10ug 15ug

30pg 40pg

120ug

17 5 9

19 2 23

19

60ug

20ug



19 2

10ug 1509 20ug

30ug 40ug 60ug 120ug
17 5 9
1 10pg 15pg 20pg
40pg  60pg 120ug
1-(1)
5
cDNA
165 CaooH1300N 228024455 18,176.59

36,000

15

30ug

10

Ala-Pro-Pro-Arg-Leu-11le-[Cys-Asp-Ser-Arg

50

70

90

110

130

150

—Arg -Thr-Gly-Asp

Mo n

20

-Val-Leu-Glu-Arg-Tyr-Leu-Leu-Glu-Ala-Lys-

30 40
GIu-AIa—GIu-AYn— 11e-Thr-Thr-Gly-[Cys| 4

—@—Glu—m—-Ser—Leu—Asn—Glu—/yn—l le-Thr-

60

Val-Pro-Asp-Thr-Lys-Val-Asn-Phe-Tyr-Ala-Trp-Lys-Arg-Met-Glu-Val-Gly-GIn-GIn-Ala-

80

Val-Glu-Val-Trp-GIn-Gly-Leu-Ala-Leu-Leu-Ser-Glu-Ala-Val-Leu-Arg-Gly-GIn-Ala-Leu-

100

Leu-Val-ASn-Ser-Ser-GIn-Val-Asn-Glu-Thr-Leu-GIn-Leu-His-Val-Asp-Lys-Ala-Val-Ser-

120

Gly-Leu-Arg-Ser-Leu-Thr-Thr-Leu-Leu-Arg-Ala-Leu-Gly-Ala-GIn-Lys-Glu-Ala-1le-Ser-

140

Pro-Pro—Asp—AIa—AIa—ér—Ala—AIa—Pro—Leu—Arg—Th r-1le-Thr-Ala-Asp-Thr-Phe-Arg-Lys-

160

Leu-Phe-Arg-Val-Tyr-Ser-Asn-Phe-Leu-Arg-Gly-Lys-Leu-Lys-Leu-Tyr-Thr-Gly-Glu-Ala-

Aaa EPO

er O




Fucaly
+NeuAca2 - 3GalB1 - 4GIcNAcB1 - 2Manal\g 6
+NeuAca2 . 3GalBl - 4GICNACB1 - 2Mana1,23V1anBL - 4GIcNACBL — 4GIcNAC

tNeuAca2 - 3GalBl - 4GIcNACBL - 2Manalyg Fucalvg
NeuAca2 - 3GalBl - 4GINACBLN 4y, o ,3MANBL ~ 4GICNACBI ~ 4GIcNAC
+NeuAca?2 - 3GalB1 - 4GIcNAcB1.7 2

GalBl- 4GIcNACB1N 6 Fucalx
(NeuAca2-3) {(GalBl _ 4GIcNACB1 - 3)p-2 {Gam _ AGIcNAcR1 ~ 2MaNa g 6

Galpl_ 4GICNACRL 2Mancx17'3ManBl —4GIcNAcB1 - 4GIcNAc

GalB1l - 4GIcNAcB1\6

Manaly FUCGl\G
GalBl- 4GIcNAcB1 72 6,
NeuAca2 - 3) g-4<(Galpl - 4GIcNACB1 - 3)o- ManB1 - 4GIcNAcB1 - 4GIcNAc
( ) o-a4(Galp BL =30 Galp1 — AGINACBL N dppangr S o B
GalBl - 4GIcNAcB1 2
O- +NeuAca2y

+NeuAca2 - 3Galf1 - 3GalNAc




02-A03

30ug

1

17 5

15 60ug

10ug

40ug

19 2 15

15ug 20ug
60ug 120ug

03-A09

03-A07 03-A09



1 30 120ug
2 1
2 4 1
4 1 60 180ug
1 180ug
11g/dL 33%
1)
1) 3
1
1
2 1 2 1
2
2 1
1 2
3,0001U 15ug
4,5001U 20ug
6,0001U 30ug
9,0001U 40ug
12,0001U 60ug
2)
2
1
|| 1 3 4 5 6 7 8 9 10 11 12 13
|| 10pg | 15pg | 20pg | 30pg | 40ug | 50ug | 60ug | 80ug | 100pg | 120ug | 140pg | 160ug | 180ug
3)
1)
1 2 1



(2)

)1

180ug

1/2

1 1

10ug 20ug
20ug 40ug
30ug 60ug
40ug 80ug
60ug 120ug
80ug 160ug
100pg 180ug
120ug 180ug




M)

19 1 29
10ug 159 209
30ug 40ug 60ug

120ug

17 5 9
1 10ug 15ug 20ug
30ug 40upg 60ug 120ug

1
40ug 1
1 10 40ug 1
1 2
2 1
2 1 20 80ug
2 1
1 2 4 1
4 1 40 160pg
1 180ug
11g/dL
33%
EPO
1990
rHUEPO

rHUEPO rHUEPO



1

3

PD Peritoneal Dialysis

2

86: 4097-4104, 1995

3 N-

Val-87 Asn-88 Thr-90

O-
D)
()

gbooooooooooboooon

1

2001

48

CHO

HD Hemodialysis

rHuEPO
1
rHuEPO
2 N-
Blood
EPO
in vivo Amgen
EPO N-
5 N-
3 rHuEPO
2006 6
EPO ¢cDNA
165 Cs00H1300044N225Ss 18176.59
36,000 EPO 5 Asn-30 Thr-32
EPO 3 N- 1
2 N-
EPO ¢cDNA . Asn-Xxx- Thr/Ser Xxx
N- 2 Asn- 30 Asn-88
mDHFR
*
CHO CHO DHFR™

| [

MCB master cell bank



MCB WCB working cell bank

2
MCB in vitro CAL cells at the limit of in vitro cell
age used for production MCB
in vitro in vivo
MCB CHO
in vitro
MCB MRC-5 VERO
CHO CHO-K1 324K CAL MRC-5 VERO CHO-K1
turbinate BT NIH NIH3T3 324K
in vivo

11 Sendai

virus Simian virus 5 Pneumonia virus of mice Minute virus of mice Kilham’s rat virus Toolan’s H-1
virus Rodent parvovirus, non-structural protein 1 Mouse polio virus Reovirus type 3 Lymphocytic

choriomeningitis virus Hantaan virus

| DNA
DNA I DN
I
MCB WCB
MCB
in vitro
in vivo I
DNA DNA I B
B WCB
in vitro in vivo
I DNA ——
] MCB
MCB
11
WCB
MCB



(®))

[ | WCB | e L
- § Hw N [N (LY
I DN

E— H i o
A I - e .
I B L

O O NEY N e e
c - - N e B o

I D - I N e oo e
I
o ]
.kDa
BB DFM
prM |} DFM
DFM
pH
| |
- I
I
I
| K I 18 I
- - I
I &
(C))
DFM 1 4 6
DFM DFM
1 2 3
4
. .mg/mL
o ]
5+3 12
i H
I B
L

*MO000o0ooobooooon



DNA
H D BN
DNA i
I Bocllme
1 1
.mg/mg -ng/mg B I [ ]
|
1 1
P 1
(5)
i
i1 1
1D 1
1 1 i
| i
1 B 11 1 i
N N
i1 1
i
I
S
)
/
i
1 1
() /
CHO

10



in vitro

/ 4 X-MuLV Xenotropic
murine leukemia virus MVM Minute virus of mice PRV Pseudorabies virus Adeno5 human
adenovirus type 5

1 2
2 1 2 1 2
1 |

*‘1=
X-MuLV| MVM | PRV | Adeno5

Ef |

F e

>10.8 4.8 >10.3 >11.7
>11.7 5.3 >10.6 >12.5
NT Not Tested
*1 95%
*2 1 2
(6) /
i
A-B B-C C |
C-1-C2 C-2-C-3
A-B | . | B
L | N B i mm B
e B =
I . 1 1
HE c1-c2
| | Hn C2-C-3

11



2)

@
N C
N O-
SDS-PAGE
|
EPO
in vitro in vivo
N cDNA
N C cDNA
C
C i C
mE -
Cys7-Cysl61 Cys29-Cys33
165 B
Asn-24 Asn-30 Asn-38
Asn-83 Asn-88  N- Ser-126  O-
B 2
H 2 D
T
- D
N- -l ol/mol N-
.i.mol/mol -i.mol/mol -j:.mol/mol
.i.mol/mol N- -i.mol/mol
N- -l ov/mol N-
N- F N-
D 11
1] | N E K
1 -l 1 -l N-
N- N
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-

O- O-
3
T TR T
UT-7/EPO EPO
in vitro
in vivo

. in vitro
R e B

invitro  invivo

in vitro in vivo
in vitro [ | in vivo
[ ] in vitro in vivo
EPO
* |
I *
[ || SDS-PAGE

in vivo

SDS-PAGE in vitro

1 B K

(0))

pH SDS-PAGE

*Doboboooboooboooo

13



in vitro

Q)
25 6
120 Ix h

pH SDS-PAGE

in vivo

3)
(0))

120pg

2

80

in vivo
37 5
200W h/m’
2 8
1 ImL
]

DNA

in vivo

in vitro

12

in vitro

in vitro

in vitro

12

10
pH

15 20 30 40 60

I
80 L-

ImL

I I

0.22pm
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(®))

(C))

60ug

20 30

4)

