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Abstract—To evaluate the pharmacokinetic properties and tissue distribution of a newly developed recombi-
nant human erythropoietin (GC-thEPO), we analyzed the plasma and tissue levels of erythropoietin by an
ELISA after intravenous (IV) and subcutaneous (SC) adminstration to the male rats at the doses of 20, 100,
500 or 2,500 unit’kg. After single IV bolus injection of GC-thEPO, the plasma concentration was rapidly
increased and decreased with two phases with half-lives of 13.4 min and 2.94 hours. AUC was increased dose-
dependently but plasma half-lives remained constant regardless of GC-thEPQ doses. Following SC adminis-
tration, the plasma concentration increased slowly with half-life of 9.2 hours and reached peak at 8 hours.
Mean residence time and bioavailability were 18.2 hours and 44 %, respectively. After single IV dose of 100
unit/kg, tissue GC-rhEPQ level was higher in bone marrow and spleen, while the depletion rate was slower in
liver and bone marrow, indicating the higher affinity of GC-thEPO to bone marrow. Taken together, the exper-
imental results indicate that GC-thEPQ contained the typical pharmacokinetic properties and the tissue dis-
tribution patterns inherent to human erythropoietin.
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Erythropoietin (EPOY 8 72] AAS F3lel= 32 = AR, Aot A FodE 93t TS|
202 165 72 olm)Ak(18 kDa)»} 9G53 Titel= B ZAke] A #@ol| BReke R HAE T ¢iv} (Fisher, 1997).
AF=F 30kDa®] FeblAlolr) (Lai £, 1986; Davis <, EPO2] A F8Alo] HFd ufe} o]ef] ot A

1987). EPOE ®el7)eolle 7Hdell ] AAER|Hu, AHAF = Zs] Ag=gien, olel] A T4 (review)RE =
o AANAM F2 QYA Fv|HAch(Zanjani 5, 1977; T4 Hell o]} EPOel| Hste] 90w &2F A-Fsled]
Zanjani 5, 1981). EPOX 19064l L EA)7Fs/de] A 27l 2 VKR A2 AV EE 2 Ak |M Y EPO

< Fal®l 1977 &5 REEgen] (Miyake 5, A9 cellular site & W71, ELISAZS- ©]-&3l EpO2] A
1977), ool A} =T o]y fAiRlzA} B P, EPOS] fESE] Y ol w1 Aol
Hel] 2te] diggale] 71EslAESE (Jacobs 5, 1985; ofRE HFEre] dFy] AL A (Wide 5, 1988),

Lin E:, 1985). €A, EPO= W3] X =2 %‘-ﬁﬂ EPO A4t Al Azaddelate] WA, 283 BPO -4
28249 stz 58| FAFHel 2Edhe Wr|aAd%E Ao A & fAiAlel] gt 77 Sl et (Fisher, 1997).
%ZL«] HEE 2§, AZTE Foik= AIDS 3xle] wiyd EPO2| A2 polycythemic mouseE ©|-£3} bioassay
W, radioimmunoassay (RIA)Y, enzymelinked immunosor
*To whom correspondénce should be addressed. bent assay (ELISA) ®e] $lut. o] M7EA] whgziell= 3
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At FEeAM M2 AR o] )l FHEY (Goto 5,
1989; Ma 5, 1992; Sakada 5, 1995). ©]% bioassay™
< A3 A BEFERFYCE IAFHZ glor, v
B3 Alzbo] Tro] A8 ¥, It=e] Z|¥e] 8FH7] o
Toll SEat ATt 7be3lt, diel] RIA2E ELISA
WL sl s A (precision)’} bioassay B} I
7] wjEel de] o431 it o]¥ EPOY A
EPO®| ofz5eflol| it A7 ohz=l, ¥ EPO9 F
X+ hematocrit %t 2 hemoglobin %9} &7 WA
o] A HBo| FLI AFEEE® o] &FHI Yt
(McGonigle &, 1985; Wide &, 1988).

