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(9RS)-3-{2-[4-(6-Fluoro-
1,2-benzoisoxazol-3-
yl)piperidin-1-yl]ethyl}-
2-methyl-4-oxo-6,7,8,9-
tetrahydro-4H-pyrido[1,2-
a]pyrimidin-9-yl 
palmitate  

 

 

 

(9RS)-3-{2-[4-(6-Fluoro-
1,2-benzoisoxazol-3-
yl)piperidin-1-yl]ethyl}-
9-hydroxy-2-methyl-
6,7,8,9-tetrahydro-4H-
pyrido[1,2- a]pyrimidin-
4-one 

  

 
 

 
 

 

 
  

AUC area under the plasma concentration-time 
curve  

AUC∞ 
0 area under the 
plasma concentration-time curve from time zero to infinite time  

AUCt 
0 t area under the plasma 
concentration-time curve from time zero to time t  

Cmax maximum concentration  
CYP P450 cytochrome P450  
DIFP diisopropylfluorophosphate 
Frel relative bioavailability  

LC-MS/MS liquid chromatography-
tandem mass spectrometry  

LSC liquid scintillation counter  

NADPH nicotinamide 
adenine dinucleotide phosphate reduced form  

QWBA quantitative whole-body 
autoradiography  

t1/2 elimination half-life  
tmax time to reach the maximum concentration  
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2.6.4  

2.6.4.1  

1

1.13 2.6.4

 

in vivo F011 I

II III F013 I

III 2.7.1.1

in vitro

F013 F011

 2.6.4-1 2.3.P

2.6.4.9 2.7.1.4  

 
 2.6.4-1  

 mg/mL  
 F011 F013  

a)  156 
20  12 

4000  30 
  5 

  5 
  2.5 

  2.84 
   

  
 1 mL 

a) 156 mg 100 mg  

 

0.2 ng/mL 2.6.4.3

2.7.2.3
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2.6.4.1.1  

t1/2

flip-flop t1/2

 

t1/2

 

 

AUC 20 160 mg eq/kg

5 20 mg eq/kg  

 

2.6.4.1.2  
14C- -

-3H-

14C
14C-  

 

2.6.4.1.3  

12000 × g
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In vitro ( )-

(+)- (+)-

( )-

P450 CYP

 

 

 

2.6.4.2  
4.2.2.1.1 4.2.2.1.2 4.2.2.1.3 1.13 2.6.5.2  

2.6.4.2.1  

2.6.4.2.1.1  

LC-MS/MS

0.2 ng/mL  

 

2.6.4.2.1.2  

LC-MS/MS 0.1 ng/mL

0.5 ng/mL 2 ng/g  

 

2.6.4.2.2  

2.6.4.4.1
3H -3H-

14C 14C- -

LSC

QWBA  

QWBA 3H 772 ng eq/g LSC QWBA
14C 11.2 447 ng eq/g  
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T 3H
 

N 
N 

N 

O 

O 

O 
T 

T 

O N 

F

* 14C
 

2, 14C2-R0926 7 0 

N

N

N

O

O

O

*
*

O N 

F 

 

 2.6.4-1 -3H- 14C- -

 

 

 

2.6.4.3  

2.6.4.3.1  

2.6.4.3.1.1  

4.2.3.1.2  

F011 5 mg eq/kg

 

2.6.4-2  2.6.4-2  

292 Cmax 126 ng/mL 77

t1/2 0 672 AUC672h

37057 ng·h/mL  

 

1

10

100

1000

0 168 336 504 672

 2.6.4-2 F011 5 mg eq/kg

+

n=6  
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 2.6.4-2 F011 5 mg eq/kg

 
 3  

Cmax ng/mL  126 27 
tmax h  292 128 
t1/2 h  77 24 

AUC672h ng·h/mL  37057 4851 

 

2.6.4.3.1.2  

(1)  

4.2.2.2.1 4.2.3.1.3  

Göttingen F013 5 mg eq/kg

 2.6.4-3  2.6.4-3  

300 Cmax 12.5 ng/mL 240  t1/2

AUC672h 0 AUC∞

3668 4323 ng·h/mL  

 

0.1

1

10

100

0 168 336 504 672 840

 2.6.4-3 Göttingen F013

5 mg eq/kg

+ n=10  

 
 2.6.4-3 Göttingen F013

5 mg eq/kg

 
 10  

Cmax ng/mL  12.5 4.6 
tmax h  300 98 
t1/2 h  240 118 

AUC672h ng·h/mL  3668 1245 
AUC∞ ng·h/mL  4323 1238 
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Göttingen F013 5

20 mg eq/kg  2.6.4-4   

2.6.4-4  

192 240 Cmax

264  t1/2 5 20 mg eq/kg Cmax 8.09

43.4 ng/mL AUC∞ 4512 23712 ng·h/mL  

 