10 15 20 30 40 60

2 8 24 25
10 60pg
120pg 2 8

200W h/m’

in vitro
pH

in vitro
2 8
40pg

15

in vitro

120pg

pH

24

3

in vitro

120

pH

37

Ix h
pH

in vitro

in vitro



N
SDS-PAGE
in vivo in
vitro
H i
1)
DNA
DNA
WHO 1 10ng
120pg I
DNA Boele 1 120pg
- WHO
DNA
D Bll-e/me
.ng/mg
|
L]
1D 1

2)

*Mogobogobooboooobo
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in vitro

in vitro

*Dobobooooooog

m

in vivo

in vivo

in vivo

B

17

I
|
I
N-

B

| 8

SDS-PAGE

in vivo



3)

in vitro
in vivo
vitro

in vivo

in vitro
in vivo
in vivo
in vivo

4)

| 1

B K

*D00000000bobo

in vivo
in vitro
in
in vivo
]
in vivo
HAE | K
| K
|

n ]

—
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rHUEPO
1)

(1)
in vitro
)
5x10%

0.5ng/mL
rHUEPO 120.0£8.9
0.5ng/mL rHUEPO
73.0£11.6
1ng/mL

rHUEPO

) EPO
UT-7/EPO
450pmol/L
rHUEPO

1,071pmol/L

rHUEPO

EPO

in vivo

in vivo

20mmol/L
80 0.06mg/mL

rHUEPO

rHUEPO

EPO

321-6 4.2.1.1-1
rHUEPO 0.1ng/mL  2ug/mL
CFU-E 2ng/mL rHUEPO
+ 127.0£17.7
BFU-E
0.1ng/mL *
76.8+7.8 E-mix
rHUEPO 0.5ng/mL
rHUEPO
321-7 4.2.1.1-2
rHUEPO Kd
neuraminidase 0.01U/mL
Kd 163pmol/L 189pmol/L
EPO
80 0.05mg/mL 140mmol/L
rHUEPO 9.07mg/mL
110mmol/L 2mmol/L
321-16 4.2.1.1-3 321-2 42.1.1-4
3 10 30 100ug/kg rHUEPO 10

20



30 100 300pg/kg
Hb Ht
rHUEPO
29
rHUEPO
rHUEPO
)
321-8 4.21.1-7
Hb Ht
Ht
1 4
Hb Ht
Hb Ht
10pg/kg
3ug/kg rHUEPO10ug/kg
Hb Ht
Hb Ht
10ug/kg
rHUEPO

4.5ug/kg 2 1

28
rHUEPO
Hb Ht
rHUEPO
9ug/kg rHUEPO 9ug/kg
Hb Ht
Hb Ht
321-4 4.2.1.1-5 321-1 4.2.1.1-6
321-11 4.2.1.1-8
2mg/kg 1 1 4
5/6
13 ug/kg
39 Hb Ht
9ug/kg Hb
0.1 03 lug/kg
35 Hb Ht
1pg/kg/
3 10pg/kg rHUEPO
29 Hb Ht
10ug/kg
rHUEPO
1.5ug/kg 1
rHUEPO 0.5pg/kg 3 13

21



rHUEPO 0.5ug/kg/3

49 Hb Ht
1.5pg/kg/
Hb Ht
4.5ug/kg/2 Hb Ht
in vivo rHUEPO
)
3 1 29
13 6 21 902
2589 4.2.1.3-1
) in vivo
1 10 100pg/kg
24 3 hexobarbital
pentetrazol
10pg/kg
0.6mA 1 100ug/kg
1 10 100pg/kg
1 10 100pg/kg
10pg/kg
1 10 100pg/kg
100pg/kg 1

4 100pg/kg

) in vitro

01 1 10pug/mL

01 1 10pg/mL

22

/



40 2
)
3609 4.2.1.3-4
24
)
24
9

01 1 10pg/mL

01 1 10pg/mL

68.4%
3607 4.2.1.3-2 3608 4.2.1.3-3
100pg/kg
3606 4.2.1.3-6 3610 4.2.1.3-5
100ug/kg
Hb
100ug/kg 100ug/kg 1
24
3) ()

23



(1) rHUEPO
EPO 42.1.1-2 EPO
rHUEPO 42.1.1-3
rHUEPO rHUEPO
421.1-7 3na/kg
rHUEPO  10pg/kg Hb
421.1-8 15pugkg 1 rHUEPO  0.5pg/kg 3
Hb rHUEPO
Egrie 3
rHUEPO 3 rHUEPO
3.6 1 3
1 3 4
Exp Hematol 31: 290-299, 2003 1 rHUEPO 3
EPO rHUEPO 172 42.1.1-2
rHUEPO 3 4.22.2-3
N- EPO N-
in vivo Exp
Hematol 32: 1146-1155, 2004 EPO  invivo
rHUEPO
rHUEPO
1 rHUEPO 3
rHUEPO  invivo
rHUEPO
421.1-8 15ug/kg 1 rHUEPO  0.5pg/lkg 3
Hb
rHUEPO EPO
rHUEPO
2)
X

24



125|

ELISA
EPO
1)
PKO006 4.2.2.2-1 PK0103:4.2.2.2-4
01 05 25 10ug/kg
2
2
AUC CL Vss MRT ty
uHa/kg ng hr/mL mL/hr/kg mL/kg hr hr
0.1 27.6+3.2 3.7+0.4 62.0+7.2 17.243.5 | 13.9+3.0
0.5 150.6+15.9 3.4+0.3 61.2+35 | 18.4+1.1 | 17.6£15
2.5 851.0+86.5 3.0+0.3 56.0£#5.5 | 18.9+1.1 | 19.1+1.1
10 3898.7+288.0 2.6+0.2 51.8+4.7 | 20.1+0.9 | 15.240.8
0.1 37.2+2.9 2.7+0.2 52.5+2.0 | 19.6+2.1 | 15.1+1.2
0.5 183.6+26.7 2.840.5 54.3+9.4 | 19.6+1.5 | 19.34+3.0
25 1130.3+108.8 2.2+0.2 48.7£19 | 22.1+2.7 | 26.2+8.7
10 5413.7+408.2 1.9+0.2 49.9+19 | 27.0£2.3 | 20.2+1.3
n=4 n=3 +
AUC - CL Vss
MRT ti
tiy MRT Vs
AUC CL
tu2 Vss MRT
AUC CL
1ug/kg rHUEPO 1ug/kg
3
3 1ug/kg rHUEPO 1ug/kg
AUC CL Vss MRT tyy
ng hr/mL mL/hr/kg mL/kg hr hr
390.0+14.8 2.640.1 46.742.5 | 18.2+0.5 | 18.4+1.3
rHUEPO 64.4+0.2 15.5+0.1 74.6+4.0 4.8+0.3 | 6.0+0.3
ratio
! HUEPO 6.1 0.2 0.6 3.8 3.1
n=4 +
rHUEPO AUC 6 ti 3 rHUEPO

Vss 0.6

25



PKO0009 4.2.2.2-2 PKO0103 4.2.2.2-4
0.5ug/kg 4 7
0.5ug/kg 0.5ug/kg 2.5ug/kg
7 /
4 tin
4
Ha/kg 1 3 6
05 ng/mL 0.17+0.05 | 0.16+0.03 | 0.18+0.02 105
- 0.94 1.06
05 ng/mL 0.27+0.04 | 0.22+0.03 | 0.18+0.06 108
- 0.81 0.67
25 ng/mL 4.04+0.48 | 2.85+0.41 | 2.58+0.58 117
- 0.71 0.64
n=4 n=3 *
/
1 l_e—KterminaIXT Kierminal ti 1=72hr
PK0205 4.2.2.7-1
0.5ug/kg
5
0.5ug/kg
AUC CL Vss MRT ty,
ng hr/mL mL/hr/kg mL/kg hr hr
179+8 2.79x0.12 44.6%3.3 16.0+0.5 | 13.9+0.4
163+21 3.10+0.38 50.9+£3.5 16.6+1.7 | 13.8+1.5
n=5 *
CL MRT
PKO0102 4.2.2.7-2
56y X
24 0.1ug/kg 6
6 X 0.1ug/kg
AUC CL Vss MRT ty
ng hr/mL mL/hr/kg mL/kg hr hr
I 33.0+1.4 3.04+0.13 53.6£2.8 | 17.7#1.2 | 15.8+2.0
||X 36.3+2.5 2.77+0.20 60.9+1.5 22.1+1.0 | 20.0+1.1
n=4 +
12 24
X AUC

26
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CL 8.9%
)
0.5ug/kg
10
8
72
125|
144
0.5ug/kg
0.5ug/kg
72
0.5
8 72 35.7 73.4%
72 25.9% TCA
TCA
(3) PKO0104 4.2.2.4-1
1pgrkg
0 24 24 72 72 168

tl/z VSS M R T

Il Pros0s 42231

10 8 24 72 144

10 144

0.0 4.3%
10 8 24 72

cc-63 42232
05 8 24 72

TCA trichloroacetic acid
76.5 84.9%
72
0.5

lZSI

27

10

4.2%



BmIT
0 24
8
BMIT  9.9%
9.1% %
4)
168
168
(5)

HPLC

HPLC

125|
125|
72
24 168 125
24 72 41%  1.4% 72 168
BMIT
125|
56.7% 3.2%
122%  PIMIT  5.0%
Il PKos05 42231
0.5ug/kg
24 33.0% 5.0%
71.4% 14.1%
11.4%
cc-63 42232
0.5pg/kg 05 4 8 24 48 72 96
136 26.3%

