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1. 22 (Summary)
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2. M2 (Introduction)

22 SDA rats 0|8

- SEESY [ME HM16977F (2020-02-11, LEIHH)]
- MSE0 St HE [HE HM15944F (2018-12-11, LEIH)]
- SE22YUYS S2HS : JAC2021-0624

2.2 Al&gd™

NE= M PR : 2021-02-23

HEMAY : 2021-03-09

MESE-YY : 2021-03-09

#35t7|7t 1 2021-03-09 - 2021-03-15
= 22/ : 2021-03-15

E0Y : 2021-03-16

UdtS A BHE | : 2021-03-16 — 2021-03-30
BAHY : 2021-03-30

MYEzY : 2021-03-30

NEEs2Y : 2021-04-09
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3. {2 (Materials)
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(Annex 1, Figure 1)
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4. 4 (Methods)
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£ 14 4w ZE MES22 &t HAAE HAS ZF| Isoflurane (OFO|ZZtelf - SHLEX|QF,
CH3tol=) OFFotoll WEXIAL 610 |02 FI|E AASHULCEH 0|4 7= UAMSHK| efof
ZAHE SN HAAb= HAIGHA] UL

4.5 SAHXE|

2 ANgoMe HMZ CIOIEfof CHal SPSS (Ver 19.0) E4 Z21#S 0|50 EHEMS
> HSHACH. T, Levene s testE Soi s&2E ™S 2SIAUL, one-way ANOVA
AAE 85t 2t AFZ RALE QISHALE, One-way ANOVA ZALE ast At
N7t f2o40] 2QlEH0o, 2o SEHY K20 M2 AFHEY (240 SHEHS E2,
Scheffe LtEAF)E HAISIULEH MEFAH2 95 %= HHSHAULC
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5. Z1} (Results)

51 AlYE U LHEH (Table 1, 2 and Appendix 1, 2)
HYI| & NHEE B0 28t MYSE H 0|4BH2 HEEX LU

—_ =

5.2 M| S®3} (Table 3 and Appendix 3, 4)

ISEE 20, 50 = 7 LX0l YA 2000 mg/kg BW. AHESE FOHZUM FAM xRt
HIWSH R2XQ S7t (p<0.05)7F EEALE. 012, Z= FHZNM FLHA MES7Ht

5.3 2HAZ (Table 4 and Appendix 5, 6)
ZQ 0| et SN AAMZEY, RE FHZ0AM O|4AHR2 ZEEX] IQULH
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A ZHE (Discussion & Conclusion)
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8. Tables (Group summary)
Table 1. Mortality

Mortality
Group Dose
(mg/kg B.W.) Male Female
0% 0%
G1 0
(0/5) (0/5)
0% 0%
G? 500
(0/5) (0/5)
0% 0%
G3 1000
(0/5) (0/5)
0% 0%
G4 2000
(0/5) (0/5)

B.W. : Body weight, ® : Number of dead animals/Number of tested animals
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Table 2. Clinical signs

Group Dose Sex Number Clinical signs
(mg/kg B.W.) of animals

Male 5 Normal
G1 0

Female 5 Normal

Male 5 Normal
G2 500

Female 5 Normal

Male 5 Normal
G3 1000

Female 5 Normal

Male 5 Normal
G4 2000

Female 5 Normal

B.W. @ Body weight

Page 11 of 24
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Table 3. Body weight

Unit @ g
Dose Day(s) after administration
Group (mg/kg Sex
B.W.) 0 7 14
Mean 191.0 291.4 350.3
Male S.D. 8.5 19.1 20.8
N 5 5 5
G1 0
Mean 128.0 183.3 209.6
Female S.D. 6.9 4.1 10.8
N 5 5 5
Mean 191.9 291.0 350.2
Male S.D. 6.0 13.8 18.0
N 5 5 5
G2 500
Mean 126.4 181.9 209.6
Female S.D. 2.0 5.2 1.7
N 5 5 5
Mean 188.6 290.4 347.4
Male S.D. 5.0 12.7 20.0
N 5 5 5
G3 1000
Mean 129.4 187.0 215.7
Female S.D. 3.6 5.7 5.4
N 5 5 5
Mean 190.8 291.3 350.6
Male S.D. 7.3 5.3 9.6
N 5 5 5
G4 2000
Mean 128.7 194.7* 2211
Female S.D. 7.4 6.3 9.3
N 5 5 5

B.W. : Body weight, N : Number of animals, S.D. : Standard deviation

* © Significant difference as compared with control (p<0.05)

Page 12 of 24



TNK-2021-000166

Final report

Table 4. Necropsy findings

Dose

Necropsy findings

Removal
Group (mg/kg  Sex
B.W.) reason External findings Internal findings
Male Tgrminal .NO. gross .No. gross
sacrifice (5)? findings (5) findings (5)
G1 0

Female Terminal .NO. gross .No' gross
sacrifice (5) findings (5) findings (5)
Male Terqnnal .Nongross 'No'gross
sacrifice (5) findings (5) findings (5)

