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The problem of the mechanisms providing liquid condition of blood in the vascular
channel'is an important subjéct of scientific résearch. The prophylaxis and treatment of
thrombosis are most updated problems of medicine [1]. The use of fibrinolytic prepa-
rations can be a promising method of thrombosis treatment.

The objective of this work is to investigate the fibrinolytic activity of four com-

-pounds — derivatives of p-phenyl-p-alanine and L-tyrosine aromatic amino aclds act-
ing eﬁ'ectxvely on fibrinolytic system of blood.

Material and Methods

The experiments were performed on 130 rats with 120/130 grm. mass, 5-7 animals
in each expenment series. Oompounds were injected mtrapentoneally at dosages of 25,
50, 100 mg/kg in single application in the form of 2,5% suspenmon of caxboxymethyl
cellulose and tvin.

As a biological effect analogue fibrinolysin was chosen. Its effect was studied both
in experiments and in a clinic for treatment of patients with thromboembolic disease.
Fibrinolysin was injected at a 1500 un/kg dosage intmpeﬁtoneally in a single applica-
tion. Control animals were injected with the indicated suspension at the same volume.

Fibrinolytic activity and fibrinogen concentration were determined 50 minutes after
the injection of the compounds, and 10 minutes after the fibrinolysin injection.

The fibrinogen concentration was determined by the Ruthberg method [2] and the
fibrinolytic activity was determined by the Tulchinsky method [3]. The methods are
based on the determination of fibrinolysin degree before and 24 hours after an incuba-
tion in thermostate by gravimetric method.

The acute toxicity was calculated by the Berence method on white mice with 18—
20 grm. mass using peroral application. The data were analysed statistically using Stu-
dent's criterion [4].
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Results and Discussion

As the table shows, compounds 1,2, 3 at a 100 mg/kg dosage possess fibrinolytic
activity, in compound 4 fibrinolytic activity is expressed poorly. fret-Butyloxycarbonyl-
p-methoxy-B-phenyl-p-alanine (comp. 2) increases fibrinolytic activity in 45%, B-p-
methoxyphenyl-B-alanine (comp. 1) and O-methoxy-L-tyrosine (comp. 3) increase
fibrinolytic activity in 36% and 40%, respectively.

Table
The effect of the tested compounds and fibrinolysin on fibrinolytic activity and fibrinogen
concentration
Ne Compounds Fibrinolytic activity, (%) | Concentration of fibrinogen, (mg %)
Control 11,0+1,0 ' 15946,0
1. B-p-Methoxyphenyl-p-alanine 14,910,4* 140+5,7
2. tret-Butyloxycarbonyl-p- 16,0+1,0* 12547,0*
methoxy-B-phenyl-g-alanine
3. 0O-Methoxy-L-tyrosine 15,440,6* : 13114,0*
4. fret-Butyloxycarbonyl-O- 13,040,5 14516,1
methoxy-L-tyrosine
5. Fibrinolysin 14,3140,2* 13743,0*

* — a reliable effect as compared with the control: p< 0,05.

The acute toxicity study revealed that LDy, varies from 450 mg/kg to 590 mg/kg
(comp. 1=550 +20, comp. 2=590 £15, comp. 3=480 +30, comp. 4=450 +20).

Thus, the results of the research prove that the derivatives of p-phenyl-B-alanine
and L-tyrosine aromatic amino acids possess fibrinolytic activity providing opportunity
to use this line in searching new biologically active compounds.
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search Development Foundation (CRDF AC 1-959, US) and the National Foundation
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NunuiGuwuhpdt; £ wpndwwmhy wihGuppmbtph’ B-HhGhi-B-wpuGhGh & L-phpnghGh
wowgyuyitph ShpphGnjmnhl winhjnpymGp: Gunwpwd muniGwuhpmpmGGbpp gnyg
bl unj, np yppkp-puphopubluppnGhi-upupw-ttpopuh- B-puGh-f-wpuGhip (Thwg.2),
odunjwd t phpphGniunhy wipnhnipudp’ dhdwgGym] wyl 45%,-m], ujupw-tkpopuh-pllihi-
B-wywGhGp (Wwg.l) b O-itpopup-L-phpnghGp (Uhwg.3) dhowglmd G $hpphGojhnhy
wipnhympymGp hunfwuunnuwujunnopl 36% b 40%, huy ypkyp-pmphopuhuppnGhy-O-
ﬁ(ﬁhhponu}l)-lrphpnqhﬁn gmgupbpmd L pmy] wpnwhwyngwd dhpphtnihnhly wipnnjmpimb
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HA3YIEHUE OUBPAHOJMTAYECKON AKTUBHOCTH ITPOM3BOAHBIX
p-OEHWI-B-AJIAHAHA ¥ L-THPO3AHA

C.A.KazapsH, A.C.AraponsiH, K.I1.I'puropsH, K.CMP; T.®.BacMamksan

BEUIO MCCIIEHOBAaHO (UOPHHONMTHIECKOE NEHCTBUE HETHIPEX COCOMHEHWMI, SIB-
JISHOIMXCSA TTPOM3BONHBIMA apPOMATHYECKHX aMHMHOKMCIOT PB-(eHwn-B-ananunHa u
L-tupo3uHa. IIpoBeicHHbIE MCCIENOBAHMS TOKA3AH, YTO TPeT-GyTAIOKCHKApGOHMII-
n-MeToKCH-B-benmn-B-ananuH (coen. 2) moBuaeT (UOPHHONMMTHYECKYIO aKTHB-
Hocth Ha 45%, a p-n-meroxcubennn-B-anannH (coen.l) m O-merToxcu-L-THpo3uH
(coen. 3) moBeumaloT (PUGPUHONATHYECKYIO AKTHBHOCTb COOTBETCTBEHHO Ha 36 m
40%; TpeT-GyTHWIOKCHKApGOHII-O-METOKCH-L-THPOSMH MpOSBNseT Cabo BHIpaXeH-
Hy10 GuOPHHOIATHIECKYIO AKTHBHOCTb.
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