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Pedepar Abstract

Meta. Ananiz MOHIMOPUHLY NOOIUHUX peaKyiil Ha Ml Ji-
KYBAHH5L NEHIYUNTHAMU 30 OAHUMU CROHMAHHUX NOBIOOM-
JleHb cucmemu apmakonazisady Yxpainu, wo Haoituuwuiu
i3 3aK1a0i8 0XOpPOHU 300p06 51 Xapkiscvkol obnacmi ma
micma Xaprosa npomseom 2017-2019 poxis.

Marepiad i meToau. O6'exmamu docniodxcenHst Oynu kap-
MuU-nogi0OMIeHHs NPO BUNAOKU NOOIYHOI peakyii Ha mii
3ACMOCY8ANHSL NEHIYUNIHIB, U0 HAOTIWIU I3 3AK1A0I8 0XO0-
POHU 300p086 51 Xapkiscokoi obnacmi ma micma Xaprosa

Aim. The paper aims at analyzing the state of monitoring
of adverse reactions to penicillins based on spontaneous
reports of the pharmacovigilance system of Ukraine,
received from healthcare institutions of Kharkiv region
and the city of Kharkiv during 2017-2019.

Materials and Methods. The objects of the study
included maps-reports of adverse reactions to the use of
penicillins, which came from health care facilities of
Kharkiv region and the city of Kharkiv to the
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00 cucmemu papmaronaensdy Yrpainu npomsicom 2017-
2019 pokis. Inghopmayis npo sunadku nodiuHux peaxyi
Ha Ml 3aCmMoCy8anHtsl NiKAPCbKUX 3aCc00i8 HA0X00Uund i3
BUKOPUCIAHHAM Memoody 300py CHOMMAHHUX NOBIOOM-
JIeHb Y 3MIUAaHitl hopmi (nanepo8omy ma eireKmpoHHOMY
eapianmax).

Pesynbraru. [Ipogedenuii ananiz 00360116 BUABUMU, WO
ceped 6 MHH epynu neniyuninié HatlOiibuly KiibKicme
nooiunux peaxkyitl 6y10 3apeccmpo8ano Oisi nPenapamis
amoxcuyunin/xnasynranoga kucroma (y 2017 p. - 73%
rkapm-nogioomaennv, y 2018 p. - 54% xapm-nosioomnens,
v 2019 p. - 70% rxapm-nosioomnens). Ha opyeomy micyi 3a
KUIbKICIIO NOGIOOMIeHb OV NPenapamu AMOKCUYULIHY (V
2017 p. - 22% rkapm-nosioomnenn, y 2018 p. - 43% xapm-
nosidomnenn, y 2019 p. - 27% xapm-nogioomiens).
Oo6roBopenHs. 3agikcosani nobiuni peaxyii BIOHOCIMb-
€51 00 Heceplio3HUX ma Haudacmiuie 8UAUTUCD Y 8UTA0T
Micyesux peakyiu: ceepOiHs, HAOPSIKY [ NOYEPBOHIHHSL
WIKIpU, @ Maxoic 3 6OKY WIYHKOBO-KUUKOBO20 MPAKMY:
oiapei i Hyoomu. Ceptio3Hux nobIiuHUX pearkyill, Wo Maiu
JIemanvHi HACIIOKU, 3apPeecmposano He Oyo.
BucHoBKkn. [Iposedenuii monimopune niomeepoue 0aui
Jqimepamypu npo munogi nobiuni peakyii dis aHmubio-
MUKie epynu nemiyuninie. Bemanosneno, wo neniyuninu
AMOKCUYUTITH/KAABYIAH08A KUCTOMA MA AMOKCUYUIIH M-
10Mb HAUBUWULL PUBUK BUHUKHEHHS NOOIYHUX peaKyill y
36'513KY 3 IX OLILWLOIO 4ACTOMOIO NPUSHAYEHD.

Beryn

Bbesneka jrikyBaHHS aHTHOI0THKAMU 3aJTUINAETh-
Cs1 aKTYaJIbHOIO JUIS TPAKTUYHOI MEAUIIMHU. be-
Ta-JIAKTaMHi aHTUO10THKH BUKOPHCTOBYIOTHCS Y
60% BumaakiB aHTHOIOTHKOTEparii y BCbOMY
citi [12]. Tax, 3rigHO 3 TaHUME €BPOTICHCHKOT
MeperKi 3a HalIsA0M Y TIOTpe0i MPOTUMIKPOOHUX
npenapariB (ESAC-Net) HaiiO11b111 TOIIUPEHOIO
HiArpyToi0 aHTHOAKTEpiaTbHUX IpenaparisB ce-
pen 13 kpain Oynu 6era-nakramu (rpyna JO1C
ATX) 3 mianazonom Bix 35,4% (bimopycis) 10
65,6% (Azepbaiimkan) [12]. [leninuniau 3amm-
IAI0THCS 3aTPeOyBAaHUMU 33 PAXYHOK ITOTYKHO1
OaKTepHUIIUIHOT /Tii BiTHOCHO sy KIIIHIYHO 3HA-
9ymmx 30yJHHUKIB (CTPENTOKOKH, MEHIHTOKOKH
TOIIO) Ta iX AOCTYMHOI BapTocTi [9]. OnHak, B
CYy4acHHX YMOBaX OCOOIMBOTO 3HAYCHHS Ha0y-
BAa€ CBOEYACHE 1 palliOHAJIbHE 3aCTOCYBAHHS aH-
tuOioTukiB [7, 9]. 3a manuMu BcecBiTHBOT Op-
ranizaiii 3 oxoponu 310poB's (BOO3) mopoky
BiJI HACJTITKIB HETIPABWJILHOTO BKUBaHHS Ta/ab0
HETaTUBHOTO BIUIMBY aHTHOIOTHKIB Ha IMyHHY
cucteMy y cBiTi momuparts 700 THCAY Mroaei
[7]. AHTHOIOTHKYM IIMPOKOTO CIIEKTPY il TAKOK

pharmacovigilance system of Ukraine during 2017-2019.
Information on adverse drug reactions was obtained using
the method of collecting spontaneous messages in mixed
form (paper and electronic versions).

