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Ðåôåðàò
Ìåòà. Àíàë³ç ìîí³òîðèí´ó ïîá³÷íèõ ðåàêö³é íà òë³ ë³-
êóâàííÿ ïåí³öèë³íàìè çà äàíèìè ñïîíòàííèõ ïîâ³äîì-
ëåíü ñèñòåìè ôàðìàêîíàãëÿäó Óêðà¿íè, ùî íàä³éøëè
³ç çàêëàä³â îõîðîíè çäîðîâ`ÿ Õàðê³âñüêî¿ îáëàñò³ òà
ì³ñòà Õàðêîâà ïðîòÿãîì 2017-2019 ðîê³â.
Ìàòåð³àë ³ ìåòîäè. Îá'ºêòàìè äîñë³äæåííÿ áóëè êàð-
òè-ïîâ³äîìëåííÿ ïðî âèïàäêè ïîá³÷íî¿ ðåàêö³¿ íà òë³
çàñòîñóâàííÿ ïåí³öèë³í³â, ùî íàä³éøëè ³ç çàêëàä³â îõî-
ðîíè çäîðîâ`ÿ Õàðê³âñüêî¿ îáëàñò³ òà ì³ñòà Õàðêîâà

Abstract
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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äî ñèñòåìè ôàðìàêîíàãëÿäó Óêðà¿íè ïðîòÿãîì 2017-
2019 ðîê³â. ²íôîðìàö³ÿ ïðî âèïàäêè ïîá³÷íèõ ðåàêö³é
íà òë³ çàñòîñóâàííÿ ë³êàðñüêèõ çàñîá³â íàäõîäèëà ³ç
âèêîðèñòàííÿì ìåòîäó çáîðó ñïîíòàííèõ ïîâ³äîì-
ëåíü ó çì³øàí³é ôîðì³ (ïàïåðîâîìó òà åëåêòðîííîìó
âàð³àíòàõ).
Ðåçóëüòàòè. Ïðîâåäåíèé àíàë³ç äîçâîëèâ âèÿâèòè, ùî
ñåðåä 6 ÌÍÍ ãðóïè ïåí³öèë³í³â íàéá³ëüøó ê³ëüê³ñòü
ïîá³÷íèõ ðåàêö³é áóëî çàðåºñòðîâàíî äëÿ ïðåïàðàò³â
àìîêñèöèë³í/êëàâóëàíîâà êèñëîòà (ó 2017 ð. - 73%
êàðò-ïîâ³äîìëåíü, ó 2018 ð. - 54% êàðò-ïîâ³äîìëåíü,
ó 2019 ð. - 70% êàðò-ïîâ³äîìëåíü). Íà äðóãîìó ì³ñö³ çà
ê³ëüê³ñòþ ïîâ³äîìëåíü áóëè ïðåïàðàòè àìîêñèöèë³íó (ó
2017 ð. - 22% êàðò-ïîâ³äîìëåíü, ó 2018 ð. - 43% êàðò-
ïîâ³äîìëåíü, ó 2019 ð. - 27% êàðò-ïîâ³äîìëåíü).
Îáãîâîðåííÿ. Çàô³êñîâàí³ ïîá³÷í³ ðåàêö³¿ â³äíîñÿòü-
ñÿ äî íåñåðéîçíèõ òà íàé÷àñò³øå âèÿâèëèñü ó âèãëÿä³
ì³ñöåâèõ ðåàêö³é: ñâåðá³ííÿ, íàáðÿêó ³ ïî÷åðâîí³ííÿ
øê³ðè, à òàêîæ ç áîêó øëóíêîâî-êèøêîâîãî òðàêòó:
ä³àðå¿ ³ íóäîòè. Ñåðéîçíèõ ïîá³÷íèõ ðåàêö³é, ùî ìàëè
ëåòàëüí³ íàñë³äêè, çàðåºñòðîâàíî íå áóëî.
Âèñíîâêè. Ïðîâåäåíèé ìîí³òîðèíã ï³äòâåðäèâ äàí³
ë³òåðàòóðè ïðî òèïîâ³ ïîá³÷í³ ðåàêö³¿ äëÿ àíòèá³î-
òèê³â ãðóïè ïåí³öèë³í³â. Âñòàíîâëåíî, ùî ïåí³öèë³íè
àìîêñèöèë³í/êëàâóëàíîâà êèñëîòà òà àìîêñèöèë³í ìà-
þòü íàéâèùèé ðèçèê âèíèêíåííÿ ïîá³÷íèõ ðåàêö³é ó
çâ'ÿçêó ç ¿õ á³ëüøîþ ÷àñòîòîþ ïðèçíà÷åíü.

