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K CBEAEHUIO ABTOPOB!
[Ipu HampaBIeHUY CTAaTbH B PEAAKITHIO HEOOXOINMO COOITIOATh CISAYIONINE TIPABHIIA;

1. CraTps 1oyKHA OBITH MPECTABICHA B IBYX DK3EMILISIPAX, HA PYCCKOM MJIM aHTIIUHCKOM SI3bI-
Kax, HarleyaTaHHas yepe3 MoJITopa HHTepBaJjia Ha OHOIl CTOPOHE CTAHIAPTHOIO JIUCTA ¢ INMPHHOI
JIEBOTO NOJIsI B TPHM caHTHMeTpa. Mcnonb3yemblil KOMIIBIOTEPHBIH WPUQT U1 TEKCTa Ha PYCCKOM U
anruiickoM sizpikax - Times New Roman (Kupuaauima), Ui TekcTa Ha TPY3UHCKOM SI3BIKE CIIETyeT
ucnoip3oBath AcadNusx. Pasmep mpudra - 12. K pykornrcu, HaneyaraHHOW Ha KOMITBIOTEPE, JTOJDKEH
o51Th IprTO’keH CD co crarbeit.

2. Pa3mep craTbu 10TKEH OBITH HE MEHEE IECSTH 1 He OoJiee 1BaALaTH CTPaHUI] MAIIHOIINCH,
BKJIIOUAsl yKa3arellb JINTepaTypsl U Pe3loMe Ha aHIJIMIICKOM, PYCCKOM U IPY3HHCKOM SI3bIKaX.

3. B crarbe 10KHBI OBITH OCBEIIEHBI AKTYyaIbHOCTh JJAHHOTO MaTepHalla, METO/IbI U Pe3YIIbTaThI
UCCIIeIOBaHUS U MX 00CYKACHHE.

[Ipu npencTaBIeHNN B IIeYaTh HAYYHBIX SKCIIEPUMEHTAIBHBIX PA0OT aBTOPHI JOJIKHBI YKa3bIBATH
BHUJl U KOJIMYECTBO IKCIEPUMEHTANBHBIX KUBOTHBIX, IPUMEHSBIIHECS METOABl 00e3001MBaHUs U
YCBIMICHHUS (B XOJ€ OCTPBIX OIBITOB).

4. K crarbe JOIKHBI OBITH IPUIIOKEHBI KpaTKoe (Ha MOJICTPAaHUIIbI) Pe3OMe Ha aHIIIMICKOM,
PYCCKOM M I'PY3HHCKOM $I3bIKax (BK/IIOYAIOLIEE CIEIYIOLINE pa3aesbl: Lieb UCCIeI0BaHNs, MaTepHua U
METO/IBI, PE3YJILTAThI M 3aKIFOUSHHE) U CIIUCOK KITtoueBbIX ciioB (key words).

5. Tabnuupl HEOOXOIUMO NPECTABIATE B Ie4aTHOM hopme. DoTokonuu He TpuHUMaroTcs. Bee
nu¢poBbie, HTOTOBbIE H NPOLEHTHbIE JaHHbIE B Ta0JIMIaX J0JIKHbI COOTBETCTBOBATH TAKOBBIM B
TeKcTe cTaThbU. Tabiuibl U rpaduKu TOTKHBI OBITH 03aryIaBICHBI.

6. dotorpadun AOIKHBI OBITH KOHTPACTHBIMHU, (DOTOKOIHMHU C PEHTTEHOTPAMM - B HO3UTUBHOM
n300paxeHnH. PUCYyHKH, YepTeKU U IuarpaMmbl CIeLyeT 03arIaBUTh, IPOHYMEPOBATh U BCTABUTH B
COOTBeTCTBYIOIIEe MecTo TekcTa B tiff hopmare.

B noanucsix k MukpogotorpagusaM cieayeT yKa3bBaTh CTEIICHb YBEIMUCHHUS YePEe3 OKYISP HITH
00BEKTUB U METOJ] OKPACKU WJIM UMIPETHALIUH CPE30B.