Results. The analysis revealed that among the 6 INNs of
the penicillin group, the largest number of adverse
reactions were registered for amoxicillin / clavulanic acid
(in 2017 - 73% of message cards, in 2018 - 54% of
message cards, in 2019 - 70% of message cards). In the
number of reports amoxicillin drugs ranked second place
(in 2017 - 22% of card-messages, in 2018 - 43% of card-
messages, in 2019 - 27% of card-messages).
Discussion. The recorded adverse reactions are not
serious and most frequently manifested in the form of local
reactions: itching, swelling and redness of the skin, as
well as from the gastrointestinal tract: diarrhea and
nausea. No serious adverse reactions with lethal outcome
were reported.

Conclusions. 7The conducted monitoring confirmed the
literature data on typical adverse reactions to antibiotics
of the penicillin group. It has been established that
penicillin-type antibiotics, namely amoxicillin/clavulanic
acid and amoxicillin, have a high risk of adverse reactions
as they are prescribed more frequently.

30UTBIIYIOTH PH3UK PO3BUTKY iH(eKIii Clostridium
difficile, mo y 30% BumaakiB MOXe BHKJIHKATH
neranbHi Hacigku [10]. Takoxk mupoke HEOO-
I'PYHTOBaHE 3aCTOCYBAaHHS aHTHOIOTHKIB, Ha-
NPUKJIIAJ TPH BIpyCHUX 1H(EKIIISIX, CIPHUSIE pOC-
Ty obiunux peakuiii (ITP). Tak, po3sutok 1P
4acToO BUMarae rocmitaizarii mamieHTiB (y Be-
ki bputanii - ne 2,09%, y ®@panii - 1,53%
BiJI 3arajibHOI KiJibKocTi [1P). ¥V Bxke rocmirtaiti-
30BaHKNX XxBopux [P BusBmstoThCS: y Benmkiii
Bpuranii - y 9,53% unankis, y Kanani - 4,8%,
y @panii - 2,64%, y CIIA - 0,85%. Y cTpyk-
typi [1P Ha mpenapary, sKi BUSBISIOTHCS B YKpa-
iHi, Ha 9acTKy aHTHOIOTHKIB MpHIIaZae€ Maibke
26%, OiIbIIIa KITBKICTh 3 SIKUX MMPUTIA/IA€ HA T1e-
Hirtiad [5]. Tomy, oHI€IO 13 BUMOT 10 KpaiH
€C € 3abe3neueHHs (hapMaKoHATISITY 32 BUKO-
PHUCTAHHSM JIIKAPCHKUX 3aC001B Ta IPOBEACHHS
MoHiTopuHry ix I1P [6, 8].

I3 mxepen miTeparypy BiJloMO, 110 3a T0-
XOJPKEHHSAM IIEHINMIIHA TOAUISIOTE Ha:
- IPUPOJIHi: OCH3UITICHIIWITIH (IEHIIMITiH) HaT-
pieBa i KanieBa coiii, OEH3WITICHIIWITIH TPOKaTH
(HOBOKaiHOBA CLJTh TICHIIWITIHY), OCH3aTHHOCH-
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3UIIEHULINITIH;

- HaITIBCUHTETHYHI: 130KCA30JIUINEeHILIUIIHY - OK-
CaIlWIiH; aMIHOIEHIIUIIHNA - aMITIIUIiH, aMo-
KCHUIIMJTIH; KApOOKCHUITCHIITUITIHY - KapOSHIIMITIH,
TUKAPIWIiH; YPEiTOMeHIIIITIHY - Q3JIOIIIIH, TTi-
neparuiIid; 1Hri0ITOp3axuIIeH] MeHIWIIHA -
aMOKCHIIHJIiH/KJIaByJIaHaT, aMITIIAIIiH/CyIp0aK-
TaM, THKApIHIiH/KIaByJaHaT, mineparwiib/Ta-
300akTam [6].

Jo tunoBux ITP neHinuIiHIB BITHOCATH
[1,2,3]:

- 3 6oky [IHC: HEHpOTOKCUYHICTh, TOJOBHUI
01116, T IBUILICHHS 30yIUTMBOCTI, Tineppediekcis,
cynomu. [Tpu B/B: moUyTTSI CTpaxy, cMepTi, Je-
Ipecisi, CIyXOBi 1 30POB1 raTFOIMHAIIIT;

- 3 6oky LIKT: gucnerncis, nuc6io3, miapest, Hy-
JI0Ta, OJIF0BOTA, TICEBIOMEMOPAHO3HUI KOJIIT, KO-
JI0AHOPEKTAIBHUHA CUHIPOM, TJIOCUT, CTOMATHT;
- 3 00Ky KpOBI, TIEYIHKH 1 HUPOK: aHEMisl, TPOM-
OOIIMTOTICHIS, JICUKOTICHIsI, €03UHOQ IS, HEH-
TPOIIEHIsI, arpaHyJIOIKUTO3, ITAHIIUTOTICHIs, Tpa-
HYJIOIIUTOTICH s, TOPYIICHHS 3TOPTaHHS KPOBI,
renaToTOKCHYHICTh, He(hPOTOKCUIHICTH, HEPPO-
naris, IHTepCTUIliaIbHUI HePHT;

- ajeprist: aHaUTaKTUYHUNA IOK, aHT10HEBPO-
TUYHUHN HAOPSIK, crienuiYHui BUCHT, CBEPOIK,
aJIepriYHAI KOHTAaKTHUH IEpPMATHT, epUTEMa, CH-
poBaTKOBa XBOpoOa, peHoMeH ApTioca;

- iHMI1: (1e6iT, XBOPOOIMBICTE B MICIISX BBE/ICH-
HS1, PO3BUTOK PE3UCTEHTHOCTI, peakiis SApurra-
I'epkcreitmepa, iHPEKIIHHO-TOKCUIHUHN IIOK,
cuaapom CriBeHca-J[»KOHCOHA, PO3BUTOK CyTIEep-
iHdexkii, 0111k B cyriiobax, Cyrio00BHiA CHHIPOM
(anepriuHuii apTpUT), KAHIU103 TIOPOKHUHH PO-
Ta, TNXOMAHKa.

