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1. HaykoBO-TIpakTM4HE OOI'PYHTYBAHHS BUKOPUCTaHHS N-XJIOPTaypUHY B SIKOCTi I€TOKCMKAHTA: €KCIIEPUMEHTAJIbHI,

KJIiHiYHi Ta EKOHOMIYHi acliekTu



2. Scientific and practical substantiation of the use of N-chlorotaurine as a detoxifier: experimental, clinical and
economic aspects

Pedepar:

1. Ha nmigcTaBi npoBeeHoro (papMakoJIoriYHOro, KIiHiYHOro Ta (PapMaKOEKOHOMIUYHOTO aHajli3y 0COOIUBOCTEN
Ie€TOKCUKYIOUOi aKTUBHOCTI IOCJIiIKyBaHOi KOMOiHallii TaypyHy 3 rinOXJIOPUAOM HATPil0 OOIPYHTOBAHI LJIIXU
onTumiszatlii iHQy3iiiHOi Tepamnii y XBopux Ha rocTpuii naHKpeaTut. OJHOpa3oBe BHYTPIlIHbOBEHHE BBEIEHHS 51K
pozunHy «Heopeones» B mianasoni 1o3 Bixg 1/10 o 2 OLIK (To6TO Takux, 10 NepeBUILyBald PEKOMEHIOBaHI
MaKCHMMaJIbHi Pa30Bi KiJIbKOCTI Ipenapary B 2 - 20 pasiB), Tak i 20-KpaTHOI 403U Ipenaparis MOPiBHSIHHS MPOTITOM
yCBOTO Iepiofly CIIOCTEPEXXEHb He BUKJIMKAJIO 3arubesi rpu3yHiB i He BIIJIMBAJIO HA CIIOXKMBAHHS KOPMY i Bogu, a
TaKO>X rILI/IHaMiKy Macu Tina €KCIIEPUMEHTAJIBHUX TBAPWH. I—[OKHSEIHO7 10 3a YMOB €KCIIEPUMEHTAJIBHOT'O XpOHi‘{HOFO
€HJIOTOKCHKO3Y, BUKJINKAaHOTO BBEJICHHSIM TETPaxJIOPMETaHYy i 6akTepiasbHOro jinonosicaxapigy LPS,
PEECTPyBaoCs LOCTOBIPHO 3HaUMMe 3pocTanHs KoHneHTpauini MIA i K na 102% (p < 0,05) 1 133% (p < 0,05)
BiZJITOBIZHO, IO CBiTYMJIO PO BUPKEHY aKTUBi3allilo MPOoLECiB Jyinonepokcupanii. [1py npoMy Bil3HaYeHE iCTOTHE
3HIWKeHHS akTuBHOCTI COJl B TKAaHUHU NeviHKU Ha 44% (p < 0,05). Kpim Toro, focipkeHHIM piBHS TpaHcaMiHa3
CHPOBATKU BCTAaHOBJIEHO JOCTOBipHE 3pocTaHHs piBHSA AJIAT i ACAT 100 OKa3HMKIB TPyNU KOHTPOJIIO Ha 212% (p
< 0,05)1147% (p < 0,05) BinnosigHo. Taka AuHAMIKa 3MiH LIUX [TOKa3HUKIB MOTJIa CJIY>KUTA MapKePOM LIUTOJIi3y
renaToLMTIB IIPY il yIIKOPKYI04YUX areHTiB. SHmKeHHd akTuBHOCTI CO/l CBigumMiio po HEJOCTATHIO AKTUBHICTD
AHTUMOKCUIAHTHOTO 3aXUCTY, 1110 3aKOHOMIpHO NPU3BOUTH 10 HAKONIMYEHHS B KPOBi i TKAHWHAX BEJIUKO] KiJIbKOCTI
TOKCUYHUX KaTaboJIiTiB, 3IaTHUX BUKJIMKATHU PeaKLii 3 60Ky iMyHHOI cucTemu. Bin3HayeHo, o0 po3unH
«Heopeopes», Ha BinMiHy Bifg ekcTemropanbHoro 0,06% posunny NaClO i 0,09% posuuHny cy6cTaHLjii TaypuHy,
BUSBJISIB [1€5IKYy aHTAarOHiCTUYHY aKTUBHICTb 1010 30HU POCTY TECT-KyJIbTypu P. Aeruginosa. BctaHoB/€HO, 110 10
10-ro i 15-ro AHS €KCIepUMEHTY iHTEHCUBHICTb 3MEHILIEHHS! ILJIOL] IOBEPXHi PAHU Y TBAPUH, IKUM HAaHOCUJIU
IOCTimKyBaHUM po3unH «Heopeones», cranosunia 38% i 65% BinoBigHO. Y TBApUH, SKUM 37{HICHIOBaIN aIljIiKaliio
