029 F04457 2 1
F00030 F03357 2 1
F00031 F04459 2 1
F00032 F04456 2 1
F00033 FO1159 2 1
F00034 F01160 2 1
F00035 F03356 2 1
F00036 F03360 2 1
F00037 EG 2 1
F00038 EG 2 1
F00039 F04458 2 1
F00040 FO1158 2 1
Findings were graded as follows; (Continued)

Pupil size: 1: Mydriasis, 2: normal (normal score), 3: miosis.
Respiration: 1: Normal (normal score), 2: bradypnea, 3: dyspnea.
EG: Excluded from grouping because body weight was extremely different from the mean.
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Study No. 430157

Attachment 12-2.  (Continued) Detailed clinical signs by FOB in female rats during acclimatization (recovery group)

Quarantine/ Animal No. Open-field test
acclimatization Frequency of urination Frequency of defecation Frequency of rearing Frequency of grooming
animal No. (during a 2-minute period) (during a 2-minute period) (during a 2-minute period) (during a 2-minute period)
F00024 FO1156 0 0 16 0
F00025 F03359 0 1 8 0
F00026 FO1157 0 0 5 0
F00027 F03358 1 0 8 0
F00028 F04460 1 1 13 0
F00029 F04457 0 0 13 0
F00030 F03357 0 0 4 0
F00031 F04459 1 0 7 0
F00032 F04456 0 0 6 0
F00033 FO1159 0 0 20 0
F00034 FO1160 0 0 10 0
F00035 F03356 0 0 9 0
F00036 F03360 0 0 14 0
F00037 EG 0 0 14 0
F00038 EG 0 0 18 0
F00039 F04458 0 0 18 0
F00040 FO1158 1 0 6 0
EG: Excluded from grouping because body weight was extremely different from the mean. (Continued)
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Study No. 430157

Attachment 12-2.  (Continued) Detailed clinical signs by FOB in female rats during acclimatization (recovery group)

Quarantine/ Animal No. Open-field test
acclimatization
animal No. Gait Palpebral closure Consciousness Behavioral abnormalities
F00024 FO1156 1 1 2 1
F00025 F03359 1 1 2 1
F00026 FO1157 1 1 2 1
F00027 F03358 1 1 2 1
F00028 F04460 1 1 2 1
F00029 F04457 1 1 2 1
F00030 F03357 1 1 2 1
F00031 F04459 1 1 2 1
F00032 F04456 1 1 2 1
F00033 FO01159 1 1 2 1
F00034 F01160 1 1 2 1
F00035 F03356 1 1 2 1
F00036 F03360 1 1 2 1
F00037 EG 1 1 2 1
F00038 EG 1 1 2 1
F00039 F04458 1 1 2 1
F00040 F01158 1 1 2 1
Findings were graded as follows; (Continued)

Gait: 1: Normal (normal score), 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure: 1: Eyelids open normally (normal score), 2: eyelids half-closed, 3: eyelids closed.
Consciousness: 1: Comatose; no response, 2: exp loring behavior (normal score), 3: excited and moving spasmodically .
Behavioral abnormalities: 1: Not observed (normal score), 2: straub's tail reaction, 3: moving backward, 4: writhing, 5: self-biting.
EG: Excluded from grouping because body weight was extremely different from the mean.
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Study No. 430157

Attachment 12-2.  (Continued) Detailed clinical signs by FOB in female rats during acclimatization (recovery group)

Quarantine/ Animal No. Open-field test
acclimatization
animal No. Righting reflex
F00024 FO1156 1
F00025 F03359 1
F00026 F01157 1
F00027 F03358 1
F00028 F04460 1
F00029 F04457 1
F00030 F03357 1
F00031 F04459 1
F00032 F04456 1
F00033 F01159 1
F00034 F01160 1
F00035 F03356 1
F00036 F03360 1
F00037 EG 1
F00038 EG 1
F00039 F04458 1
F00040 F01158 1

Findings were graded as follows;
Righting reflex: 1: Righting itself immediately (normal score),
2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
EG: Excluded from grouping because body weight was extremely different from the mean.
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Attachment 13.