28

125|

2B MmIT

125 1250
52.8%

120



(1) rHUEPO

rHUEPO
1pgrkg
ti 3 4.2.2.2-3
4.2.2.3-1 rHUEPO 0.5ug/kg

1988

rHUEPO 1ug/kg
0.5ug/kg
22: 5583-5602,

ti»  rHUEPO

rHUEPO
CL
RME receptor-mediated endocytosis Eur J Haematol 69:
265-274, 2002
Nature
Biotechnol 17: 1116-1121, 1999; J Biol Chem 249: 4202-4206, 1974
X 4.22.7-2
RME
rHUEPO 5 2 N-
ty,  rHUEPO 3 MRT 4
rHUEPO rHUEPO
)
4.2.2.3-2
4.2.2.3-2
0.5ug/kg
0.5ug/kg

0.5ug/kg

29



13.6%

2 8pglg
8.6+0.5ng/mL

1ug/kg

(®)

3)

140mmol/L

@)

Hb Ht

I+

26.3%

0.5

5

TCA

20mmol/L

4.223-2

TCA

6271-128 4.2.3.1-1

30

200pug/kg

Hb

30

200ug/kg

16

TCA
4.2.352-1
3)
0.25%
EPO

05 72

200ug/kg



1.5pg/kg

1,000ng/kg
Hb Ht
)
4
100ug/kg 2/28
3ug/kg/week
13
13
7.5u0/kg 2/18
7.5u9/kg
7.5u9/kg
23 36
7.5u0/kg

26

2/18

00203 4.2.3.1-2

1,000ug/kg
1/8
6271-129 4.2.3.1-3
15 50 150ug/kg
150ug/kg
96-2454 4.2.3.2-1
1 30 100ug/kg 3 4
30
Na K Cl 30ug/kg
1nglkg
96-2476 4.2.3.2-2
15 75 30ug/kg 1 0.5ug/kg 3
1/10 1.5pg/kg 1/18 1/18
30ug/kg 7/18 3/18
1.5pg/kg
2 3
29
1
3 0.5ug/kg
1 1.5pug/kg  1.5ug/kg/week 3

31



0.5ug/kg  1.5pg/kg/week

26
1
20ug/kg
1ug/kg 0.5ug/kg
25ug/kg 1 40
10ug/kg 1 40 30ug/kg
1/20
21/28
13
2
15mL/kg
10ug/kg 2/8
10ung/kg 1/8
4
1

5 20ug/kg 3 26
1 40 15ug/kg 1 47
75ug/kg 1 47 20ug/kg
1 47
4/28 10/23
24/28
1.8ug/kg/week
00202 4.2.3.2-4
10mL/kg
10 30ug/kg 1
30ug/kg 7/8
6271-115 4.2.3.2-5
20 50ug/kg 3 4

96-2455 4.2.3.2-3

32

6/23

13

1/8

Spgrkg

13



50ug/kg 1/10

20ug/kg
1ug/kg  3ug/kg/week

13

1 7.5ug/kg

1.5ng/kg/week

26

3 26

1ug/kg 0.5ug/kg

25ug/kg 3

13

37.5mL/kg

96-3318 4.2.3.2-6

15 7.5 30ug/kg 1 0.5ug/kg 3 13

0.5ng/kg
1 1.5ug/kg  1.5pg/kg/week 3 0.5ug/kg
6271-118 4.2.3.2-7
15 20ug/kg 20pg/kg
20ug/kg
9 10 15ug/kg 1 11 5ug/kg
9 10 75ug/kg 1 11 20ug/kg
10pg/kg 3 9 10 30ugkg 1 11
217 2/10 6/10
Cl Na K CI
2.0pg/kg/week
3740 4.2.3.2-8
25mL/kg

33



10 30uglkg 1 13

13
10ug/kg 214 30ug/kg 3/4
30ug/kg 1/4
(3) G96AS07.502001 4.2.3.3.1-1 G96CG44.782 4.2.3.3.1-2
K06-0787 4.2.3.3.1-3 G96CG44.123 4.2.3.3.2-1
100 5,000ug/plate
1.5 374pg/mL 50.5 202pg/mL
375 375ug/kg
(4)
(%)
97-4124 4.2.35.1-1
05 25 10ug/kg 4 2
21 3 7 3
1 357 1 2.5ug/kg 2/26 10ug/kg
2/26
Fo 2.5ug/kg
10ug/kg Fo
2.5ug/kg 10ung/kg
1 :132-136, 1991
Fo 0.5ug/lkg Fo 2.5ug/kg
Fo 10ug/kg Fy 0.5ug/kg

98-4133

34



4.23.5.1-2

0.02 0.1 0.5ug/kg 4 2
21 3 7 3
1 35 7 1
F1 0.1ng/kg
97-4109 4.2.35.2-1
15 20ug/kg 6 15 10
Fo Ht
5ug/kyg 20pg/kg
F1 Fo
lug/kg Fo 20ug/kg Fq 1ug/kg
97-4110 4.2.35.2-2
15 20ng/kg 6 18 13
Fo Ht
5ug/kg 20ug/kg F1
Fo 1ug/kg Fo
20ug/kg Fq 1ug/kg
97-4120 4.2.35.3-1
05 25 10ug/kg 6 23
2.5ug/kg Fo 1
Fo
2.5ug/kg
Fi 2.5u0/kg 10ug/kg
Fi 2.5ug/kg 10ug/kg
F1 2.5ug/kg F,
Fo 0.5ug/kg 10ug/kg
F1 0.5ug/kg F, 10ng/kg
(6)
6271-210 4.2.3.6-1
100pg/mL  1mL/kg
47.8ug/0.1mL 478pug/imL
80 0.05mg/mL NaCl 140mmol/L

20mmol/L

35



700122 4.2.3.6-2
50ug/0.1mL 1.7wiv% 0.1mL

0.1mL
80 0.05mg/mL L- Immol/L NaCl 140mmol/L
20mmol/L
()
00104 4.2.3.7-1
100 200pg/kg 100 200pg/kg
80 0.05mg/mL NaCl 140mmol/L
20mmol/L Hb Ht
200ug/kg
1) )
00201 4.2.3.7-2
05 2 8ua/kg
8ug/kg
80 0.05mg/mL NaCl 140mmol/L
20mmol/L
1)

26 26

Hb

36



(2)

(3) 6
13 4
13 26
20 100
I 20l
26
EPO  EPO
4 13

*Doboooooobogobo
37

13

15,000

13

52

26
26



(4)

1)

2)

10, 20, 40, 60pg

90, 120, 180ug

10.0%

180ug
1/10

10, 15, 20, 30, 40,
50, 60ug

(1) in vitro
@ 00-A01 5332-1 2] | 2di}
HD 40
2
rHUEPO 7
HD 10pug 20pg  40ug 60ug
40 10

38




1 39 8
37.5% 15/40 20
NOS NOS 5.0% 2/40 2
NOS  40ug 10.0%
1/10 2
tue AUCq_., * 10ug 38.59+18.48
125.2+£39.3ng hr/mL 20ug 34.54+6.42 268.2+56.8ng hr/mL 40ug
32.11+£5.44 602.8+159.1ng hr/mL 60ug 32.58+5.33
817.6£133.3ng hr/mL
3) 02.A06 5332-3 2] I 2l |
HD 10
2
1 90ug 1
120ug 180ug
10 30
90ug 2 120ug 180ug 4
30.0% 9/30 16
23.3% 7/30 7 180ug 10.0% 1/10
1
2 20.0% 6/30 6 23.3%
7/30 11
tue AUC,_
- + 90pg 45.37+13.23 1,466+335ng hr/mL
120pg 48.67+10.02 2,0754420ng hr/mL 180pg 47.02+6.31
3,541+694ng hr/mL 90ug 120ug 180ug AUC,_
o 142 2.42 1.33 2
ti
4) 02A04 53322 20 | 2 W
HD 15
1 rHUEPO 28 31
2
rHUEPO rHUEPO 8
Hb 9.0g/dL  12.0g/dL Hb
+1.0g/dL 2 9
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rHUEPO
rHUEPO
1500IU 2 15ug 1
1,5001IU 3 20ug 1
3,000lU 2 0ug 1
3,000IlU 3 40ug 1
9
1 10ug 1 4 30ug 1 7 60ug 1
2 15ug 1 5 40ug 1
3 20ug 1 6 50ug 1
14 2 Hb
1 1 12
14 51 2
42.9% 6/14 6 NOS 35.7% 5/14 6 21.4% 3/14
4 14.3% 2/14 3 14.3% 2/14
2
NOS 1 1
2
21.4% 3/14 3 50.0% 7/14 12
1 21 28 ti Vss
AUC + 1
320.3+91.4ng hr/mL 21 292.24111.2ng hr/mL 28 288.4+100.2ng hr/mL
5
1)
00-A01 02-A06
RME
3. 2)
(8] rHUEPO
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0.1
90 180ug
10ug/kg
180ug 3

A06

180ug

PD
180ug

PD

3)

10pg/kg
20
60kg

100

HD
180ug

25 28

2

180ug

RME

180ug

10

A0l 10 60ug
600ug
RME
180ug 02-A06
1 2 1 4 1
03-A09
3
180ug 4
2 1
HD 180ug
180pg 2 1 4 1
HD PD
1 2 4
7
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10

