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0.01mg/kg

/

ADI



[EEN

a b~ WON

© 00 N O

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33

(1)
Toltrazuril
CH>

|
C NYO

5 N NH
F3C/ H:C \ﬂ/
@]
@]

C1gH14F3NO4S
425.38
193-196
25 %
9.7% 1,2 3.2%
10"% 1 mol/L 4.2><10"%
)
Summary Report
a
©)
2005
2.
2-1.
1c 20mg/kg

a Wall forming bodies

(

)

1.3%

1.9x<

EMEA

EU
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Cmax

25 36pg-eq/mL  Tmax 24 8 Ty 76.0 23.7 168
80%
2-6%
4 ( T
) T
( ) T
4.6-16.0% 121% T
1% (1)
4 4c 2 4 mglkg 1 2
0.5 45 85 155 1
4.5 72% 155 94%
Cmax 21.0 28.9ug-eq/mL T max 0.5
155 1 2 0.5 8
T 1.19 8 155 T 3.27
2 Tip ?
( ) 25ppm 2 7mg/kg /
120 T T
T Crax 0.6pg/mL
2ug/mL Thax T 24 5ug/mL
120 2ug/mL :
( 14 ) Mc 20mg/kg 70
21 Crnax
14pg-eq/g  Tmax 72 6 ° 48 70
72
T 28 100%
21 36% 12%
10% 14 10.7ug-eq/g 8.4ug-eq/g
5.7ug-eq/g 6.0ug-eq/g 3.1ug-eq/g 3.2ug-eq/g 4.8ug-eq/g 3.9ug-eq/g
5.8ug-eq/g 6.1ug-eq/g T 70 0.1ug-eq/g
4
6 / 20mg/kg
28 T T
b 72 6
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Cinax 20.0 9.5pg/mL  Tmax 10.2 34.7
Ty, 3130 T Cinax 5.4 3.4ug/mL Tmax 2.7 25 Tz 3.0
28 T Cinax 12.9 7.5pg/mL Tma 8.7 83 Ty, 103 16.9
AUC 69 66 63% >
3 4c 20mg/kg 24 72 2
1 1 72
Cmax 22.3ug-eqg/mL  Tnax 24 72
3.4% 47.4% 24
64-79% T 4-20%
T 4-13% 6
8 |/ )y Mc 20mg/kg
60 T
Cinax 29.1 14.9ug/mL T max
13.4 Ty, 43.1 54.6 MRT  62.2 835 T
Cinax 6.79 5.52ug/mL Tma 36.5 36.8 Ty, 395 47.6 MRT  81.7 90.7
T Cinax 16.1 12.9ug/mL Tmax 154 156 Ty, 215 246 MRT
398 439 AUC 76.2 84.9 86.4%
7
( 8 ) Yc 15 mg/kg 28 56 84 91
2 21 28
Crmax 27.08 ug-eq/L 39.74 pg-eq/L T max
120 T 155 154 168
35  3.1% 5.2% 5.4% 1.0%  1.1%
.
T 28
T 8
3-4 ( 5 ) 5% 15mg/kg
80
Cinax 37.3  36.5mg/L Tmax 31.7  36.4 MRT 126 127 Tu
659  62.6 0.5 -37 60
9
12 7 mg/ kg / 16-28ppm
2 7.7-10.8mg/kg / 20
T 1 T
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/ 0.1
20 10
0.2ppm
5 24
49 70 91
T
3 5
91 2
2
91
15
2 3
28 42 56
e 2 f
T
( 2-3

40 42 44 46 48 50

(=X

28

/ 14 0.05
0.3 0.2ppm 10
2 7mg/kg 148 10 12 14 18
T
1 /
14 0.05 / 0.1 0.3
11
( ) 20 mg/kg 14 28
T T
91 (0.01-0.02ppm) 12
20mg/kg 28 49 70
T c
-
T 70
(0.02ppm) 18, 14
15mg/kg 28 42 56 70 84 4
-
70 0.03-0.04ppm
15mg/k
70 T T
T
70
(0.01ppm) 0.1
/ 34 /) 20mg/kg 35 38
T
28
3 1