Background Data

Crl.CD(SD) Female Rats

Urinalysis 9- 11 weeks
Value
Exam.item Unit N Mean = SD Min. Max. Range of 2SD
uv mL 84 11.0 + 4.7 4.2 29.0 1.6 - 20.4
S.G. 84 1.050 + 0.015 1.012 1.080 1.020 - 1.080
Na mEg/L 55 131.1 + 50.7 15.8 252 29.7 - 2325
K mEg/L 55 261.3 + 83.4 91.5 4226 945 - 428.1
Cl mEg/L 55 181.3 + 68.8 48.1 338.4  43.7 - 3189
Na mEqg/day 55 1.26 + 0.39 0.13 1.96 048 - 2.04
K mEqg/day 55 2.51 £ 0.62 0.64 3.82 1.27 - 375
Cl mEqg/day 55 1.74 + 0.53 0.21 274  0.68 - 2.80

N: Number of animals

Hashima Laboratory, Nihon Bioresearch Inc.
Data collected between March 2017 and March 2023.
Data compiled in April 2023.
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Attachment 14.

Blood chemical findings

Background Data

Study No. 430157

Crl:CD(SD) Female Rats
9- 11 weeks

Exam.item Unit N Mean += SD Min. Max. Range of 2SD
AST U/L 54 91.3 = 18.6 59.5  165.7 54.1 - 1285
ALT U/L 54 24.6 £ 6.3 17.7 62.3 12.0 - 37.2
ALP U/ L 34 943 + 22.4 55.1  155.8 49.5 - 139.1
T-Cho mg/dL 54 57.7 = 13.0 322 86.9 31.7 - 83.7
TG mg/dL 54 154 = 7.7 7.6 48.0 0.0 - 30.8
T-Bil mg/dL. 54 0.11 = 0.02 0.09 0.16 0.07 - 0.15
UN mg/dL 54 164 £ 2.8 11.1 28.7 10.8 - 22.0
CRE mg/dL 54 0.37 = 0.04 0.30 0.47 029 - 045
1P mg/dL. 54 74 = 0.8 5.7 9.1 58 - 9.0

Ca mg/dL. 54 9.8 = 0.3 9.2 10.5 92 - 104
Glu mg/dL 54 125.0 £ 12.8 92.7  160.8 99.4 - 150.6
Na mEg/L 54 142.7 £ 1.7 139.8 150.6 139.3 - 146.1
K mEg/L. 54 398 + 0.22 3.48 4.55 3.54 - 442
Cl mEq/L 54 106.7 £ 2.2 955 109.7 1023 - 111.1
TP g/dl. 54 5.65 = 0.34 4.98 6.81 497 - 6.33
A/G 54 1.06 = 0.11 0.84 1.27 0.84 - 1.28
alb % 54 51.3 £ 2.6 45.6 56.0 46.1 - 56.5
a,-glb % 54 19.2 =+ 1.9 14.3 23.1 15.4 - 23.0
a,-glb % 54 84 + 0.8 6.8 10.0 6.8 - 10.0
B-glb % 54 159 = 1.2 13.2 18.5 13.5 - 183
v-glb % 54 52 £ 14 3.0 9.1 24 - 8.0

Alb g/dL 54 290 + 0.23 2.48 3.65 244 - 3.36

N: Number of animals

Hashima Laboratory, Nihon Bioresearch Inc.

Data collected between June 2021 and November 2022.
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Study No. 430157

Attachment 15.

Background Data

Organ weights Crl: CD(SD) Male Rats
9-11 weeks

Organ Unit N Mean + S.D. Min. Max. Range of 2S.D.
Body weight (g) 50 346 + 34 269 420 278 ~ 414
Brain (2) 50 207 + 0.09 1.87 2.26 1.89 ~ 225
(g%) 50 0.60 = 0.05 0.48 0.74 0.50 ~ 0.70
Thymus (g8 50 055 + 0.12 0.34 0.81 031 ~ 0.79
(g%) 50 0.16 =+ 0.04 0.09 0.24 0.08 ~ 0.24
Heart (g9 50 1.23 + 0.13 0.89 1.44 097 ~ 1.49
(g%) 50 036 = 0.03 0.28 041 0.30 ~ 0.42
Liver (g9 50 991 + 1.07 7.74 12.54 7.77 ~ 12.05
(g%) 50 2.86 += 0.18 2.54 349 250 ~  3.22
Spleen (g9 50 0.74 + 0.12 0.53  0.99 0.50 ~ 0.98
(g%) 50 0.21 = 0.03 0.15 0.29 0.15 ~ 0.27
Kidneys (g9 50 272 + 0.23 2.03 332 226 ~ 3.18
(g%) 50 0.79 + 0.06 0.64 092 0.67 ~ 091
Adrenals (mg) 50 588 + 84 46.9 84.7 420 ~ 75.6
(mg%) 50 17.1 + 23 122 22.1 125 ~  21.7
Testes (g8 50 3.09 £ 0.34 2.34 398 241 ~  3.77
(g%) 50 090 = 0.11 0.71 1.14 0.68 ~ 1.12
Epididymides  (g) 40 087 + 0.14 0.60 1.13 0.59 ~ 1.15
(g%) 40 0.25 + 0.03 0.19 0.33 0.19 ~ 0.31
N: Number of animals Hashima Laboratory, Nihon Bioresearch Inc.
Data collected between March 2021 and March 2023.
Data compiled in April 2023.
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—
i