0.1

1

10

100

0 336 672 1008 1344 1680 2016

 2.6.4-4 Göttingen F013 5

20 mg eq/kg

+ n=3/  
5 mg eq/kg 240 n=1 1368 n=2 

 

 
 2.6.4-4 Göttingen F013 5

20 mg eq/kg

 
mg eq/kg  5 20 

 3 /  3 /  
Cmax ng/mL  8.09 a) 43.4 

tmax h  240 192 
t1/2 h  264 264 

AUC∞ ng·h/mL  4512 23712 
a) n=1 

 

(2)  

4.2.2.2.2  

Göttingen F011 5 mg eq/kg

0.31 mg/kg

 2.6.4-5  2.6.4-5  

180

Cmax 20.6 ng/mL 180 t1/2 AUC672h AUC∞

5944 6348 ng·h/mL  
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0.264 Cmax

191 ng/mL 4.8 t1/2 AUC∞ 392 ng·h/mL  

Frel 100%  

 

0.1

1

10

100

0 168 336 504 672 840 1008 1176

 2.6.4-5 Göttingen F011

5 mg eq/kg

+ n=6  
6 672 + n=5 

 
 2.6.4-5 Göttingen F011

5 mg eq/kg 0.31 mg/kg

 
  

mg (eq)/kg  5 0.31 
 6  48  

Cmax ng/mL  20.6 9.7 191 51 
tmax h  180 47 0.264 0.081 
t1/2 h  180 56 4.8 1.3 a) 

AUC672h ng·h/mL  5944 2403 NA 
AUC∞ ng·h/mL  6348 2519 392 106 a) 

Frel % b) 100 NA 
NA  
a) n=47 b)

 

 

(3)  

4.2.2.2.3  

Göttingen F011 5 mg eq/kg

1.25 mg eq/kg

 2.6.4-6  2.6.4-6  

240 Cmax 16.1 ng/mL

261 t1/2 AUC672h AUC∞ 4662 5382 ng·h/mL  
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198 Cmax 13.0 ng/mL

549 t1/2 AUC672h AUC∞ 3342 4284 ng·h/mL  

5.04 Cmax 55.5  ng/mL

54.0 t1/2 AUC672h AUC∞ 1817 ng·h/mL

34.4 t1/2 AUC 140 ng·h/mL

AUC 10%  

Frel 74 59%

 

 

0.1

1

10

100

0 168 336 504 672 840

 2.6.4-6 Göttingen F011

5 mg eq/kg 1.25 mg eq/kg

+ n=6 8  

 
 2.6.4-6 Göttingen F011

5 mg eq/kg 1.25 mg eq/kg

 
    

mg eq/kg  5 5 1.25 

    

 8  8  6  
Cmax ng/mL  16.1 3.1 13.0 3.9 55.5 7.7 11.5 1.6 a) 

tmax h  240 62 198 25 5.04 1.49 NA 
t1/2 h  261 70 549 330 54.0 9.8 34.4 5.2 

AUC672h ng·h/mL  4662 705 3342 972 1817 219 NA 
AUC∞ ng·h/mL  5382 601 4284 798 b) 1817 219 140 14 

Frel % c) 74 59 NA NA 
NA  
a) 0 b) n=6 c)

 

 

 
 J

E
D

I_
D

E
V

00
 \ 

09
00

fd
e9

80
3e

09
3b

 \ 
3.

1 
\ 2

01
3-

04
-2

2 
11

:5
4 



  2.6.4  
   
   

   
 11  

2.6.4.3.2  

2.6.4.3.2.1  

(1) 3  

4.2.3.2.2  

Sprague-Dawley F011 20 80

160 mg eq/kg/ 1 4 1 3

 2.6.4-7  2.6.4-7  

24 1

Cmax1 168

336 2 Cmax2  

20 80 160 mg eq/kg/ Cmax2

60.2 217 297 ng/mL 2 84.5 210 320 ng/mL 3

64.4 236 369 ng/mL AUC AUC672h AUC∞

11400 46200 85900 ng·h/mL 2 18200 64600 115000 ng·h/mL

18000 84900 125000 ng·h/mL  

20 80 160 mg eq/kg/

Cmax2 109 436 532 ng/mL 2 118 317

488 ng/mL 41.4 348 430 ng/mL AUC

18500 83300 144000 ng·h/mL 2 26000 96100 182000 ng·h/mL

24300 131000 179000 ng·h/mL  

 

0.1

1

10

100

1000

10000

0 672 1344 2016
1

10

100

1000

10000

0 672 1344 2016

 2.6.4-7 Sprague-Dawley F011

20 80 160 mg eq/kg/ 3

+ n=3/  
160 mg eq/kg/ 1848 n=2/  
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 2.6.4-7 Sprague-Dawley F011

