
1 27

2018  7 18  

2020  8  18  

2022 1  24  

2022  1 26  

2023 6  7  

2023 年10月19日

6

ALT 6

®/Aubagio®

ALALALALLTTTTT



2 27

Teriflunomide Tablets

Telifu’an Pian

Z -2- -3- -2- - 4- -

C12H9F3N2O2

270.21

A

7mg 14mg

10

7 mg 14 mg

10

10
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>40 kg  14 mg 

  7 mg 

40 kg 14 mg  
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ALT 6

 

 6 CBC

CBC / /  

 

/ /  

  

  

 

 

 

 

 

10  

10  

 

 

  

 / / / /  
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CIOMS  

 

ALT

ALT 7mg 14mg

 

 

2047 7 mg

14 mg 997  

1 7 mg 14 mg

 

 

 

7 mg 

(N=1045) 

 

14 mg 

(N=1002) 

 

(N=997) 
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-     

    

    

    

    

    

    

 

 

2600 4

3 1

1 9

 

 

7 mg 8/1045 14 mg

6/1002 4/997

 

 

0.6 

mmol/L

<0.6 mmol/L

<0.3 mmol/L  

 

10-17

166 109
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57 2/109

1

2 1

1 1

3 2  

/

4.4  

 

  

 

 

  

CPK  

  

  

 

 

 / /

 

  

 DILI  

 

 

  

 Steven-Johnson

 

 DRESS

 

 ) 
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/  

  

 

 

 

 

  

 

1.  

ALT

ULN 2

 

7 mg 14 mg

ALT ULN 3 61/1045 62/1002

38/997

ALT ULN 3

 

1 14 mg 5 ALT

ULN 32 5

 

6

ALT 6
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ULN 3

/

 

2.  

MHRD 14 mg /

-  

0.02 mg/L  

0.02 mg/L

0.02 mg/L

0.02 mg/L

 

3.  

8 0.02 mg/L

2

 

 8 8 g 11 3 8 g

3 4g  
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 12 50 g 11  

 

11

 

 

4. / /  

 

7 mg 14 mg

WBC

WBC 6 WBC

7 mg 14 mg

< 1.5x109/L 7 mg 14 

mg < 0.8x109/L

50,000/mm3

6 CBC

 

/  

 

 

7 

mg 14 mg  

1 14 mg 1.7
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/

 

 

 

 

 

 

5.  

 

 

6.  

-

SJS TEN

(DRESS)

1 TEN 1 DRESS  
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7.  

DRESS

1 DRESS

34 DRESS

/

 

 

8.  

7 mg 14 mg 13 17

4 8

3 7 mg 5 14 mg

5

 

60

 

9.  

7 mg 14 mg

+2.3 mmHg +2.7 mmHg -0.6mmHg 7 

mg 14 mg +1.4 mmHg +1.9 mmHg

-0.3 mmHg 7 mg 14 mg

 

10.  
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11.  

1

 

 

12.  

 

[

] /

3

 

 

1.  

 

 

 

 

MHRD

14 mg / AUC
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- -  

 

/  

0.02 

mg/L  

 

>150

>300

 

 

2.  

 

 

3.  
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0.02 mg / L 0.02 mcg/mL  

0.02 mg / L 0.02 mcg / mL  

 

0.02 mg / L 0.02 mcg / mL

 

 

 

 

10

10

 

 

65  

 

CYP2C8  

CYP2C8 CYP2C8

CYP2C8  

 

INR

INR  
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CYP1A2  

CYP1A2 CYP1A2

CYP1A2  

3 OAT3  

OAT3 OAT3

G

OAT3

 

BCRP B1 B3 OATP1B1/1B3  

BCRP OATP1B1/1B3

10mg BCRP OATP

HMG-Co

 

 

70 

mg 14  

 

 

 

 

7 mg 14 mg t1/2 18 19 3

7 mg 14 mg AUC 30  

 

1-4  
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IV

11 L  

 

N-  

 

21

30.5 mL/h  

 

P450  

 

 CYP2C8  

0.25 mg Cmax AUC

1.7 2.4 CYP2C8

 

 CYP1A2  

Cmax AUC

CYP1A2  

 OAT3  

Cmax AUC 1.43

1.54 3 OAT3

 

 BCRP OATP1B1/1B3  

Cmax AUC 2.65

2.51 BCRP 1B1 1B3

OATP1B1/1B3  
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Cmax AUC0-24 1.58 1.54

Cmax AUC0-24 1.33 1.41

 

 CYP2B6 CYP3A4 S-

CYP2C9 CYP2C19 CYP2D6

 

 

 CYP  

 

  

 

  

 

  

 

  

90/121 1,648 / 1,687

AUC(0-24)ss

BCRP BDR16019

rs2231142 AUC0-24SS CmaxSS CminSS

PK rs2231142 BCRP

 

  

> 40 kg 14 mg

 

7 mg

14 mg  
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MS

 

 

 

 

1

7 mg 14 mg 26

1

1 2 2 4

6

12 108

24 48 72 108 MRI

ARR  

1 1088 7 mg n=366 14 mg n=359

n=363 EDSS

38 5 EDSS 2.7

RRMS

7 mg 14 mg 635 627

631 7 mg 14 mg

 