7. ®aMUIIUU OTEYECTBEHHBIX aBTOPOB MIPUBOJATCS B OPUTHHAIBHON TPAHCKPUIILINH.

8. I[Ipu opopmnennn u HarpaBneHun crtared B kypHanm MHI nmpocum aBTOpOB cobmronars
NpaBuIIa, U3JI0KEHHBIE B « EMUHBIX TpeOOBaHUSAX K PYKOMHUCSM, IPEACTABISIEMBIM B ONOMEIUIIMHCKHUE
JKYpHAJIbD», TPUHATHIX MeXKIyHapOAHBIM KOMHUTETOM PEIaKTOPOB MEAMLMHCKUX JKYpPHAJIOB -
http://www.spinesurgery.ru/files/publish.pdf u http://www.nlm.nih.gov/bsd/uniform_requirements.html
B koHIe Kax /101 OPUTHHATIBHOM CTaThU MPUBOIUTCS OMOIHOrpadguyeckuii cucok. B cnmncok nurepa-
TYPBI BKJIFOYAIOTCSl BCE MaTepHalibl, HA KOTOPbIE UMEIOTCS CChUIKU B TeKcTe. CIHCOK COCTaBIsIeTCs B
andaBUTHOM MOpsAKEe U HymMepyeTcs. JIutepaTypHblii HCTOYHMK IPUBOAUTCS Ha sI3bIKE OpUrMHana. B
CIMCKE JINTEPATyPhl CHavYajIa MPUBOIATCS PaOOThI, HAIMCAHHBIE 3HAKAMU TPY3MHCKOTO anaBuTa, 3aTeM
KApuuien u naruauned. CChUIKM Ha IUTHUPYEMble pabOThl B TEKCTE CTATbH JAIOTCS B KBaIPaTHBIX
CKOOKax B BU/I€ HOMEPA, COOTBETCTBYIOLIETO HOMEPY JaHHOH pabOoThI B CIIMCKE TUTEPaTypbl. bonbmmh-
CTBO IIUTHPOBAHHBIX UCTOYHUKOB JOJKHBI OBITH 32 IMOCTETHNUE 5-7 JIET.

9. ns momydeHus MpaBa Ha MyONHMKALMIO CTaThs TOJDKHA MMETh OT PYKOBOIUTENSI pabOTHI
WIN YUPEXKJICHUS BU3Y U CONPOBOIUTEIBHOE OTHOILICHHUE, HAIMCAHHBIC WJIM HAlledaTaHHbIC Ha OJIaHKe
Y 3aBE€PEHHBIE MOJIHCHIO U NIEYaThIO.

10. B koHIe cTaThU NOJKHBI OBITH MOAMHCH BCEX aBTOPOB, MOJHOCTBIO MPUBEACHBI UX
(amuIMM, UIMEHAa U OTYECTBA, YKa3aHbl CIIy>KeOHBIH M JOMAIIHUI HOMEpa TeJIe(OHOB U agpeca MM
uHble KoopAuHaThl. KonmuuecTBo aBTOPOB (COABTOPOB) HE TOJHKHO MPEBBIIIATE IISITH YEJIOBEK.

11. Penakuus ocraBisieT 3a cOO0 MpaBo COKpallaTh U UCHPaBIATh cTarbi. Koppekrypa aBropam
HE BbICBUIAETCS, BCS paboTa U CBEpKa MIPOBOAUTCS 110 aBTOPCKOMY OPHTHHAILY.

12. HenomycTuMO HarpaBiieHHE B pefaklMIo padoT, MPeICTaBICHHBIX K MeYaTH B MHBIX
M3/1aTeIbCTBAX WIIM OMYOJIMKOBAHHBIX B APYTHX M3IAHUSX.

Hpﬂ HApyHI€HUU YKa3aHHbIX IPaBUJI CTATbU HE paCCMaTPUBAIOTCH.




REQUIREMENTS

Please note, materials submitted to the Editorial Office Staff are supposed to meet the following requirements:

1. Articles must be provided with a double copy, in English or Russian languages and typed or
compu-ter-printed on a single side of standard typing paper, with the left margin of 3 centimeters width,
and 1.5 spacing between the lines, typeface - Times New Roman (Cyrillic), print size - 12 (referring to
Georgian and Russian materials). With computer-printed texts please enclose a CD carrying the same file titled
with Latin symbols.

