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http://lohasmedical.jp/news/assets_c/2009/12/11月30日のDPC評価分科会-3507.php




2005 4 12



DPC

0 N~ © IO I MO N <« O

DPC

2009 5



65




65

150

300
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600



1 g 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 100mg 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
0, 0,
q 200 0.1% 200mL 1 200 0.1% 200mL 1
0, 0,
9 600 0.3% 200mL 1 600 0.3% 200mL 1
14 0.5g 1 0591 . _ T 0591
11 20mg 20mg 1 20mg 20mg 1mL 1
13 200mL 1 200mL 1
13 2mg 2mg 1 2my 1 2mg 1
14 48mg 48mg 1 48my 1 48mg 1
15 1g 1g1 1g 1g1
16 d 19 1g1 19 1g1
17 d 19 1g1 19 1g1
19 1g 191 Na v, 1 1g1
19 19 191 Na (A | 1g1
20 10mg 10mg 1A 10mg 10mg 1A




21 250 250mg 1 GSK 250mg 250mg 1

22 T3 200mL 1 200mL 1

23 T3 500mL 1 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
od 100mg 100mg 16.7mL 1 100mgNK 100mg 16.7mL
29 S 600mg 600mg 1A 600mg 600mg 1A

3d 4mg 3.3mg 1mL 1A 3.3mg 1mL 1A
31 100mg 100mg 1A 100my 100mg 1A

37 10% 10% 10mL 1A 19 10% 10mL 1A
33 10mg 10mg 2mL 1A 10mg 10mg 2mL 1A
34 100mg 100mg 2mL 1A 100mg 100mg 2mL 1A
34 50mg 50mg 5mL 1 50miy 50mg 5mL 1
34 150mg 150mg 15mL 1 150my 150mg 15mL 1
37 450mg 450mg 45mL 1 450my 450mg 45mL 1
38 1g 1g1 1g 1g1

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
441% 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 100 ) 10mg 1A
48 50mg 50mg 1A 500 ] 50mg 1A
49 19 1g1 19 1g1
5@ 29 29 1 29 291
51 2mL 1A 2mL 1A
52 1g1 GSK 1g 1g1
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
54 19 1g1 19 1g1
57 300 64.71% 20mL 1 300 64.71% 20mL 1V
58 300 64.71% 50mL 1 300 64.71% 50mL 1V
50 300 (136/.71% 100mL 300 ?@.71% 100mL
60 300 64.71% 100mL 1 300 64.71% 100mL 1
61 350 75.49% 50mL 1 350 75.49% 50mL 1V
6 350 13.49% 100mL 350 1\5/.49% 100mL
64 350 75.49% 100mL 1 350 75.49% 100mL 1
200mg 200mg
300mg 300mg
20 20












Y1y )0BHEERDAFDET (2010510 AKE)

—hd G « AT
FLYAEY 1g1E
TEIVEYY 50mq1 1
FEYIVEYY 10mg1 R
IhRYF 100mq1 1
1)/ 7hY 100mq1 1
E/VIVEY 10mg1 R
I\7)a%0)b 100mgl iR
hvR72F7  150mgl i
YAT7F 50mg1 i

FARERm

2h5179H

275052

2326

6192

1775600/ /1774895 A
6085

3h4996 F

1h6352H
153845/ 1R3513 A

BEEOYTR Y

1h6770
1h5118H
1628
4499
9530 M
415H
2h2974H
9286 1
5492




Fx1 KRG LIATOI TR v OFADEFIZHR
(LEEICED. BERAOFHINGERE B 1.5mMELT. 2010 F 10 FREDZEMM TEHH)

SR HDADHIVIR I SF 2/ INI)ZF 1 IVEE
: {BHIVKR TS F 2 targetAUC=5. /71 ) ZF 4 JL180mg/m?)