Takox, BIPOJOBK OCTaHHIX POKIB 3a
cnioctepeskeHHsiMu [1P BctaHOBIIEHO, 110 HATTIB-
CUHTETUYHI IEHIIWITHY ITPH 3aCTOCYBaHHI per 08
MOXKYTb BUKJIMKATH HECTIEU(IUHE OIpa3HEHHS
CJIN30BO1 0OOJIOHKH IILTYHKA 1 KUIIIEYHHUKA 3 PO3-
BUTKOM fiapei. HaitneOe3neuni I1P - nuc6ios i
cynepingexkiis. [3 ycix BUMAIKIB IICEBIOMEM-
OpaHO3HOTO KOJITY, SIKi PEECTPYIOTHCS Ha ChO-
rofHi - 35% moB's13aHi 13 3aCTOCYBaHHSM HaITiB-
CHUHTETHYHHX MEHIIMIiHIB. Peakuii rinepaymiu-
BOCTI JI0 HUX Tparuisitotees y 10% BUmakis Ta
BUSIBIIIIOTHCS y BUIJISL IIKIPHOTO BUCHITY, HA0-

psky KBinke, OpoHxocmnasmy, eo3uHodinii, aHa-
¢imakTHIHOTO MIOKY [2]. AMOKCHITMIIIH 1 amIti-
IIWJTIH BUKJTMKAIOTh aJIepriuHi peakiii y BUrIs i
KPOIUBHHLII, epUTEMH, HAOPsKy KBiHKe, pUHITY,
KOH'IOHKTHUBITY. [HO/I BHHHMKAIOTH JTUXOMAaHKa,
OuTh B cym100ax, eozuHodiist. Bkpaii pigko po3-
BUBAETHCS aHA(DITAKTUUHUHN MIOK. AHAJIOTIUHI
I1P MoOxe BHUKIMKATH OCH3WINEHILWIIIH, IKUHA
yacTillle, Hi’K 1HII NEHIMWIIHA, BUKJIUKAE aHa-
GbinakTHUHUR MoK [2, 5].

Jlnst miBumeHHs Oe3neku gapmakore-
parii BayKIMBe 3HAYCHHSI Ma€ Cy4acHUH aHali3
icayrounx 1P mpenaparis Ta i HayKoBa OIliHKa,
10 JTA€ MOXKIIUBICTh HIJIECIIPSIMOBAHO CTBOPIO-
BaTH HOBI pekomeHamii. CyJyacHi miIxoau moa0
HaTISITy 3a Oe3IeKoro JIiKIB B YKpaiHi mepeaoda-
4aroTh 30ip iHpopMallii mpo modiuHi peakiii -
KiB 3aBJISIKW KapTaM-TIOB1JJOMJICHHSIM, 1[0 BUHHU-
KalOTh IIPH MPOBEICHHI KIIIHIYHIX BUPOOYBaHb
Ta MEIUYHOMY 3aCTOCYBaHHI MTperaparis.

Mertoro mpaiii CTaB aHaIi3 MOHITOPUHTY
MOOIYHUX peaKIliii Ha T JTIKyBaHHS TIEHIIHITI-
HaMH 33 JAHUMH CIOHTAHHUX MOBIZIOMJIEHb CHC-
TeMH (hapMaKoHATIALY YKpaiHu, 10 Ha AL
13 3aKJ1a/1iB 0XOpoHU 3710poB 51 (303) XapkiBCh-
Koi obmacti Ta micra Xapkosa npotsirom 2017-
2019 pokis. Jlana rpyma Oyina oOpaHa, TOMY 1110
BIJTHOCUTBCS JI0 YKUTTEBO BAXKIIMBUX Ta HEOOX1-
HUX JIIKAPCHKHX 3aC001B, a TAKOXK 3 ypaXyBaHHIM
X MIMPOKOTo BXKMBAaHHS B YKpaiHi.

Marepiaau i MeToau
O0'exTamu OCTiKeHHS Oy KapTH-TIOB1I0M-
JICHHS TIPO BUTIAJIKM TIOO19HOT peakuii mics 3a-
CTOCYBaHHS NIEHIIMIIIHIB, [0 HATIAIIUIN BiJT Me-
muaHuX npariBauKiB 303 XapkiBchKoi 001acTi
Ta MicTa XapKoBa JI0 CHCTEMH (papMaKOHATIIS Ty
VYkpainu npotsrom 2017-2019 pokis. [adpopma-
ist mpo Bunaaku [1P Ha i 3actocyBanus JI3
HAJXOMJIA 13 BUKOPUCTAHHSIM METOIy 300py
CIIOHTAHHUX ITOBIJJOMJICHB (KapTH-TTOBITOMIICH-
Hs Haxomw 10 JIEL] MO3 Ykpainu y 3mimia-
Hill popMi - y maniepoBoMy BapiaHTi (O JHITHS
2017 p.) Ta - B eNEKTPOHHOMY BUIIIAI (Uepes
BIIPOBA/DKEHY aBTOMATH30BaHYy iH(pOpMAIiiiHy
cucreMy (hapmakonarysiy 3 aumas 2017 p.).
Kapru noBiiomiieHb po mooivyHi peakiii
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Ta/ab0 BiJICYTHICTh €(PEKTHBHOCTI JIKAPCHKUX
3ac00iB MpH X MEITUYHOMY 3aCTOCYBaHHI Oynu
3amoBHeH1 3a Gopmoro 137/0 3riTHO 3 YHHHUM
3akoHOmaBcTBOM MO3 Vkpaiau Ne§98 (3i 3wmi-
Hamu) Big 27.12.2006 p. "IIpo 3aTBepmKeHHs To-
pAAKy 3aificHeHHs dapMakoHArIsAy'", HaKa3zy
MO3 VYkpainu Ne 996 Bix 26.09.2016 p. "IIpo
BHECEHHSI 3MiH JI0 IeSKUX Haka3iB MiHicTepcTBa
OXOpOHHM 3710poB's Ykpainu" Ta Hakazy MO3
VYipaiau Ne 620 Bix 05.04.2018 p. "Hacranosa.
Jlikapceki 3aco0u. HanexxHi npaktuku (apma-
KOHArsIIy".