2. Size of the article, including index and resume in English, Russian and Georgian languages must
be at least 10 pages and not exceed the limit of 20 pages of typed or computer-printed text.

3. Submitted material must include a coverage of a topical subject, research methods, results,
and review.

Authors of the scientific-research works must indicate the number of experimental biological spe-
cies drawn in, list the employed methods of anesthetization and soporific means used during acute tests.

4. Articles must have a short (half page) abstract in English, Russian and Georgian (including the
following sections: aim of study, material and methods, results and conclusions) and a list of key words.

5. Tables must be presented in an original typed or computer-printed form, instead of a photocopied
version. Numbers, totals, percentile data on the tables must coincide with those in the texts of the
articles. Tables and graphs must be headed.

6. Photographs are required to be contrasted and must be submitted with doubles. Please number
each photograph with a pencil on its back, indicate author’s name, title of the article (short version), and
mark out its top and bottom parts. Drawings must be accurate, drafts and diagrams drawn in Indian ink
(or black ink). Photocopies of the X-ray photographs must be presented in a positive image in tiff format.

Accurately numbered subtitles for each illustration must be listed on a separate sheet of paper. In
the subtitles for the microphotographs please indicate the ocular and objective lens magnification power,
method of coloring or impregnation of the microscopic sections (preparations).

7. Please indicate last names, first and middle initials of the native authors, present names and initials
of the foreign authors in the transcription of the original language, enclose in parenthesis corresponding
number under which the author is listed in the reference materials.

8. Please follow guidance offered to authors by The International Committee of Medical Journal
Editors guidance in its Uniform Requirements for Manuscripts Submitted to Biomedical Journals publica-
tion available online at: http://www.nlm.nih.gov/bsd/uniform_requirements.html
http://www.icmje.org/urm_full.pdf
In GMN style for each work cited in the text, a bibliographic reference is given, and this is located at the end
of the article under the title “References”. All references cited in the text must be listed. The list of refer-
ences should be arranged alphabetically and then numbered. References are numbered in the text [numbers
in square brackets] and in the reference list and numbers are repeated throughout the text as needed. The
bibliographic description is given in the language of publication (citations in Georgian script are followed
by Cyrillic and Latin).

9. To obtain the rights of publication articles must be accompanied by a visa from the project in-
structor or the establishment, where the work has been performed, and a reference letter, both written or
typed on a special signed form, certified by a stamp or a seal.

10. Articles must be signed by all of the authors at the end, and they must be provided with a list of full
names, office and home phone numbers and addresses or other non-office locations where the authors could be
reached. The number of the authors (co-authors) must not exceed the limit of 5 people.

11. Editorial Staff reserves the rights to cut down in size and correct the articles. Proof-sheets are
not sent out to the authors. The entire editorial and collation work is performed according to the author’s
original text.

12. Sending in the works that have already been assigned to the press by other Editorial Staffs or
have been printed by other publishers is not permissible.

Articles that Fail to Meet the Aforementioned
Requirements are not Assigned to be Reviewed.
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MODIFIED TREATMENT OF HEPATORENAL SYNDROME TYPE I DEPENDING
ON THE STAGE OF ACUTE KIDNEY INJURY

Slyvka N., Rusnak 1., Zub L., Kulachek Y., Kulachek V., Al Salama M., Rovinskyi O.

