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}w:;%k MixxnapoaHuii KOHrpec 3 indysiiiHoi Tepanii -
Q o/ HauGinbWKi MynbTUAKMCUMNNIHAPHUHA 3aXiA,
s NPUCBAYEHMM NUTAHHAM iHPYy3iliHOT Tepanii
B YCiX chepax meauUMHM
12-13 o0BTHs 2020, M. KuiB, YkpaiHa

13 2008 poky KoHrpec Big6yBaeTbcsl B YKpaiHi KOXHi 4 poKu, 3any4aloum crikepiB Ta yYaCHUKIB i3 pisHUX KpaiH CBiTY.
Mporpama 3axoay BK/AOYa€E AONOBIiAI, XXBaBi AMCKYCii Ta NPaKTUYHI MalcTep-KaacH, WO 3aBXAU NPOXOAATb Y APYXKHii
KonerianbHi atmocdepi.

HAYKOBA TEMATUKA KOHIPECY:
* AKTyaNbHi NUTaHHS iHQY3iMHOT Tepanii Npyu KPUTUUYHMUX CTaHaX i B TepaneBTUYHIN NPaKTULL
* Cy4acHi Niaxoam A0 3He60NEHHS 3riAHO 3 OCTAaHHIMM EBPONENCbKMMU peKoMeHAALLIaMU
* paLioHanbHa aHTMBaKTepianbHa Tepanis M aHTMBIOTUKOPE3UCTEHTHICTb
« KpoBo3bepiranbHi TexHonorii (Patient Blood Management), akTyanbHi pekomeHngauii BOO3
« npobnemMa nepionepawiiMHOro CTpecy Ta WX ii BUPILLEHHS
* [HTEHCMBHA Tepanis roCTporo iHCynbTy
e npo6nemu iHdy3iriHoi Tepanii B kapaionorii M eHaLoKpUHoNorii
* aKTyaNlbHi MUTAHHS pecnipaTopHOi MeAULMHN
* eKCMepuMeHTanbHa Ta KNiHiuHa TpaHcdy3ionoris
* KOHTPOBEPCIilHI NUTaHHS iHDY3iMHOI Tepanii
e METOAM Ta 3acobu NpoBeneHHs iHdY3ilMHOT Tepanii
* HEIHTEHCMBHA iHPY3ilHa Tepania
* MOXNMBOCTI iH(Y3iMiHOI Tepanii B nikaps CiMeMHOi NPaKTUKM
e 3aranbHi (MDKAUCLUMNAIHAPHI) MUTaHHS iHdY3iHOI Tepanii
* nepcoHidikoBaHa iHdy3inHa Tepania
e Teparis CynpoBoAy OHKONOTYHOro MaLieHTa
* NepcoHidikoBaHa Tepanis B OHKONOTIi
* iHQY3iMHa Tepanis OHKONOrIYHOro NnaLieHTa

}ﬁa’\ The International Congress on Infusion Therapy
@}%‘? is the largest multidisciplinary event dedicated
’ to the issues of infusion therapy in all areas of medicine

The congress has been held in Ukraine every 4 years since 2008, attracting speakers and participants from around the world.
The event program includes reports, live discussions and hands-on workshops, which are always held in a friendly
collegial atmosphere.

SCIENCE TOPICS OF THE CONGRESS:
« topical issues of infusion therapy in critical conditions and in therapeutic practice
* modern approaches to pain relief according to the latest European guidelines
« rational antibiotic therapy and antibiotic resistance
« patient blood management, current WHO guidelines
« the problem of perioperative stress and ways to solve it
e intensive care for acute stroke
 problems of infusion therapy in cardiology and endocrinology
» topical issues of respiratory medicine
 experimental and clinical transfusiology
e controversial issues of infusion therapy
* methods and means of conducting infusion therapy
¢ non-intensive infusion therapy
e possibilities of infusion therapy at a family doctor
e general (cross-cutting) issues of infusion therapy
« personalized infusion therapy
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I TE3U KOHrPECY