PO RGMEaE

AR : 430157

F B REAVBTIFADT v MWL 28 BRERERGEERR

YRR FHCFWE SR 5380 % 9 2 R 2 B8 2 IOV T (FRAT 0331

F8H, Y2303 20 RUFE 6 5, BB 110331010 B, FRK234E3 H 31 B) 12HE->C

Fhish, ZORAREFIIITFROTIEN EMICTER S, 2057 — 2 BEMICEBSh T
WD Z L ERFET 5.

AR OV TIEAIE 1, 2 D L3V Ehii L, TR EE FEE R ORBRELE ~ RS Lz

Dp2xF&#E 3 B AXH

MASH AN, F Y —F v ¥ — PSR

pe—

500



Study No. 430157

QAU Statement 2/3

B 1
T LTI e
B T 20234 11 H 148 20234 11 A 15 H
2. Bz AN 20234 11 A 150 20234 11 7 15
3. arta—47u ha—iu 20234 11 A 150 20234 11 7 15
4. YRYE DL TEVEMETR. 20234 11 H 16 20234 11 H 16 A
5. B GBAROIREL K O EVEDOTER 20234 11 H 16 20234 11 H 16 A
6. AEBRGFTHEFELAEEH No.l) 20234 11 H 22H 20234 11 H 24 A
7. R E DB 20234 11 H 24H 20234 11 H 24 A
8. BEARIRDFEY 20234 11 H 24H 20234 11 H 24 A
9. # 5 20234 11 4 240 20234 11 5 24 A
10. —fiRiE#IEE 20234 11 H 24H 20234 11 H 24 A
11. B EE B 20234 11 H 248 20234 11 A 24 H
12. 17Eh&RE (FOB) #1%% 20234 11 H 298 20234 12H 1H
13. IREHIE 20234 11 H 300 20234 12H 1 H
14, EEFEHE 20234 11 H 300 20234 12H 1 H
15, BE53T B OV (458031 20234 12H 1H 20234 12H 1H
16. JRIEA 20234E 12 150 20234E 12 21 H
17. B3 EE) EHIE 20234 12H 18 2023412 A 21 H
18. J&RF UG 20234 12H 19 20234 12 H 21 A
19. I 7IE 2023 12H 198 2023412 A 21 H
20. fEdtRA 20234 12H 21 2023412 H 21 H
21, M - BRI - PYEEENE (RGMIRETE) 20234 12H 210 20234 12 H 21 H
22. g&%@@%ﬁ (Mo H, HE) GG T 202345 12 H 21 202345 12 A 21 A
23, MiRAA AR (g B, JIE, RAFFM 202348 12 H 21 202345 12 H 21 H

THOWRE) (B5HIMIKE TH)

24, ABGEHIELEE (No.2) 20234 12H 28H 20234 12 H 28 A
25, FEAERL Gt - BI0 L) 20244 1H 4B 20244 1H 4H
26. FABEHIELEE (No.3) 20244 1H 9H 20244 1H 9H
27. A 20244 1A 100 20244 1H 10H
28. FEAERL (Rt « L)) 20244 1 H 16 H 20244 1H 16 H
29. JREBHAR PR A 20244 2 H 14H 20244 2 H 14 H
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BIE 2
R LTI e
30. A7 —% 20244 3H 1H  2024% 3H 7H
~ 3H 6H
31 s E (—kF) 20244 3H 1H 20244 3H 7H
~ 34 7H
32, FEA 20244 3H 6H  2024% 3H 7H
33, BT —% (Faid) 20244 3 H 11 H 20244 3 H 11 H
34, FfdiEE (—k%) (L) 20244 3 H 11 H 20244 3 H 11 H
35. T —% 20244 3 H 22H 20244 3 H 22H
36. HRSEE 20244 3 H 22H 20244 3 H22H
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