Higher State Educational Establishment of Ukraine «Bukovinian State Medical Universityy, Chernivtsi, Ukraine

Hepatorenal syndrome (HRS) is a potentially reversible
form of renal failure that occurs in patients with cirrhosis and
ascites [1]. According to the hypothesis of peripheral arterial
vasodilation, HRS is caused by a strong vasoconstriction of
the renal arteries as a response to effective volume decrease
of the circulating blood [2,3]. The average life expectancy
in untreated patients with HRS is equal to 2 weeks, so liver
transplantation is a treatment of choice [1,4]. However, pa-
tients with HRS have a high risk of mortality while await-
ing transplantation. Moreover, the death rate for patients with
HRS after the liver transplantation is much higher (risk ratio
- 0.25) than for non-HRS cases (risk ratio - 0.19) [4]. The
application of splanchnic arterial vasoconstrictors leads to
improved kidney function in HRS type 1 [5,6]. Terlipressin,
a vasopressin derivative, is the most common vasoconstrictor
in Europe due to its efficacy and convenience, and has the
ability to improve kidney function in 40-50% of patients [7].
However, today terlipressin is used in a standard dose for all
patients with hepatorenal syndrome, regardless of the stage
of the disease.

Currently, there are a few studies on the terlipressin dose ef-
fectiveness and for adjusting its dose, depending on acute kidney
injury (AKI) stage at HRS type I [8,9]. We suggest that adjust-
ing the dose of terlipressin according to the stage of hepatorenal
syndrome will affect the survival rates of such patients. There-
fore, the aim of our study was to improve the treatment method
of hepatorenal syndrome type I in patients with alcoholic liver
cirrhosis by selecting the dose of terlipressin depending on the
stage of acute kidney injury.

Material and methods. For this study were enrolled 175 pa-
tients that were admitted at Chernivtsi Oblast Narcology Dis-
pensary admitted between January 2013 and August 2019 with
diagnosis alcoholic liver cirrhosis, complicated with the hepa-
torenal syndrome. During the study, 14 patients have dropped
out in total. The remaining 161 patients were randomly divided
into control (group 1) (n=79) and study (group 2) (n=82) groups
depending on the treatment received.

The study was performed according to recommendations of
Declaration of Helsinki, 1964, amended by the 64th World Med-
ical Association General Assembly, 2013 [10] and was approved
by the Ethics Committee of the Bukovinian State Medical Uni-
versity, Chernivtsi, Ukraine (Ethics Committee No 2019/12,
August 22, 2019).

Inclusion criteria: hepatorenal syndrome type I and following
the AKI criteria; alcoholic etiology of liver cirrhosis; patients
age more than 20 and less than 65 years.

Exclusion criteria: chronic kidney disease, age less than 29
and more than 60 years old, viral etiology of cirrhosis (all pa-
tients were tested anti-HCV and HBsAg by ELISA method
when admitted to the hospital), surgical interventions and gas-
trointestinal bleeding during the last 8 weeks, acute alcoholic
intoxication, acute portal vein thrombosis, obstructive jaundice,
decompensation of concomitant cardio-vascular pathology.

HRS was diagnosed based on criteria of the Clinical Guide-
lines on Liver Cirrhosis and Its Complications of the Ministry
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of Health of Ukraine, Ne 751, 2012, and European Association
for the Study of the Liver (EASL) Clinical Practice Guidelines
for the Management of Patients with Decompensated Cirrhosis,
2018 [10].

According to these guidelines, all enrolled patients with ALC
and HRS type I (n=161) were prescribed albumin intravenously
(i/v) at the same dosage for both groups (1 g/kg per day on the
first day of treatment and 20-40 g/day duting the next six days)
and terlipressin. The terlipressin dosage differed depending on
the patients group: group 1 (control) (n=79) — received terlip-
ressin at the standard dosage of 3 mg/24 hours by continuous
i/v administration for 7 days. In the case of the target level of
133 mmol/l for sCr was not reached, the terlipressin dose was
modified by the responseguided titration method [9]. If sCr level
decreased less than 25% from the baseline, the dose was gradu-
ally increased but did not accede 12 mg/24 hours.

The dose of terlipressin in the group 2 (study) (n=82) was
not fixed and varied depending on the clinical effect achieved.
Clinical effect was considered positive when the level of serum
creatinine (sCr) gained 133 mmol/l [11]. The response to treat-
ment in both groups was evaluated every 48 hours.