£ AFolME FAsALF SARIM 2 sk At
ANEE A% EPO (Green Cross recombinant human EPO,
GC-thEPO)®] k53 sly AA-S 9+5]7] $|5le] ELISAY
= o|83le P=elA ofFe Fol8k, FAHE, W
9} FESEA] FAE ZAlslE o, ol AUF
o F9 ke 2AE ¥E W SUAEE TS,

NEwE % yE

HESE

54 Sprague-Dawley rats (AFS-4] 250~300g, 85%)
= ANSEAEAE M2, TEelA sk AEA 1
FYZF A FEAL NN 3} Al AL 2=
23+2°C, % 55k10%, ZHAIZE 1287+ FAl8kedow,
Abgel E2 AREe] JFHA st

M= H oA

=A Aol A AAFEE GChEPO (50,000 wnit/ml)E 4°CeA]
WARAS 0w, AR AL -Gl R BMsle] AME-
sloich. ELISA kit R&D systemsAl (MN, USA)E HE| T
depct. #8244 o 2wk NaHPO, 20mM,
NaCl 100 mM, human serum albumin 0.25% (pH 7.0).

kg0 F0{ W AlE ZFH

EEC|EM AIY

AEE =g FHRAS JAAT F me)A gl A4
4 7HEE 24 GA, AEHRlE FAINE TSt o
skt GC+hEPOE 242t 20, 100, 500 F 2500 unit/
kgZ 1mlkg S22 FYslL A%ke] heparin -8 (25
unit/ml A G4)S FARBR] T do} i FEel ¢
AE] Y] AdLoz FYUHA spdvh. B2 FAF
5,15, 308 9 1, 2, 4, 6, 8 Azkell 2zt 200w HE
Fsldvh. AHg N2 10,000 pmell A 187 U413
T F AL H3le] HEA7EA -70°CIM FEEASIA,

EHRZ AFE

Zo] GC-thEPO 100 unitkg® 1mlkg -S802 &
YT 25 unit/ml heparin S (lzjAdeEz 3A) 0.2
mbe 7 FY5k ol Helgle FEe] BF FAHE
5 slgeh. T % 308, 2 A7k, 8rzkl Zzt 7~8 miE
A B3-S Bite] S HIS A™ AARAFH. 2
Zh, A, vAE 3458 AEslal, 22T ) S5
o] AM-LH& 719 F homogenizer (Homogenizer,
Brinkmann A}, =9)2 23& gAIsloe} o] £4E&
10,000 rpmell X 1382F AAER]E] A AeHE A
A7HA] -70°C M BFE A A

HHES0{Ae] AESE Al

53] 24 Y el GCrhEPO (100 wnitkgys 159
of 3, 94 377k, 3, 5, 8, 10, 15, 17, 19, 21€) &
gAH o s i} F, v FAF F mejA el A=gst
gHel (24 GA, A FHBFAIAhE FY3le] 5, 15, 308
21,2, 4, 6, 8 AlZkl o 200 pi-S A

m|stFoiAlel A4S FEH AlF

Ao mejAHel slEE (24 GA, A5 2FA A
F AA|5)3, GChEPO (100 unitkg)yS: =]8lel] FARSKIL,
FAF F 302 W 1, 2, 4, 6, 8, 10, 12 18, 24, 36,
48 A)zZ¥el el 200 -2 A3t

EPO HEY

R&D systems*t2] Quantikne IVD EPO ELISA kitel]
X% microtiter plate wellse] diluentd] 100 ulg 2
e sample (B} tissue homogenate AFE2H) 50 uke-
Wl Aol 1A]ZF E9YF orbital shaker® HREA|Z T
4 (wel)2] W42 $+435] AAGE F 200l conjugate
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Fig. 1. Typical calibration curve of plasma erythropoietin
(R=0.99975). Absorbance of each open circle was read on a
microplate reader using 450 nmi wavelength.



GC-hEPO2| SKEEE

Aoz 43 A5 F 200ml substrate solutions 713t
% AleollA 255 59} benchtop shaker® Hhs-AlZTE. o]
o] 50 2] stop solutiond 718 F 155 ool 450
nmel|l M FREE 245159} Erythropoietin B4 ¥
=2 54T 43 0mU ¢lM 200mU 7k4] 28z
vEldes Fig 1), AEE Y o 2exe] AEEe
Mg 2AS FEEr) Z2EHA ¥4 =% 8
o FAC

FSEN X|EEN

AR ¥ 5N EAE A=A AsEe
two compartment modelell 215} 7} HgslA Aol
HyLow, ofFe] MAdEEATE okl A (1) fttings}
o TR

Cp=A*exp(-& *)+B*exp(-B¥t) —--rrmmmmmmmmmememee A1)
A, B: coefficients in the sum of exponentials

o initial slope factor

B: terminal slope factor

«47)4 Cp= GC-hEPQS| #Aew, o TESTAT,
pe wiASEA, t5 el A AZhe ER

B, e Ko WAL ARE Fib
AeE @A TR ol Apl dskd FeEE A
(Ka) & wid£x A BYE 731%<F (Johan Gabrielsson
and Daniel Weiner, 1994),