20 80 160 mg eq/kg/ 3

 
 1 2 3 

mg eq/kg/  20 

  
3 /  

 
3 /  

 
3 /  

 
3 /  

 
3 /  

 
3 /  

Cmax1 ng/mL  115 257 16.8 48.5 73.9 413 
Cmax2 ng/mL  60.2 109 84.5 118 64.4 41.4 

tmax1 h  5.0 5.0 5.0 5.0 1.0 5.0 
tmax2 h  168 168 192 192 168 336 
t1/2 h  51 32 40 NE NE NE 

AUC ng·h/mL  11400 18500 18200 26000 18000 24300 
mg eq/kg/  80 

  
3 /  

 
3 /  

 
3 /  

 
3 /  

 
3 /  

 
3 /  

Cmax1 ng/mL  257 417 126 566 461 631 
Cmax2 ng/mL  217 436 210 317 236 348 

tmax1 h  1.0 5.0 1.0 5.0 5.0 1.0 
tmax2 h  168 168 192 192 168 336 
t1/2 h  64 137 NE NE NE NE 

AUC ng·h/mL  46200 83300 64600 96100 84900 131000 
mg eq/kg/  160 

  
3 /  

 
3 /  

 
3 /  

 
3 /  

 
3 /  

 
3 /  

Cmax1 ng/mL  305 862 600 637 165 955 
Cmax2 ng/mL  297 532 320 488 369 430 

tmax1 h  5.0 24 5.0 5.0 1.0 1.0 
tmax2 h  168 168 336 192 336 336 
t1/2 h  NE 129 NE NE NE NE 

AUC ng·h/mL  85900 a) 144000 115000 182000 125000 179000 
NE  
Cmax1 tmax1 24  
Cmax2 tmax2 24  
AUC AUC∞ AUC672h 

a) AUC672h 

 

(2) 24  

4.2.3.4.1.1  

Sprague-Dawley F013 10 30

60 mg eq/kg/ 1 4 1 24 3 13

 2.6.4-8  

2.6.4-8  

5 1

Cmax1 168 336

2 Cmax2  

10 30 60 mg eq/kg/ Cmax2 3

31.4 46.4 107 ng/mL 13 50.3 109 205 ng/mL AUC672h

3 9460 23800 46100 ng·h/mL 13 15900 42800

82500 ng·h/mL  
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10 30 60 mg eq/kg/

Cmax2 3 45.5 157 285 ng/mL 13 73.8 189

391 ng/mL AUC672h 3 11100 41300 89000 ng·h/mL 13

16600 59900 114000 ng·h/mL  

3 13 672

 

AUC

AUC24h AUC672h AUC672h 1%  

 

0.1

1

10

100

1000

0 168 336 504 672
0.1

1

10

100

1000

0 168 336 504 672

0.1

1

10

100

1000

0 168 336 504 672
0.1

1

10

100

1000

0 168 336 504 672

 2.6.4-8 Sprague-Dawley F013

10 30 60 mg eq/kg/ 24 3 13

+ n=3/  
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 2.6.4-8 Sprague-Dawley F013

10 30 60 mg eq/kg/ 24 3 13

 
 3 13 

     

mg eq/kg/  10 

  
3 /  

 
3 /

 
3 /

 
3 /

 
3 /

 
3 /  

 
3 /  

 
3 /

Cmax1 ng/mL  25.5 16.0 0.372 0.329 38.2 48.7 2.97 4.17 
Cmax2 ng/mL  31.4 45.5 NA NA 50.3 73.8 NA NA 

tmax1 h  5.0 5.0 5.0 1.0 1.0 1.0 1.0 1.0 
tmax2 h  168 168 NA NA 168 168 NA NA 

AUC24h ng·h/mL  NE NE 7.32 NE NE NE NE 13.5 
AUC672h ng·h/mL  9460 11100 NE NE 15900 16600 NE NE 

mg eq/kg/  30 

  
3 /  

 
3 /

 
3 /

 
3 /

 
3 /

 
3 /  

 
3 /  

 
3 /

Cmax1 ng/mL  174 83.6 3.86 1.56 474 189 18.0 16.8 
Cmax2 ng/mL  46.4 157 NA NA 109 189 NA NA 

tmax1 h  5.0 5.0 5.0 1.0 5.0 1.0 5.0 1.0 
tmax2 h  168 168 NA NA 168 168 NA NA 

AUC24h ng·h/mL  NE NE 40.7 13.4 NE NE 152 57.8 
AUC672h ng·h/mL  23800 41300 NE NE 42800 59900 179 165 

mg eq/kg/  60 

  
3 /  

 
3 /

 
3 /

 
3 /

 
3 /

 
3 /  

 
3 /  

 
3 /

Cmax1 ng/mL  160 61.0 3.49 1.65 539 351 57.7 27.3 
Cmax2 ng/mL  107 285 NA NA 205 391 NA NA 

tmax1 h  5.0 5.0 5.0 1.0 5.0 1.0 1.0 1.0 
tmax2 h  336 168 NA NA 168 168 NA NA 

AUC24h ng·h/mL  NE NE 37.5 17.9 NE NE 333 103 
AUC672h ng·h/mL  46100 89000 130 NE 82500 114000 491 288 