ekcTeMmIopanabHoro po3unHy NaClO, niioma noBepxHi paHu Takox 3MeHmuiacst Ha 38% 1 65% Ha 10 i 15 goby
BifmoBigHO. [1py LIbOMY B KOHTPOJIbHIM I'PYIIi TBAPUH i TPYIIi IPU3YHIB, AKMM 3AiICHIOBAJIM aIljliKalilo PO3YMHY
cy6cTaHLii TaypuHy, IpoLiecH penapaii XxapakTepru3yBaucs 3HIDKEHHSIM IIJI0Li ypaskeHHs Ha 25% 1 55% Ha 101 15
100y BiANOBiZHO B NOPiBHSIHHI 3 BUXifHUM ¢oHOM. O1jiHKa BIVIMBY BHYTPilIHBOBEHHOT'O BBE/IEHHS ITpenapary
«Heopeopes» Ha cucTemy 3ropTaHHs KpOBi IPOBOAMIIACS Ha MiJCTaBi BUBYEHHS IIOKA3HUKIB 0a30BUX
KOaryJysiiiHuX TECTiB (AKTUBOBAHOTO YACTKOBOTO TPOMOOIIJIACTUHOBOTO Yacy i MpOTPOMGIHOBOrO Yacy), a TakoX 3a
IIOTIOMOTOIO TECTY, L0 J03BOJISIE OLIHUTU CTaH CyMHHO - TPOMOOLUTAPHOI JIAHKY CUCTEMHU T'eMOCTasy -
inmyKoBaHoi arperatiii TpOM6OLMTIB. BCTaHOBJIEHO, 11O TIiJ] BIVIMBOM BCix BUBYeHUX akTUBaTOPiB (AP 5 i 20 MKM,
KOJIareH 2 Mr' / MJI) CIIOCTEPirasiocs JOCTOBipHE 3HMKEHHS 1K MAKCMMAaJIBHOTO CTYIIEHS, TaK i IIBUIKOCTI
ingyKoBaHoi arperatlii B IOPiBHSIHHI 3 MOKa3HUKAMU KOHTPOJIbHOI rpynu. HacTynHuMii etan Hamux AOCiIKeHb 6ya
OlliHKa I1IePeHOCHMOCTI HOBOI'O IETOKCUKYIOUOTO pO3YnHY — PikcoBaHOI KOMOiHallii rinoxj0pUTy HaTPilO 3
TaypUHOM Y 3[JOPOBUX JOOPOBOJIBLIIB, & TAKOXK BCTAHOBJIEHHS €(DEKTUBHOCTI JIiIKyBaHHS TOCTPOrO IIaHKPEATUTY 3
BM3HAYEHHSIM BiJIIOBITHOTO PEXKUMY AO3yBaHHS OCJiIKYBaHOTO NIPENapary 3 ypaxyBaHHSIM [ONIEPEeIHbO
OTPUMAaHUX B €KCIIEPUMEHTI JaHUX L10JI0 HAsIBHOCTI IeTOKCUKYIOUMX, aHTUMIKPOOHUX i paHO3arol0BaJIbHUX
BJIACTMBOCTE! TeCcT-3pa3Ka. TecT-3pa3ok He BUKJIMKaEe NOGIUHMX peaklliil i sIBUIll, 1aTOJIOT{YHUX 3MiH JJaO0PaTOPHUX
[TOKa3HUKIB KPOBi Ta Ce€Yi, HEraTUBHUX 3MiH FeMOJMHAMIYHMX MTOKa3HUKIB i 3MiH EKI' Ta maHux 06'eKTUBHOTO
OTJISY, 110 O3BOJIMJIO PEKOMEHIyBaTU MOTo Jis poBeneHHs 11 cTapii kiniHiYHMX Bunpobysansb. [lo BiIKpUTOro,
PaHIOMi30BaHOrO MOPIBHAIBHOTIO, 1APAJIEJILHOTO JOCIIIPKEHHS 3a/Iy4€HO 96 MallieHTiB 3 TOCTPUM IIaHKPEATUTOM
BikoM Bif1 18 110 65 pokiB. OLiHKY CTyIeHs €HI0r€HHOI iHTOKCUKallii TPOBOJMIIM MIJIIXOM BU3HAYEHHS MOJIEKYJI
cepenHboi macu (MCM) nipu crieKTpomeTpii B pisHux pesxxumax — X = 254 HM 1a X = 280 HM. [IepeKOHIMBO
IOBEJEHO, 110 BUKOPUCTAHHS iH(Y3ifHOrO PO3UMHY TiIOXJIOPUTY HATPIIO 3 TAyPUHOM B CKJIali 6a3UCHO] Tepartil
CYTTEBO MifBUIye €(PEKTUBHICTb JIIKyBaHHS y NAL[i€HTiB C TOCTPMM IIAHKPEATUTOM Yy IIOPiBHSHHI 3 IPYIIOI0
Nal€eHTIB, 1[0 OTPUMYBaJIa BUKJIIOYHO 6a3ucHy Tepamito I'Tl: 3aranbHa e(peKTUBHICTD JIIKyBaHHS 3 BAKOPUCTAaHHSIM