Results and discussion. Given the high infection rate of
hematological patients with HCV, which does not allow full
treatment, including surgery and chemotherapy, under the
program “Treatment of patients with viral hepatitis” antiviral
drugs were purchased and treatment was performed in
groups of hematological patients. In particular, in patients
with the following diagnoses: non-Hodgkin lymphoma (5);
myelodysplastic syndromes (1); Hodgkin lymphoma (1);
haemophilia A (13) and B (3); leukopenia (3); disaggregation
thrombocytopathy (16); immune thrombocytopenic
purpura (13); secondary erythrocytosis (5); iron deficiency
anemia (5); polycythemia vera (2); chronic lymphocytic

leukemia (1). Antiviral therapy was performed according to
the clinical protocol for the treatment of viral hepatitis B
and Cin hematological patients under the supervision of an
infectious disease specialist and hematologist. Most patients
tolerated treatment satisfactorily and without complications.

Conclusions. In the last years, direct-acting antiviral drugs
become the standard of treatment in hematological patients.
For today, HCV should not hinder on the basic of full treatment
in the hematological patients as most infected patients may
receive antiviral therapy.

Key words: hepatitis C virus, antiviral drugs, hematological
diseases.
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Hosi miweni ¢papmakorepanii 6poHxianbHoi 06¢cTpykuii

fikoBnesa 0.0., CemeneHko A.l., MNoitna-Kapaacesiu 0.10.

BiHHMLbKMI HALiOHANbHWUIA MeanYHMIA YHiBepcuTeT iM. M.I. Muporosa, M. BiHHMUS, YKpaiHa

Merta. OUiHWTM NepcneKkTUBY HAYKOBUX PO3pO6OK HOBUX
knacis 6poHxoaunaTaTopisB AN4 NiKyBaHHS 3aXBOPHOBAHb AM-
XaNbHUX WAAXiB 3 06CTPYKTUBHUM CUHAPOMOM, 3BaXKAKUM Ha
ManBbyTHI MONEKYNSIPHI MilLEeHi.

Marepianu Ta MeToau. [lpoBeseHO aHani3 MixHapOAHOI aH-
rMOMOBHOI HayKOBOI iHopMaLii B cMcTeMax OrnsAiB i MOLWYyKyY
B IHTEepHeTI 3a ocTaHHi 5 pokiB.

Pe3synbtati Ta ix 06roBopeHHs. H1Hi 3pocTae iHTepec no
HOBMX HanpsMiB GapMakonoriyHoi Kopekuii 6poHXianbHOI
06CTpyKLii. 3aNponoHOBaHi MiXXHapoAHi NPOTOKONM 6a3yTbCs
Ha KiNbKOX rpynax KopekTopiB: 3-aroHiCTM KOPOTKOI Ta MPO/IOH-
rOBaHOI Aii, XONiHONITUKM, METUNKCAHTUHW, aHTUNENKOTPIEHOBI
npenapaTu Ta ix KoMbiHaLii, npoTe He3neky ix 3acTOCyBaHHSA
06Mexye BiKOBUI acnekT. ToMy NOLWYK HOBUX MilleHel BinBy
Ha BpoHXianbHWI TOHYC 36epirae CBOK aKTyanbHICTb y pecni-
paTopHii natonorii. ponoHyTbCs LEBATb HOBUX NOTEHLiMHMX
Knacie 6poHX0AMNATATOPIB, IKIi BUBYAKOTHCS.