NA NE  
Cmax1 tmax1 24  
Cmax2 tmax2 24  

 

2.6.4.3.2.2  

4.2.3.2.3  

Göttingen F013 5

20 mg eq/kg/ 3  

2.6.4-9  2.6.4-9 0 29 56

 

216 304

Cmax 3 t1/2 351 371 5 20 mg eq/kg/ Cmax

8.94 64.1 ng/mL 2 9.26 55.2 ng/mL

3 8.42 57.3 ng/mL AUC672h 3004

19464 ng·h/mL AUC2016h 9912 61208 ng·h/mL  
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1

10

100

0 672 1344 2016

 2.6.4-9 Göttingen F013 5

20 mg eq/kg/ 3

+ n=3  

 
 2.6.4-9 Göttingen F013 5

20 mg eq/kg/ 3

 
mg eq/kg/  5 20 

 a) 1 2 3 1 2 3 
 3  3  3  3  3  3  

Cmax ng/mL  8.94 4.22 9.26 6.65 8.42 4.41 64.1 11.8 55.2 15.3 57.3 13.2
tmax h  272 55 304 28 216 42 272 55 216 0 240 0 
t1/2 h  NE NE 371 125 NE NE 351 216 

AUC672h ng·h/mL  3004 1330 NE NE 19464 3230 NE NE 
AUC2016h ng·h/mL  9912 4430 61208 11975 

NE  
a) 0 29 56  

 

 

2.6.4.4  

2.6.4.4.1  
4.2.2.3.1  

Sprague-Dawley 14C- - -3H-

10 mg eq/body 14C
14C 3H 14C QWBA

LSC  
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2.6.4-10 section 10

 
14C

3H 14C

 2.6.4-10 section 14

 

 

 

 

 

 2.6.4-10 Sprague-Dawley 14C- -

-3H- 10 mg eq/body

504
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14C 2.6.5.5 14C-

1.13 2.6.4.4 tmax

168 / 264 129 127  

 

2.6.4.4.2  
4.2.3.1.3  

Göttingen F013 5

20 mg eq/kg  2.6.4-

11  2.6.4-10  

5 20 mg eq/kg 240

696 Cmax 1800 5920 ng/g 360 312 t1/2  

 

1

10

100

1000

10000

0 672 1344 2016 2688 3360

 2.6.4-11 Göttingen F013 5

20 mg eq/kg

+ n=3/  
5 mg eq/kg 240 n=1 1368 n=2 

 
 2.6.4-10 Göttingen F013 5

20 mg eq/kg

 
mg eq/kg  5 20 

 3 /  3 /  
Cmax ng/g  1800 a) 5920 

tmax h  240 696 
t1/2 h  360 312 

a) n=1 
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2.6.4.5  

2.6.4.5.1  
4.2.2.4.1 4.2.2.4.2  

 2.6.4-12

CoA
1  

N

N

N

O

O

O

ON

F

N

N

N

OH

O

ON

F

O

OH

 
 2.6.4-12  

 

 

2.6.4.5.2 In vitro  
4.2.2.4.1 4.2.2.4.2  

Wistar

12000 × g

15 μmol/L 6400 ng eq/mL 37

 2.6.4-11  

 

( )- (+)-

(+)-
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 2.6.4-11 Wistar

15 μmol/L 6400 ng eq/mL %  

 h      

 2 48.7 5.0  47.0 8.2  13.6 1.0  20.4 0.8  
 2 50.5 16.9  53.0 16.3  1.3 2.2  2.2 3.4  

 1 27.0 1.3  32.4 1.2  46.6 1.8  27.3 1.1  
 24 41.4 0.7  53.4 0.9  73.6 0.5  54.7 1.3  
 1 9.3 3.4  10.4 1.9  31.3 1.4  14.8 0.6  

12000 × g  1 5.8 1.9  14.7 1.8  43.9 1.3  23.6 0.8  
 2 NT NT 0.0 NT 

 2 NT NT 4.2 2.0  NT 
+/ 10 ng/mL

( )- 25 ng/mL  
NT  

 

12000 × g 12000 × g

5 3000 ng eq/mL

NADPH 37 2

 2.6.4-12  

NADPH

 

(+)- ( )-

 

 
 2.6.4-12 12000 × g

%  
ng eq/mL  5 25 100 500 3000 

 
 NADPH 52.0 0.70 49.3 0.68 47.9 0.69 44.2 0.66  37.6 0.60

+ NADPH 55.2 0.74 50.1 0.68 24.7 0.64 49.1 0.56  37.4 0.60

12000 × g  
 NADPH 44.9 0.80 39.0 0.73 37.8 0.71 35.8 0.67  26.3 0.67

+ NADPH 47.4 0.73 43.7 0.72 39.3 0.65 42.7 0.61  31.5 0.58
12000 × g   NADPH 28.3 0.68 23.9 0.68 22.2 0.67 11.2 0.64  9.04 0.60
12000 × g   NADPH NT 22.4 0.66 22.9 0.66 22.4 0.63  11.7 0.64