G2 500
Female Terqnnal .Nolgross .No.gross
sacrifice (5) findings (5) findings (5)
Male Terqﬂnal .Nongross 'No'gross
sacrifice (5) findings (5) findings (5)

G3 1000
Female Terminal ‘No‘ gross .No. gross
sacrifice (5) findings (5) findings (5)
Male Terminal .NO. gross .No. gross
sacrifice (5) findings (5) findings (5)

G4 2000
Female Terminal .No. gross .No. gross
sacrifice (5) findings (5) findings (5)

B.W. : Body weight, ® : Number of observed animals
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9. Appendices (Individual data)

Appendix 1. Clinical signs of male rats

Hour(s) after administration

Day(s) after

Group (mg/[igsgw) nAunrinrrg)zlr administration

o 0.5 1 2 3 4 2 3 4

1101 N N N N N N N N

1102 N N N N N N N N

G1 0 1103 N N N N N N N N
1104 N N N N N N N N

1105 N N N N N N N N

1201 N N N N N N N N

1202 N N N N N N N N

G2 500 1203 N N N N N N N N
1204 N N N N N N N N

1205 N N N N N N N N

1301 N N N N N N N N

1302 N N N N N N N N

G3 1000 1303 N N N N N N N N
1304 N N N N N N N N

1305 N N N N N N N N

1401 N N N N N N N N

1402 N N N N N N N N

G4 2000 1403 N N N N N N N N
1404 N N N N N N N N

1405 N N N N N N N N

B.W. : Body weight, N © Normal

Page 14 of 24
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Appendix 1. (Continued)

Days after administration

Group Dose Anima

(mg/kg B.W.) number 5 ¢ ;g 9 qp 11 12 13 14

101 N N N N N N N N N N

12 N N N N N N N N N N

G1 0 103 N N N N N N N N N N
104 N N N N N N N N N N

5, N N N N N N N N N N

20 N N N N N N N N N N

202 N N N N N N N N N N

G2 500 203 N N N N N N N N N N
204 N N N N N N N N N N

205 N N N N N N N N N N

90 N N N N N N N N N N

02 N N N N N N N N N N

G3 1000 03 N N N N N N N N N N
304 N N N N N N N N N N

05 N N N N N N N N N N

41 N N N N N N N N N N

1402 N N N N N N N N N N

G4 2000 1403 N N N N N N N N N N

1404 N N N N N N N N N N

1405 N N N N N N N N N N

B.W. : Body weight, N @ Normal
(End)
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Appendix 2. Clinical signs of female rats

Hour(s) after administration

Day(s) after

Group (mg/[igsgw) nAunrian)ZIr administration

o 0.5 1 2 2 3 4

2101 N N N N N N

2102 N N N N N N

G1 0 2103 N N N N N N
2104 N N N N N N

2105 N N N N N N

2201 N N N N N N

2202 N N N N N N

G2 500 2203 N N N N N N
2204 N N N N N N

2205 N N N N N N

2301 N N N N N N

2302 N N N N N N

G3 1000 2303 N N N N N N
2304 N N N N N N

2305 N N N N N N

2401 N N N N N N

2402 N N N N N N

G4 2000 2403 N N N N N N
2404 N N N N N N

2405 N N N N N N

B.W. : Body weight, N © Normal
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Appendix 2. (Continued)

Days after administration

Group Dose Anima

(mg/kg BW.) number 5o 7 g g 45 41 12 13 14

200 N N N N N N N N N N

202 N N N N N N N N N N

G 0 203 N N N N N N N N N N
204 N N N N N N N N N N

25 N N N N N N N N N N

200 N N N N N N N N N N

200 N N N N N N N N N N

G2 500 203 N N N N N N N N N N
204 N N N N N N N N N N

20 N N N N N N N N N N

221 N N N N N N N N N N

22 N N N N N N N N N N

G3 1000 23 N N N N N N N N N N
24 N N N N N N N N N N

25 N N N N N N N N N N

20 N N N N N N N N N N

22 N N N N N N N N N N

G4 2000 23 N N N N N N N N N N

2404 N N N N N N N N N N

2405 N N N N N N N N N N

B.W. @ Body weight, N : Normal
(End)
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Appendix 3. Body weight of male rats

Unit : g
Sroun (g;iig nAunr:EZIr Day(s) after administration

B.W.) 0 7 14

1101 180.6 269.5 330.2

1102 189.8 299.0 369.7

1103 194.9 305.8 361.0

G1 0 1104 203.0 310.3 365.1
1105 186.6 272.6 325.5

Mean 191.0 291.4 350.3

S.D. 8.5 19.1 20.8

1201 199.8 311.7 372.8

1202 187.0 280.9 348.5

1203 184.8 282.4 333.9

G2 500 1204 194.6 298.8 363.7
1205 193.3 281.4 332.0

Mean 191.9 291.0 350.2

S.D. 6.0 13.8 18.0

1301 188.4 288.7 340.6

1302 193.8 311.8 382.7

1303 184.3 278.3 337.4

G3 1000 1304 183.2 284.0 333.8
1305 193.5 289.0 342.3

Mean 188.6 290.4 347.4

S.D. 5.0 12.7 20.0

1401 192.1 296.9 341.5

1402 186.0 286.8 344.9

1403 182.9 284.9 356.0

G4 2000 1404 190.8 295.2 364.8
1405 202.0 292.9 346.0

Mean 190.8 291.3 350.6

S.D. 7.3 5.3 9.6

B.W. : Body weight, S.D. : Standard deviation
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Appendix 4. Body weight of female rats