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. The 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.

Âñòóï
Áåçïåêà ë³êóâàííÿ àíòèá³îòèêàìè çàëèøàºòü-
ñÿ àêòóàëüíîþ äëÿ ïðàêòè÷íî¿ ìåäèöèíè. Áå-
òà-ëàêòàìí³ àíòèá³îòèêè âèêîðèñòîâóþòüñÿ ó
60% âèïàäê³â àíòèá³îòèêîòåðàï³¿ ó âñüîìó
ñâ³ò³ [12]. Òàê, çã³äíî ç äàíèìè ªâðîïåéñüêî¿
ìåðåæ³ çà íàãëÿäîì ó ïîòðåá³ ïðîòèì³êðîáíèõ
ïðåïàðàò³â (ESAC-Net) íàéá³ëüø ïîøèðåíîþ
ï³äãðóïîþ àíòèáàêòåð³àëüíèõ ïðåïàðàò³â ñå-
ðåä 13 êðà¿í áóëè áåòà-ëàêòàìè (ãðóïà J01C
ÀÒÕ) ç ä³àïàçîíîì â³ä 35,4% (Á³ëîðóñ³ÿ) äî
65,6% (Àçåðáàéäæàí) [12]. Ïåí³öèë³íè çàëè-
øàþòüñÿ çàòðåáóâàíèìè çà ðàõóíîê ïîòóæíî¿
áàêòåðèöèäíî¿ ä³¿ â³äíîñíî ðÿäó êë³í³÷íî çíà-
÷óùèõ çáóäíèê³â (ñòðåïòîêîêè, ìåí³íãîêîêè
òîùî) òà ¿õ äîñòóïíî¿ âàðòîñò³ [9]. Îäíàê, â
ñó÷àñíèõ óìîâàõ îñîáëèâîãî çíà÷åííÿ íàáó-
âàº ñâîº÷àñíå ³ ðàö³îíàëüíå çàñòîñóâàííÿ àí-
òèá³îòèê³â [7, 9]. Çà äàíèìè Âñåñâ³òíüî¿ îð-
´àí³çàö³¿ ç îõîðîíè çäîðîâ'ÿ (ÂÎÎÇ) ùîðîêó
â³ä íàñë³äê³â íåïðàâèëüíîãî âæèâàííÿ òà/àáî
íå´àòèâíîãî âïëèâó àíòèá³îòèê³â íà ³ìóííó
ñèñòåìó ó ñâ³ò³ ïîìèðàþòü 700 òèñÿ÷ ëþäåé
[7]. Àíòèá³îòèêè øèðîêîãî ñïåêòðó ä³¿ òàêîæ

çá³ëüøóþòü ðèçèê ðîçâèòêó ³íôåêö³¿ Clostridium
difficile, ùî ó 30% âèïàäê³â ìîæå âèêëèêàòè
ëåòàëüí³ íàñë³äêè [10]. Òàêîæ øèðîêå íåîá-
´ðóíòîâàíå çàñòîñóâàííÿ àíòèá³îòèê³â, íà-
ïðèêëàä ïðè â³ðóñíèõ ³íôåêö³ÿõ, ñïðèÿº ðîñ-
òó ïîá³÷íèõ ðåàêö³é (ÏÐ). Òàê, ðîçâèòîê ÏÐ
÷àñòî âèìàãàº ãîñï³òàë³çàö³¿ ïàö³ºíò³â (ó Âå-
ëèê³é Áðèòàí³¿ - öå 2,09%, ó Ôðàíö³¿ - 1,53%
â³ä çàãàëüíî¿ ê³ëüêîñò³ ÏÐ). Ó âæå ãîñï³òàë³-
çîâàíèõ õâîðèõ ÏÐ âèÿâëÿþòüñÿ: ó Âåëèê³é
Áðèòàí³¿ - ó 9,53% âèïàäê³â, ó Êàíàä³ - 4,8%,
ó Ôðàíö³¿ - 2,64%, ó ÑØÀ - 0,85%. Ó ñòðóê-
òóð³ ÏÐ íà ïðåïàðàòè, ÿê³ âèÿâëÿþòüñÿ â Óêðà-
¿í³, íà ÷àñòêó àíòèá³îòèê³â ïðèïàäàº ìàéæå
26%, á³ëüøà ê³ëüê³ñòü ç ÿêèõ ïðèïàäàº íà ïå-
í³öèë³íè [5]. Òîìó, îäí³ºþ ³ç âèìîã äî êðà¿í
ªÑ º çàáåçïå÷åííÿ ôàðìàêîíàãëÿäó çà âèêî-
ðèñòàííÿì ë³êàðñüêèõ çàñîá³â òà ïðîâåäåííÿ
ìîí³òîðèí´ó ¿õ ÏÐ [6, 8].