_ Ka*F*D _ (Kd-o)*exp(-c*t)
v Vd (Ko-0)*(B-0r)
(Kd-Koy*exp(-Kott)
(o-Ko*(B-or)

(Kd-B)*exp(-p*t)
(Ko-By*(B-o)

]

4(2)

K,: absorption rate constant (t7)

K,: fractional rate constant peripheral—>central component
Vg volume of distribution

o: initial slope factor for elimination

B: terminal slope factor for elimination

AAS] AAtell M= GC-rhEPOS] |3} FoAl2] &)
AETApe ATl 2= AR o), pe AAF
Al RpFel A golAl wjidE T Al Zho® sl I
FFAAEE B, GC-thEPO7F Fod 5 gA7hAlel 8%
FHas ol £ )77k AWFelFe) oSyt
71He} 2vf] o)A} A}, welA| o] A9 Fpgwr) oE
8] FFeE XA T =] BokS 931 absorption
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rate limited kineticsol] s§=E v} (Roland®} Tozer, 1995).
AUC (area under the concentration-time curve)= ©}

Ash e Al ale] Falgc

AUC=A/0:+B/B A1(3)

AUMC (area under the first moment of the concentra-
tion-time curve)s FEIH(C,M)Fl A1 Fate] AUC
F i v fARSA 7skslel. MRT  (mean
residence time}> AUMCE AUCE o] d9lx, &5
HL}Z:}?] (tl/Zab)% 0-693%' ‘%’%ﬁé&-’)ﬂ"}ﬁi, Hﬂ»ﬁj}ﬁ?&?] (tl/Zb)
E 06938 WHETARREE o] Flgrh Clp (total
body clearance)s FoJE7S AUCE vlro] 3141,
Vd,, (steady-stateol|Me] B84 )= ClE widSTATE
Lire] Falgdek 2] R wsiwgE Bl 39
W, Aol ozt 7o AdAle] AAk Origin
Za8 (Ver 4.1) o|43}gde.

8#, GCThEPO2] Z3|.e® BE|e i Al 7|
A E (@elM €A A7 () AR FE () AR
Z o]&3}e] offe) 2 2lo) 9sle] Faige

{(a-bya}/t 2(4)

ER7ke. HAGLTE 02} (meantSEM)E. E7]3}15.20,
Hag7re Fo3= BAREA 9 unpaired student t-test
ol &3] ZAAsialt. FofrEL p<0.052. 33T

2o o =9

EYES

Fig. 2= GCahEPOZE rasel]l 20, 100, 500 H 2,500
wnitkgs AYFe 3 F HF P27 FolE Ho
FI gich AW Fof F HABEAZN] #A= EEa
2 (Kinoshita 5, 1992; A &, 1996; Kato -5, 1997)
T8 wfAdSEEASE 2= two compartmental modele]]
23l drdo] sHglem, AHY oFFErE A FE: Table I
ol vepligict. AAlA oz 274 XA (o, 3.11
10.600, meantSEM, n=4)r= B75E3k0 S5 (B)E
o} o 10u] o]} Fow, olF &EAFpel Foi-gE7le
94 Sl ARTAE #EER Gdw 2dA TR
& EE)) e of 1348, WA ELE S5
T (PEFE T3 7= 2.68-3.25 A7) Hg]e]
gom, HA FFFE 2.9440.12 (mean+tSEM, p=4) ]
Zrolglet. olE Hizl)e] Feolfakel whE felds oAk
A okoktt. whebd, 2719 GAeE S SeAeTt
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Fig. 2. Mean plasma concentration-time profiles of GC-thEPQ
after intravenous administration of 20, 100, 500 and 2,500 unit/
kg to the rats. Solid lines were drawn by the best-fit parameters
obiained by fitting the data to Equation (1). Each symbol and
bar represent the mean:SEM,