Mu oOpanu KapTU-TIOBIIOMIICHHS, 110
micTuiau Buniaaku npo 1P Ha Tiii TikyBaHHSA T1e-
HirTiHamu 3a Tpu poku 2017-2019 pp., 1o mo-
crymuin i3 303 XapkiBchKoi obnacti Ta M. Xap-
KOBa - ycboro 90 ycTaHOB OXOPOHH 3/I0pOB'S.
Jliist aranizy Oyau oOpaHi MPOTUMIKPOOHI TIpe-
napary, IpeICTaBlICHI Ha (GapMarleBTUIHOMY
PUHKY YKpaiHu, mo BigHOCSTH 10 Tpynu JO1C
"TIpoTuMikpoOHi 3acO0H 151 CHCTEMHOTO 3aCTO-
cyBanHs. [leHinwiny, 9yTmBi 10 1ii b-makTa-
Ma3". Lle omHa 13 )KUTTEBO BaXKIMBHUX Ta HANUIIO-
MIMPEHIIINX Y 3aCTOCYBaHHI IPYI aHTUO10THKIB.

[ommpenicts [P (ITI1P) cepen Hacenen-
HS pO3PaxOBYBAIU 32 (OPMYJIIOIO:

IIIIP = Kinvkicms eunaokise I1Px100000/Yucnennicmo
Hacenenms obnacmi

YV XapkiBchKiii o0macti Ta M. XapKiB 4nc-
neHHicTh HaceneHHs y 2017 p. ckmanana 2679432,
y 2018 p. - 2662497 Ta 'y 2019 p. - 2644301 ocib.

Mowitopunr [P neninuminiB Oyino mpo-
BEJICHO IS OI[IHKM KiMbKOCTi BUnaakiB [P Ha
OCHOBI KapT-TIOBiIOMJICHB ITiCTIs IX 3aCTOCYBaH-
Hs, posnoniny I1P Ha cepiio3Hi/Hecepiio3Hi Ta
BUSIBJICHHS HaO1mbIn yacTux Bumajkis [P 3a
BILUIMBOM Ha Pi3Hi OpraHy Ta CHCTEMH OpPIaHi3My.
Krnacudikariro I1P 3a THioM nmpoBoHIIN 3ri1HO
3 rpynamu [4]:

1) mun A (3anexarpb Bi 103M) - TOAUISIOTH HA

[P, mo 3aexars Bi/l HaITTMIIIKOBOI TEparieBTHY-
HOI /111, MOB's13aHOT BIacHE 3 apMaKOJIOTTYHIMHU
BiactuBocTsimu JIIT; Tokcmuni 1P, 1o xapakrep-
Hi u1st JII1 3 By3bKOIO TEpaneBTUYHOIO JTi€10, BTO-
punHi [1P, 3ymosneni nicisigiero JIIT;
2) mun B (He 3anexaTh Bij 1I031) - iIMyHOAJIEP-
riuni [1P, reneTHYHO AeTepMiHOBaHI Ta iH.;
3) mun C (pe3ynsrar TpuBaioro jikyBanHs JIIT) -
CUHJIPOM BiJIMiHU, TOJICPAHTHICTb, Ta 1H.;
4) mun D (BinTepMiHOBaHI peaxiiii) - MyTareHHi,
KaHIIepOTeHHI, TepaTOreHHI PEaKIIii.

VY HociiKeHHSX TakoXK Oy BUKOPHC-
taHi i kracudikamii [P [4]:
Ilepeobauena I1P - 1P, xapakrep ab0 TSKKICTh
SIKOT Y3TOJIXKYETHCS 3 HASTBHOIO 1H()OPMAIIIEFO TIPO
JIIT (manpukiaa 3 IHCTPYKIIEIO I MEIUYHOTO
3aCTOCYBaHHS UM 3 JINCTKOM-BKJIA/IUILIEM).
Henepeobauena IIP - TIP, xapaktep abo TsoK-
KICTh SIKOT HE Y3TOJUKYEThCS 3 HassBHOO 1H(OP-
martieto nipo JIIT, To6To BusiBIEHA HEBiJOMa pe-
aKIlisl Ha TIperapar.
Cepiiosni TIP - peakuii, sIKi cTamucs mpH 3a-
crocyBanHi JI3, 1o npu3Benu uu SBISIOTH CO-
0010: 3arpo3y XHTTIO Talli€HTa; IPU3BEIN 0
BTpaTH Mpale3aTHOCTI; TOTPeOyIOTh TOCHiTa-
Ji3arii Yu NOAOBKEHHS 11 TEPMiHiB; IPU3BOASITH
710 CMEPTi; BUKJIMKAIOTh PO3BUTOK HOBOYTBOPEHD;
BUKJIMKAIOTh BPOKEHI aHOMAJTiT PO3BUTKY.
Hecepiiosni IIP - 6ynp-ski 1P JIII, ski He
BiJIMIOB1TAf0Th BU3HAUEHHIO cepiio3Ho1 [1P.

Pe3yabTaTH it 00roBOpeHHs
[Tepmmim eramom cTaB aHaii3 KUTBKOCTI MOBi-
nomutens [1P Ha 111 JTiKyBaHHS MEHIMITIHAMH 13
3arajbHOI KITbKOCTI KapT-TIOBIIOMJICHB, 1110 Ha-
nivitmy ipotsirom 2017-2019 pp. 13 pizanx 303
M. XapkoBa Ta XapKiBChKoi o0acTi. Pe3ymsratu
aHaIi3y KapT-moBigoMieHb BUnaakiB [1P micns
3aCTOCYBaHHS aHTHOAKTEPIMHUX 3aC00iB HaBe-
neno y Ta6m. 1.

Tabnuys 1

Kinvricms eunaoxie nobiunux peaxyiti 3a 2017-2019 pp. nicis 3acmocysanus anmubaxmepiiunux 3acobie y 303
Xaprosa ma Xapxiecvkoi oonacmi

AHaJi3 KapT-NOBiTOMIIeHb

2017 p. | 2018 p. | 2019 p.

