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    (1)Source: Central Social Insurance Medical Council  2012 
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ï 3 600

300  

ï
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ï
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1  9  1mL 1A   1mL 1A  
2  0.5mg 0.5mg 5mL 1A  0.5mg F  0.5mg 5mL 1A  

3   500mL 1B   500mL 1B  

4  100mg 100mg 5mL 1A  100mgȉ Ȋ 100mg 5mL 1A  

5  20%  20% 100mL 1B  20% 20% 100mL 1B  

6   500mL 1   F 500mL 1V  

7  100 100mg 1   100mg 100mg 1   

8  200 
0.1% 200mL 1

 
  200 

0.1% 200mL 1
 

 

9  600 
0.3% 200mL 1

 
  600 

0.3% 200mL 1
 

 

10  0.5g 1   0.5gȉ̮̲Ȋ 0.5g 1   

11  20mg 20mg 1   20mg 
20mg 1mL 1

 
 

12   200mL 1    200mL 1   

13  2mg 2mg 1   2mgȉ Ȋ 2mg 1   

14  48mg 48mg 1   48mgȉ Ȋ 48mg 1   

15  1g 1g 1   1g 1g 1   

16 ɖ  1g  1g 1    1g 1g 1   
17 ɖ  1g 1g 1    1g 1g 1   
18   1g 1g 1   Na 1́į̪̏Ȋ 1g 1   

19  1g 1g 1   Na 1́į̪̏Ȋ 1g 1   

20  10mg 10mg 1A  10mg  10mg 1A  



 

21  250 250mg 1  GSK 250mg  250mg 1   

22 T 3  200mL 1   3  200mL 1   

23 T 3  500mL 1   3  500mL 1   

24  125mg 125mg 1   125 125mg 1   

25  500mg 500mg 1   500 500mg 1   

26  100mg 100mg 1A  100mg 100mg 1A  

27  30mg 
30mg 5mL 1

 
 30mgNK 

30mg 5mL 1
 

 

28  100mg 
100mg 16.7mL 1

 
 100mgNK 

100mg 16.7mL 1
 

 

29  S  600mg 600mg 1A  600mg 600mg 1A  

30  4mg 3.3mg 1mL 1A   3.3mg 1mL 1A  

31  100mg 100mg 1A  100mgȉ Ȋ 100mg 1A  

32  10% 10% 10mL 1A  1g 10% 10mL 1A  

33  10mg 10mg 2mL 1A  10mg  10mg 2mL 1A  

34  100mg 100mg 2mL 1A  100mg 100mg 2mL 1A  

35  50mg 
50mg 5mL 1

 
 50mgȉ Ȋ 

50mg 5mL 1
 

 

36  150mg 
150mg 15mL 1

 
 150mgȉ Ȋ 

150mg 15mL 1
 

 

37  450mg 
450mg 45mL 1

 
 450mgȉ Ȋ 

450mg 45mL 1
 

 

38  1g S 1g 1   1g 1g 1   

39  100mg 100mg 1A  100mg 100mg 1A  

40  500mg 500mg 1A  500mg 500mg 1A  

41  0.5mg  0.5mg 1A  0.5mg 0.5mg 1A  



 
42  2% 1mL 1A   2% 1mL 1A  

43  1000 1mg 1mL 1A  1000 1mg 1mL 1A  

44 1%  200mg 20mL 1A  1%  200mg 20mL 1A  

45  2mg 2mg 2mL 1A  0.1% 2mg 2mL 1A  
46  10mg 10mg 10mL 1A  0.1% 10mg 10mL 1A  
47  10mg 10mg 1A  10ȉ Ȋ 10mg 1A  
48  50mg 50mg 1A  50ȉ Ȋ 50mg 1A  
49  1g 1g 1   1g 1g 1   
50  2g  2g 1   2g 2g 1   
51  2mL 1A   2mL 1A  

52  1g 1  GSK 1g 1g 1   

53  20mg 20mg 1A A  20mg 1A  

54 ̪ ̫ 100mg 1A  100mg 100mg 1A  
55  2mg (0.4%) 2mg 0.5mL 1A  2mg (0.4%) 2mg  1A  

56  1g 1g 1   1g 1g 1   
57  300 64.71% 20mL 1V   300 64.71% 20mL 1V  

58  300 64.71% 50mL 1V   300 64.71% 50mL 1V  

59  300 
64.71% 100mL 
1V 

  300 
64.71% 100mL 
1V 

 

60  300  
64.71% 100mL 1

 
  300  

64.71% 100mL 1
 

 

61  350 75.49% 50mL 1V   350 75.49% 50mL 1V  

63  350 
75.49% 100mL 
1V 

  350 
75.49% 100mL 
1V 

 