Hb :
0 Hb 10ug  :-0.28+0.60g/dL
AG HD 103 |1 / 10, 20, 40, 60pg 6 20ug  : +0.15+0.84g/dL
40pg  :+1.18+1.13g/dL
60ug @ +2.24+0.73g/dL
: :-0.04+0.11g/dL
: 10, 15, 20, 30, 40, 95%Cl : -0.26 0.18g/dL
02 1/ 50, 60g Hb rHUEPO  :-0.11+0.11g/dL
-A03 HD 120\ huepo: rHUEPO: 28 95%Cl : -0.34 0.12g/dL
2 3 |/ 750, 1,500, 3,000, 1 0.07g/dL
3,750, 45001U 95%CI -0.25 0.39 g/dL
02 10, 15, 20, 30, 40, Hb
A5 HD 84 |1 |/ 50, 6011 48
Hb
0 EPO 10, 15, 20, 30, 40, Hb . 3;1'09’ dL
45 |1 |/ 50, 60, 80, 100, 16 P S0
-A07 :8.8+3.4
HD 120pg - 85%
15
10, 15, 20, 30, 40,
03 HD s13 |1/ 50, 60, 80, 100, 51 52 Hb
-A08 1 2
120ug
1/ 10, 20, 30, 40, 60,
?/iog PD 72 |1 2 80,100,120, 140, | 2> 8 | Hp
1 /4 160, 180ug
10, 15, 20, 30, 40,
1/ 50, 60, 80, 100,
HD 2 11 p 120, 140, 160,
03 26 28
-A10 18019
1P 10, 20, 30, 40, 60,
PD 8 L 80, 100, 120, 140,
160, 180ug
@) 02A02 5351-1 201 | 2B B
HD 100 4 25 10 20
40 60ug 6
20
1 rHUEPO 1 10 60ug
1
10ug 26 20ug 26 40ug 25 60ug 26
1 102 10ug 26
20ug 26 40pg 25 60ug 25 Full Analysis Set FAS
4/6 6
1 8 94 10ug 22 20ug 23 40ug 24 60ug
25 Per Protocol Set PPS
10 20 40 60ug 42.3% 11/26 50.0% 13/26
76.0% 19/25 92.3% 24/26
Hb * 95%
11 10ug 40ug 60ug p<0.001
Tukey
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11 Hb Tukey
+ 95%
gldL gldL 20ug | 40ug | 60ug
10pg 26 -0.28+0.18 -0.55,-0.02 | p=0.324 | p<0.001 | p<0.001
20ug 26 0.15+0.18 -0.21, 0.52 p<0.001 | p<0.001
40ug 25 1.18+0.17 0.71, 1.66 p<0.001
60ug 26 2.24+0.17 1.94,255
Tukey
10 20 40  60ug 731% 1926 51 69.2% 18/26
38 84.0% 21/25 45 80.8% 21/26 50
5% 12
12 5
opg 26 | 009 26 | AQug 25 | 60ng 26
% % % %
26.9% 7 15.4% 4 20.0% 5 11.5% 3
15.4% 4 15.4% 4 12.0% 3 11.5% 3
11.5% 3 0% 0 4.0% 1 3.8% 1
7.7% 2 3.8% 1 0% 0 3.8% 1
NOS 7.7% 2 0% 0 4.0% 1 0% 0
7.7% 2 0% 0 0% 0 0% 0
7.7% 2 0% 0 0% 0 0% 0
7.7% 2 0% 0 0% 0 0% 0
3.8% 1 7.7% 2 4.0% 1 3.8% 1
3.8% 1 0% 0 8.0% 2 3.8% 1
3.8% 1 0% 0 4.0% 1 19.2% 5
0% 0 7.7% 2 0% 0 0% 0
NOS 0% 0 7.7% 2 0% 0 3.8% 1
NOS 0% 0 3.8% 1 8.0% 2 0% 0
0% 0 0% 0 12.0% 3 15.4% 4
0% 0 0% 0 4.0% 1 7.7% 2
NOS 0% 0 3.8% 1 0% 0 1.7% 2
0% 0 0% 0 0% 0 7.7% 2
19% 2/103 2 40ug 60ug
5.8% 6/103 3
2 NOS 1
@ / 02.A03 53512 20| B 20 |}
HD 100 50 rHUEPO
5
rHUEPO 13
Hb 9.0g/dL  12.0g/dL Hb
+1.0g/dL 2 14
28 20
21 28
rHUEPO 4,5001U 6,0001U Hb 10.5g/dL
10.5g/dL
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13

rHUEPO
rHUEPO
1,5001U 2 1,5001U 2 15ug 1
1,500lU 3 1,500lU 3 20pug 1
3,0001U 2 3,0001U 2 30ug 1
3,0001U 3 3,0001U 3 40ug 1
14
rHUEPO rHUEPO
1 7501U 3 0ug 1 5 [ 30000 3 40ug 1
2 | 15001lU 2 15 1 6 | 37501U 3 50ug 1
3 1,5001U 3 20ug 1 7 4,5001U 3 60ug 1
4 | 30000 2 g 1
121 61 rHUEPO 60 120
61 rHUEPO 59 4
6 115 58 rHUEPO 57 FAS
Hb 22 3
90 39 rHUEPO 51 PPS
Hb * 95%
-0.04+0.68g/dL  -0.26g/dL, 0.18g/dL rHUEPO -0.11+0.82g/dL -0.34g/dL, 0.12g/dL
0.07g/dL  -0.25g/dL, 0.39g/dL
+1.0g/dL
98.4% 60/61 388 rHUEPO  96.6% 57/59 378
p=0.615 Fisher’s Exact Test
21.3% 13/61 18 rHUEPO  11.9% 7/59 9
p=0.221 Fisher’s Exact Test 2
8.2% 5/61 8 3.3% 2/61 3
NOS 3.3% 2/61 2
1.6% 1/61
5% 15
21.3% 13/61 18 rHUEPO 10.2% 6/59
16.4% 10/61
rHUEPO 3.4% 2/59
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3)

02-A02

12.0g/dL

02-A02

Hb

PPS

79

15 5
I 61 |1 rHUEPO 59 |
% %
65.6% 40 67.8% 40
16.4% 10 16.9% 10
16.4% 10 10.2% 6
NOS 23.0% 14 10.2% 6
11.5% 7 10.2% 6
9.8% 6 10.2% 6
NOS 9.8% 6 8.5% 5
9.8% 6 8.5% 5
9.8% 6 6.8% 4
9.8% 6 3.4% 2
8.2% 5 6.8% 4
8.2% 5 5.1% 3
6.6% 4 8.5% 5
6.6% 4 1.7% 1
6.6% 4 3.4% 2
6.6% 4 0% 0
4.9% 3 10.2% 6
4.9% 3 10.2% 6
NOS 4.9% 3 8.5% 5
4.9% 3 5.1% 3
NOS 4.9% 3 5.1% 3
NOS 4.9% 3 5.1% 3
4.9% 3 5.1% 3
NOS 3.3% 2 11.9% 7
NOS 3.3% 2 5.1% 3
3.3% 2 5.1% 3
1.6% 1 11.9% 7
1.6% 1 6.8% 4
0% 0 5.1% 3
02-A05 5.3.5.2-1 2(. | 2(' l
HD 80
20
02-A02 Hb
10 15 20 30 40 50 60ug
Hb 02-A03 14
2
84 84 FAS
1 2
2
23 61
Hb
5 Hb 10.0g/dL
11.0g/dL 11.0g/dL 1

45

11.0g/dL
1 48

81

10



1H

102-A05 Hb + FAS
98.8% 83/84 1,041 75.0% 63/84
148 10% 21.4% 18/84 19
13.1% 11/84 20 13.1% 11/84 11
2.4% 2/84 NOS NOS
1 5%
16
16 5%
% %
65.5% 55 9.5% 8
36.9% 31 8.3% 7
29.8% 25 8.3% 7
20.2% 7 NOS 7.1% 6
NOS 17.9% 15 7.1% 6
155% 13 NOS 7.1% 6
15.5% 13 7.1% 6
NOS 15.5% 13 7.1% 6
155% 13 7.1% 6
14.3% Y 7.1% 6
14.3% 1 7.1% 6
14.3% 12 7.1% 6
13.1% 11 6.0% 5
13.1% 11 6.0% 5
11.9% 10 6.0% 5
NOS 11.9% 10 6.0% 5
11.9% 10 6.0% 5
NOS 9.5% 8 6.0% 5
9.5% 8 6.0% 5
84
22.6% 19/84 22 4.8%
4/84 4 2.4% 2/84 2
NOS 1.2% 1/84 1 NOS
1 2

16.7% 14/84 15

46



7.1% 6/84 6 2.4%
2/84 2
2.4% 2/84 2
1.2% 1/84 1
4 03-A07 5352-2-1 20f | 24 |
HD HD rHUEPO 30
21
40pg Hb 11.0g/dL 12.0g/dL
10 15 20 30 40 50 60 80 100 120pg 1 16
Hb 17
1
17
1 10ug 1 6 50ug 1
2 15ug 1 7 60ug 1
3 20ug 1 8 80ug 1
4 30ug 1 9 100ug 1
5 4opg 1 10 120pg 1
45 GCP 10 GCP 27
IRB 2
35
1 34 FAS
Hb 1 33 PPS
4 Hb
+ 95% 0.321+0.244g/dL/  0.236g/dL/ , 0.406g/dL/
Hb 11.0g/dL % Hb 11.0g/dL
+ 79.4% 27/34 8.4£3.5 3 15
10 50% 14 87.6% Kaplan-Meier
Hb 10.0g/dL % Hb 10.0g/dL
+ 94.1% 32/34 6.4+4.0
5 50% 11 84.5% Kaplan-Meier
Hb 2
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140
130