A g AL AYFAL F S ER G v e L5
2 FxHAe] AYHE o 4 gl

GCThEPOE ratsell 20, 100, 500 ¥ 2500 univkgS
AT g A¥, AUC, AUMCE £3E3Q F718
By el MRT= 3.4-4.5 A7}, A4E (CLyE 22.8-25.1
ml/h*kg, BEE3 (Vd ) 85.4-102.1 mlkge]$ivh. MRT,
A, FELA L A, Folguke] o]E oA #e
A e ARRAE #EEHA] ogth (Table ). GC-
thEPQ2] B84 (85.4~102.1 mlkg)e] A5 8-10%e]
asled Ao gk wlssltlE (Ganong, 1997) AM
< GC-hEPO%| 78] =571 g9 ool &xfisbs, 8%
vhe® REsh= of> mughs o = gl =3 o] A
= AlgellA] EPO2) EE£H (Goodnough 5, 199355
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Fig. 3. Concentration of GC-ThEPO in plasma of the rats after
intravenous and subcutaneous administration of 100 unit’kg.
Solid line is drawn by the best-fit parameters obtained by fitting
data to Equation (1) for the plasma concentration-time profiles
after intravenous administration and Equation (3) for subcutane-
ous adminstration. Symbols and bars are means of § measure-
ments and SEM, respectively.

fraksbet, AR oFE-2 Zhgelt Al thab 2l )
Aol #Fc} EPO2] -5 Widness & (1996)2 7oz
s 23S A7 HeellA] EPO2] oFEEkA iz
7t AT ET FRlEt Apelrl la-S Barshnth. o]t
AIE vlFelE Wl EPOR ZFgelu)t 4l7o] opd o2 F
Aol A A} o] Tl g AR 4= o).

EPOY] A7) Fol walr] )7k b (A &,
1996), 72 B fiell weEiM® G| deiA 9l
v} (Spivak @} Hogans, 1989). GC-rhEPO2] °FE3d A2
< Al 5(1996)°] A=l ZAlsled HIrsl FolA| ek

Table I. Pharmacokinetic parameters of erythropoietin after intravenous administration of 20, 100, 500 and 2,500 unit/kg to rats

Dose (unitkg)
Parameters
20 (n=4) 100 (n=5) 500 (n=6) 2500 (1=6)
t,5 (hr) 2.68+0.25 2.8410.21 2.97+0.14 3.240.15
AUC (mU*h/ml) 817176.2 4,210£291 20,719%1,938 109,978+2,219
AUMC (mU*h?/ml) 2,83+8371 16,872+2.138 81,993£11,932 491,736+18,420
MRT (hr) 3.43£0.25 3.9+0.27 3.88+0.2 4471017
CL (ml/h*kg) 251125 243119 25.0£2.0 22.77X0.47
Vd,, (ml/kg) 85.4+6.6 93.843.1 96.0+6.4 102.1£5.0
o (b 0.26£0.02 0.2540.02 0.22+0.02 0.2240.01
B(hh 2.30+0.48 4.87%1.8 2.4610.45 2.7910.42

None was significantly different from the respective control at p value of 0.05.
ty3, half-life; AUC, area under the concentration-time curve; AUMC, area under the first moment of the concentration-time curve; MRT, mean
- residual time; Cl, total clearance of drug from blood; Vd,,, volume of distribution (apparent) under steady-state conditions; ¢, initial elimination rate

constant; [, terminal elimination rate constant.
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EPO (t,,, 2.1-2.35 A7}, Vdss 57.2-70.1 mlkg), 22|37
Kinoshita 5 (1992)°] ®.38 22 Chugai A|2FF]A}2]
EPOS] ot oF%ala wl <t 1.98-2.7 Az vd,,
65-79 mlkg)e} ®)=me o) uizly] =@ BEgAe|a thi
2 ot AAFLRE frAlelsict. 23, olF e
Abgell A EPOS] ¥#F wh7] 4-11 AlZE (Sobata, 1990;
Goodnough £, 1993) ¥l e} ghH, Kato 5 (1997)
2 Y=o EPO2] A4E (CLe] HF% T4 (02pg/
kgellME 483 mlke*hr ovb, 5% Foi (0.5~5ug/
kgelAE 24-27 mlkg*hrd$ 23355, EPOS| AR
o= Eepssl AANA Y EREA] o AT o] 9
g AMET B A7 FAE AFE Fo T
(2500 unitkg)®] HaE (CLYS 22.8 mlh*kg® =5
ol (20 univkg)®] A4, 25.1 mh*kg 2o} ZQEen),
1 zpe]7} Kato 5 (1997)9] A@AHe] Zho] f-2A430E
HAEx oplgiet. o|e} zre] IE-afol|A rhEPOS| AA-g
o] Z1Asl= f7F 2JFA gl AAES] H3l: AlRbiAME
&=l (Cheung 5, 1998), o] €ARE thEPO FE%H|
9] g BALR AR gl