+/ 0.25 ng/mL 
NT  

 

2.6.4.5.3  
4.2.2.4.2  

5 3000 ng eq/mL

37 0.5

 2.6.4-13  
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2 diisopropylfluorophosphate DIFP

paraoxon 40 80% DIFP

20 60%  

 
 2.6.4-13 %  

   
ng eq/mL  5 25 100 500 3000 5 25 100 500 3000

 BQL BQL 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 
1 μmol/L BNPP a) BQL BQL - - - 21.0 21.8 27.8 32.6 58.2
1 μmol/L DIFP b) BQL BQL BQL 76.9 78.1 100.0 100.0 94.4 94.7 89.6
1 μmol/L Paraoxon b) BQL BQL 42.4 27.9 38.2 23.4 13.3 5.4 - 27.2
100 μmol/L Eserine c) BQL BQL 10.2 - 10.4 12.9 22.6 13.5 2.5 46.7
100 μmol/L Acetyl choline d) BQL BQL 14.8 0.0 0.0 10.5 2.0 13.3 - 40.4
100 μmol/L Benzoyl choline e) BQL BQL 17.4 0.0 14.2 - 9.6 12.2 - 22.7
10 μmol/L Chloral hydrate f) BQL BQL 10.1 5.0 3.8 8.9 14.5 21.7 21.9 17.7
-  > BNPP bis (p-nitrophenyl) phosphate BQL

0.25 ng/mL DIFP diisopropylfluorophosphate  
a) b) c)

d) e) f)  
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2.6.4.9  

2.6.4.9.1  

2.6.4.9.1.1  

F011 F013

2 4.2.2.2.1 4.2.2.2.3

 

F011 F013  2.6.4-1

5 mg eq/kg  2.6.4-
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13  2.6.4-3  2.6.4-6

2 F011

F013 2.7.1.4  

 

0.1

1

10

100

0 168 336 504 672 840

 2.6.4-13 Göttingen F011 F013

5 mg eq/kg

+ n=8 10  
 2.6.4-3  2.6.4-6  

 

2.6.4.9.1.2  

292 Cmax 77 t1/2

180 300 Cmax 180 264 t1/2

t1/2 4.8

flip-flop

t1/2

54.0 t1/2

t1/2 549

 

1 4 1 3 24

24 1

Cmax1

168 336 2 Cmax2
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AUC

24 3 13 672

 

AUC  2.6.4-14

Sprague-Dawley 1.13 

2.6.4.5
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 2.6.4-14  

4.2.3.2.2 AUC∞ 160 mg eq/kg
AUC672h  

4.2.2.2.1 4.2.2.2.2 4.2.2.2.3 4.2.3.2.3
AUC672h  

 

2.6.4.9.2  
14C- -

-3H- QWBA

14C 3H 14C 3H

3H
1

 
14C tmax 168

/ 264 129 127 14C-
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15% 85% 1.13 2.6.4.4

1.13 2.6.4.6
14C  

 

2.6.4.9.3  

12000 × g

 

In vitro ( )-

(+)- (+)-

( )-

(+)-

( )- ( )- (+)-

1.13 2.6.4.5 in vitro

(+) ( )

( ) (+) (+)- ( )-

 

DIFP

paraoxon 40 80% DIFP

2

NADPH CYP  

 

 

2.6.4.10  
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2.6.4.11  

1  Goeransson G, Olivecrona T. The metabolism of fatty acids in the rat. I. Palmitic acid. Acta 

Physiol Scand. 1964;62:224-39. 

2  Munger JS, Shi GP, Mark EA, Chin DT, Gerard C, Chapman HA. A serine esterase released by 

human alveolar macrophages is closely related to liver microsomal carboxylesterases. J Biol Chem. 

1991; 266:18832-8. 
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2.6.5 
    

1

2.6.5  

2.6.5.1  
   

     CTD  
 

      
       
   F011  Janssen Pharmaceutica N.V. FK3776 4.2.3.1.2 
   F013   FK5339 4.2.2.2.1 

 a)  F013   TOX7209 4.2.3.1.3 

 a)  F011
 

 FK4736 4.2.2.2.2 

 
  F011  

 FK5287 4.2.2.2.3 

       
 a)  F011  Janssen Pharmaceutica N.V. TOX6266 4.2.3.2.2 

 a)  F013  Janssen Pharmaceutica N.V. TOX6726 4.2.3.4.1.1 

 a)  F013  Janssen Pharmaceutica N.V. TOX8249 4.2.3.2.3 
      

   

 
14C- -

 
-3H-

 

Janssen Pharmaceutica N.V. FK5747 4.2.2.3.1 

      