120

11.0 —r ?
oo . {/i/t/f

(g/dL)

o)
I
9.0
8.0
7.0
0 2 4 6 8 10 12 14 16
2 Hb +95% FAS ( )
88.6% 31/35 152 40.0% 14/35
21 14.3% 5/35 5
57% 2/35 2
57% 2/35 3
2 5% 18
185
% %
28.6% 10 5.7% 2
14.3% 5 5.7% 2
14.3% 5 5.7% 2
11.4% 4 5.7% 2
11.4% 4 5.7% 2
11.4% 4 5.7% 2
11.4% 4 5.7% 2
8.6% 3 5.7% 2
8.6% 3 5.7% 2
8.6% 3 5.7% 2
8.6% 3 5.7% 2
5.7% 2 5.7% 2
5.7% 2 5.7% 2
5.7% 2
35

11.4% 4/35 4
29% 1/35 1

(5) 03-A08 53525 20} | 2 W
1

HD 6 300
100 rHUEPO Hb
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28
52

rHUEPO

19 20 1
51 52

19 rHUEPO 1
rHUEPO

19

7501U

1,5001U

2,2501U

3,0001U

rHUEPO 2

20 rHUEPO 2 3
rHUEPO

1,5001U
2,2501U

3,0001U

3,7501U

4,5001U

5,2501U
6,0001U
6,7501U

7,5001U
8,2501U
9,0001U

Hb 10.0g/dL 13.0g/dL Hb
10 120pg

21

11.0g/dL

10ug S0ug

1519 60ug

20ug 80ug

|0

30ug 100pg

g IwiN|F-

=
o

40ug 120ug

14 3
Hb 10.5g/dL 12.0g/dL

80ug

49

120ug

80ug

12.0g/dL

47

rHUEPO

2

20

1

Hb



HisHE (W)

Hi5%E (%)

1 120ug
1 120ug
513 FAS
1 Hb
3 509 PPS
Hb
23.6% 121/513
22 50%
40.7% 209/513
13.0g/dL
3 80% 9 90%
83.4% 428/513

131

10.0g/dL
Hb 8.0g/dL
1/2
4
382
11.0g/dL  12.0g/dL
7 40%
28 40%
3 Hb
71.5% 367/513
24 90%

11

10.0g/dL

8 1

3

0D 12 14 18 18 20

Hb 11.0g/dL

Ll Fle]

12.0g/dL

22 24 28 28 30 32 34 36 38 40 42 44 46 48 50 52 ETE

(e 1k B%)

o 2 4 6

&8 10 12 14 16 18 20

4 Hb 10.0g/dL

Bl (GED

13.0g/dL

50

22 24 26 28 30 32 34 36 38 40 42 44 46 48 S50 52 @rm

{1k BY)



1 2 1 1 87.5%

449/513 74.2% 333/449
1 2 1 25.8% 116/449 116
92 79.3% 2 1 24 20.7%
1
2 1 12.5% 64/513
82.8% 53/64 2 1 - 1
17.2% 11/64 1
98.1% 503/513 4,105 32.4% 166/513
271 1% 10.3% 53/513 58
5.5% 28/513 30 4.7% 24/513 35
2.7% 14/513 15 1.8% 9/513 12 1.2%
6/513 6
1.4% 7/513 9
1
5%
22
225
% %
62.8% 322 8.4% 43
18.3% 94 7.8% 40
17.7% 91 7.4% 38
17.3% 89 6.4% 33
15.8% 81 6.4% 33
13.8% 71 6.4% 33
11.5% 59 6.2% 32
11.1% 57 5.8% 30
10.9% 56 5.3% 27
10.3% 53 5.3% 27
9.6% 49 5.1% 26
~ 513
21.2% 109/513 154 1%
2.3% 12/513 14 1.4% 7/513 7

1.2% 6/513 6
5.5% 28/513 33
1.0% 5/513 5
0.6% 3/513 3
0.4% 2/513 2

7.4% 38/513 46
4.5% 23/513 29
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2.3% 12/513 14 2
1 0.6% 3/513 4 3
1
(6) 03-A09 5352-3 20} | 24 |}
PD 50 25 28
rHUEPO 40ug 1
rHUEPO rHUEPO 23
1 Hb 11.0g/dL 12.0g/dL
1 10 20 30 40 60 80 100 120 140 160 180ug
24 25 28
1
23 rHUEPO
rHuEPO
3,0001U 1
6,0001U 2 1 S0Hg
9,0001U 2 1 40ug
6,0001U 1 60
12,0001U 2 1 Hg
24
1 10ug 7 100pg
2 20ug 8 120pg
3 30ug 9 140ug
4 40ug 10 160pg
5 60ug 11 180ug
6 80ug
1 2 1 4 1
1 2 1 2 1 4 1
2 Hb 10.5¢/dL 12.0g/dL
2 120ug
4 1
2
100ug 120pg 180ug
1 1 4 1 2 1
180ug Hb 10.0g/dL
1 180ug Hb 8.0g/dL

52
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172

4 1
72 rHUEPO 13 rHUEPO 59 FAS
6 rHUEPO
rHUEPO 3 66 PPS
18 54 rHUEPO 9 rHUEPO 45
Hb rHUEPO
8.15g/dL 5 Hb 10.0g/dL
10 Hb 11.0g/dL Hb 14
10.63g/dL rHUEPO
Hb 10.19g/dL 10 Hb
11.0g/dL Hb 10.51g/dL
5
140 _e tuero 24.08
13.0 | —M—rHUEPO
12.0 I T T -
11.0 ‘?‘/;"/II\I/: e T To
RENE S NI L
3100 /I;\'
= 9.0 |
2 8o
7.0
6.0
5.0
4.0 I -3.88
0 2 4 6 10 12 14 16 18 20 22 24 26 28
5Hb +95% FAS
93.1% 67/72 267 31.9% 23/72
43 5% 19.4% 14/72 16
2.8% 2/72 2 rHUEPO
rHUEPO rHUEPO 10% 25
25 10
FHUEPO 13 |1 rHUEPO 59
% %
46.2% 6 44.1% 26
23.1% 3 32.2% 19
23.1% 3 1.7% 1
15.4% 2 10.2% 6
15.4% 2 5.1% 3
15.4% 2 0% 0
0% 0 13.6% 8
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16.7% 12/72 18 2.8% 2/72 3
2.8% 2/72 2 1.4%
1/72 2
1.4% 1/72 1
5.6% 4/72 4
1 2.8% 2/72 2
) 03-A10 5352-4 2] | 2 |
rHUEPO HD PD
40
4
rHUEPO
26 27
26
HD 03;;\08 2 27
PD 03-A0923 03-A0924 03-A09
27 HD
|
1 10ug 6 50ug 11 140ug ||
2 15ug 7 60pg 12 160pg ||
3 20pg 8 80pg 13 180pg ||
4 30ug 9 100ug
5 40ug 10 120pg
HD
1 1 2
3 Hb 10.5g/dL
12.0g/dL 120ug
2
80ug 120ug 100ug
120pg 180ug
2 2 1 1
1 180pg Hb 10.0g/dL
1 180pg Hb 8.0g/dL
1
1/2
PD
1 2 1 4 1
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2 Hb 10.5g/dL 12.0g/dL

2 1 120ug
1 4 1
2 4 1 2 1
1 180pg Hb 10.0g/dL
1 180ug Hb 8.0g/dL
1/2

40 HD 32 PD 8

1 39 HD 32
PD 7 FAS Hb
3
2 34 PPS HD 27 PD 7
Hb 0 10.61g/dL 2
10.68g/dL 9 11.05g/dL Hb 11.0g/dL
Hb 10.0g/dL 13.0g/dL 10.94g/dL
6
HD PD HD Hb 0 10.56g/dL
2 10.62g/dL 9 11.05g/dL Hb 11.0g/dL
Hb 11.02g/dL PD
Hb 0 10.83g/dL 2 10.93g/dL
4 11.27g/dL Hb Hb
10.57g/dL Hb 11.0g/dL 12.0g/dL
Hb 7 8

140 -
130 -
120 -

110 EMMM}W $

100 -

g/dL

9.0

8.0

Hb

70

6.0

5.0

4.0

6 Hb +95% FAS
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5.0%

100

90 -

80

70

60

%

50

40 |

30 H

20

10 H

%

2/40

100

90

80

70

60

50

40 H

30

20 H

10 H

clot

8 10 12 14 16

11.0g/dL 12.0g/dL

22 24 26 28

10.0g/dL 13.0g/dL

193
2.5% 1/40 2
2.5% 1/40

56

18

20 22 24 26 28

12.5% 5/40 6

10%

HD



28 10
HD 3 _[PD B___
% %

50.0% 16 50.0% 4
25.0% 8 12.5% 1
12.5% 4 0% 0
9.4% 3 12.5% 1
9.4% 3 12.5% 1
9.4% 3 12.5% 1
6.3% 2 12.5% 1
6.3% 2 12.5% 1
3.1% 1 12.5% 1