7 mg 14 mg ARR

2

ARR  

108 14 mg 12

1 EDSS> 

5.5 0.5 2 1  

1 MRI T2

T1 7 mg 14 mg

T1
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2  

2 1 MRI  

  

7mg 

N=365 

 

14 mg 

N=358 

 

N=363 

    

 0.370 

p = 

0.0002  

0.369 

p = 0.0005  

0.539 

    

108     

108   

p = 0.084  

 

p = 0.028  

 

 0.76 0.70  

MRI     

108 1 mL

 

0.755 

p= 0.0317
2 

0.345 

p = 0.0003 2 

1.127 

T1  0.570 

p < 

0.0001  

0.261 

p < 0.0001  

1.331 

1 T2 T1 mL 
2 p  

 

1- 12 Kaplan-Meier 1  
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2

7 mg 14 mg 40

1 1

2 2

12

ARR

1165 7 mg n =407 14 mg n =370

n=388 38 5 EDSS 2.7

7 mg 14 mg 552

567 571 7 mg 14 mg

7 mg 14 mg

ARR 3

7mg
14mg

12 *14mg vs. p<0.05

7 mg
14 mg



21 27  

ARR  

108 14 mg 12

1 EDSS> 

5.5 0.5 3 2  

3. 2  

  

7mg 

N=407 

 

14 mg 

N=370 

 

N=388 

    

 0.389 

p = 

0.0183  

0.319 

p = 0.0001  

0.501 

    

108     

108   

p = 0.762  

 

p = 0.044  

 

 0.96 0.69  
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2- 12 Kaplan-Meier 2

EFC6049/TEMSO

5 8.5

3

7 mg 14 mg 108

90 2

3mm T2 614 7 mg n = 

203 14 mg n = 214 n = 197 32 EDSS

1.7 2 7mg

p <0.05 14mg p <0.05

MRI 4

4 6

12 18 24 30 36 MRI 179

*14mg vs. p<0.05

7mg
14mg

7 mg
14 mg

12
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7 mg n = 61 14 mg n = 57 n = 61

/MRI

36 2.69 7mg 1.06

14mg 0.98

p=0.0234 p=0.0052  

10-17  

EFC11759/TERIKIDS 10-17 MS

14 mg

96 1

1 2 2 24

MRI

2 5 T2 96

MRI

MRI  

166 2:1 n = 109 n = 57

EDSS 14.6 58.1 kg

1.4 MRI T1 Gd 3.9

MS EDSS 1.5

362 488 MRI

 

p = 

0.29 4 MRI

p = 0.04 4  

T2 p = 0.0006

T2 p = 0.0446 T1

p < 0.0001 4  
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4. EFC11759/TERIKIDS MRI  

EFC11759 ITT   

N=109  

 

N=57  

  

96

 

0.39 0.29 0.48  0.53 0.36

0.68  

48 95% CI  0.30 0.21 0.39  0.39 0.30

0.52  

 0.66 0.39 1.11 ^ 

MRI

96 MRI  

0.51 0.41 0.60  0.72 0.58

0.82  

48 MRI 95% CI  0.38 0.29 0.47  0.56 0.42

0.68  

 0.57 0.37 0.87 * 

MRI    

T2  4.74 2.12

10.57 * 

10.52 4.71

23.50  

95% CI T2  3.57 1.97 6.46  5.37 2.84

10.16  

 0.45 0.29 0.71 ** 

T2

 

0.67 0.45 0.99 * 

T1 Gd  1.90 0.66 5.49  7.51 2.48

22.70  

 0.25 0.13 0.51 *** 

^p  0.05 *p < 0.05 **p < 0.001 ***p < 0.0001 

Kaplan-Meier 96 EOT  
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Ames HPRT

 

4- 4-TFMA Ames HPRT

 

 

1 3 10 mg/kg/

mg/m2 1 mg/kg

MRHD 14 mg/  

6 0.84 2.6 8.6 mg/kg/

/

mg/m2 MRHD  

1 3 10 mg/kg/

-

- -

1 mg/kg/ MRHD  

1 3.5 12 mg/kg/

-

- 1 mg/kg/ MRHD

 

0.05 0.1 0.3 0.6 1.0 mg/kg/

0.1 mg/kg/

MRHD  
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AUC

 

 

 

95~104

12 mg/kg/ AUC MRHD

3 97~104 4 mg/kg/

AUC MRHD  

 

21 70 7 0.3 3 6 mg/kg /

T IgM IgG

0.3 mg/kg/

MRHD  

 

30 C  

 

28 /  

 

36  

 

JX20180089 

 

HJ20180038 7mg  

HJ20180039 14mg  

 

Sanofi-aventis U.S. LLC 

55 Corporate Drive, Bridgewater, NJ 08807 United States of America 
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Opella Healthcare International SAS 

56, Route de Choisy, 60200 Compiègne, France 

112 7  

100022 

800 400 -820-8884 

www.sanofi.cn 