The stage of AKI was diagnosed using the criteria of Kidney
Disease: Improving Global Outcomes (KDIGO) Clinical Prac-
tice Guideline for Acute Kidney Injury, 2012. Namely, stage |
(AKI-I): glomerular filtration rate (GFR) > 60; stage II (AKI-
IT): GFR=16-59; stage III (AKI-III): GFR <15 [7]. GFR was
calculated using the Chronic Kidney Disease Epidemiology
Collaboration (CKD-EPI) formula, ml/min/1.73 m? [12].

The risk of short term mortality (within the first 29 days)
was prognosed by Model for End-Stage Liver Disease (MELD)
score: MELD=9,6 * In (sCr, mg/dl) + 3,8 * In (billirubine, mg/dl)
+ 11,2 * In (INR, international normalized ratio) + 6,4. MELD
score interpretation: < 10 — low risk; 11-18 — moderate risk; 19-
24 — high risk; >25 — very high risk [13].

Statistical processing of the study results was carried out us-
ing the open source software RStudio IDE 1.3. The Shapiro-
Wilk test was used in normality analysis to examine the distribu-
tion of numerical data. To assess the difference between groups,
Student’s t-test for independent samples was used. To measure
the degree of linear dependence between the values of the in-
dices in the groups, the Pearson correlation coefficient (r) was
used for parametric values, and the chi-square criteria () for
nonparametric ones. The assessment of patients’ survival was
performed using the Kaplan-Meier estimator. The statistics are
given in the format M+c. The level of p<0.05 was accepted as
statistically significant.

Results and discussion. The patients were 29 to 60 years old
at the time of inclusion to the study. The average duration of the
alcoholic liver cirrhosis (ALC) was (3.52+1.53) years; average
history of alcohol abuse - (8.42+3.53) years; gender distribution
was: 78.9% (n=127) males and 21.1% (n=34) - females.

At the time of the study launch, there were no significant dif-
ferences in clinical and laboratory data between the two groups.
The severity of AKI in both groups was approximately the same,
as is shown in Table 1.
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Table 1. The distribution of AKI stages in examined patients with hepatorenal syndrome type I

AKI-I AKI-IT AKI-IIT
Group 1, n 26 27 26
(male/female) 19/7) (21/6) (23/3)
Group 2, n 25 29 28
(male/female) (20/5) (21/8) (23/5)

note: the figures are given excluding the dropped out patients

Table 2. Clinical and laboratory data of AKI-II patients with hepatorenal syndrome type I

Group 1, AKI-II Group 2, AKI-II
. (n=27) (n=29)
Clinical and laboratory data
Before After Before After
treatment treatment treatment treatment
Systolic blood pressure, mm H 92,37+6,69 108,58+9,93* 95,75+7,09 104,78+8,03*
GFR, ml/min 25,24+8.,26 35,01£13,08%* 24,42+6,84 48,82+14,04%/**
Urine, ml/day 888,67+113,99 1114,74+424,5* 837,35+164,73 1235,32+441,36%/**
Serum Na, mmol/L 119,73+34,83 128,57+21,07* 121,36+34,41 132,64+5,05*
Child-Pugh score 9,79+1,49 8,09+0,91 9,92+2,12 8,76+2,41
MELD score 24,87+6,05 19,42+8.01 * 25,24+5,65 17,23+7,18%*

note: * - the difference is significant

n comparison with the indices before the treatment (p<0.05),
** _ the difference is significant in comparison with the indices after the treatment in group 1 (p<0.05)

Table 3. Clinical and laboratory data of AKI-1II patients with hepatorenal syndrome type I

Group 1, AKI-IIT Group 2, AKI-IIT
Clinical and laboratory data (n=26) (n=28)
before treatment after treatment before treatment after treatment
Systolic blood pressure, mm H 72,26+5,58 80,47+8,82 * 68,64+7,09 84,34+7,02%*
GFR, ml/min 14,1347,25 20,71£12,03* 14,34+5,53 23,01£13,12%/**
Urine, ml/day 637,35+£154,33 914,25+324,6* 588,56+113,98 1035,32:£342,24%/**
Serum Na, mmol/L 112,84+32,53 122,47+5,08* 114,37+35,19 125,52+9,14% /%%
Child-Pugh score 12,68+1,35 11,07+0,93 11,9142,13 11,06+2,39
MELD score 34,87+5,04 28,234+6,23* 35,1445,29 24,42+8,01%/**

note: * - the difference is significant in comparison with the indices before the treatment (p<0.05);
** _ the difference is significant in comparison with the indices after the treatment in group 1 (p<0.05)