3araypHa KiTIbKICTh aMOyJIAaTOPHUX KapT Ha aHTHOAKTepilHi IpenapaTh 718 738 816
Iommpenicts [TP na 100000 HaceneHHs 27 28 31
Kapru 3 BunaxamMu npu3HadeHHs IeHI [MITIHIB 63 63 56
% Bumaakis [1P Ha meHimmIing 8,8 8,5 6,8
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OTpuMaHi pe3ynbTaTu MoKa3alu, 1110
npotsirom 2017-2019 pp. i3 303 XapkiBcbkoi 00-
JacTi Ta M. XapKkoBa HaJiinuio 2272 xapTH-T10-
BiJOMJICHHS 13 Bumiaakamu [ 1P Ha anTnOakTepiii-
Hi 3aco0w, 13 Hux y 2017 p. Hamiinuio 718 xapt-
noBiomiens, y 2018 p. - 738 kapT-moBigoM-
nenb, y 2019 p. - 816 kapT-moBigoMIIeHb. 3TiIHO
3 KUTBKICTIO HACEJICHHS JIAHOTO PETi0HY TOIIHpPe-
Hicte [1P Ha anTHOaKTEepianbHi 3acodu y 2017 p.
ckiana 27 punajkis, y 2018 p. - 28 Bunaxkis, y
2019 p. - 31 Bunagox Ha 100000 Hacenenns. Ha
npenapaTy 3 rpynu neHinwrinis y 2017 p. Ha-
nivtio 8,8% mosimomiieHs, y 2018 p. - 8,5%
noBiZoMIeHs, y 2019 p. - 6,8% 1noBiOMIIEHB.

Hactynaum erarom ananizy [P Ha me-
HINWIIHNA CTaJIO TMPOBEACHHS PO3IMOAITY IO
MHH B 1iii rpymi aHTHOAKTEPIHHUX TIPeTapaTiB.
Pesynwsrartu nogano y Taom. 2.

[TpoBenenuii anai3 mokasas, MO cepen
6 MHH rpynu neHinuiiHiB HalO1IbITY KiJb-
kicte [1P 3apeecTpoBano ams mpenapariB amo-
KCHIIWITiH/KITaBynaHoBa kuciora (y 2017 p. -

73% xapr-nioBigomiieHb, y 2018 p. - 54% xapt-
TIOBiJOMJIEHB, y 2019 p. - 70% KapT-TI0BiIOMIICHB).
Ha npyromy micrii 3a KiTBKICTEO TIOBIIOMJICHB Oyir
npenapary amokcuuutiay (y 2017 p. - 22% kapt-
MoBiIoMJIEHb, Y 2018 p. - 43% KapT-110B110MJIEHD,
y 2019 p. - 27% xapT-TOBIIOMJICHB). Y THIINX
MHH mnpenapariB rpynu NeHIIWIIHIB 32 el
niepioz] OyJI0 3apeecTPOBAHO TIOOAMHOKI BUTIAIKH
IIP, mo MOJIHMBO IOB'A3aHO 3 X MEHIIHUM
3aCTOCYBAHHSM. Y TOAAIBIIOMY OyJI0 IPOBEAECHO
MoHITOpUHT BUAIB [IP Ha Tii 3acTocyBaHHS
neHimiHiB. Pesynsrarn HaBeneno y Ta6m. 3.
OtpumaHi pe3ynbraTi MoKa3aiH, 10 Ha
TJIi 3aCTOCYBAaHHS aHTUOI0THKIB TPYIH MEHIIH-
niniB [1P HaifuacTie BUHUKAIN y BUTTISAI CBEP-
OiHHs mKipu (3aranom 28,4% MoBiTOMIICHB) Ta
Hynotu (3arainom 21,9% mosimomnenss). [lo-
onuHOKI Bunaaku [P 3apeectpoBano y BUTIIAII
miapei - Bcboro 12,3% moBioMIICHB, TTOYEPBO-
HiHHS WKipH - §,9% mMoBiIOMIIeHb, HAOPSKY -
7,5% TOBiIOMJICHB, 3alTaMOPOUYCHHS Ta TOJIOB-
HOTO 601110 - 4,8% TTOBIZIOMIIEHB, OO0 Y KHBOTI -

Tabnuys 2

Posnoodin kapm-nosioomnenv nobiunux peaxyitt no MHH na npenapamu epynu neniyuninie 3a 2017-2019 pp.
y 303 Xaprosa ma Xapxiscvroi oonacmi

. . . KinbkicTb KapT-noBiiomjeHb
MHH npenapatiB rpynu neHinujiinu 2017p. | 2018 p. | 2019 p.
AMOKCUIMIIIH 14 27 15
AMOKCHITHJIIH/KJIaBYJIAHOBA KHCJIOTA 46 34 39
MoKCHUIIMITIH/ KJIaByJIAHOBA KUCIIOTA 2 - -
[Minepanmu/Ti300aKTaM 1 - -
Bensunneninuinin 2 1
Amminuria - - 1

Tabnuys 3

Monimopune uacmomu nodiuHUX peaxyitl Nicas 3acmocysants neniyuninie npomsicom 2017-2019 pp.
y 303 Xaprosa ma Xapxiscvroi oonacmi

KiabkicTh kapT-noBinom/jieHn
Io6iuni peakuii

2017 p. | 2018 p. | 2019 p.
CBepOiHHS HIKipH 15 22 4
Hynora 15 12 5
Hiapest 5 5 8
IMTo4yepBOHIHHS MIKipH 3 8 2
TosoBHHI 6iTh 4 3 -
AHadiTakTHIHA peaKIis 1 - -
3anamMopoYeHH st 2 2 3
CnabkicTb 2 1 1
binb y ropai 1 - -
binb y sxuBOTI 2 1 2
Habpsix 4 6 1
YTpyaHeHe quxaHHs Ta 3a]1yXa 2 1 -
baroBanHA - 2 1
3arajpHa KiJIbKiCTb TOBioMIIeHb 1po T1P 56 63 27
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3,4% moBiOMIICHB, OJTIOBAHHS Ta YTPYIHEHOTO
JXaHHS - 110 2% TIOBiIOMJICHb, aHA(TAKTHYHOT
peaxiiii Ta 600 y ropiti - 1o 0,7% MmoBiOMIICHB
3a TPU POKH.