CenekTuBHi iHri6iTopn docdopniecrepasu (PAE) Bxe bynu
BiZOMI (podnyminacr) ong Tepanii XpoHiYHOro 06CTPYKTUBHOTO
3axBOpIOBaHHS nereHb (XO3/1), ane reHeTUYHMI noniMopdism
isopepmeHTiB OLE, pi3Ha ix nokanizauis B CybKNiTUHHUX
MiKpOAOMEHaX, CKNaaHa Mepexa CUrHanisaLlii Ta CeNnekTMBHICTb
Wono umkniyHoro AM® a6o N'M@ ycknafH0OW0Tb OTPUMAHHS
edekTMBHOro hapmakonoriyHoro BnauBy. MoagiiHi iHribiTopu
®LE,/OLE, po3pobnaoTbcs 3 OMSAY Ha Te, WO i30(hepMeHT
®IE, - 0CHOBHMI y BiNbLIOCTI 3ananbHUX KNITUH, AKi 6epyTb
y4acTb y natoreHesi 6poHxianbHoi actmu (BA) Ta XO3/1, nepesa-
Xa€e B HenocmyroaHmx Ma3ax (HM) 6poHxiB; ioro iHribyBaHHS
3abe3neyye ix po3cnabneHHs, TMM Ginblwe Npu B3aemMoAii 3i
cTumynauieto B,-aapeHopeuenTopis. Brive y pasi noagiiHoro
iHribyBaHHs, 6€3CyMHIBHO, MOXe CMpUATU BPOHXONITUYHIN
i npotTu3ananbHiit akTMBHOCTI. OUiHKY 3apaaBepuHy, beH3a-
deHTpuHY, TonageHTpUHy Ta nyMadeHTPUHY 34iMCHEHO 1 Ha
nobpoBonbLsaX, ane 6e3 BNpoBaKEHHS B KNiHiKY. [1poTe eHcu-
(bEHTPUH AK €AMHMI NOABIAHMA iHriGiTop ®LE,/OLE, 3anpo-
MOHOBaHMI ANg cTafii KNiHiYHOI pOo3po6KM Mpu NikyBaHHI BA,
XO3J1 i MyKoBiCUMA03Y, 3BaXatUM Ha MOro BUCOKY CMOpigHe-
HicTb o DLE, (y 3440 pasis 6inbwe npotn OLE,), nepesaxHo
O6poHXxoAMNaTaLiMHY Lito, eDEKTUBHILY MPU CUHEPTIYHIA KOMDi-
Hauii 3 B,-aroHictamu 4n xoniHoniTukamu. MoaBinHi iHriGiTopw

INFUSION & CHEMOTHERAPY

®OE,/®AE,: Ui i30hepMeHTH eKCNPecyTbes B iIMYHHUX KNiTH-
Hax, yepe3 KOHTponb LAM® nopgiiHe iX iHribyBaHHS 3HUXKYE
rinepyyTAuBiCTb OPOHXiB, NPOAYKLiO NpO3ananbHUX iHTepnen-
KiHiB B eKCnepuMeHTI, Wo 1 36epirae iHTepec A0 HU3KM Cro-
nyk - inri6itopie ®AE,/®OE,. MoaginHi inribitopn OOE,/OIE,:
0cob611Bo NpuBabNoE iXHiV 6araTopiBHEBMIA BMMB HA BPOHXM,
3HWXKEHHS NlereHeBOi rinepTeHsii Ta 3ananeHHs, peMoAeNoBaHHS
nereHb. 30KkpeMa, koMbiHauia iHribiTopa DLE, (tananadin) i ®LE,
(podnyminacT) NOKpaLLye Li MOKA3HWUKKU B NPEKNIHIYHUX AAHUX,
ane ix KiHiYHi po3pobKM CYMHIBHi.

AroHicTu peuenTopiB ripkoro cmaky — rpyna 3 25 6in-
KiB — OKpiM 5131Ka, TpannsaTbca i y pecnipatopHoMmy enitenii
Ta HM, pe ixHi Tpu nigTvnu (10, 14 i 31) Bucoko ekcnpecy-
toTbcs. EdekT akTMBaLii nepeBuLLye po3cnabneHHs B-aroHicTis
y 2 pasu, 3 BUCOKO KOHUeHTpauieto Ca* Ta penakcauieto.
[MoLwyK aroHicTiB LbOro Kiacy Ha TNi HEBEIMKOrO YMCIa KNiHiy-
HUX AaHUX TpuBaE. AroHicTn E-npoctaHaigHoro peuentopa-4
(PGE,): akTBauis peuentopa PGE, ctumynioe UAM®, cuHTe3
KifIbKOX 3€AHAHb LLbOro TUMY MOXe pPo3cnabnaTv 6poHxu npu
ricTaMiHOBOMY CNasMi, WO MOXHa TPaKTyBaTU SK MOro K-
4OBY pOJib, 0COHBAMBO NMPU NEPOPANBHOMY 3aCTOCYBaHHI, X04a
B Nllofel He BUNPOBYBaHMIA.