Table 4. Response to the terlipressin therapy in examined patients with hepatorenal syndrome type 1

Response to the treatment

Group 1 (n=79)

Group 2 (n=82)

Complete response, n (%)

53 (66,1%)

67 (81,7%)*

Recurrence of HRS, n (%)

32 (40,5%)

19 (23,2%)*

Short term survival (3 months), n (%)

29 (36,7%)

45 (54,9%)*

note: * - the difference is significant in comparison with group 1 (p<0.05)

The effective dose of terlipressin for patients with AKI-I of
the group 2 (n=25) was 3 mg/24; for patients with AKI-II of the
group 2 (n=29) - 6 mg/24; for patients with AKI-III of the group
2 (n=28) - 12 mg/24.

For AKI-I, there was no statistically significant difference
(p>0.05) for the effective terlipressin dosage in the control
and study groups. The dosage of 3 mg/24 hours was enough to
achieve the target level of sCr for both groups.

GFR, serum Na and daily urine volume significantly im-
proved in the group 2, as compared with the group 1 (p<0.05).
There was no statistically significant difference in the number
of points by the Child-Pugh scale before and after treatment in
both groups (p>0.05), whereas MELD score was significantly
reduced only in the second group (p<0.05) (Tables 2 and 3).
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Our study revealed a complete response rate of 81,7% in the
reversal of HRS in the group 2 compared to the group 1 which
showed a lower response rate at 66,1% (p<0.05). The relapse of
HRS occurred in 40,5% in the group 1 and in 23,2% in the group
2 (p<0.05). Short term survival was significantly higher for the
group 2 (54,9%) as compared to the group 1 (36,7%) (p<0.05)
on the intention to treat analysis (Table 4).

Our results suggest that terlipressin in the correct dosage is
more effective, likely because it promotes vasoconstriction in
both systemic and splanchnic blood vessels, and dilates intra-
hepatic portal vessels, reducing portal hypertension on the very
initial stages. The kidney blood flow and function could be cor-
rected by the appropriate dosage of terlipressin according to the
AKI stage caused by HRS.
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Study drop outs. The drop out of our study was 14 patients in
total. Five persons with AKI-I from the group 1 and 3 persons
with AKI-I from group 2 have discontinued the therapy because
of the sudden drinking period followed by the Wernicke’s en-
cephalopathy and subsequent death. A 54 years old male AKI-
[1I patient from group 2 with a history of smoking for more than
20 years has stopped the treatment because of the adverse effects
of terlipressin resulted in ischemic heart disease attack. Two per-
sons with AKI-I from group 1 and 3 AKI-I persons from group
2 dropped out of the study because of the development of other
severe complications of liver cirrhosis (spontaneous bacterial
peritonitis, hepatic encephalopathy, gastro-esophageal bleed-
ing).

Study limitations. Despite terlipressin is the best option to
cure HRS nowadays, some restrictions should be considered.
Terlipressin-induced ischemic complications affecting the car-
diovascular system, abdominal organs, and limbs have been re-
ported[14]. Common risk factors for the development of these
complications were the presence of diabetes, preexisting coro-
nary artery stenosis, dyslipidemia, hypertension, and smoking
status. We considered all of this as the exclusion criteria for our
research (chronic concomitant diseases) but smoking. There was
one patient only in our study, who developed this kind of com-
plication and he was a smoker. The high cost of terlipressin is
also an important limitation which makes this life-saving medi-
cation unavailable for some patients.

Study advantages. The benefit of our study is the recruitment
of patients at the Chernivtsi Oblast Narcology Dispensary. All
enrolled patients were examined by narcologists and diagnosed
with alcoholism, which confirmed the alcoholic etiology of cir-
rhosis in them. Normally this information is quite confidential
and is not easily available from the gastroenterology depart-
ments.