OTxe, moniTopusr [1P Ha neHinminm 3a
nepiox 2017-2019 pp. mokazas, o HalOLIBIIA
kinbKicTb [P Hagiiiia y BUIIsI I TOB1IOMIICHB
PO MiCLIEBi peaKIlii y BUIVISAI CBEPOIHHS IIKipH
(28%) Ta peaxiiii 3 60Ky IITYHKOBO-KHIIIKOBOTO
tpakTy (LIKT) - nynotu (22%), 1110 pa3om ckia-
1 50% CTOHTaHHUX TIOBIIOMIIEHB 13 146 mpo-
aHai30BaHuUX NoBigoMieHb. Jlani [1P BiqHOCATE
no Hecepiioznux [1P, Tumy A Ta micis BiMiHA
npenapary JISTKO IpoxosiTh 6e3 Hacmiakis. [1o-
OJMHOKI BHMaku TsoKkuX [P (Tumy B), o Ha-
TIMIUTA Y BUIVISITL YTPYAHEHOTO IUXaHHS Ta 3a-
IyX" 1 aHapUTaKTUIHOT PeaKIlii CKJIaiIu BChOTO
4 noBimomiieHus (2,7%). Jani I1P He moTpedy-
BaJIM JIOAATKOBOI TOCIITaNi3alli] Ta He CIPUYH-
HSUTH 1HBAJTiU3aIli1 XBOPHX.

OTpumani HAMH JJaHiI MAalOTh MTPAKTUIHO
OJTHAKOBY TEHJCHIIIO 13 JaHUMH 3aKOPIAOHHHUX
aBtopiB Pongdee T. (2018), B sikux HaBeneHO,
o npu6bnusHo y 10 % nacenenns CILIA po3-
BUBAETHCS aJIeprisl Ha NMEHIIMIIIHY, TIEPEBAYKHO
y JIFOZIEH MMOXMIIOTO BiKYy Ta Y TOCIITaIi30BaHUX
namieHTiB. KiiHiYHO miATBEpHKEHA anepris Ha
NEeHIIMITIHU TPATUISETHCS PiaKo (<5% BUMaIKiB)
y BUIJISAI KPOIIB'SHKU Ta JOCHTB PiIKO Y BHT-
7111 aHadiakTHIHUX peakiiil. Y mamienTis [1P
BUSIBISUTMC Y BUTJISIII CBEPOJISTYMX BUCUTIAHD, &
takox 31 croponu IIKT [10].

TakuM YMHOM, TPOBEACHUI MOHITOPHUHT
TP Ha T1i 3acTOCYBaHHS IMEHINUIIHIB Y M. Xap-

KOBi Ta XapKiBChKiif 00nacTi mokasas, 10 Oi1b-
IIiCTh 3 HUX MOKHA BIJTHECTH JIO0 HECEPHO3HHUX
Ta repeadayeHux, OCKITLKY BOHH OITUCAaH1 Y 0C-
TYITHHX JDKeperax iHpopMaltii mpo JiKapchKi 3a-
coOu (IHCTPYKIIiS 3 MEAUYHOTO BUKOPUCTAHHS,
JUCTOK BKJIAJUII Ta 1HIII).

BucHoBku

1. Pe3ynbraTn aHamizy ClIOHTaHHUX KapT-TOBi-
nomiieHb 3a 2017-2019 poku mokaszanu, 1o Ha
TTi JIIKyBaHHS TCHIMIIIHAMU OYyJI0 3apeecTpo-
BaHo 8,8 % Bumankis [1P y 2017 p., 8,5 % -y
2018 p. Ta 6,8% -y 2019 p. Cepito3nux [P, mo
MaJIH JIETaJIbHI HACIIIKH, HE 3apEECTPOBAHO.

2. Monitopusr yactotu [1P Ha mpenaparu rpymnu
NEeHINMTiHIB TOKa3aB, 1110 HAHOIBITY KUTBKICTh
Bunajkis [1P 3apeectpoBano gt MHH amokcu-
IWJTiH/KJIaByJIaHOBA KUCIIOTA - 65% KapT-TIOB1IOM-
JIeHb Ta aMOKCHIIIITIH - 31% KapT-TOBiIOMIICHB.
3. Ananiz [1P nenimmninis 3a mepion 2017-2019 pp.
MoKa3aB, HaOiIbIIa KUTBKICTH [P (THmm A) Oyna
y BUIJISIZII MICIIEBUX PEAKIlii - cBepOIXK MIKipH
(28%), a Takox 3 6oky LLIKT - nynora (22 %).
4. IlpoBeneHunit aHasi3 CIOHTAaHHUX KapT-TIOBi-
JIOMJICHB BIJITIOBia€ METi Ta 3aBAaHHAM (apma-
KOHAIsAAy B YKpaiHi, CIIpUs€ MiJBUIICHHIO
AKOCTI iH(opMaIii mpo PO3BUTOK MOOIYHUX pe-
axiii JI3 Ta € mpakTHIHUM OOTPYHTYBAHHSM ISt
HAYKOBOTO TIITBEP/DKEHHS PalliOHAILHOCTI Ta
Oe3neku apmakoTeparnii.

Kondumixr inTepeciB BiZICyTHIM.
diHaHCYBaHHS IOTO JIOCIIKSHHS
BIZICYTHE.

Introduction

The safety of antibiotic treatment remains
relevant for practical medicine. Beta-lactam
antibiotics are used in 60% of cases of antibiotic
therapy worldwide [9]. Thus, according to the
European Antimicrobial Surveillance Network
(ESAC-Net), the most common subgroup of
antibacterial drugs among 13 countries was beta-
lactams (JO1C ATX group) with a range of 35.4%
(Belarus) to 65.6% (Azerbaijan) [10]. Penicillins
remain in demand due to their potent bactericidal
action against a number of clinically important