28
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50 0.04 0.18ppm 18
2-2.
(1)
Wistar LDsy 2000 mg/kg
19, 20
T LDso 5000 mg/kg
21
)
3 22
Wistar 15 / 0 1.1 4.2 16.6mg/kg
/ 0 1.2 4.7 17.4mg/kg / 3
RBC Hb Ht
8 RBC Hb Ht
30
c
12
NOAEL 1.1 mg/kg / 1.2 mg/kg /
15 23
Wistar 10 / T 0 3.8 11.2mg/kg /
0 4.8 14.7mg/kg / 15
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NOAEL 11.2 mg/kg / 14.7 mg/kg /
13 24
4 |/ 0 1.5 4.5 13.5mg/kg /
13
13.5mg 1 5
13.5mg
13.5 mg 13.5 mg
4.5 mg
13.5mg
0 15 45 135 mg 1/4 1/4 3/4
313 0/4 0/4 0/4 2/3
NOAEL 1.5 mg/kg /
13 2
4 T 0 200 1000 5000ppm 8.3
41.2 209.2 8.6 43.3 203.3mg/kg / 13
5000ppm
1000ppm
NOAEL 8.3 8.6 mg/kg /
3) /
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24 / 26
B6C3F; 50 /

0 20 80 180 ppm O

9.9 41.4 95.2mg/kg / 0 11.9 47.2 106.1mg/kg / 24 /
10 /
12
Ht Hb
12 24
NOAEL 9.9mg/kg / 11.9mg/kg /
30 / ?!
Wistar 50 / 0 20 60 180 ppm 0

1.0 3.0 10.3mg/kg / 0 1.3 4.3 16.2mg/kg

Alb AP

12

12

/ 30 /
10 / 12

Hb Ht

30

12
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( 3 )
30
631
631-720
C_
NOAEL 1.0 mg/kg
30 /
15 Wistar
)
28 Wistar
) 180ppm
12
180ppm(10.9mg/kg /) LH
LH
15 Wistar
(31)
in vitro
32

4)

CD (0 4 15 60ppm)

F1 Fia F

49

1b

/

49

10

30

12

1.3 mg/kg /

180ppm(16.9mg/kg /

180ppm
(20
29 14 Wistar
30
30 /
DNA
30

-
Fo
Fo
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30 / 14

Fib /
4
(
Fo F1
60ppm Fia Fab 4
NOAEL
Wistar 25 |/
1mg/kg /
6 15 20
3mg
30mg
NOAEL
34, 35
SD 25-28 |/
20
30mg
10mg
30mg
g
30mg
30mg
o[ 20 ] 0

11

15ppm(1.25mg/kg /)

1mg/kg

30mg

0 3 10 30mglkg

/

Fip
Fab

15ppm

(33)

/ 10mg/kg

0 1 3 10 30mg/kg
6

/
15

/



NOAEL 3mg/kg / 10mg/kg /
36
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Wistar 25 / T 0 10 30 90mg/kg /
300mg/kg /
6 15 21
300mg
300mg
NOAEL 90mg/kg /
37
15 / 0 1 3 10mg/kg /
6 18
29
10mg 2
3mg
38
16 / 0 0.5 0.75 1.0 2.0mg/kg /
6 18
29
NOAEL 2.0mg/kg /
39
(5)
in vitro
Ames S. typhimurium 40