Conclusions. The effective dosage of terlipressin for patients
with hepatorenal syndrome type I differs depending on the stage
of acute kidney injury: the dosage of 3 mg/24 is recommended
for the stage I; 6 mg/24 — for the stage II; 12 mg/24 — for the
stage III. This modified treatment reduces the recurrence of the
disease and increases the short term survival of patients.
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SUMMARY

MODIFIED TREATMENT OF HEPATORENAL SYN-
DROME TYPE I DEPENDING ON THE STAGE OF
ACUTE KIDNEY INJURY

Slyvka N., Rusnak I., Zub L., Kulachek Y., Kulachek V.,
Al Salama M., Rovinskyi O.

Higher State Educational Establishment of Ukraine «Bukovin-
ian State Medical University», Chernivtsi, Ukraine

Hepatorenal syndrome is a severe complication of liver cir-
rhosis which is difficult to treat because of a very fast course and
lack of adequate dosing recommendations due to the stage of the
disease. In this study we aimed to refine the treatment of hepa-
torenal syndrome type I by modifying the dose of terlipressin,
depending on the stage of acute kidney injury (AKI).

Objective — to improve the treatment method of hepatorenal
syndrome type I in patients with alcoholic liver cirrhosis by se-
lecting the dose of terlipressin depending on the stage of acute
kidney injury.

For this study were enrolled 161 patients with diagnosis al-
coholic liver cirrhosis, complicated with the hepatorenal syn-
drome. All patients were were randomly divided into control
(group 1) (n=79) and study (group 2) (n=82) groups depending
on the treatment received (terlipressin in the standard dosage or
modified by the response-guided titration method). If the serum
creatinine level decreased less than 25% from the baseline, the
dose of terlipressin was gradually increased but did not accede
12 mg/24 hours. The stage of AKI was diagnosed using the cri-
teria of Kidney Disease: Improving Global Outcomes (KDIGO)
Clinical Practice Guideline for Acute Kidney Injury, 2012. The
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risk of short term mortality (within the first 29 days) was prog-
nosed by Model for End-Stage Liver Disease (MELD) score.

The kidney function improved better in persons with a modi-
fied dose of terlipressin: the complete response rate in them was
81.7%. The response rate in those who received the standard
treatment, was 66.7% only (p<0.05). It was found that the effec-
tive dosage of terlipressin is 3 mg/24 for AKI stage I; 6 mg/24 —
for AKI stage II; 12 mg/24 — for AKI stage III. The relapse of the
disease occurred only in 23.2% patients with modified treatment
against 40.1% in the control group (p<0.05). Short term survival
was also significantly higher in the study group — 54.9%, while
in the control group it was 37% only (p<0.05).

Thus, correction of terlipressin dosage could improve the re-
sults of the treatment and reduce mortality in patients with hepa-
torenal syndrome type 1.

Keywords: hepatorenal syndrome, alcoholic liver cirrhosis,
terlipressin, acute kidney injury.

PE3IOME

MOIUPUIUPOBAHHOE JIEYEHHUE TEIIATOPE-
HAJIBHOI'O CUHJIPOMA THUIIA I B 3BABUCUMOCTHU
OT CTAIMU OCTPOI'O NIOBPEXKAEHUS ITIOYEK

Causka H., Pycnak I.T., 3y6 JI.A., Kyaauek 51.B.,
Kynauyek B.T., Aap Canama M.B.O., PoBunckmii A.A.

Bovicuiee eocyoapcmeennoe 0b6pazoseamenvHoe  yupedcoeHue
Vrpaunvl « Bykosunckuii 2ocyoapcmeentvlil MeOUYUHCKULl YHu-
eepcumemy, Yepnosywl, Yxpauna

I'enatopeHanbHbIM CUHAPOM - TSKENIOE OCIOKHEHUE IUPpO3a
NEYCHU, KOTOPOC TPYAHO IMOAAACTCA JICUCHUIO B CBA3HU C OYCHDb
6bICprIM TCUYCHUEM U OTCYTCTBUEM aJCKBATHBIX PEKOMEHOA-
IIMH 10 JT03MPOBAHHIO COTBETCTBEHHO CTAZNH 3a00JICBaHNSI.