 In vitro  
 

 
In vitro Janssen Pharmaceutica N.V. FK2989 4.2.2.4.1 

 In vitro   In vitro Janssen Pharmaceutica N.V. FK5302 4.2.2.4.2 
   
a) GLP  
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2.6.5 
    

2

2.6.5.2  
 

     
ng/mL or ng/g %  

 
%CV  

CTD  
 

  
LC-MS/MS  

 0.2 200 -10.3 -1.2 1.3 7.3 
BA335 4.2.2.1.1 

LC-MS/MS  0.5 1250 -6.9 3.7 1.8 3.7 
  LC-MS/MS  0.5 1250 -3.0 9.7 0.0 19.5 FK3715 1.13 2.6.5.2  

 
 

LC-MS/MS  
 0.2 200 -1.3 7.0 2.7 4.7 

BA334 4.2.2.1.2 
LC-MS/MS  0.1 250 -4.2 7.0 0.9 4.7 
LC-MS/MS  2 10000 -6.4 7.5 BA535 4.2.2.1.3 
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3

2.6.5.3 A  
 

  
/  3  

 F011  
  

mg eq/kg  5 
  

  
 LC-MS/MS 

a)  
Cmax ng/mL  126 27 
tmax h  292 128 
t1/2 h  77 24 
AUC672h ng·h/mL  37057 4851 

 FK3776 
CTD  4.2.3.1.2 
a) ±  
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2.6.5.3 B  
 

 Göttingen  Göttingen  
/  10  3 /  3 /  

 F013  F013  
   

mg eq/kg  5 5 20 
   

   
 LC-MS/MS LC-MS/MS 

a)   
Cmax ng/mL  12.5 4.6 8.09 b) 43.4 
tmax h  300 98 240 192 
t1/2 h  240 118 264 264 
AUC672h ng·h/mL  3668 1245 NE NE 
AUC∞ ng·h/mL  4323 1238 4512 23712 

 FK5339 TOX7209 
CTD  4.2.2.2.1 4.2.3.1.3 
NE  
a) ± b) n=1 
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2.6.5 
    

5

2.6.5.3 C  
 

 Göttingen  
/  6  48  

 F011   
  
   

mg (eq)/kg  5 0.31 
  

  
 LC-MS/MS 

a)  
Cmax ng/mL  20.6 9.7 191 51 
tmax h  180 47 0.264 0.081 
t1/2 h  180 56 4.8 1.3 b) 
AUC672h ng·h/mL  5944 2403 NA 
AUC∞ ng·h/mL  6348 2519 392 106 b) 
Frel % c) 100 NA 

 FK4736 
CTD  4.2.2.2.2 
NA  
a) ± b) n=47 c)  
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2.6.5.3 D  
 

 Göttingen  
/  8  8  6  

 F011  
    

mg eq/kg  5 5 1.25 
  

     
 

 LC-MS/MS 
a)  

Cmax ng/mL  16.1 3.1 13.0 3.9 55.5 7.7 11.5 1.6 b) 
tmax h  240 62 198 25 5.04 1.49 NA 
t1/2 h  261 70 549 330 54.0 9.8 34.4 5.2 
AUC672h ng·h/mL  4662 705 3342 972 1817 219 NA
AUC∞ ng·h/mL  5382 601 4284 798 c) 1817 219 140 14 
Frel % d) 74 59 NA NA 

 FK5287 
CTD  4.2.2.2.3 
NA  
a) ± b) 0 c) n=6 d)  
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2.6.5.4 A  
 

 Sprague-Dawley  
 F011  
  

mg eq/kg/  20 80 
 1 2 3 1 2 3 

  
  

 LC-MS/MS 

/   
3 /  

 
3 /

 
3 /

 
3 /

 
3 /

 
3 /  

 
3 /

 
3 /

 
3 /

 
3 /

 
3 /

 
3 /  

a)             
Cmax1 ng/mL  115 257 16.8 48.5 73.9 413 257 417 126 566 461 631 
Cmax2 ng/mL  60.2 109 84.5 118 64.4 41.4 217 436 210 317 236 348 
tmax1 h  5.0 5.0 5.0 5.0 1.0 5.0 1.0 5.0 1.0 5.0 5.0 1.0 
tmax2 h  168 168 192 192 168 336 168 168 192 192 168 336 
t1/2 h  51 32 40 NE NE NE 64 137 NE NE NE NE 
AUC ng·h/mL  11400 18500 18200 26000 18000 24300 46200 83300 64600 96100 84900 131000 

 TOX6266 
CTD  4.2.3.2.2 
NE  
Cmax1 tmax1 24  
Cmax2 tmax2 24  
AUC AUC∞ AUC672h 
a) b) AUC672h 
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2.6.5.4 A  
 

 Sprague-Dawley  
 F011  
  

mg eq/kg/  160 

 