TA1535, TA1537, TA98, TA100

20-12500pug/plate(£S9)*

S. typhimurium
TA1535, TA1537, TA98, TA100

3.1-12500 pg/plate(+S9)*

41

S. typhimuriumTA1538

3.1-200 pg/plate(xS9)*

42

CHO/HGPRT

30-80pg/mL(+S9) 5h+7d °

43

60-80pg/mL(+S9) 5h+7d *

pv}

12




00 N ogkhwNE

10
11
12

13
14
15

16
17

18
19
20
21
22
23
24
25
26
27
28
29
30
31
32

45

CHO-WBI 10-100pug/mL(-S9)*
5.0-50pug/mL (+S9)°
uDSs 0.1-25.1pug/mL° 0
1.
2. 100pg/mL
3. 80pg/mL S9  1,2,5%
4. 125pg/mL
5. 125pug/mL 100pg/mL
6. 25.1ug/mL
T
Ames S. typhimurium 1 47
TA1535, TA1537, TA985,TA100 | 20-12500 H/plate(+S9)
S. typhimurium TA1538 31.3-500ug/plate(+S9)" 8
CHO/HGPRT 100-350pg/mL(-S9) 5h  6d * 9
50-350pg/mL(+S9) 5h  6d °
uDS 1.0-25.1pg/mL* >0
1.
2. 300pg/mL
3. 250pg/mL
4. 25.1ug/mL
in vivo
5000 mg/kg >
2p Wistar DNA | 30mg/kg /| 7 (31)
300 600mg/kg / (31)
-
25000 mg/kg >
T in vitro in vivo
T
DNA 32p.
(6)
(6)-1
( ) ( )
( ) (
) ( Hoffmeister ) ( )
) 100mg/kg (53)

13
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( ) 10"g/mL )
D4 10 g/mL
D, (54)
100mg/kg (CO) 1 (SV)
(TPR) CO,/0, ( )
CO SV TPR 100mg/kg (30mg
) (55)
( ) ( ) 8mg/kg
( ) 8mg/kg
(56)
Ht Hg
( )
100mg/kg (57)
( Na" K* ) 100mg/kg Na*
30mg/kg (58)
( ) 100mg/kg
( )
100mg/kg (59)
( ) (
) 100pg/mL (60)
6)-2 T
Irwin ( ) 100mg/kg
(61)
( ) 100mg/kg
(62)
( ) ( ) (
tail clip ) ( ) 100mg/kg
( ) 100mg/kg
«C ) ©2

14
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(62)

100mg/kg
(TPR)
TPR
(64)
(
(
100mg/kg
(
(
(58)
(30mg/kg
10mg/kg
(7)
HC:NzZW
500mg
48 72 14
24

) 1x10®° 10®mol/L
(63)
( ) 100mg/kg
(CO) 1 (SV)
CO,/0, ( ) 30mg/kg
CO sV
) 100mg/kg
) 30mg/kg
( ) 100mg/kg
(63),(65)
Ht Hg
( )
(30mg/kg )
(66)
) 100mg/kg
(61)
Na" K" CI"” ) 100mg/kg
( ) 100mg/kg
100mg/kg
) ( )
(67)
4 1 24
30mg
1 24 48 72 14 21

15
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0.2% 0.1mL 1
25% 0.5mL 48
0.5mL
69
3.
2
T
/
in vitro
uUDS in vivo 32p
in vitro Ames ubDSsS
T
16.2mg
/
DNA
30
NOAEL  1mg/kg /
(ADI)
30 /

16

(68)

2 25%
Ames
( DNA) T
in vivo
24 30 2
ADI
/
ADI
NOAEL
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1mg/kg

ADI

/
ADI
0.01mg/kg

/

0.01mg/kg

17

ADI

/

10

10

100



ADI

ALT

AP

AST

AUC

BUN

CAMP AMP
CHL

CHO

Crnex ()
CPK

GOT

GPT

Hb (
Ht

LOAEL

LOEL

MCH

MCHC

MCV

MBC

MIC

MLA

NOAEL

NOEL

T1/2

TBIL

Tcho

TD

TG

Tmax ( )

(- AST)
(- ALT)

18
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4,

. [Triazine-2-'*C]Toltrazuril: General study of the metabolism in the rat:
. [14

N -

1BAY Vi 9142: Pharmacokinetics (distribution, elimination and residues) in male broiler chickens after four
oral doses of 4 mg/kg (two times a day). Pilot study:

3. Pharmacokinetics of toltrazuril (Baycox 2, 5% solution buvable) in turkeys:

4. (**C)-Toltrazuril: Depletion and metabolism study in neonatal pigs:

5. Kinetic studies of Baycox vet. (50 mg/ml toltrazuril) after oral and intravenous administration in piglets:

(o]

. [Triazine-2-**C]Toltrazuril: Absorption, distribution, excretion and metabolism in piglets:

~

. Study of the kinetics of toltrazuril (50 mg/ml toltrazuril) after oral and intravenous administration to piglets:

. [**C]Toltrazuril: Tissue depletion and metabolism in calves:

© o

. Study on the Kinetics of toltrazuril (50 mg/ml toltrazuril) after oral administration to calves:

10. Residue analysis on Baycox 2.5% solution (toltrazuril) in broilers (study no. V99-003):

11. Residue analysis of 7 mg/kg Baycox ®2.5% w/v solution (toltrazuril) in skin, fat, muscle, liver and kidney of
turkeys (study no. V02-005):

12. Baycox ® (toltrazuril) residue study with unweaned piglets under field conditions from a farrowing farm over a
period of 3 months:

13. PNR140/1348 04-120-1 :

14. PNR140/1348 04-120-2 :

15. Residue analysis of 15 mg/kg Baycox ® 5% oral suspension (toltrazuril) in muscle, fat, liver and kidney of dairy
calves (study no. V03-006):

16. PNR140/1348 04-119-1 :

17. PNR140/1348 04-119-2 :

18. Baycox ® 5% oral suspension (toltrazuril): residue analysis in lambs after single oral administration of 20 mg/kg
toltrazuril 5% (study no. V05-005):

19. EMEA: COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS, TOLTRAZURIL, SUMMARY
REPORT(1)

20. PNR188 0435 :

21. Bay Vi 9143: Study of acute oral toxicity in rats (study no. T 0037244):

22. Bay Vi 9142: Subchronic toxicological studies on rats (three-month feeding test):

23. Bay Vi 9143: Subchronic toxicity studies in rats (feeding study over 15 weeks):
24. Bay Vi 9142: Subchronic toxicity study on dogs after oral administration (13 week capsule study):
25. Bay Vi 9143: Subchronic toxicity study in dogs — oral administration — (13 week feeding study) (study no.

T8021735):

26. Bay | 9142: Oncogenicity study in B6C3F1 mice (administration in feed over 24 months) (study no. T7021798):
19
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27. Bay | 9142: Study of chronic toxicity and carcinogenicity in Wistar rats (administration in feed over 30 months)
(study no. T1018930):

28. Bay i 9142: Study to determine any influence on the female hormone system in old Wistar rats (administration in
the feed for 49 weeks) (study no. T6033037):

29. Bay | 9142: Pilot study to determine any influence on the hormonal system in pregnant Wistar rats
(administration via the feed for up to 28 days) (study no. T2033088):

30. Bay i 9142: Investigations on hormonal effects of Bay i 9142 in female Wistar rats (administration in the diet for
12 weeks) (study no. T2058207):

31. 3p postlabeling assay for detection of adduct formation by toltrazuril in rat uterus:

32. Effects of toltrazuril and ponazuril on the human estrogen and androgen receptor in vitro (study no. T9063479/
T2063490/ T4063500):

33. Atwo-generation reproduction study in rats with Bay Vi 9142:

34. Bay Vi 9142: Studies for embryotoxic effects after oral administration:

35. Bay Vi 9142: Study of the embryotoxic effects in rats following oral administration (supplement to study no.
T5016710):