²ç äæåðåë ë³òåðàòóðè â³äîìî, ùî çà ïî-
õîäæåííÿì ïåí³öèë³íè ïîä³ëÿþòü íà:
- ïðèðîäí³: áåíçèëïåí³öèë³í (ïåí³öèë³í) íàò-
ð³ºâà ³ êàë³ºâà ñîë³, áåíçèëïåí³öèë³í ïðîêà¿í
(íîâîêà¿íîâà ñ³ëü ïåí³öèë³íó), áåíçàòèíáåí-
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ç³ëïåíèöèë³í;
- íàï³âñèíòåòè÷í³: ³çîêñàçîë³ëïåí³öèë³íè - îê-
ñàöèë³í; àì³íîïåí³öèë³íè - àìï³öèë³í, àìî-
êñèöèë³í; êàðáîêñèïåí³öèë³íè - êàðáåí³öèë³í,
òèêàðöèë³í; óðå¿äîïåí³öèë³íè - àçëîöèë³í, ï³-
ïåðàöèë³í; ³íã³á³òîðçàõèùåí³ ïåí³öèë³íè -
àìîêñèöèë³í/êëàâóëàíàò, àìï³öèë³í/ñóëüáàê-
òàì, òèêàðöèë³í/êëàâóëàíàò, ï³ïåðàöèë³í/òà-
çîáàêòàì [6].

Äî òèïîâèõ ÏÐ ïåí³öèë³í³â â³äíîñÿòü
[1, 2, 3]:
- ç áîêó ÖÍÑ: íåéðîòîêñè÷í³ñòü, ãîëîâíèé
á³ëü, ï³äâèùåííÿ çáóäëèâîñò³, ã³ïåððåôëåêñ³ÿ,
ñóäîìè. Ïðè â/â: ïî÷óòòÿ ñòðàõó, ñìåðò³, äå-
ïðåñ³ÿ, ñëóõîâ³ ³ çîðîâ³ ãàëþöèíàö³¿;
- ç áîêó ØÊÒ: äèñïåïñ³ÿ, äèñá³îç, ä³àðåÿ, íó-
äîòà, áëþâîòà, ïñåâäîìåìáðàíîçíèé êîë³ò, êî-
ëîàíîðåêòàëüíèé ñèíäðîì, ãëîñèò, ñòîìàòèò;
- ç áîêó êðîâ³, ïå÷³íêè ³ íèðîê: àíåì³ÿ, òðîì-
áîöèòîïåí³ÿ, ëåéêîïåí³ÿ, åîçèíîô³ë³ÿ, íåé-
òðîïåí³ÿ, àãðàíóëîöèòîç, ïàíöèòîïåí³ÿ, ãðà-
íóëîöèòîïåí³ÿ, ïîðóøåííÿ çãîðòàííÿ êðîâ³,
ãåïàòîòîêñè÷í³ñòü, íåôðîòîêñè÷í³ñòü, íåôðî-
ïàò³ÿ, ³íòåðñòèö³àëüíèé íåôðèò;
- àëåðã³ÿ: àíàô³ëàêòè÷íèé øîê, àíã³îíåâðî-
òè÷íèé íàáðÿê, ñïåöèô³÷íèé âèñèï, ñâåðá³æ,
àëåðã³÷íèé êîíòàêòíèé äåðìàòèò, åðèòåìà, ñè-
ðîâàòêîâà õâîðîáà, ôåíîìåí Àðòþñà;
- ³íø³: ôëåá³ò, õâîðîáëèâ³ñòü â ì³ñöÿõ ââåäåí-
íÿ, ðîçâèòîê ðåçèñòåíòíîñò³, ðåàêö³ÿ ßðèøà-
Ãåðêñãåéìåðà, ³íôåêö³éíî-òîêñè÷íèé øîê,
ñèíäðîì Ñò³âåíñà-Äæîíñîíà, ðîçâèòîê ñóïåð-
³íôåêö³¿, á³ëü â ñóãëîáàõ, ñóãëîáîâèé ñèíäðîì
(àëåðã³÷íèé àðòðèò), êàíäèäîç ïîðîæíèíè ðî-
òà, ëèõîìàíêà.