So{HzY o2 SE

dh=50{of 2|t eHESEN

2 Mo Aol 1 27t HEEE 9t
5] i}l Fig. 42 RFE-FedA|2] EPOS] °fE5de]
12 zabel] 98kl GCohEPO (100 unitkg)s F 33
A 337} v il S HRYAFEA|ZE S0l el
Wl Zoir], B=le oE £544E Table Il Wlehisic).
w3 Foda] gl wbE Fojee] A GESE AeE
EAHR Foar) Ntk 9% = ) A%
o2 AR vhE FedFo] ubr|r) w©E] Fed o
uizl7| 8o} gL AeE Hyrl o] A% Kinoshita £
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Fig. 4. Plasma concentration-time profiles of erythropoietin
after single and multiple intravenous administrations (3 times a
week for 3 weeks) of GC-rhEPO (100 unit/kg) to rats.
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Table 11. Pharmacokinetic parameters of erythropoietin after
single and multiple intravenous administration of 100 unit’kg
crythropoietin to rats

Parameters Single administration _ Mult@ple
(n=5) administration (n=6)

t,5 (hr) 2841021 2.68+0.33
AUC (mU*h/ml) 4,210+291 4,589£328
AUMC (mU*h%/ml) 16,87242 138 17,146+2.,029
MRT (hr) 3.9%£0.27 3.6710.42
CL (ml/h*kg) 24.3£1.9 22.3243.68
Vd,, (ml/kg) 93.843.1 80.85+6.2
a(hh) 0.25+0.02 0.2610.03
Bl 4.87+1.8 6.25+1.54

None was significantly different from the respective control at p value
of 0.05. Abbreviations for pharmacokinetic parameters are the same as
in Table L

£ A3E U ThsAe) 2EE HeAFT ek

B ol n[siFAA LSSE

Fig. 3= GC-hEPO (100 unitkg)S =|35AHE 742
G Eel A7k AT Vel T Zolw, IAH <f
BECAS= Table 1Mo ViERAGIS 38150 7k
TE B F 2 08P AAsle] Fel F 8AIZF (T,
ol dF g Egslgen, 1 o Fle AX7] wt
7¥7] (apparent t,,)7} 11.7A17F8] 52 =27 3h4shs]
o}, o]®A 3]FFANE GCrhEPOS) ZX7|widulzl7]s)
MRT:= Z4z; AdlFe] A-9-9] uzk7](2.843h) 2 MRT
(3.9 A7h) B} of AL Erbgl GEFUE Eyoh
e}, dubd o wizlyle oFEOIRe] o7 Fe{7 2
mie} ety & e i) wlebd, o)A Wiz}
ZA vehte 72 FEeAE 2R20] o] =8
dofufr] wiio|a} B Fo] o elgslc) o|FA o5
L FElgaiale g FEFEAIZ] BN AR
of we} a5y 7+ (absorption rate limited kinetics)
off s|ed=c} (Rolande} Tozer, 1995). AA|E AFAl F
delzl w7 ke sl A& W ubgake] 2 (3)
o)zl Fig. 3¢] ARS BN, FREEATKA)E T
& 4= gl=d| (Table ), ©]2HE @& I|sPFAF F EPO
2] 5 e 9.2 Aztelddn) &, Fu1(9.2417h)
$} ARZ|AuEZ] (1174707 A9 dA1ge) =, o=
GC-ThEPO2] wjAd7)4le] Zeler] et wigdg whEA
dolih} Fal Boor Pdoz Fodmrl ]y df
o], GC-thEPO7} F5Ee] ddol] 28] wF= 7lo] of
98 & = ok s EARE GC-rhEPO2] AUCE ZE
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Table ITI. Pharmacokinetic parameters of erythropoietin after
intravenous and subcutaneous administration of 100 unit/kg to rats

Parameters Intravenous S'ul?cutaneous
administration (n=5) administration (n=8)

t,, () 2.84+0.21 11.742.93"
AUC (mU*h/ml) 4,2101+291 1,8794+120%
AUMC (mU*h%ml) 16,872+2,138 33,600+2,300"
MRT (hr) 3.940.27 18.2£0.6™

CL (ml/h*kg) 24319 27.9+1.8
Bioavailability (F) 1 0.44

Cpax (mU/ml) 1,249192.5 86.7£19.1"
Tm (B0 0.083 8

K, (hh - 0.07210.017%

*p<0.05 and “"p<0.01: Significantly different compared to the values
for intravenous administration, respectively. ‘apparent plasma half-life
obtained from the decay phase of plasma concentration-time curve
shown in Fig, 3. %obtained by curve fitting of the data shown in Fig. 3
to the equation (2) described in Materials and Methods, assuming that
the terminal elimination phase did not change after the subcutaneous
administration. C,,, peak plasma concentration; T, time to peak
plasma concentration; K, fractional rate constant from peripheral to
central compartment. Other abbreviations for pharmacokinetic
pararneters are the same as in Table T.