36. A developmental toxicity study with Bay Vi 9142 in the Sprague-Dawley rat (study no. 94-612-CG):

37. Embryotoxicity (including teratogenicity) study with Bay Vi 9143 in the rat. Report part

38. Bay Vi 9142: Studies for embryotoxic effects in rabbits after oral administration:

39. Bay Vi 9142: Developmental toxicity study in rabbits after oral administration (study no. T6058030):

40. Bay Vi 9142: Salmonella/microsome test for the investigation of point mutagenic effects:

41. Bay Vi 9142: Salmonella/microsome test for point-mutagenic action (study no. T1024249):

42. Bay Vi 9142: Salmonella/microsome test for point-mutagenic action on TA 1538 (study no. T 1024249):

43. Bay Vi 9142: CHO/HGPRT mutation assay (study no. T5351.332):

44, Bay V1 9142: CHO/HGPRT mutation assay (study no. T8203.332020):

45. Bay Vi 9142: In an in vitro cytogenetic assay measuring chromosome aberration frequencies in Chinese hamster
ovary (CHO) cells:

46. Bay Vi 9142: In the rat primary hepatocyte unscheduled DNA synthesis assay (study no. T4008736):

47. Bay Vi 9143: Salmonella/microsome test for point-mutagenicaction (study no. T 1024276):

48. Bay Vi 9143: Salmonella/microsome test for point-mutagenic action on TA 1538 (study no. T 1024276):

49. Bay Vi 9143: Mutagenicity study for the detection of induced forward mutations in the CHO-HGPRT assay in
20



© 00 N o o b~ W NP

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38

vitro (study no. T 3039768):
50. Bay Vi 9143: In the rat primary hepatocyte unscheduled DNA synthesis assay:

51. Toltrazuril: Micronucleus test in mice (study no. 5008 MAS):
52. Bay Vi 9143: Micronucleus test on the mouse to evaluate for clastogenic effects (study no. T 9025525):

53. CNS safety pharmacology study with Bay Vi 9142 on oral administration:

54. Bay Vi 9142: General/safety respiratory pharmacology: Evaluation of bronchoactivity in the guinea-pig isolated
trachea:

55. Bay VI 9142: Influence on hemodynamics and cardiac contractility of anesthetized dogs after oral administration
(study no. P 5010806):

56. Safety pharmacology on Bay VI 9142 in the gastrointestinal tract: its effect on intestinal charcoal transit, on
gastric tolerability and basal gastric acid secretion in rats:

57. Bay Vi 9142: Blood-pharmacological investigations (study no. P 3010796):

58. Test for diuretic activity in rats (study no. P 2010795):

59. Effect of orally administered Bay Vi 9142 on the blood glucose and serum triglyceride concentrations in fed rats
and fasted rats and on the glucose tolerance of fasted rats:

60. Bay Vi 9142: General respiratory pharmacology: anti-allergic and pseudo-allergic activity:

61. Bay VI 9143: CNS safety pharmacology after a single oral administration:

62. Bay vi 9143: Effects of oral administration on bronchoactivity in the anaesthetised spontaneously-breathing
guinea-pig:

63. General pharmacology of Bay Vi 9143 in the gastrointestinal tract: its effects on acetylcholine indeced ileal
spasms, on the stimulated gastric acid secretion and on indomethacin-induced ulcers:

64. Bay Vi 9143: Influence on hemodynamics and cardiac contractility of anesthetized dogs after oral administration
(study no. P 701 1294):

65. Safety pharmacology of Bay Vi 9143 in the gastrointestinal tract: ints effect on intestinal charcoal transit, on
gastric tolerability and on basal gastric acid secretion in rats:

66. Bay Vi 9143: Blood-pharmacological investigations (study no. P 5011292):

67. Bay Vi 9143: Influence on the blood glucose and serum triglyceride concentrations of fasted or fed rats and on
the oral glucose tolerance of fasted rats after oral administration (study no. P 1011298):

68. Bay Vi 9142: Investigations into the irritancy/corrosivity potential for skin and eye (rabbit) (study no.

T5027141):
69. Bay Vi 9142: Investigations for skin-sensitizing effects in guinea-pigs (study no. T 4024981):

21



