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TU/kg) X} K ARETHE DI REI 520 I 5 UK(8 7 TU/kg) L
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245 A BR R 1V A I 1) (BT AN 8 I 2T 4k 255 11 ()
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LFYEEE R (F) 5546 b, WEE rhpro-UK Xf L id$ets
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R (1) MFFE rhpro-UK 5 UK i 78 [k I 4 (1 v
i L S5 Lo LR i RO JUUAE B8 B AR DG AR AT B 1) 24
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AN 1 2 s, (2) rhpro-UK 5 UK [A]45 7148
J7 1U/kg) 8k s T UK 7 (16 J7 TU/Kg)IN,  H I v [i] |
A% AL IS T o SR B ] P S I 538 B IR T UKL (3) UK
A B G B oo~ AP 5 B, rhpro-UK (5 /71841 48
H 24k
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ek p i IU/Kkg) YL EAHFEE (mg) 24 h JE#2 Hi(mg) BIER (%)
X} i ZH 0 8 32.25+2.05 23.88+2.30 25.95+5.42
10000 8 31.75+1.58 15.38+4.96 52.47x14.58
UK 20000 8 30.25+1.49 13.38+4.72 56.27£14.90
40000 7 30.43£1.62 9.71£3.25 68.30+£9.70
80000 7 31.43£1.99 11.71+6.29 63.12x18.82
10000 5 32.00£2.35 15.40+5.13 52.48+14.47
20000 8 30.25+1.28 15.88+3.18 51.54£9.75
rhpro-UK 40000 8 32.38+1.77 12.88+3.94 59.72+14.19
80000 8 31.25+1.49 9.50+3.63 69.69+11.25
160000 8 32.38+1.85 8.25+3.33 74.44+10.25
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Pro-UK (875 1U/kg) Pro-UK (1675 1Ukg)

1‘;._ 4

UK (875 IUlkg)

Pro-UK (475 1U/kg)
B 2 UK F pro-UK X} ja Bk ML ¥ g i A
£2 FHNMTHK AR LR Y I/ At &5 S 5 A WY It /AR e K SR AR A
g i S %@?? M VA (%) PrBAR, RGET 2 2 e AN i 2

RO AR 6 93.29+5.44 6.71%5.44

UK 4l  80000IU/kg 6  59.88+14.33" 40.12+14.33" RIN: e PN (Y e

u-PA 41 40000 IU/kg 6 65.57x12.14"  34.43+12.14"

) J IS
w-PA 41 80000 IU/kg 6 5444559 45.56+5.59" 3.1 rhpro-UK iM%
u-PA 41 160000 IU/kg 6 52.73+12.26™  47.27£12.26" 2N SR B IR (rthpro-UK) 2 Al fh 28 7 B i

a) HXTRALLE: #R8 P<0.01
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thpro-UK [ AL #EVERIE S, HIVD 1T QTR F5 AL P
S SP L8 AN VER I rhpro-UK X AR B TA97,
TA98, TA100 F1 TA102 HIEZARMER. &5 WKW,
rhpro-UK 7£ 0.1~2000 ug/IMLi& & 3 [ P9 570 1T G
FHER AR

rhpro-UK [1) CHL 41 Jfd 4% (% 4 i 42 51256 rhpro-UK
X CHL 4t fi G € pA ey A% 22 1) T B it g e, R L5
& CHL 4 i G €0 1A Wi A% K K0 H Bz

rhpro-UK  [¥IZEFE B R IF I, /) B S50 Jify S 46 &5
BRW, NRIEIRIS S 6~15 K, 8 KEVE rhpro-UK
1,5, 15,45 mg/kg, #4E 10K, B 1 mg/kg 4140, %7

EAH R FRERIET:, | mg/kg F1 15 mg/kg 41
TEZR 0.9%F1 0.7%, P IEHTEE. 5 mg/kg F1 45
mg/kg 41 IR TINT FUALAERE IR BRI TE. 1 mg/kg
F AN BE LA B R R I, 3R, i 53
b 2 —HF, Zic R A

4 i

FE] A1 56 F 2 R 5 1) 2 5 | 2 B A R A
HEAT T WFST. Burke, et al. 478 H /N B il 98 41 e R 1A
B 4 JR B SR (r-proUK) £E 39 4% Beagle Fy 4R P i 24
B g5 P39 A0 6 4L, BRI
kA, eI RERT, REHd 5 41
r-proUK J77, 7K 80000 U/kg. 50%4EHE, 50%
15 min 7, WHEG247)%, 30 min M1, WHEER
(62+7)%; 20% HETE, 80% 30 min WiVE, WK%
(4148)%, 60 min filiE, HHEF(66+5)%.

Burke, et al.flRi5 7 H B4 R PG )5 (r-proUK) %))
ik R JK A o 3 AR 4 24 3 9 AR Il AR AR S 58 SR,
SEHBEAARITIKERETR W EEEZ, T
FLs N B B R Ak S & 42, r-proUK il il 3))
I ¥ 3 R e R A T AR A A A e B R S 2 A
0 AR B S AE 45 MR N aEAT, Jhr 18 4
F &Rk, 77 A 10000 U/kg ] 100000 U/kg;
27 KM HBhKE R 2, FlE M 300 Ukg 3
10000 U/kg. Z5 KW, 1E452)5 2 h, HIKES 25411
MR RN 14% 3] 70%; k4 25 5 # N
22%%) 79%, W WA K S IR Sk B 35%. AR 2
AR IR B R AL AR SR B 77%, (H K
A MR LB ks 2541 =1 100 £iF.