Unit : g
Sroun (g;iig nAunr:EZIr Day(s) after administration

B.W.) 0 7 14

2101 128.0 180.6 205.5

2102 118.2 185.3 215.8

2103 137.8 189.3 221.6

G1 0 2104 128.5 182.0 211.8
2105 127.7 179.2 193.3

Mean 128.0 183.3 209.6

S.D. 6.9 4.1 10.8

2201 126.6 182.2 208.5

2202 127.2 188.3 228.8

2203 128.7 184.3 208.7

G2 500 2204 126.1 180.5 204.5
2205 123.2 174.2 197.4

Mean 126.4 181.9 209.6

S.D. 2.0 5.2 1.7

2301 125.0 181.9 212.4

2302 131.8 191.6 219.3

2303 126.3 180.1 208.3

G3 1000 2304 131.0 188.5 216.3
2305 133.1 192.7 222.0

Mean 129.4 187.0 215.7

S.D. 3.6 5.7 5.4

2401 122.0 192.9 217.5

2402 120.0 188.8 2111

2403 131.1 190.0 215.9

G4 2000 2404 133.1 204 1 234.5
2405 137.3 197.5 226.3

Mean 128.7 194.7 2211

S.D. 7.4 6.3 9.3

B.W. : Body weight, S.D. : Standard deviation
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Appendix 5. Necropsy findings of male rats

Dose

Animal Necropsy findings
Group (mg/kg Removal reason
B.W,) number External Internal

1101 Terminal sacrifice  No gross findings No gross findings
1102  Terminal sacrifice  No gross findings No gross findings

G1 0 1103 Terminal sacrifice  No gross findings No gross findings
1104  Terminal sacrifice  No gross findings No gross findings
1105 Terminal sacrifice  No gross findings No gross findings
1201 Terminal sacrifice  No gross findings No gross findings
1202  Terminal sacrifice  No gross findings No gross findings

G2 500 1203  Terminal sacrifice  No gross findings No gross findings
1204 Terminal sacrifice  No gross findings No gross findings
1205  Terminal sacrifice  No gross findings No gross findings
1301 Terminal sacrifice  No gross findings No gross findings
1302  Terminal sacrifice  No gross findings No gross findings

G3 1000 1303  Terminal sacrifice  No gross findings No gross findings
1304  Terminal sacrifice  No gross findings No gross findings
1305 Terminal sacrifice  No gross findings No gross findings
1401 Terminal sacrifice  No gross findings No gross findings
1402  Terminal sacrifice  No gross findings No gross findings

G4 2000 1403  Terminal sacrifice  No gross findings No gross findings
1404  Terminal sacrifice  No gross findings No gross findings
1405 Terminal sacrifice  No gross findings No gross findings

B.W. @ Body weight
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Appendix 6. Necropsy findings of female rats

Dose

Animal Necropsy findings
Group (mg/kg Removal reason
B.\y,) number External Internal

2101 Terminal sacrifice  No gross findings No gross findings
2102 Terminal sacrifice  No gross findings No gross findings

G1 0 2103 Terminal sacrifice No gross findings No gross findings
2104 Terminal sacrifice  No gross findings No gross findings
2105  Terminal sacrifice  No gross findings No gross findings
2201 Terminal sacrifice  No gross findings No gross findings
2202  Terminal sacrifice  No gross findings No gross findings

G2 500 2203  Terminal sacrifice  No gross findings No gross findings
2204 Terminal sacrifice  No gross findings No gross findings
2205 Terminal sacrifice  No gross findings No gross findings
2301  Terminal sacrifice  No gross findings No gross findings
2302  Terminal sacrifice  No gross findings No gross findings

G3 1000 2303  Terminal sacrifice  No gross findings No gross findings
2304  Terminal sacrifice  No gross findings No gross findings
2305 Terminal sacrifice  No gross findings No gross findings
2401 Terminal sacrifice  No gross findings No gross findings
2402  Terminal sacrifice  No gross findings No gross findings

G4 2000 2403  Terminal sacrifice  No gross findings No gross findings
2404  Terminal sacrifice  No gross findings No gross findings
2405  Terminal sacrifice No gross findings No gross findings

B.W. @ Body weight
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10. Figure

Figure 1. Test substance
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11, Annex
Annex 1. Information of test substance (Submitted by sponsor)
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Annex 1. (Continued)
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