C 3.1% 1 12.5% 1
0% 0 25.0% 2

0% 0 25.0% 2

0% 0 12.5% 1

0% 0 12.5% 1

0% 0 12.5% 1

0% 0 12.5% 1

0% 0 12.5% 1

0% 0 12.5% 1

0% 0 12.5% 1

0% 0 12.5% 1

0% 0 12.5% 1

0% 0 12.5% 1

0% 0 12.5% 1

0% 0 12.5% 1

2.5% 1/40

(1)
rHUEPO
rHUEPO
02-A03

22.5% 9/40 13

2.5% 1/40 2

1

rHUEPO

Hb
+1.0g/dL

57

95%

Hb

5.0%

-0.25¢/dL, 0.39¢/dL
rHUEPO

2/40



-4 0 4 8 12 16 20 24 28

[—e—kKRN321 - - 4 - -rHUEPO |

KRN321
9 Hb + PPS AQ3
02-A03 PPS 39 rHUEPO
51 FAS 58 rHUEPO 57
02-A03 FAS
58 rHUEPO 57 PPS
PPS
Hb 7 6 rHUEPO 1
10 8 rHUEPO 2 Hb
Hb 95% PPS -0.25¢/dL, 0.39g/dL FAS
-0.03g/dL, 0.59g/dL
17
35% 6/17 Hb
FAS
Hb
21 28 Hb 95%
PPS FAS
PPS 14 rHUEPO 3 Hb
7 6 TrHuEPO 1 10 8  rHuUEPO

58



02-A03
Hb
Hb
rHUEPO
03-A08
10
10 52 Hb
Hb 11.0g/dL
HD
Hb
Hb
Hb
29

59

Hb

rHUEPO
rHUEPO
rHUEPO
Hb
52 Hb +95%
03-A08 FAS
rHUEPO
Hb



29 Hb

1 02-A02
T p %
0.1757 0.4405 0.399 | 0.690 -
ug 0.0105 0.0010 10.655 | <0.001 55.9
-0.0022 0.0018 -1.242 0.217 0.2
0: 1 0.0064 0.0505 0.127 0.898 <0.1
kg -0.0014 0.0031 -0.439 | 0.661 <0.1
-0.0007 0.0003 -2.024 | 0.046 2.0
Hb g/dL -0.0163 0.0454 -0.359 0.720 0.2
ng/dL 0.0000 0.0000 0.882 0.380 0.4
PPS
: 03-A07 03-A09 rHuUEPO
T p %
0.9764 0.4021 2.428 | 0.018 -
-0.0071 0.0031 -2.306 | 0.025 6.0
0: 1 0.0782 0.0760 1.028 | 0.308 3.2
kg -0.0016 0.0025 -0.648 | 0.520 0.4
0:HD 1:PD 0.0624 0.0775 0.806 | 0.424 2.1
-0.0001 0.0006 -0.152 | 0.879 0.1
Hb g/dL -0.0257 0.0343 -0.752 | 0.455 0.6
ng/dL 0.0005 0.0003 1.530 | 0.132 4.0
FAS
HD 1 8 rHUEPO 02-A02
Hb 55.9%
1 40ug 03-A07 rHUEPO HD
03-A09 rHUEPO PD
6.0% Hb
EPO
PD Hb
PD 03-A09
rHUEPO rHUEPO Hb
11.0g/dL Hb 11

140 1 e tuero T 24.08

13.0 | —M—rHUEPO —

11.0 T 1] T i g * P I X I3 I 1
3100 - 1 !j' Y 1 ,/F\‘ F
= 90t
2 80

70

6.0 |

50 |

4.0 . . L -3.88

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
11 Hb +95% FAS 03-A09

60

Hb



rHUEPO 31.15 g/ rHUEPO
35.38 ug/ 12
rHUEPO
03-A09 2 1 4 1 Hb
2 1 Hb 4
Hb 4 1 4
1
PD rHUEPO 03-A09
03-A10 rHUEPO
Hb
rHuUEPO rHUEPO
Mg T ¢ A
e 2,
E L e s O IS0
12 + FAS  03-A09
30 PD Hb 03-A09
H Hb g/dL
+ 95%
B 1 49 11.13+0.37 111 105,119 11.02, 11.24
I 1 49 10.40-0.88 104 86,125 10.14, 10.65
)
rHUEPO
02-A03 36.1% 22/61 Hb
27.3% 6/22 rHUEPO rHUEPO 15.0%
9/60 11.1% 1/9
1.6% 1/61 rHUEPO
rHUEPO
12
rHUEPO
02-A03 rHUEPO
Hb 02-A03

61



Hb Hb
Hb
Hb
rHUEPO

rHUEPO
1 4
, 2004 2002

237,710 2003 21,672

21,672-+((229,538 237,710)/2)x100=9.3%

rHUEPO

Hb

02-A03 Hb
02-A03
rHUEPO
03-A08
52 1.4% 7/513 9
1 1

62

10 g

1

1.4% 12/838

20038 12 31
229,538 2003
2003
rHUEPO
02-A03
rHUEPO
28 1.0% 5/513 6
28 52

rHUEPO



28 13.1% 67/513 85
52 21.2% 109/513 154 28
52 3.3% 17/513 18 5.5% 28/513 33
28 52 11 15 28
0.2% 1/513 1
28 49% 25/513 31 52
7.4% 38/513 46 28 52 3.1% 16/513
20 45% 23/513 29 28 52
1.4% 7/513 9 2
1
52 rHUEPO
Amgen EMEA: European Medicines Agency
1 8 PSUR
2000 5 1 20056 4 30 4
76.8
44 44
7 8
PSUR 2004 5 1 2005 4 30 17/44
rHUEPO 2
Amgen CCDS 2005
4 20 2006 9 8
SPC Aranesp
2005 9 2005 10
Amgen 2005 9 10
0.3 03-A09
rHUEPO 1
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5.4% 45/838 47
Amgen EMEA

Amgen 7 1,739
27 32.2%

0.7% 12/1,739

1 0.1%
Amgen 11 2,251 1,807
444 6.1% 111/1,807 3.4%
15 /444 0.3% 5/1,807
Kaplan-Meier
4.8
Aranesp
ODAC Briefing Document, 2004 5 4
02-A03
11.5% 7/61 rHUEPO  5.1% 3/59 3.3% 2/61 1.7%
1/59 NESP980117 rHUEPO 23.7% 40/169
23.0% 77/335 1.8% 3/169 3.3% 11/335
rHUEPO
rHUEPO
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20-40% N Engl J Med 339: 1054-1062,

1998 Hb
02-A02 10 20ug 40
60ug 40% 1/25 1 154% 4/26 4 4
p=0.026 Fisher’s Exact Test
02-A03 rHUEPO 14.8% 9/61
11.9% 7/59 9.8% 6/61 6.8% 4/59
03-A08 13.8% 71/513 83
10.9% 56/513 64 10.3% 53/513 58
5.5% 28/513 30
0.4% 2/513 2 0.6% 3/513 3

0.8% 4/513 4
0.4% 2/513 2

03-A09 PD 19.4% 14/72 16
rHUEPO
rHUEPO NESP980117
28.4% 48/169 rHUEPO 23.9% 80/335
3.0% 5/169 rHUEPO 6.0% 20/335
rHUEPO 02-A03
rHUEPO
rHUEPO
EPO
02-A03 26.2%
16/61 rHUEPO 22.0% 13/59
NESP980117 16.6% 28/169
rHUEPO 14.3% 48/335 rHUEPO

0.6% 2/335
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rHUEPO

03-A09
1.4% 1/72 1
rHUEPO
rHUEPO
The Breast Cancer Erythropoietin Trial
BEST EPO-INT-76 Lancet Oncology 4: 459-460, 2003 12
rHUEPO  70% 76% Kaplan-Meier
4 72% 41/57
rHUEPO 28% 16/57 rHUEPO 28 6%
13 3%
rHUEPO
Lancet 362: 1255-1260, 2003 rHUEPO
406  vs. 745 p=0.04 Log lank progression-free
survival rHUEPO 162 95% 1.22,2.14
EPO
EPO rHUEPO
2001 5
16 2003 12 31 3 1
Hb Hb
rHUEPO
J Natl Canc Inst 97: 489-498, 2005
rHUEPO
rHUEPO
rHUEPO
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02-A02 02-A05 03-A07 03-Al10 Hb

25  02-A02 1.0% 1/103 02-A03
9.8% 6/61 03-A08 33% 17/513 03-A09 14% 172
Hb 13.0g/dL

02-A05 03-A07 03-A08 03-A09 03-A10

22.4% 166/742 Hb
1 3 12.0g/dL
8 12.0g/dL 16/166
Kaplan-Meier Hb 12.0g/dL 50%
02-A05 03-A07 03-A08 03-A09 03-A10 166 3
02-A02 02-A05 02-A02 rHUEPO
02-A05 24 rHUEPO Hb
3 1.44g/dL rHUEPO 3 1.09g/dL
rHUEPO 3 Hb
Hb
Nephrol Dial Transplant 18: 576-581, 2003 8 12.0g/dL
Hb
Hb
HD
rHUEPO
@)
HD EPO
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HD