 1 2 3 
  

  
 LC-MS/MS 

/   
3 /  

 
3 /

 
3 /

 
3 /

 
3 /

 
3 /  

a)       
Cmax1 ng/mL  305 862 600 637 165 955 
Cmax2 ng/mL  297 532 320 488 369 430 
tmax1 h  5.0 24 5.0 5.0 1.0 1.0 
tmax2 h  168 168 336 192 336 336 
t1/2 h  NE 129 NE NE NE NE 
AUC ng·h/mL  85900 b) 144000 115000 182000 125000 179000 

 TOX6266 
CTD  4.2.3.2.2 
NE  
Cmax1 tmax1 24  
Cmax2 tmax2 24  
AUC AUC∞ AUC672h 
a) b) AUC672h 
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2.6.5.4 B  
 

 Sprague-Dawley  
 F013  
  

mg eq/kg/  10 
 3 13 

  

   
   

 
 LC-MS/MS 

/  3 /  3 /  3 /  3 /  3 /  3 /  3 /  3 /  
a)     

Cmax1 ng/mL  25.5 16.0 0.372 0.329 38.2 48.7 2.97 4.17 
Cmax2 ng/mL  31.4 45.5 NA NA 50.3 73.8 NA NA 
tmax1 h  5.0 5.0 5.0 1.0 1.0 1.0 1.0 1.0 
tmax2 h  168 168 NA NA 168 168 NA NA 
AUC24h ng·h/mL  NE NE 7.32 NE NE NE NE 13.5 
AUC672h ng·h/mL  9460 11100 NE NE 15900 16600 NE NE 

 TOX6726 
CTD  4.2.3.4.1.1 
NA NE  
Cmax1 tmax1 24  
Cmax2 tmax2 24  
a)  
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2.6.5.4 B  
 

 Sprague-Dawley  
 F013  
  

mg eq/kg/  30 
 3 13 

  

   
   

 
 LC-MS/MS 

/  3 /  3 /  3 /  3 /  3 /  3 /  3 /  3 /  
a)     

Cmax1 ng/mL  174 83.6 3.86 1.56 474 189 18.0 16.8 
Cmax2 ng/mL  46.4 157 NA NA 109 189 NA NA 
tmax1 h  5.0 5.0 5.0 1.0 5.0 1.0 5.0 1.0 
tmax2 h  168 168 NA NA 168 168 NA NA 
AUC24h ng·h/mL  NE NE 40.7 13.4 NE NE 152 57.8 
AUC672h ng·h/mL  23800 41300 NE NE 42800 59900 179 165 

 TOX6726 
CTD  4.2.3.4.1.1 
NA NE  
Cmax1 tmax1 24  
Cmax2 tmax2 24  
a)  
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2.6.5.4 B  
 

 Sprague-Dawley  
 F013  
  

mg eq/kg/  60 
 3 13 

  

   
   

 
 LC-MS/MS 

/  3 /  3 /  3 /  3 /  3 /  3 /  3 /  3 /  
a)         

Cmax1 ng/mL  160 61.0 3.49 1.65 539 351 57.7 27.3 
Cmax2 ng/mL  107 285 NA NA 205 391 NA NA 
tmax1 h  5.0 5.0 5.0 1.0 5.0 1.0 1.0 1.0 
tmax2 h  336 168 NA NA 168 168 NA NA 
AUC24h ng·h/mL  NE NE 37.5 17.9 NE NE 333 103 
AUC672h ng·h/mL  46100 89000 130 NE 82500 114000 491 288 

 TOX6726 
CTD  4.2.3.4.1.1 
NA NE  
Cmax1 tmax1 24  
Cmax2 tmax2 24  
a)  
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2.6.5.4 C  
 

 Göttingen  
 F013  
  

mg eq/kg/  5 20 
a) 1 2 3 1 2 3 

  
  

 LC-MS/MS 
/  3  3  3  3  3  3  

b)       
Cmax ng/mL  8.94 4.22 9.26 6.65 8.42 4.41 64.1 11.8 55.2 15.3 57.3 13.2 
tmax h  272 55 304 28 216 42 272 55 216 0 240 0 
t1/2 h  NE NE 371 125 NE NE 351 216 
AUC672h ng·h/mL  3004 1330 NE NE 19464 3230 NE NE 
AUC2016h ng·h/mL  9912 4430 61208 11975 

 TOX8249 
CTD  4.2.3.2.3 
NE  
a) 0 29 56 b) ±  
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2.6.5.5  
 

 Sprague-Dawley  
/  1 /  

  
  

mg/body  10 
 3H+14C 40 1  
MBq/mg  3H 3.23 14C 0.081 

/  14C/QWBA LSC  
14C ng eq/g a) 0.167 h 6 h 24 h 48 h 72 h 168 h 336 h 504 h TBR 