HOBOT'0 [,E€TOKCHKaHTa cKiana 91,67%, 1mo 4oCTOBIPHO 3HAaYMMO BHIIE BiIIOBIIHOIO MOKA3HMKA B IPYILi KOHTPOJIIO —



60,4%. Mu BBaxkaemo, 1110 OTPUMaHi HaMU Pe3yJIbTaTH €KCIIePUMEHTAJIbHOTO JOCiiKeHHs Ta (a3 | i Il kniHiyHux
BUIIPOOYBaHb iHPY3ifHOro po3unHy N-xJIOp TaypUHY [al0Th 3MOI'y PEKOMEHYBAaTH HOBUH NETOKCUKAHT J1JIsI

peastisanii KOMIJIEKCHOI TPOrPaMy YCYHEHHS €HIOTOKCUKO3Y Y XBOPUX 3 TOCTPUM ITAaHKPEATUTOM.

2. Based on the conducted pharmacological, clinical and pharmacoeconomic analysis of the detoxifying activity of
the studied combination of taurine with sodium hypochlorite, the ways of optimization of infusion therapy in
patients with acute pancreatitis are substantiated. A single intravenous injection of both a solution of "Neoreodes"
in the dose range from 1/10 to 2 CBV (ie, exceeding the recommended maximum single amount of the drugin 2 -
20 times) and 20-fold dose of comparison drugs did not cause death of rodents and did not affect the consumption
of food and water, as well as the dynamics of body weight of experimental animals throughout the observation
period. It is shown that under the conditions of experimental chronic endotoxicosis caused by the introduction of
carbon tetrachloride and bacterial lipopolysaccharide LPS, there was a significant increase in concentrations of
MDA and DC by 102% (p < 0.05) and 133% (p < 0.05), respectively, indicating significant activation of
lipoperoxidation processes. There was a significant decrease in the activity of SOD in liver tissue by 44% (p < 0.05).
In addition, the study of serum transaminases revealed a significant increase in the level of ALT and AST relative to
the control group by 212% (p < 0.05) and 147% (p < 0.05), respectively. Such dynamics of changes of these
indicators could serve as a marker of cytolysis of hepatocytes under the influence of damaging agents. Decreased
SOD activity indicated a lack of antioxidant protection activity, which naturally leads to the large number of toxic
catabolites accumulation in the blood and tissues that can cause immune system reactions. Apparently, the
difference between Neoreodez compared to the extemporal 0.06% sodium chloride and 0.09% taurine substance
appears to be antagonistic to the growth of P. Aeruginosa test culture. It was established that before the 10th and
15th days of the experiment, the intensity of the change in the surface area of the wound in the animals, which
were applied "Neoreodez", became 38% and 65% as expected. Among the brews that were applied the extemporal
NaClO solution, the area of the wound surface also decreased by 38% and 65% by 10th and 15th day,
correspondingly. At the same time, in the control group of animals and in the group of rodents, which were tested
for the difference in the taurine substance, the reparation processes were characterized by a decrease in the area
of damage by 25% and 55% by 10th and 15th day compared to the initial background. Evaluation of the effect of
“Neoreodesis” intravenous administration on the blood coagulation system was performed on the basis of studying
the basic coagulation tests (activated partial thromboplastin time and prothrombin time), as well as using a test to
assess the state of vascular - platelet aggregation hemostasis - induced platelets aggregation . It was found that
under the influence of all studied activators (ADP 5 and 20 pm, collagen 2 mg / ml) there was a significant decrease
in both the maximum degree and the rate of induced aggregation compared with the control group. The next stage
of our research was to evaluate the tolerability of a new detoxifying solution - a fixed combination of sodium
hypochlorite and taurine in healthy volunteers, as well as to establish the effectiveness of acute pancreatitis
treatment by determining the appropriate dosage regimen of the test drug, taking into account previously
obtained in the experiment data on the presence of detoxifying, antimicrobial and wound-healing properties of the
test sample. The test sample does not cause side effects and phenomena, pathological changes in laboratory
parameters of blood and urine, negative changes in hemodynamic parameters and ECG changes and objective
examination data, which allowed to recommend it for stage II clinical trials. The open, randomized comparative,
parallel trial involved 96 patients with acute pancreatitis aged 18 to 65 years. The degree of endogenous
intoxication was assessed by determining the molecules of the medium weight (MMW) by spectrometry in
different modes - X = 254 nm and X = 280 nm. It is convincingly proved that the use of sodium hypochlorite with
taurine infusion solution in the basic therapy significantly increases the effectiveness of treatment in patients with
acute pancreatitis compared with the group of patients receiving basic therapy of acute pancreatitis only: the
overall effectiveness of treatment with a new detoxifier was 91.67%, which is significantly higher than the
corresponding figure in the control group - 60.4%. We believe that the results of our experimental study and
phase I and II clinical trials of sodium hypochlorite with taurine infusion solution allow us to recommend a new
detoxifier for a comprehensive program to eliminate endotoxicosis in patients with acute pancreatitis.
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