SR AN} 49 AUCE vz AAlel4-% B
£ 44%e)%ich. Qb S Z  GC-thEPOS} 7ol ="';r AFe|
2 AL ZNEIY S Ay FIE %—rﬂ-‘c— 1 of

vz ZPEde A WA gzolat Hel = F=dg g
I HH FrYHE A2 454 dd R oland 2}
Tozer, 1995). webr], FHFEEL FZH 5Fe] =a]a,
o] FA oA R B AT 23t M‘J_ w24l GC-
thEPO2| Fv} =832 AAo]-8-§2 @& ALz Hoh
2 AgeM 92 GCrhEPO2 %lEOHAH A A o] SE-2
Peolal BAR A E (1996)2] AR} oF 160 HE
Z Frelw, E7lelA A Yoon & (1997)2] ZA#he}
frabsbet. 8 Aol M) rhEPOS] AJA o] 8-82 36%
(Salmonson &, 1990), &, 7, F=, wht2ellr] 242 80,
76, 70%% H g w} glt}h (Bleuel 5, 1996). °]2gt 2}

=F

ol2] fdglel] wisled = A d=A 9lA] kot A, Fof
91, & (species) 5l W} HE Aoz AR, A,
HFFAAZE A o8-8 wor), GCThEPOS] d%%
BE Bt o ASAZ 4 sl Ae] 9le] AlgelA
thEPO2] F Fof ZAZZ &AX|Z 9lv} (Salmonson &,
1990; Jensen 5, 1996; Cheung 5, 1998).

=X &d

Table TV GC-thEPO 100 unitkg® )=o) AwlFo]
g we EARES ehd Zloloh ZAHRE g
o] 7k Eher, vgel I, viA, 4l aelar 7k
o7 vEgdah AlZPEE A A SAAI7e] §e F
308 ZANMe] v A w4 Jehhen, o o] %
FOEE AVAM 2AFES FAaEE 59, F9
EPOS] RAA7|2A AA 73F S 7ho] ko] F
=2A)A =2 AV|E (Ganong, 1997)2c} A FEEs=
AL FEg gk )}, o]= EPOVL o)5 HAA)Y] 4
Aol A WEd Ao ARG (Lin £, 1994),
Kinoshita 5 (1992)% 4 5 (1996)% ;A =elA] £} H#
Alel thEPO#] ZZJTE‘M? Brgl v} gl E7lelA
= A=l o 2AREE By, Yoon 5(1997) &
rhEPOE Anll Rojsl F 30 ol 2alsl A7 213}, 72153,
A7k, A 02 BA BEFE R ol EPO
o] FARZ7} Fo vlel w4 USE AAsk olvh
g, 05, 2, 8 AlZF 3] FEES V)ESE 9] Az
ZAY GCThEPO2] 529 A7k 714 w2 4] (4)]
o)sle] AAkled e, 0.5 AZF o]F 15417 Bk €A,
H|ZE, 76, AR, ZgelAe) AZbd ZRaelgE 7} 35,
40, 38, 37, 28%e]9 2, 247} o] % 6A]7F Folell= 2
ZF 115, 129, 1.8, 83, 3.7 % °l%ich. @Fw5e] A4
AFAL F GFeE SHANHE Bk sl 2R
T FTEAE BN Buld o2 wAESRAEE, 024+
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Table TV. Amount (mU/ml plasma or g tissue) of erythropoietin remaining in each tissue after intravenous administration of the drug, 100

unit/kg to rats (n=5~8)

Amount (mU/ml plasma or g tissue)

Control 30 min 2hr 8 hr
Plasma 13.47£6.39 994.75+37.35 472.831+84.29 142.75419.33
Spleen 1.16x8.67 231.17x15.62 92.22+19.91 20.614.73
Liver 32.7+13.11 145.7£12.37 63.33x7.56 56.32+3.84
Kidney 5.77+7.36 193.66+18.46 86.57£14.69 42.9%2.23
Bone marrow 55.03x£17.21 510.53£71.27 299.24+23.57 233.04+11.29
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