Llenp nccnenoBaHus - ycoBEpIICHCTBOBATh METOIUKY Jiede-
HUS FelaTOpeHaIbHOro CUHApoMa | Tma y GOJIBHBIX aJIKOIroJlb-
HBIM LIUPPO30M IEYCHH IyTeM BbIOOpPA 03Bl TEPIUIPECCUHA B
3aBUCHUMOCTH OT CTaJIuM OCTPOTO MOBPEIKIACHUS I10YEK.

B uccnenoBanuu npunsin yyactue 161 nanueHT ¢ JMarHo3omMm
"aJIKOTOJNBHBIA LUPPO3 MEUCHH, OCJIOKHEHHBIM IenaTtopeHallb-
HBIM CHHIpOMOM'". B 3aBHCHMOCTH OT NOJYyYEHHOIO JICUEHUS
(TEepIUIPECCHH B CTAHIAPTHOM I03UPOBKE MM B MOIU(DHULIMPO-
BaHHOM MCETOAOM TUTPOBAHUA 110 OTBETY Ha .]'le'-leHl/le), IMarueH-
ThI pa3/ieJIeHbl Ha KOHTPOJIbHYIO (n=79) u uccienyemyto (n=82)
rpynnsl. [Ipy cHIDKeHNU YpOBHS KpeaTHHHHA B CBIBOPOTKE Me-
Hee yeM Ha 25% OT MCXOIHOIO YPOBHS 103y TEpIMIIPECCHHA
HOCTEIICHHO yBEJIMYUBAIM, He TpeBbias 12 mr/24 gaca. Cra-
st octporo nospexaenus nodek (OIIIl) nuarHocTupoBana ¢
UCIIOJIb30BAaHUEM KPUTEPUEB KIMHUYECKOTO PYKOBOACTBA II0
ocTpoii moyeyHoi HepocTarouHoctu «KimHuyeckoe 3abosnesa-
Hue nouek», (KDIGO 2012). Puck kpaTKOCpOUHOM CMEPTHOCTH
B T€UEHHE IEePBBIX 29 THEH NPOrHO3UPOBAIIH 10 LIKAJIC MOJEIH
KOHEYHOM ctaauu O6one3nu neuenu (MELD).

B pesysibrate ucciemnoBaHHs y MAlMEHTOB ¢ MOIU(UIH-
POBaHHOI 1030i TepiauIIpeccrHa HaOIIONANOCh YIydIleHHe
(GyHKIMM TOYeK: yacTota oTBeToB coctaBmia §81,7%. Yacrora
OTBETOB y INAIMEHTOB CO CTAHIAPTHBIM JICYCHHEM COCTaBHJIA
ToNbKo 66,7% (p=0,05). BeisBieno, uto >ddexTuBHas 1030-
poBKa TepiunpeccuHa coctapiusier 3 mr/24 mis OIIIT [ craguu;
6 mr/24 - gusa OINIT 1T crapuum; 12 mr/24 - pus OINIT 1T cra-
nuu. Peunaus 3aboneBanus HaOmonancs y 23,2% naiueHToB ¢
MomudunmpoBanHoil Tepanueit npotus 40,1% B KOHTPOJILHOM
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rpynne (p<0,05). KparkocpouHast BBDKMBaeMOCTb TaKxke Oblia
3HAUUTEIbHO BbILIE B OCHOBHOH rpymnme - 54,9%, Torna xak B
KOHTPOJIBHOM IpyIIe oHa cocTaBmiia Toabko 37% (p=0,05).

Taxkum 00pa3oM, KOPPEKLHs JO3UPOBKU TEPIUIIPECCHHA, 110
BCEH BEPOSATHOCTH, CIIOCOOCTBYET YIIyUIIECHHIO PE3YJIbTaTOB JIe-
YEHUs ¥ MIOHWKEHUIO CMEPTHOCTH MAILEHTOB C I'elaTopeHalb-
HBIM cuHApoMoM | Tuna.
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