HD 03-A07 03-A10 PD
03-A09 03-A10
02-A03 03-A08 rHUEPO HD
PD 03-A09
rHUEPO
rHUEPO rHUEPO
Hb
HD rHUEPO
EPO 03-A07 Hb 0.4g/dL/
34 14 (4) EPO
166 8 12.0g/dL 16
)
rHUEPO
rHUEPO Hb
EPO (4) EPO
(®)
(4)
Ha/kg
pg/body
00-A01 02-A04
02-A06 63
Ccv
22.8% 17.7%
21.6% 19.6%
03-A07 03-A09 rHUEPO 50kg
50kg 60kg 60kg 3 Hb *
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0.35740.394g/dL/  0.362+0.219g/dL/ 0.341+0.212g/dL/
rHUEPO pg/body
Ho/kg Hg/body
pg/body
rHUEPO Hb
Hb Ht
pg/body
EPO
2004 Hb
0.3 04g/dL Ht 1%
Hb 03 04g/dL Ht 1%
EPO
40ug Hb rHUEPO 1 8
02-A02 2 Hb
+ 0.29+0.22¢g/dL/ 0.3g/dL/ HD
rHUEPO HD HD
03-A07 4 Hb + 0.321+0.244g/dL/
Hb 0.4g/dL/ 14/34
PD 03-A09 rHUEPO 4 Hb
0.434+0.26g/dL/ Hb 0.4g/dL/ 7/13
HD
EPO 40ug Hb
PD 40ug Hb
EPO
40ug rHUEPO Hb 10.0g/dL
03-A07 03-A09 03-A09
4 Hb 2.0g/dL
2 2
1 PPS Hb 0.380g/dL/
Hb Hb
Hb
03-A07 03-A09 Hb
0.4g/dL/ 26 96.2% 25/26 129 0.4g/dL/ 21 90.5%
19/21 69 34.6% 9/26 14 33.3% 7/21
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11 Hb

EPO

rHUEPO

rHUEPO
rHUEPO
rHUEPO

16/166 (2
rHUEPO

rHUEPO
rHUEPO
200
282.75
298.52
200

rHUEPO

rHUEPO

15 rHUEPO 17

02-A03

533.3
3,0001U/

71.4

Hb

0.4g/dL/ 0.4g/dL/
HD HD
Hb
rHUEPO
12.0g/dL
rHUEPO
02-A03 rHUEPO
rHUEPO
254.28
02-A03 rHUEPO
4455.91U 5668IU
Hb
rHUEPO
4,5001U/ 298.52
95%
rHUEPO
rHUEPO

70

EPO
Hb
1
Hb
4,5001U/
rHUEPO
1.3
200
1940 313.1
254.28
rHUEPO



2,2501U/

45

54.1% 33/61

4

PD 1
HD

198

50.0% 99/198

20/198

13,5001U/ 6,0001U/ 33751U/ 90001U/ 90001U/
82501U/ 1125010/ 0.6
03-A08 03-A09 03-A10
4 33.2% 203/612 02-A03
rHUEPO 47.5% 28/59
4
200 rHUEPO
200 02-A03 PPS
Hb 7 6
10 8 Q) rHUEPO
02-A03
64.1% 25/39
35.9% 14/39
Hb
Hb rHUEPO
rHUEPO HD 1 3
2 1
1 PD 4 1
HD
03-A08 03-A09 03-Al10
4 38.9% 77/198 122 VS. 4
138 1
03-A09 03-A10 2 4
Hb
2 1 4 1
0/198 - 4/198
5 23/198 3/198 6/198
1
03-A08
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03-A09 03-Al0 198 4
3.5% 7/198 10 VS. 4 3.5% 7/198 7 03-A08 03-A09
03-A10 Hb Hb Hb
Hb Hb -0.5g/dL Hb
Hb <-0.5g/dL Hb Hb
Hb 31
31 Hb
03-A08 HD 03-A09 PD 03-Al10 HD
Hb Hb Hb Hb Hb Hb
% 67 57.8 49 422 23 469 26 53.1 10 55.6 8 444
+ 11.21+0.49 11.46+0.56 11.02+0.37 11.23+0.36 11.19+0.44 11.43+0.62
Hb g/dL 11.20 11.50 10.90 11.20 11.10 11.30
+ 11.51+0.73 10.21+0.76 11.07+0.60 9.80+0.63 11.31+0.59 10.38+0.70
Hb g/dL 11.50 10.20 10.90 9.75 11.30 10.35
+ 0.30+0.68 -1.24+0.57 0.05+0.52 -1.43+0.64 0.12+0.50 -1.05+0.51
Hb g/dL 0.20 -1.00 -0.20 -1.25 0.00 -0.90
+ 17.69410.92 | 18.16+£13.26 | 28.26+14.19 | 31.15+13.14 | 25.50+10.12 | 31.88+12.52
ug/ 15.00 10.00 30.00 30.00 25.00 35.00
+ 27.43+13.32 | 24.74+£11.97 | 30.76+13.56 | 34.81+10.25 | 35.50+14.80 | 35.63+16.35
ug/ 25.00 25.00 35.00 37.50 35.00 35.00
+ 9.74+13.13 6.58+13.39 2.50+9.01 3.65+6.57 10.00+£12.69 3.75+£14.82
ug 10.00 10.00 0.00 5.00 7.50 0.00
Hb Hb -0.5g/dL  Hb Hb <-0.5¢/dL
03-A09 03-A10 Hb Hb
Hb rHUEPO
Hb
Hb
rHUEPO
Hb 1 03-A08 Hb
Hb
Hb Hb 5
14.7% Hb
Hb
03-A08 03-A09 03-A10 1
2 1 2 1 4
03-A08 03-A09 03-A10

2
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2 Hb 10.5g/dL 12.0g/dL

Hb
Hb
Hb
Hb
Hb 1 2 1
2 1 4 1
®)
rHUEPO
4
EPO
rHUEPO HD Hb 0.4g/dL/
14/34 rHUEPO PD 7/13
rHUEPO
rHUEPO
EPO rHUEPO

1.
2. GCP
1) 03-A07 5.3.5.2-2 5.3.5.2-2-1 GCP

03-A07 5.3.5.2-2 5.3.5.2-2-1

GCP 27

GCP 35

|
GCP
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2)
1)
02-A06 5.3.3.2-3

5.3.5.2-1 03-A09 5.3.5.2-3

1)

1))

HD

rHUEPO
rHUEPO
03-A09
Hb

rHUEPO
Hb

HD rHUEPO
PD 03-A09 rHUEPO
Hb
Hb

00-A01 5.3.3.2-1
02-A02 5.3.5.1-1

GCP

02-A04 5.3.3.2-2
02-A03 5.3.5.1-2
03-A10 5.3.5.2-4

02-A05
03-A08 5.3.5.2-5

02-A03
Hb
PD
rHUEPO
HD PD
rHUEPO
03-A07
Hb
21/47
rHUEPO
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@)

10ug 15ug
30ug 40ug 60pg
17 5 9
1)
1)
X
0.1 10ug/kg CL 30%
0.5ug/kg 0.1pg/kg 0.5ug/kg
1

X

2)

4)

75

20ug

19

120ug

15



3)

)
rHUEPO
HD rHUEPO
02-A03
+1.0g/dL
02-A03
51 FAS
Hb
8 rHUEPO
Hb
rHUEPO
Hb
PD
PD
03-A09
(2
rHUEPO
rHUEPO

Hb
PPS Hb
rHUEPO
PPS 39 rHUEPO
58 rHUEPO 57
14 rHUEPO 3
6 rHUEPO 1
2
rHUEPO
Hb
Hb
Hb
02-A03
Hb
03-A09 03-Al10
03-Al10 rHUEPO
PD rHUEPO
Hb
02-A03 Hb
rHUEPO
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52

1)
1)
)
rHUEPO
2007 1 26 FDA Food and Drug Administration Safety
Alert http://www.fda.gov/medwatch/safety/2007/safety07.htm#Aranesp 2007 2
©)
Hb
(©)
HD rHUEPO 03-A07
40ug Hb 0.4g/dL/ 41.2%
14/34 8
12.0g/dL 9.6% 16/166
rHUEPO
Hb
rHUEPO
rHUEPO

7



(4)

®)
40ug Hb
0.4g/dL/ 40ug
rHUEPO
02-A03 Hb
200
Hb
Hb rHUEPO
BUN
200
6 2 1 4 1
1)
Hb
1,432 Hb
rHUEPO CHOIR
Hb 13.5g/dL 11.3g/dL
N Engl J Med 355: 2085-2098, 2006 GFR glomerular filtration rate
15.0 35.0mL 603 rHUEPO
CREATE Hb 13.0g/dL  15.0g/dL
Hb 10.5g/dL  11.5¢/dL
N Engl J Med 355: 2071-2084, 2006
2006 11 16 FDA Hb 12.0g/dL
Safety Alert http://www.fda.gov/cder/drug/infopage/RHE/default.htm
2007 2
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13.0g/dL

12.0g/dL
13.0g/dL
CHOIR CREATE
Hb Hb CHOIR
CREATE
CHOIR CREATE
Hb
CHOIR
Hb 15.8% Hb
11.1% 1.30 95% 1.01, 1.68 p=0.04 log-rank
12.0g/dL
12.0g/dL
HD 02-A03 Hb 9.0g/dL  12.0g/dL
Hb +1.0g/dL
2004 Hb Ht
2 HD Hb  10.0g/dL 11.0g/dL Ht 30 33%
Hb 11.0g/dL 12.0g/dL Ht 33 36%
Hb
PD PD
03-A09 Hb 11.0g/dL  12.0g/dL HD Hb
Hb
Hb 11.0g/dL  12.0g/dL 13.0g/dL Hb
rHUEPO
12.0g/dL