-
HIVRFSF > 500mg/body/ H. /$71) 2+ +2)L 270mg/body/H

| 18BIC#®5.3~4B0L.4~60—X

b~

_ S _ TIRIwY _ 28]
TR EER | 15753827 /3—R | 1054053 a—X | 4759774F./3—2X
gcaiE (G R) L 4756150, 0—X | 37[1220M/3—R | 154930, /3—X
L6 1—ARELIZHES EHIBREITROE 2958644761 —X

BCg8iE0=E (381) 8739580 .763—X

@ B A DI Y254 )L I E
(1321) 2FE4 80mg/m?)

o —

(
I\T1)%% )L 120mg/body/ B
\ VARSI 1 EEiRE 5126

| SR . TzRUwy _ 2
TR BT 47569111/ [E 3541876  1752724F/6
acaiE (3#) 175407073/ [E] 15260/ @ | 3810A@
L12ERELIIES EHERTADE 15752688 .12 [=]

Bo8i8ozx (38)) 4755720 .7 12E




FENMRR DA DA TSF 2 A) ) T h/EE
(VR TZF > 80ma/m’ . ()./TH> 60mg/m?)

7 M
YAFZF > 120mg/body/B. 1)/ 71> 90mg/body/H
\ 1BEICYATSF /18- 15SBBIAU/ THVRE 4BTE4TD—R
| =) L vzauws | 28
EFERE . 8/H822MH,/2—R . 474502, /3-X . 3756320/ 3-X
gcai (38)  2R4250M/3—-Z  1A3350M/3-RX | 15900MR/3-X
£40-ZARMLIAEE EHIBEROE 1475280/ /41—2

BE8E0Z (38)) 473600 43-2X

#AIVRTSF DR EBEE Calvert [ 1258 (mg) =targetAUCX{IL 7 F Z 7T 5/ A+25) s .
HEBBERILTF =TS A 75mg/dLELTEHER.
# TR w7 DERIZEI AR 2~ PRERTHEAL TV AR AOEBTHEL .
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Best Supportive Care {(BSC)
(Scheithauer BEMJ 1993)

Infusional GFU+LY
{Meta—Analysis JCO 2000)

¥21,680/

FOLFIRI
(Douillard Lancet 2000)

¥97,862/

FOLFOX4
{Goldberg JCO 2004)

¥150,796/

mFOLFOX6 +Bevacizumab
(Hochster ASCO 20063

¥303,193/

26.1 1 533

M Y " 30d 60d /1




9 4,800

o I

3 7,000
6,250 17%
IMS (2011
62 11




FOLFIRI+

. GE
1.6m

240mg 36,495 23,257

320mg 30,296 19,537

FU 4,480mg 7,092 7,092

1 73,883 49,886

1 2 147,766 99,772

2 ) 10,988 4,992

_ﬁ 158,754 104,764
+ 2 300mg 299,754 299,754

458,508 404,518
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G-CSF

CD20

EGF

TNF-~

HPV

. http:// www.nihs.go.jp/dbcb/approved_biologicals.html
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a 2012-2015 | 2014-2016
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(Biosimilar products)
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BS1 /

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 Met-Thr-Pro-Leu-Gly-Pro-Ala-Ser-Ser-Leu-
N Pro-GIn-Ser-Phe DNA N
C C Val-Leu-Arg-His-Leu-Ala-GIn-Pro  DNA

C
37 43 65 75
2 18

BS1




Hist™t

met rhG- CSF
Sequence diagram

DNA

----- HPLC
GIn

60
e e = = 0 20 40 60
I Dimer !
le = = HPLC
0 5 10 15 20



G-CSF NFS-60 NFS-60
3 10%cells/well BS 48
Cell Counting Kit-8 2 450nm

25 - —O0— BS1

2.0 1

1.5-

1.0

0.5

0.001

BS1



102 cellsfuL

120-

(0]
o
1

40-

Crl: CD SD

6

BS jug/kg
BS pg/kg
BS 1Qg/kg

3ug’kg

*

$

#

4 8 12 16 20 24

*%*

BS pg/kg

$: p<0.05, Student t

3ug/kg
#: p<0.05, AspHwWelch t

102 cellsfuL

BS

120+

0o
o
1

—3
Pz
1
(o)}

BS Bg/kg
3ug/kg

12 16 20 24 32

*: p<0.05* : p<0.01, Dunnett

3ug/kg

BS 3ug/kg

BS1



ICR

$$

**

10° cellsjuL

BS 50uglkg 1 1

104
1 -
0.1-§ —_——
: 2 —0— BS
- N=6
0.01 . | | | |
4 6 8 10 14
$$: p<0.01, Aspitvelch t
**: p<0.01, Student t
#it #: p<0.05, ##: p<0.01, Aspidelch t