64  350  
75.49% 100mL 1

 
  350  

75.49% 100mL 1
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200mg            

 300mg                     300mg     

 20                       20             



 



 
 

Å  

ï

 

ï  

Å Ҧ    

Å Ҧ  
 

 



 
 

Å
 

Å
 

Å  

ï 1
 

ïVIP  

ï
 

 



 



 



 



 
 

 
ӣ ᴜ  

 

 
 
 



     
   

 
    

1     

2      

3    
 

 

4 
/    

 

5      

6 
 

   

7      

8      

9     

10     

11     

10
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¥150,796/  
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  9 4,800  
     3 7,000  
     6,250 17%) 
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FOLFIRI+  

̱
1.6m  

ϼ  GE 

 240mg 36,495 23,257 

 320mg 30,296 19,537 

FU  4,480mg 7,092 7,092 

1ᶥ 73,883 49,886 

1 2ᶥ  147,766 99,772 

+ (2ᶥ) 10,988 4,992 

ֻ  158,754 104,764 

+ 2ᶥ  300mg 299,754 299,754  

ֻ  458,508 404,518 
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    EIA    

        

N      

C     NFS-60     

     

    HPLC    

CD     HPLC    

 HPLC    

MALDI-TOF/MS        

SDS-PAGE     DNA    

        

Native-PAGE     

UV         

HPLC        

HPLC     

HPLC    

BS1  



  

 DNA  

 DNA  

N  

N Met-Thr-Pro-Leu-Gly-Pro-Ala-Ser-Ser-Leu-

Pro-Gln-Ser-Phe DNA N

 

C  
C Val-Leu-Arg-His-Leu-Ala-Gln-Pro DNA

C  

 

37 43 65 75

2 18

 

 

BS1  



His171 Gln

His157 Gln

His53 Gln

formyl- met

Met122 Met(O)

Met128/138 Met(O)
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HPLC
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 G-CSF NFS-60 NFS-60

3 104 cells/well BS 48

Cell Counting Kit-8 2 450nm  

0.001 0.01 0.1 1 

ng/mL  
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BS1 

 

N=3  

 

 

BS1  



 Crl: CD SD 1 6 BS

 

* ** * : p<0.05, ** : p<0.01, Dunnett  
$ BS 3µg/kg BS 3µg/kg  

$: p<0.05, Student t  
#  3µg/kg  3µg/kg  

#: p<0.05, Aspin-Welch t  
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 ICR 1 6

BS 50µg/kg 1 1 4
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$$ $$: p<0.01, Aspin-Welch t  
** ** : p<0.01, Student t  
# ## #: p<0.05, ##: p<0.01, Aspin-Welch t  
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20 40  

50kg 80kg BMI kg m 2 18.5 25.0  

з 3,300 8,000/mm3  

з и Day1 G-CSF  

 
4 200mL 12 400mL  

1 800mL  

2  

 
8 9 1 2 10  

400ɛg/m2  

4 21  

 
 AUC0-48 Cmax 

 ANC Cmax ANC Tmax

CD34 CD34+ Cmax CD34 CD34+ Tmax  

  

 

BS1  

 G-CSF Granulocyte-colony stimulating factor  

 ANC Absolute neutrophil count  

 CD34+ Cluster of differentiation antigen 34 positive cell count  



     
 

ANC Cmax 

102cells/µL  

ANC Tmax 

hr  

ANC AUC0-168 

102cells hr/µL  

    252.06 56.00 25.2 4.6 16,386.95 3,204.67 

 252.68 54.10 26.5 4.9 16,808.18 3,223.29 

39  

0 48 144 168 72 96 120 24 
hr  
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   n=39  

 

0 

100 

150 

200 

350 

50 

250 

300 

A
N

C
1

0
2
c
e
lls

/µ
L

 

ANC (Absolute neutrophil count)  

 

BS1  

  



0 

10 

15 

25 

5 

20 
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39  

     
 

CD34+ Cmax 

cells/µL  

CD34+ Tmax 

hr  

CD34+ AUC0-338 

cells hr/µL  

    9.323 4.835 81.8 14.3 1,498.91 771.48 

 9.580 5.299 83.7 13.3 1,475.29 769.83 

hr  

C
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3
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BS1  

CD34+ (Cluster of differentiation antigen 34 positive cell count)  
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 39   MRT Mean residence time  

  
 