pathogens (streptococci, meningococci, etc.) and
their affordable value [8]. However, in modern
conditions, timely and rational use of antibiotics
becomes especially important [6, 8]. According
to the World Health Organization (WHO),
700,000 people die each year from the
consequences of improper use and / or adverse
effects of antibiotics on the immune system [6].
Broad-spectrum antibiotics also increase the risk
of developing Clostridium difficile infection,
which in 30% of cases can be fatal [11]. In
addition, the widespread unwarranted use of
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antibiotics, such as viral infections, contributes
to the growth of adverse reactions. Consequently,
the development of AR often requires
hospitalization of patients (in the UK it is 2.09%,
in France - 1.53% of the total number of AR).
Already hospitalized patients have AR: in the
United Kingdom in 9.53% of cases, in Canada -
4.8%, in France - 2.64%, in the United States -
0.85%. In the structure of adverse drug reaction
detected in Ukraine, the share of antibiotics is
almost 26%, most of them are penicillins [4].
That is why, one of the requirements for EU
countries is to ensure pharmacovigilance of the
use of drugs and monitoring of their AR [5, 7].
From the literature it is known that the
origin of penicillins is divided into:
- natural penicillins: benzylpenicillin (penicillin)
sodium and potassium salts, benzylpenicillin
procaine (novocaine salt of penicillin),
benzathine benzylpenicillin;
- semisynthetic penicillins: isoxazolylpenicillins
- oxacillin; aminopenicillins - ampicillin,
amoxicillin; carboxypenicillins - carbenicillin,
ticarcillin; ureidopenicillins - azlocillin,
piperacillin; inhibitor-protected penicillins;
- amoxicillin/clavulanate, ampicillin/sulbactam,
ticarcillin/clavulanate, piperacillin/tazobactam [5].
Typical AR of penicillins include [1, 2, 3]:
- from the CNS: neurotoxicity, headache,
affectivity, hyperreflexia, convulsions, feelings
of fear or death, depression, auditory and visual
hallucinations;
- from the gastrointestinal tract: dyspepsia, dysbiosis,
diarrhea, nausea, vomit, pseudomembranous
colitis, anorectal syndrome, glossitis, stomatitis;
- from the blood, liver and kidneys: anemia,
thrombocytopenia, leukopenia, eosinophilia,
neutropenia, agranulocytosis, pancytopenia,
granulocytopenia, coagulation failure, hepatotoxicity,
nephrotoxicity, nephropathy, interstitial nephritis;
- allergy: anaphylactic shock, angioneurotic
edema, specific rash, itch, allergic contact
dermatitis, erythema, serum disease, Arthus
phenomenon;
- others: phlebitis, soreness at the injection site,
development of resistance, Jarisch-Herxheimer
reaction, infectious-toxic shock, Stevens-

Johnson syndrome, development of superinfection,
joint pain, joint syndrome (allergic arthritis), oral
candidiasis, fever.

Also, inrecent years, observations of AR
have shown that semi-synthetic penicillins when
used per os can cause non-specific irritation of
the gastric and intestinal mucosa with the
development of diarrhea. The most dangerous
ARs are dysbiosis and superinfection. Of all
currently reported cases of pseudomembranous
colitis, 35% are related to the use of semisynthetic
penicillins. Hypersensitivity reactions to them
occur in 10% of cases and manifest themselves
in the form of skin rash, Quincke's edema,
bronchial spasm, eosinophilia, anaphylactic
shock [2]. Amoxicillin and ampicillin cause
allergic reactions in the form of urticaria,
erythema, Quincke's edema, rhinitis, conjunctivitis.
Sometimes there is fever, joint pain, eosinophilia.
Anaphylactic shock happens rarely. SimilarAR can
cause benzylpenicillin, which more often than other
penicillins, causes anaphylactic shock [2, 4].

To improve the safety of pharmacotherapy,
the modern analysis of existing AR drugs and
its scientific evaluation, which allows you to
purposefully create new recommendations is of
great importance. Modern approaches to drug
safety in Ukraine involve the collection of
information on adverse drug reactions through
report cards that arise during clinical trials and
medical use of drugs.

The objective of this work was to analyze
the monitoring of adverse reactions on the
background of treatment with penicillins according
to spontaneous reports of the pharmacovigilance
system of Ukraine, received from health care
institutions (HCI) of Kharkiv region and the city
of Kharkiv during 2017-2019. This group was
chosen because it belongs to the vital and necessary
medicines, as well as taking into account their
widespread consumption in Ukraine.

Materials and Methods

The objects of the study were report cards of
adverse reactions after the use of penicillins,
received from health workers of the Kharkiv
region and the city of Kharkiv to the
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pharmacovigilance system of Ukraine during
2017-2019. Information on cases of AR on the
background of the use of drugs was received
using the method of collecting spontaneous
messages (message cards were received by the
SEC of the Ministry of Health of Ukraine in
mixed form - in paper form (until July 2017) and
- electronically (since July 2017).

Report cards of adverse reactions and/or
lack of efficacy of drugs in their medical use were
filled in form 137/0 according to the current
legislation of the Ministry of Health of Ukraine
Ne898 (as amended) from 27.12.2006 "On
approval of pharmacovigilance", the order of the
Ministry of Health Of Ukraine Ne 996 dated
26.09.2016 "On amendments to some orders of
the Ministry of Health of Ukraine" and the order
of the Ministry of Health of Ukraine Ne 620 dated
05.04.2018 "Instructions. Medicines. Good
pharmacovigilance practices".

We selected message cards containing
cases of AR on the background of penicillin
treatment for the three years of 2017-2019,
received from the CHC of Kharkiv region and
the city of Kharkiv - a total of 90 health care
institutions. For the analysis were selected
antimicrobial drugs presented on the
pharmaceutical market of Ukraine, belonging to
group JO1C "Antimicrobial agents for systemic
use. Penicillins sensitive to b-lactamases. This
is one of the vital and most common groups of
antibiotics.

The prevalence of AR (PAR) among the
population was calculated by the formula:

PAR = Number of cases ARx100000 / Population of
the region

Monitoring of penicillin AR was
performed to estimate the number of AR cases
on the basis of report cards after their use, to
classify AR cases into serious / non-serious ones
and to identify the most frequent AR cases by
exposure to various organs and body systems.

Classification of AR by type was
performed according to groups [12]:

1) type A (dose-dependent) - divided into AR,
which depend on the excess therapeutic effect
associated with the actual pharmacological

properties of the drug; toxic AR, which are
characteristic of the drug with a narrow
therapeutic effect, secondary AR due to the
aftereffect of the drug;
2) type B (dose-independent) - immunoallergic
AR, genetically determined, etc.;
3) type C (the result of long-term treatment with
the drug) - withdrawal syndrome, tolerance, etc.;
4) type D (delayed reactions) - mutagenic,
carcinogenic, teratogenic reactions.