LSC  30 44 35 41 45 109 57 31 1 
QWBA  ND ND ND ND ND ND ND ND NC 

 ND ND ND - - 1640 - 764 15 
 ND ND ND ND ND 1640 916 ND 15 
 ND ND ND ND ND 867 488 ND 8 

 ND ND ND ND ND ND ND ND NC 
 ND 601 536 638 868 2240 1010 538 21 
 ND - - ND ND ND ND ND NC 

 ND - - - - 13800 - - 127 
 ND - ND ND - 559 ND ND 5 

 ND - ND ND ND ND ND ND NC 
 ND - ND - - - ND ND NC 

 ND - - - - 1720 - - 16 
 ND - - - ND ND ND ND NC 

 ND 6500 10000 16300 16300 28700 9530 11600 264 

 ND 10000
100000 - - - 14100 - - 129 

 ND - - - - 29200 - - 27 
 ND - - - - - ND ND NC 

 ND ND ND ND ND ND ND ND NC 
 FK5747 

CTD  4.2.2.3.1 
LSC 11.2 ng eq/g 447 ng eq/g  

NC ND TBR 168 14C / -  
a)  
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2.6.5.6  

 

 

2.6.5.7  
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2.6.5.8  
 

 Göttingen  
/  3 /  3 /  

 F013  
  

mg eq/kg  5 20 
  

  
 LC-MS/MS 

a)  
Cmax ng/g  1800 b) 5920 
tmax h  240 696 
t1/2 h  360 312 

 TOX7209 
CTD  4.2.3.1.3 
a) b) n=1 
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2.6.5.9 A In vitro  
 

 Wistar  
 12000 × g  

μmol/L  15 
  

 h      

 2 48.7 5.0  47.0 8.2  13.6 1.0  20.4 0.8  
 2 50.5 16.9  53.0 16.3  1.3 2.2  2.2 3.4  

 1 27.0 1.3  32.4 1.2  46.6 1.8  27.3 1.1  
 24 41.4 0.7  53.4 0.9  73.6 0.5  54.7 1.3  
 1 9.3 3.4  10.4 1.9  31.3 1.4  14.8 0.6  

12000 × g  1 5.8 1.9  14.7 1.8  43.9 1.3  23.6 0.8  
 2 NT NT 0.0 NT 

 2 NT NT 4.2 2.0  NT 
 FK2989 

CTD  4.2.2.4.1 
+/ 10 ng/mL ( )- 25 ng/mL  

NT  
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2.6.5.9 B In vitro  
 

  
 12000 × g 12000 × g  

h  2 
  

ng eq/mL  5 25 100 500 3000 

 
 NADPH 52.0 0.70  49.3 0.68  47.9 0.69  44.2 0.66  37.6 0.60  

+ NADPH 55.2 0.74  50.1 0.68  24.7 0.64  49.1 0.56  37.4 0.60  

12000 × g  
 NADPH 44.9 0.80  39.0 0.73  37.8 0.71  35.8 0.67  26.3 0.67  

+ NADPH 47.4 0.73  43.7 0.72  39.3 0.65  42.7 0.61  31.5 0.58  
12000 × g   NADPH 28.3 0.68  23.9 0.68  22.2 0.67  11.2 0.64  9.04 0.60  
12000 × g   NADPH NT 22.4 0.66  22.9 0.66  22.4 0.63  11.7 0.64  

 FK5302 
CTD  4.2.2.4.2 

+/ 0.25 ng/mL 
NT  
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2.6.5.9 C In vitro  
 

  
  

h  0.5 
  

   
ng eq/mL  5 25 100 500 3000 5 25 100 500 3000 

 BQL BQL 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 
1 μmol/L BNPP a) BQL BQL - - - 21.0 21.8 27.8 32.6 58.2 
1 μmol/L DIFP b) BQL BQL BQL 76.9 78.1 100.0 100.0 94.4 94.7 89.6 
1 μmol/L Paraoxon b) BQL BQL 42.4 27.9 38.2 23.4 13.3 5.4 - 27.2 
100 μmol/L Eserine c) BQL BQL 10.2 - 10.4 12.9 22.6 13.5 2.5 46.7 
100 μmol/L Acetyl choline d) BQL BQL 14.8 0.0 0.0 10.5 2.0 13.3 - 40.4 
100 μmol/L Benzoyl choline e) BQL BQL 17.4 0.0 14.2 - 9.6 12.2 - 22.7 
10 μmol/L Chloral hydrate f) BQL BQL 10.1 5.0 3.8 8.9 14.5 21.7 21.9 17.7 

 FK5302 
CTD  4.2.2.4.2 
- > BNPP bis (p-nitrophenyl) phosphate BQL 0.25 
ng/mL DIFP diisopropylfluorophosphate  
a) b) c) d) e)

f)  
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2.6.5.10 In vivo  
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2.6.5.11  
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2.6.5.12  

 

 

2.6.5.13  

 

 

2.6.5.14  

 

 

2.6.5.15  

 

 

2.6.5.16  
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