BS1



40

20 40
50kg  80kg BMI kg m? 185  25.0
3 3,300 8,000/mm?
3 n Dayl G-CSF
4 200mL 12 400mL
1 800mL
2
9 1 2 10
400e g # m
4 21
AUCo-48 Cmax
ANC Cmax ANC Tmax
CD34 CD34" Cmax CD34 CD34" Tmax

G-CSF Granulocyte-colony stimulating factor
ANC Absolute neutrophil count
CD34* Cluster of differentiation antigen 34 positive cell count

BS1



350
n=39
n=39

7y

300

10%cells/pL

ANC

—0

| |
120 144 168

ANC Cmax ANC AUCo-168
102%cells/uL 10%cells hr/uL
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 ANC (Absolute neutrophil count)

BS1



251

LI~

7y

n=39
n=39

|

~

201
|
=
2 154
Q
(@)
g; 104
a)
O
5_
0

0 24 48 72 96 120 144 168 192 216 240 264 288 312 336

CD34" Cmax

hr

CD34" Tmax

hr

CD34" AUCo-338

cells/pL
9.323 4.835

81.8 14.3

cells hr/uL
1,498.91 771.48

9.580 5.299

83.7 13.3

1,475.29 769.83

39

CD34* (Cluster of differentiation antigen 34 positive cell count)

BS1




hG-CSF

r n=39
g n=39
o
c
LL
(0))]
@)
0]
=
1
42 48

AUCo-48

ng hr/mL
534.59 120.91 | 35.48 9.08 79 1.2 6.58 1.42 | 11.48 1.09

562.02 116.33 | 37.49 8.69 8.2 1.2 7.02 164 |11.43 1.05

39 MRT Mean residence time
hG-CSF Human Granulocyte-colony stimulating factor

BS1



40

%

29 /4.4 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

G-CSF

BS1




42

20 40
50kg 80kg BMI kg m? 185 25.0
3 3,300 7,500/mm?3
G-CSF
4 200mL 12 400mL
1 800mL
2
9 1 2 400e g # m
1 Dayl Day5
Dayl Day5 10 4
1 400mg 1 3 Dayl Day5
3 Days5 28

CD34" Cmax CD34" Tmax

G-CSF Granulocyte-colony stimulating factor
CD34* Cluster of differentiation antigen 34 positive cell count

BS1




150+
—O— n=36
1204 —O— n=36
—
=
2 90-
Q
(&)
® 60 >«\'
o
@)
30+ T
O'( | | | | | | | | |
0 48 96 144 192 240 288 336 384 432
hr
CD34" Cmax CD34" Tmax CD34" AUCo-410
cells/pL hr cells hr/uL
68.333 36.724 108.0 135 7,751.13 4,172.68
69.945 37.684 108.0 12.2 7,977.11 4,525.13

36 CD34* Cluster of differentiation antigen 34 positive cell count

BS1



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
17 447 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 BS1




24

20 40
50kg  80kg BMI kg m? 185 25.0
3 3,300 8,000/mm?
3 n Dayl G-CSF
G-CSF
4 200mL 12 400mL
1 800mL
2
8 9 2 1 "
10 200¢ g /# n80
3 21
: AUCo-48

G-CSF Granulocyte-colony stimulating factor

BS1



300-

—— n=23
2504 O n=23
—
=
L)
O
(@)
S
i
o
zZ
<
-5 %
| | | |
96 120 144 168
hr
ANC Cmax ANC Tmax ANC AUCO-168
10%cells/pL hr 10%cells hr/uL
206.77 39.66 123 1.1 11,017.21 1,625.73
203.60 61.01 12.2 0.8 11,219.75 2,324.71

23

ANC Absolute neutrophil count

BS1




hG-CSF

AUCo-48

ng hr/mL
420.64 61.77 101.99 13.30 499 2.30 3.94 0.51
463.54 55.08 112.11 12.48 4.87 1.98 4.12 0.75
23 MRT Mean residence time

hG-CSF Human Granulocyte-colony stimulating factor




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
a MedDRA/J Ver.14.0




104

20 70
16 2008 3 % n
3
dose-dense 4 6
100mg/m?
500mg/m?2
4
20%
7 G-CSF EPO GM-CSF
/
G-CSF GM-CSF EPO
Carcinoma in
situ
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