AUC0-48 

ng hr/mL  

Cmax 

ng/mL  

Tmax 

hr  

T1/2 

hr  

MRT 

hr  

    534.59 120.91 35.48 9.08 7.9 1.2 6.58 1.42 11.48 1.09 

 562.02 116.33 37.49 8.69 8.2 1.2 7.02 1.64 11.43 1.05 

hr  

h
G

-C
S

F
n

g
/m

L
    n=39  

   n=39  

 

hG-CSF  

hG-CSF Human  Granulocyte-colony stimulating factor  

  

BS1  



a 
39  40  

 %   %  

 29 74.4 32 80.0 

 17 43.6 21 52.5 

   10 25.6 16 40.0 

 10 25.6 6 15.0 

 6 15.4 9 22.5 

 3 7.7 4 10.0 

 1 2.6 0 0.0 

 1 2.6 0 0.0 

   0 0.0 2 5.0 

 0 0.0 1 2.5 
a MedDRA/J Ver.14.0 
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G-CSF  

4 200mL 12 400mL  

1 800mL  

2  

 

8 9 1 2 400ɛg/m2  

1 1 Day1 Day5  

Day1 Day5 10 4  

1 400mg 1 3 Day1 Day5

 

з Day5 28  

 CD34+ Cmax CD34+ Tmax 

  

 

BS1  

 G-CSF Granulocyte-colony stimulating factor  

 CD34+ Cluster of differentiation antigen 34 positive cell count  
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36  

      
 

CD34+ Cmax 

cells/µL  

CD34+ Tmax 

hr  

CD34+ AUC0-410 

cells hr/µL  

    68.333 36.724 108.0 13.5 7,751.13 4,172.68 

 69.945 37.684 108.0 12.2 7,977.11 4,525.13 

hr  
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0 192 384 432 288 336 48 96 144 240 

BS1  

 

CD34+ Cluster of differentiation antigen 34 positive cell count  

 5  



a 
38  40  

 %   %  

 38 100.0 40 100.0 

 37 97.4 39 97.5 

 35 92.1 36 90.0 

 28 73.7 29 72.5 

 22 57.9 24 60.0 

 17 44.7 18 45.0 

C-  14 36.8 18 45.0 

 13 34.2 14 35.0 

 13 34.2 10 25.0 

 12 31.6 12 30.0 

   9 23.7 9 22.5 

 4 10.5 3 7.5 

 3 7.9 4 10.0 

 3 7.9 2 5.0 

 3 7.9 0 0.0 

 2 5.3 5 12.5 

 2 5.3 4 10.0 

 1 2.6 2 5.0 

 1 2.6 2 5.0 

 1 2.6 2 5.0 

 1 2.6 1 2.5 

 1 2.6 0 0.0 

   0 0.0 2 5.0 

   0 0.0 1 2.5 

 0 0.0 1 2.5 

a MedDRA/J Ver.13.1 
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50kg 80kg BMI kg m 2 18.5 25.0  

з 3,300 8,000/mm3  

з и Day1 G-CSF  

 

G-CSF  

4 200mL 12 400mL  

1 800mL  

2  

 
8 9 2 1 и
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з 21  

 : AUC0-48 
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G-CSF Granulocyte-colony stimulating factor  
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ANC Cmax 

102cells/µL  

ANC Tmax 

hr  

ANC AUC0-168 

102cells hr/µL  

    206.77 39.66 12.3 1.1 11,017.21 1,625.73 

 203.60 61.01 12.2 0.8 11,219.75 2,324.71 

hr  
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ANC Absolute neutrophil count  
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    n=23  
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AUC0-48 

ng hr/mL  

Cmax 

ng/mL  

T1/2 

hr  

MRT 

hr  

    420.64 61.77 101.99 13.30 4.99 2.30 3.94 0.51 

 463.54 55.08 112.11 12.48 4.87 1.98 4.12 0.75 

hG-CSF  

hG-CSF Human  Granulocyte-colony stimulating factor  

  

23    MRT Mean residence time    

 



a MedDRA/J Ver.14.0  

a 
23  24  

 %   %  

 9 39.1 10 41.7 

   4 17.4 4 16.7 

 3 13.0 1 4.2 

 2 8.7 1 4.2 

 1 4.3 2 8.3 

 1 4.3 1 4.2 

   1 4.3 0 0.0 

   0 0.0 1 4.2 

 0 0.0 1 4.2 

 0 0.0 1 4.2 

C-  0 0.0 1 4.2 

 0 0.0 1 4.2 

 0 0.0 1 4.2 

 0 0.0 1 4.2 
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3

dose-dense 4 6
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7 G-CSF EPO GM-CSF  
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G-CSF GM-CSF EPO  

Carcinoma in  

situ  

 2 ANC 1,000/mm3  

 G-CSF  

  

 

 

ANC Absolute neutrophil count  
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