Other classifications of AR have also
been used in studies [12]:
Provided AR - AR, the nature or severity of which
is consistent with the available information about
the drug (for example, with instructions for
medical use or with a leaflet).
Unforeseen AR - AR, the nature or severity of
which does not agree with the available
information about the drug, ie revealed an
unknown reaction to the drug.
Serious AR - reactions that occurred during the
use of the drug, which led to or are: life-
threatening patient; led to disability; need
hospitalization or extension of its terms; lead to
death; cause the development of tumors; cause
congenital malformations.
Non-serious AR - any AR of the drug that does
not meet the definition of serious AR.

Results and Discussion
The first stage was the analysis of the number of
AR reports on the background of treatment with
penicillins from the total number of report cards
received during 2017-2019 from different HCIs
in Kharkiv and Kharkiv region. The results of
the analysis of report cards of cases of AR after the
use of antibacterial agents are shown in Table 1.
The obtained results showed that during
2017-2019, 2272 report cards with cases of AR for
antibacterial drugs were received from health care
institutions of Kharkiv region and the city Kharkiv,
of which 718 report cards were received in 2017,
in 2018 - 738 report cards, in 2019 - 816 report
cards. According to the population of the region,
the prevalence of antibacterial drugs in 2017 was
27 cases, in 2018 - 28 cases, in 2019 - 31 cases per
100,000 population. Penicillin drugs received 8.8%
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Table 1

The number of cases of adverse reactions after the use of antibacterial agents during 2017-2019 in healthcare
institutions in the Kharkiv and Kharkiv region

Analysis of report cards

2017 | 2018 | 2019

The total number of outpatient cards for antibacterial drugs | 718 | 738 | 816

Cards with cases of penicillin administration

63 63 56

% of cases of AR on penicillin

8.8 8,5 6,8

Table 2

Distribution of report cards of adverse reactions to drugs of the penicillin group by INN during 2017-2019 in
healthcare institutions in the Kharkiv and Kharkiv region

INN of drugs of the penicillin group

Number of report cards

2017 p. | 2018 p. | 2019 p.
Amoxicillin 14 27 15
Amoxicillin / clavulanic acid 46 34 39
Moxicillin / clavulanic acid 2 - -
Piperacin / Tizobactam 1 - -
Benzylpenicillin 2 1
Ampicillin - - 1

of notifications in 2017, 8.5% of notifications in
2018, and 6.8% of notifications in 2019.

The next stage of the analysis of AR for
penicillins was the distribution of INN in this
group of antibacterial drugs. The results are
presented in Table 2.

The analysis showed that among the 6
INNs of the penicillin group, the largest number
of AR was registered for drugs amoxicillin /
clavulanic acid (in 2017 - 73% of card messages,
in 2018 - 54% of card messages, in 2019 - 70%
message cards). In second place in the number
of reports were amoxicillin drugs (in 2017 - 22%
of card-messages, in 2018 - 43% of card-
messages, in 2019 - 27% of card-messages). In
other INNs of penicillins during this period,

isolated cases of AR were reported, which may
be due to their lower use. Subsequently, the types
of penicillins were monitored against the
background of penicillin use. The results are
given in Table. 3.

The obtained results showed that against
the background of the use of antibiotics of the
penicillin group, AR most often occurred in the
form of itchy skin (28.4% of reports) and nausea
(21.9% of reports). Isolated cases of AR were
registered as diarrhea - only 12.3% of reports,
redness of the skin - 8.9% of reports, edema -
7.5% of reports, dizziness and headache - 4.8%
of reports, abdominal pain - 3.4 % of reports,
vomiting and difficulty breathing - 2% of reports,
anaphylactic reaction and sore throat - 0.7% of

Table 3

Monitoring the frequency of adverse reactions after penicillin administration during 2017-2019 in healthcare
institutions in the Kharkiv and Kharkiv region

Adverse reaction Number of report cards
2017 2018 2019
skin itch 15 22 4
nausea 15 12 5
diarrhea 5 5 8
redness of the skin 3 8 2
headache 4 3 -
anaphylactic reaction 1 - -
faintness 2 2 3
asthenia 2 1 1
sore throat 1 - -
abdominal pain 2 1 2
edema 4 6 1
labored breathing and apleuria 2 1 -
vomiting - 2 1
The total number of reporting about AR 56 63 27
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reports for three years.

Thus, the monitoring of penicillins for
the period 2017-2019 showed that the largest
number of cases came in the form of reports of
local reactions in the form of itchy skin (28%)
and reactions from the gastrointestinal tract (GI
tract) - nausea (22%) ), which together accounted
for 50% of spontaneous messages from 146
analyzed messages. These AR are classified as
non-serious AR, type A and after discontinuation
of the drug easily pass without consequences.
Isolated cases of severe AR (type B) in the form of
shortness of breath and asphyxia and anaphylactic
reaction amounted to only 4 reports (2.7%). These
AR did not require additional hospitalization and
did not cause disability of patients.

Our data have almost the same tendency
as the data of foreign authors Pongdee T. (2018),
which states that approximately 10% of the US
population develops allergies to penicillins,
mainly in the elderly and in hospitalized patients.
Clinically confirmed penicillin allergy is rare
(<5%) in urticaria and very rare in anaphylactic
reactions. In patients with AR were manifested
in the form of itchy rashes, as well as from the
gastrointestinal tract [11].

Thus, the monitoring of AR on the
background of penicillins in Kharkiv and
Kharkiv region showed that most of them can
be classified as frivolous and predictable, as they
are described in available sources of information
about medicines (instructions for medical use,
leaflet, insert and others).

Conclusions

1. The results of the analysis of spontaneous
message cards for 2017-2019 showed that8.8%
of cases of AR were registered in 2017, 8.5% -
in 2018 and 6.8% - in 2019 on the background
of penicillin treatment. Serious ARs with with
lethal outcomes were not registered.

2. Monitoring of the frequency of AR to drugs
of the penicillin group showed that the highest
number of cases of AR were registered for INN
amoxicillin / clavulanic acid - 65% of card
reports and amoxicillin - 31% of card reports.

3. Analysis of penicillin AR for the period 2017-
2019 showed that the largest number of AR (type
A) occured in the form of local reactions - itchy skin
(28%), as well as gastrointestinal - nausea (22%).
4. The analysis of spontaneous maps corresponds
to the purpose and objectives of pharmacovigilance
in Ukraine, improves the quality of information
on the development of adverse drug reactions
and is a practical basis for scientific confirmation
of'the rationality and safety of pharmacotherapy.
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