(4)
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12g/dL 36%

4)

rHUEPO
Hb

rHUEPO
QOL

Amgen 10 0.3

QoL
PD

1)
1) 1 12

12110 o 0-

13|11
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59111 | 52 Hb +95% 52 Hb t
14
13
12 1
11 + &
\3107
K.
N
|
6 ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ -
0 4 8 12 16 20 24 28 32 36 40 44 48
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16
84 | 84 | 82 | 81 | 78 | 75 | 76 | 75 | 75 | 74 | 71 | 69 | 69 | 68 | 70 | 69
17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32
69 | 70 | 70 | 69 | 67 | 70 | 69 | 67 | 68 | 69 | 68 | 68 | 67 | 66 | 64 | 63
33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 48
63 | 62 | 62 | 61 | 61 | 62 | 62 | 62 | 62 | 62 | 61 | 62 | 62 | 61 | 61 | 60
49
61 | 84
102-A05 Hb + FAS
-+
140
13.0
3
2 1 1 \
) 1
I
12 14 16
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16
34 34 33 33 33 33 31 30 30 30 30 30 30 30 30 30 30 34
2 Hb + FAS ( )
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%

100

90

80

70

60 -

50

40

30

20

10

12 14

16

20

22 24

26 28

30

32 34

36 38

40 42

a4 46

48 50

52

( ( )
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14
513 [ 512 [ 508 | 506 | 503 | 500 | 495 | 494 | 492 [ 489 | 487 | 485 | 482 | 468 | 469
15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
462 | 471 | 460 | 455 | 459 | 456 | 453 | 451 | 449 [ 447 | 445 | 444 | 441 | 439 | 436
30 31 32 33 34 35 36 37 38 39 40 41 42 43 44
432 | 400 | 428 | 413 ] 419 | 409 | 395 | 411 | 409 [ 407 | 407 | 407 | 403 | 398 | 397
45 46 47 48 49 50 51 52
397 | 395 | 392 | 390 | 386 [ 383 | 382 | 353 | 513
3 Hb 11.0g/dL 12.0g/dL
100
9
80 |
70
60
s
50
40
30
20
10
0
0 2 4 6 8 10 12 14 16 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52
( ( )
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14
513 | 512 | 508 [ 506 [ 503 [ 500 | 495 | 494 | 492 | 489 | 487 | 485 | 482 | 468 | 469
15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
462 | 471 | 460 [ 455 | 459 | 456 | 453 | 451 | 449 | 447 | 445 | 444 | 441 | 439 | 436
30 31 32 33 34 35 36 37 38 39 40 41 42 43 44
432 | 409 | 428 | 413 | 419 | 409 | 395 | 411 | 409 | 407 | 407 | 407 | 403 | 398 | 397
45 46 47 48 49 50 51 52
397 | 395 | 392 [ 390 | 386 | 383 | 382 | 353 | 513
4 Hb 10.0g/dL 13.0g/dL
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14.0

It

[ —e—rHuEPO
13.0 7+rHuEPO
12.0 R
1o - ST T I i il T AT n TT
b4
~10.0 | | 1 Il TT
<90 T
£ 8.0 1
7.0 F
6.0
5.0 r
4_0 L L L L L L L L L L L L L L
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
rHUEPO
0 1 2 3 4 5 6 7 8 9 10 11 12 13 [14 T15
13 13 13 13 13 13 13 12 11 8 10 6 10 6 | 9o | 4
16 17 18 19 20 21 22 23 24 25 26 27 28 ( )
9 5 7 3 6 3 6 3 6 3 6 2 6 13
rHUEPO
| o T2 T4 Te [8 Ti1o T12 T14 T16 [18 [20 [22 J24a T26 [28 1| ( |
| ] 59 | 59 | 58 | 57 | 57 [ 56 | 54 | 53 [ 53 | 52 | 51 [ 49 | 46 | 45 [ 27 | 59 |
5Hb + FAS
+
140
13.0
120 - - - -
110 T T -|— J- J- J- 4{ -|— I T T T T T I % l
1 100 £ 1 1 1 4 T 1 1 1 1 1 -
3 1 1
{=2]
9.0
o 80
T
70
6.0
50
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14
39 31 37 30 37 30 37 30 37 30 37 30 35 28 35
15 16 17 18 19 20 21 22 23 24 25 26 27 28
28 35 28 34 28 34 27 33 26 32 26 32 26 20 39
6 Hb + FAS
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100

9 |
e e ket
70 |
60 |

]S
50 |
40 |
30 H
20 ||
10 |
0

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
0 1 2 3 4 5 6 7 8 9 0 [u 12 J13 Ju
39 31 37 30 37 30 37 30 37 30 37 30 35 28 35
15 16 | 17 | 18 19 |20 |21 |22 |23 |24 |25 J26 |27 |28
28 35 28 34 28 34 27 33 26 32 26 32 26 20 39
Hb 11.0g/dL 12.0g/dL

100

90 |

80 |

70 H

60 |1

N
50
vt B BB " B = EERE -

30 ||

20 ||

10 H--W- BB = E E B --

0

0 2 4 6 10 12 14 16 18 20 22 24 26 28
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14
39 31 37 30 37 30 37 30 37 30 37 30 35 28 35
15 | 16 17 18 19 [ 20 [ 20 |22 |23 |24 |25 |2 |27 |28
28 35 28 34 28 34 27 33 26 32 26 32 26 20 39
Hb 10.0g/dL 13.0g/dL
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16

15
14
13
12
I
o 1
(=2}
10
9 L
a L
T 38
7
6
5 L
I I 1
4 T T T T T T
-4 0 4 8 12 16 20 24 28
—e— KRN321 --#-- rHUEPO
-4 -3 -2 -1 1 2 3 4 5 6 7 8 9 10 11 12 13
| KRNa2L 38 | 38 | 37 | 30 | 39 | 30 | 39 | 30 [ 39 | 30 [ 39 | 37 | 39 | 30 | 39 | 30 | 39
| THUEPO 51 | 51 [ 51 | 51 [ 50 | 51 [ 50 | 49 [ 49 | 51 [ 51 [ 50 [ 50 | 50 [ 50 | 49 [ 51
14 15 16 17 18 19 20 21 22 23 24 25 26 27 28
| KRNa2L 39 | 39 [ 35 | 39 [ 39 | 39 [ 39 | 39 [ 39 | 39 | 39 | 39 | 39 | 38 [ 31 | 39
| THUEPO 51 | 51 | 47 | 51 | 51 | 51 | 51 | 49 [ 51 | 51 | 50 | 51 | 51 | 48 [ 39 | 51
KRN321 KRN5702 rHUEPO
9Hb + PPS A03
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14.0

I+

13.0
12.0
11.0
- 10.0
3
(=2)
9.0
o 80
T
7.0
6.0
5.0
4.0
4 8 12 16 20 24 28 32 36 40 44 48 52
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14
513 | 512 | 508 | 506 [ 503 | 500 | 495 | 494 | 492 | 489 [ 487 | 485 | 482 | 468 | 469
15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
462 | 471 | 460 | 455 | 459 | 456 | 453 | 451 | 449 | 447 | 445 | 444 | 441 | 439 | 436
30 31 32 33 34 35 36 37 38 39 40 41 42 43 44
432 | 409 | 428 | 413 | 419 | 409 | 395 | 411 | 409 [ 407 | 407 | 407 | 403 | 398 | 397
45 46 47 48 49 50 51 52
397 | 395 | 392 [ 390 [ 386 | 383 | 382 | 353 | 513
10 52 Hb 03-A08 + FAS
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14.0

I+

87

[ —e—rHuEPO
13.0 7+rHuEPO i
12.0 | - T T T J T _ T
11.0 | . g
. M Tt !
~10.0 - - I T T T = = —x SRS 1T iN =T
S I | =Y i
T 9.0 T—T T
280 ¥ 1
7.0 F
6.0
5.0 f
4.0 . . . . . . . . . . . .
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
rHUEPO
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 [15
13 13 13 13 13 13 13 12 11 8 10 6 10 6 9 | 4
16 17 18 19 20 21 22 23 24 25 26 27 28 ( )
9 5 7 3 6 3 6 3 6 3 6 2 6 13
rHUEPO
[ o T2 T4 Te [ 8 J10 [12 J14 T16 [18 J20 [22 24 26 [28 ] ( )|
| | 59 | 50 | 58 | 57 | 57 56 | 54 | 53 | 53 52 | 51 | 49 46 | 45 | 27 | 59 ]
11 Hb + FAS 03-A09
rHUEPO rHUEPO
=+
70 70
60 60
: : Mol
2 w0 TTIIII I {{{ g TTTT ]-
4
30 V"A 30
Nl T
20 = 20
10 10
0 0
-10 -10
0 2 4 6 8 10 12 14 16 18 20 22 24 26 0 2 4 8 10 12 14 16 20 22 24 26
rHUEPO
0 1 2 3 4 5 6 7 3 9 10 11 12 13 14
13 13 13 13 13 13 13 12 12 12 12 12 12 11 11
15 16 17 18 19 20 21 22 23 24 25 26 27
11 11 11 9 9 9 9 9 9 9 8 8 6 13
rHUEPO
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14
59 59 58 58 57 57 57 57 57 57 54 54 54 54 54
15 16 17 18 19 20 21 22 23 24 25 26 27
54 52 52 52 51 51 51 48 48 46 46 27 27 59
12 + FAS 03-A09




1 15 60pg 1

2 1 30 120ug

1 60 180ug

1 180ug

11g/dL 33%
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