IHri6iTopn RhO-kiHa3u: wi npoTeiHkiHa3n BUCOKO npea-
cTaBneHi B ckopouyBanbHux HM, wnax RhoA/ROCK perynioe
docdaTazun nerkmx nNaHuUoriB Mio3uHy. byno 3anponoHoBaHo
[Bi MONEKynu AN KNiHIYHOro BUKOPUCTaHHA — dacyamn i pu-
nacyamn (Sinoxig, Kutain), ane B nynbMoHonorii npu o6cTpykuii
we He 3actocosyBanucs. Kanbumunituku: peuentop G-6inka
(ryaHiHOBMIt HYKNEOTMA) NOB'A3aHUIA i3 No3akNiTMHHKUM CaZ’,
perynte CKOPOYEHHS NPU acTMi, BiH NiABULLEHWUIA Y MOKPOTUHHI,
TaKOX NOTeHUiNHI ang ctpaterii 6ponxonitTukun. Cepen, HOBMX
MileHen cnif Ha3Bat aroHict PPAR-y: xo4a BOHM 11 BNMBa-
l0Tb Ha MeTaboni3M NiniAiB i rMOKO3M Ta 34aTHI po3cnabnsaTu
HM npu acT™i, ixHi epekTn AncKyTyoTbCa. AroHiCTM pelenTopa
penakcuH-1 abo -2 (mocnimkeHHs cepenakcuHy) Sk aunaratopa
" aHTMdibpO3HOro NnpenapaTy NPOAEMOHCTPYBaAM reHepaLio
penakcyBasibHUX GakTopiB enitenito, ane Ty, — Tinbkn 10-20 xB,
wo notpebye 6e3nepepBHOi iHDY3ii 48 roa, ix KOH'lorawis
3 XMPHUMM KMCIOTaMM CTBOPHOE QHANOT penakcuHy-2 TpuBanoi
aii. loHopu okcmpy asoty (NO) Takox MOXyYTb ByTH KOPUCHUMU,
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ane Bukuna NO aKTUBYE CynepoKcua, CPUYMHSE TONEPAHTHICTb,
TOMY Lii MEXaHi3MU YTOUYHIOOTLCA B ekcnepuMeHTi. [Mengy-
UMHM — NiNigoBaHi nenTnau, Wwo yepes 38930k i3 G-binkamu
ab0 apecTrHaMM TaKoX MOXYTb NPOMOHYBATW HOBI CTpaTerii
CUFHANbHUX peakLin (ynepemKeHi aroHicTh).

Hogi 6poHxoamMnaTaTopu, WO MOXYTb CTaTU LOMNOBHEHHSM
[0 Cy4acHoi Tepanii 6poHX006CTpyKLii. nepebyBatoTb y AOKNI-
HiYHIM Basi pocnioxeHsb.

KntouoBi cnoBa: MonekynsipHi MileHi kopekLii 6poHxianb-
HOi 06CTPYKLii, HOBI BapiaHTK.

New targets of pharmacotherapy of bronchial obstruction

Yakovleva 0.A., Semenenko A.l., Hoina-Kardasevich 0.Yu.

Pirogov Vinnytsia National Medical University, Vinnytsia, Ukraine

Objective. To assess the prospects for scientific
development of new classes of bronchodilators for respiratory
diseases with obstructive syndrome, taking into account future
molecular targets.

Materials and methods. The analysis of international
English scientific information in the systems of surveys
and search on the Internet for the last 5 years is carried
out.

Results and discussion. Currently, there is an increasing
interest in the development of new directions for
pharmacological correction of the mechanisms of bronchial
obstruction. The proposed international protocols are based
on several groups of correctors: short-acting and prolonged-
acting p-agonists, anticholinergics, methylxanthines,
antileukotriene drugs and their combinations, but their safety
Llimits their use in the age aspect. Therefore, the search for
new targets for influencing bronchial tone remains relevant
in respiratory pathology. There are nine potential new classes
of bronchodilators that are being studied.