TREFAESE AR T RIAT R IR E AL R
fiff J5 (prouk) (1) Ak 2 MR 0 75 PRI 9T &5 . )
L T P SR R s v S 0 2 AR W DS R 2 B s
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) e R i S R I A e S 4 2 1 /N 1 R K 4 2
HAME TR T HEE 9000 J7 AT

KA B P S50 R 8, A2 36.0
73 1U/kg, 67.5 J3 1U/kg, 135 J7 1U/kg 1 270 J3 1U/kg
VUL, RRALDY B0, ESE KRGS 14 K. 4
HWIR, 36.0 J7 TU/Kg 207145 25 JA AN P A 30 RS oIk S
RUF, — AT AIESNIES, AE. 5. Sk
fraE, O EL MR MR Ak, R, R
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M a4, B 6 e, MRS, g2yl
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. 21 RJa BRIEFRIKEIER. 4525 14 RAIZj)5 21
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BRI, B R A MoK i, wRe g s ka bt gy, kg
VIS 25245 4 Kim Pl 20 n] WS 3 sh P itiie K
v B HA I, 3 S ST R K A G AR A T AR
UL DK 28 S L R T . 21 R 25 2 21 it 4 21
FEACTE B, 0 50 (10 5 JE i 0 28 P 5 3 35 AN 9
. &5t rhrhpro-UK SHEIMZIMLE RGEA — E 12
RN, FERINSI CT, TT, aPTT, PT I [H]
FEK, Fig & 5 BEA%, (H X 268 M e T i 1.
rhrhpro-UK XA (1) 42 4= | & 4 3 mg/kg.

DL 253500 L 29 B 2E A B 2 6 L 5 JRATT 1 52
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R i 5 K W AT TR R /)N BB B R A0 M S 1) PR BB
Ji e Jo A AR ABL

e EP LN
UOWIGT, WY, REYE A JRWRLF NGBS R BT M Ak, 2001, 23: 67-71

2 Burke S E, Lubbers N L, Nelson R A, et al. Comparison of dose regiment for the administratrionh of recombinant pro-urokinase in a Canine

Thrombosis Model. Thromb Haemost, 1997, 77: 1025-1030

3  Burke S E, Lubbers N L, Nelson R A, et al. Profile of recombinant pro-urokinase given by Intraaterial versus intravenous routes of

administration in a canine thrombosis model. Thromb Haemost, 1999, 81: 301-305
4 SRERRE, XIRETY, i AR, AE. AN R R SE R E RN RE R BT ST, B RUR A AR, 2001, 37: 458472
5 BREA, zfak, 24, S EA NSRBI R TS, o E 255 0%, 2004, 13: 894-897
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Investigation of Pharmacodynamics, Pharmacology, and Toxicology of
Domestic Human Prourokinase

ZHANG ZhengGuangl, XIAO ChengZul, HU XianWen', XU ZhaoPingl, LIU JianXun?,
YANG SuJuan®, REN JianPing’, LIAO MingYang®, SHI XiaoChun* & WU BoAn’
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3 Institute of Radiation and Irradiation Medicine, Academy of Military Medical Sciences, Beijing 100850, China;
4 Institute of Pharmacology and Toxicology, Academy of Military Medical Sciences, Beijing 100850, China;
5 Institute of Microbiology and Epidemiology, Academy of Military Medical Sciences, Beijing 100071, China

The comparison of the effect of fibrinolytic activity of recombinant human prourokinase (rhpro-UK) and urokinase(UK)
with rabbits indicated rhpro-UK and UK all decreased resolution time of globular proteins, and the affect of rhpro-UK
on parameter of fibrinolysis of rabbits was less than UK. The solution of thrombin of rhpro-UK in vitro was increased
with dosage of rhpro-UK, and when rhpro-UK was compared with isodose UK, the difference is significant. Both
rhpro-UK and UK all was marked solution of thrombin from Chinese piglets, and it were not evident effect on
fibrinogen, plasminogen, and a2-antiplasmin of the piglets. The affect of rhpro-UK on bleeding time, clotting time,
bleeding amount of unit time was less than UK. It indicated that the side effect of rhpro-UK was distinguished less than
UK. The investigation of pharmacology of ileums of mice, rats, dogs, and guinea pigs indicated that rhpro-UK was not
marked affect on behavior, state, central nervous system, cardiovascular system, respiratory system, and digestive
system of the tested animals. But tested dogs were bleeding at location of operation, and the blood of the animal was
heparinized. The studis of toxicology of rhpro-UK indicated that rhpro-UK was median lethal dose of 97.5 mg/kg in
mice. When The Beagle dogs was administed rhpro-UK of 2, 8, 28 mg/kg, the toxic reaction was not observed, except
for temporal hyperemia of gum, extend of clotting time, increasing of total cholerythrin, total proteins, albumin of the
dogs, the direct damage of organs for the medicine was not observed in examination of pathology in the dosages of 8
and 28 mg/kg, any toxic reaction was not observed in dosage of 2 mg/kg. The special toxic experiments proved that
rhpro-UK was not of mutagenesis and teratogenesis.

recombinant-human-prouroinase, pharmacodynamics, pharmacology, toxicology
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