Selective phosphodiesterase inhibitors (PDE) were
already known as roflumilast for the treatment of chronic
obstructive pulmonary disease (COPD), but the genetic
polymorphism of PDE isoenzymes, their different localization
in subcellular microdomains, a complex signaling network
and their selectivity for cyclic AMP or GMP all make it
difficult to obtain and develop effective pharmacological
action. Dual PDE,/PDE, inhibitors are being developed taking
into account that the PDE, isoenzyme - the main one in most
inflammatory cells involved in the pathogenesis of bronchial
asthma (BA) and COPD, predominates in the smooth muscles
(SM) of the bronchi; its inhibition leads to their relaxation,
especially when interacting with stimulation of ,-adrenergic
receptors. The double inhibition exposure can undoubtedly
contribute to bronchodilator and anti-inflammatory activity.
Evaluation of zardaverine, benzafentrin, tolafentrin and
pumafentrin was carried out in volunteers, but without
introduction into the clinic. Nevertheless, ensifenthrin,
as the only dual PDE,/PDE, inhibitor, has been proposed
for the stage of clinical development in the treatment of
BA, COPD, and cystic fibrosis, taking into account its high
affinity for PDE, (3440 times more against PDE,), mainly
with a bronchodilatory effect, more effective in a synergistic
combination with B,-agonists or anticholinergics. Dual
inhibitors of PDE,/PDE.: these isozymes are expressed in
immune cells through the control of cAMP, their double
inhibition reduces bronchial hypersensitivity, production
of proinflammatory interleukins in the experiment, which
retains interest in a number of compounds - PDE,/PDE,
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inhibitors. Dual PDE,/PDE, inhibitors: especially attractive
for their multilevel effect on bronchi, reduction of pulmonary
hypertension and inflammation, lung remodeling. Thus,
the combination of a PDE, inhibitor (tadalafil) and PDE,
(roflumilast) improves these parameters in preclinical data,
but their clinical development is questionable.

Agonists of bitter taste receptors — a group of 25 proteins -
in addition to the tongue, are found in the respiratory
epithelium and in the SM, where their three subtypes (10, 14
and 31) are highly expressed. The activation effect exceeds the
relaxation of 3-agonists by 2 times, with a high concentration
of Ca%*" and relaxation, the search for agonists of this class
against the background of a small amount of clinical data
continues. Agonists of the E-prostanoid receptor-4 (PGE,):
activation of the PGE, receptor stimulates cAMP, the synthesis
of several compounds of this type can relax the bronchi
and in histamine spasm, can be interpreted as its key role,
when administered orally, although it has not been tested in
humans.

Inhibitors of RhO kinase: these protein kinases are
highly represented in contractile SM, the RhoA/ROCK
pathway regulates phosphatases of myosin light chains,
two molecules have been proposed for clinical use -
fasudil and ripasudil (Japan, China), but they have not yet
been used in pulmonology for obstruction. Calcilytics: the
G-protein receptor (guanine nucleotide) is associated with
extracellular Ca?, reqgulates the contraction in asthma
and is elevated in sputum, also potential bronchodilators
for the strategy. Among the new targets, PPAR-agonists
should be named, although they affect lipid and glucose
metabolism, are able to relax SM in asthma, their effects
are debated. Agonists of the receptor relaxin-1 or -2
(studies of serelaxin) as a dilator and antifibrotic drug
have demonstrated the generation of relaxing epithelial
factors, but T, , only 10-20 min requires continuous infusion
of 48 h, their conjugation with fatty acids creates a long-
acting relaxin-2 analogue. NO donors can be useful, but
the release of NO activates superoxide, induces tolerance,
therefore these mechanisms are clarified in the experiment.
Pepducins - lipidated peptides, through binding to
G-proteins or arrestins, can also offer new strategies for
signaling responses (biased agonists).

Conclusions. New possibilities for the development of
bronchodilators are in the preclinical phase, but they can
become an addition to the modern optimal therapy for
bronchial obstruction.

Key words: molecular targets for correction of bronchial
obstruction, new options.
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