Òàêîæ, âïðîäîâæ îñòàíí³õ ðîê³â çà
ñïîñòåðåæåííÿìè ÏÐ âñòàíîâëåíî, ùî íàï³â-
ñèíòåòè÷í³ ïåí³öèë³íè ïðè çàñòîñóâàíí³ per os
ìîæóòü âèêëèêàòè íåñïåöèô³÷íå ïîäðàçíåííÿ
ñëèçîâî¿ îáîëîíêè øëóíêà ³ êèøå÷íèêà ç ðîç-
âèòêîì ä³àðå¿. Íàéíåáåçïå÷í³ ÏÐ - äèñá³îç ³
ñóïåð³íôåêö³ÿ. ²ç óñ³õ âèïàäê³â ïñåâäîìåì-
áðàíîçíîãî êîë³òó, ÿê³ ðåºñòðóþòüñÿ íà ñüî-
ãîäí³ - 35% ïîâ'ÿçàí³ ³ç çàñòîñóâàííÿì íàï³â-
ñèíòåòè÷íèõ ïåí³öèë³í³â. Ðåàêö³¿ ã³ïåð÷óòëè-
âîñò³ äî íèõ òðàïëÿþòüñÿ ó 10% âèïàäê³â òà
âèÿâëÿþòüñÿ ó âèãëÿä³ øê³ðíîãî âèñèïó, íàá-

ðÿêó Êâ³íêå, áðîíõîñïàçìó, åîçèíîô³ë³¿, àíà-
ô³ëàêòè÷íîãî øîêó [2]. Àìîêñèöèë³í ³ àìï³-
öèë³í âèêëèêàþòü àëåðã³÷í³ ðåàêö³¿ ó âèãëÿä³
êðîïèâíèö³, åðèòåìè, íàáðÿêó Êâ³íêå, ðèí³òó,
êîí'þíêòèâ³òó. ²íîä³ âèíèêàþòü ëèõîìàíêà,
á³ëü â ñóãëîáàõ, åîçèíîô³ë³ÿ. Âêðàé ð³äêî ðîç-
âèâàºòüñÿ àíàô³ëàêòè÷íèé øîê. Àíàëî´³÷í³
ÏÐ ìîæå âèêëèêàòè áåíçèëïåí³öèë³í, ÿêèé
÷àñò³øå, í³æ ³íø³ ïåí³öèë³íè, âèêëèêàº àíà-
ô³ëàêòè÷íèé øîê [2, 5].

Äëÿ ï³äâèùåííÿ áåçïåêè ôàðìàêîòå-
ðàï³¿ âàæëèâå çíà÷åííÿ ìàº ñó÷àñíèé àíàë³ç
³ñíóþ÷èõ ÏÐ ïðåïàðàò³â òà ¿¿ íàóêîâà îö³íêà,
ùî äàº ìîæëèâ³ñòü ö³ëåñïðÿìîâàíî ñòâîðþ-
âàòè íîâ³ ðåêîìåíäàö³¿. Ñó÷àñí³ ï³äõîäè ùîäî
íàãëÿäó çà áåçïåêîþ ë³ê³â â Óêðà¿í³ ïåðåäáà-
÷àþòü çá³ð ³íôîðìàö³¿ ïðî ïîá³÷í³ ðåàêö³¿ ë³-
ê³â çàâäÿêè êàðòàì-ïîâ³äîìëåííÿì, ùî âèíè-
êàþòü ïðè ïðîâåäåíí³ êë³í³÷íèõ âèïðîáóâàíü
òà ìåäè÷íîìó çàñòîñóâàíí³ ïðåïàðàò³â.

Ìåòîþ ïðàö³ ñòàâ àíàë³ç ìîí³òîðèí´ó
ïîá³÷íèõ ðåàêö³é íà òë³ ë³êóâàííÿ ïåí³öèë³-
íàìè çà äàíèìè ñïîíòàííèõ ïîâ³äîìëåíü ñèñ-
òåìè ôàðìàêîíàãëÿäó Óêðà¿íè, ùî íàä³éøëè
³ç çàêëàä³â îõîðîíè çäîðîâ`ÿ (ÇÎÇ) Õàðê³âñü-
êî¿ îáëàñò³ òà ì³ñòà Õàðêîâà ïðîòÿãîì 2017-
2019 ðîê³â. Äàíà ãðóïà áóëà îáðàíà, òîìó ùî
â³äíîñèòüñÿ äî æèòòºâî âàæëèâèõ òà íåîáõ³ä-
íèõ ë³êàðñüêèõ çàñîá³â, à òàêîæ ç óðàõóâàííÿì
¿õ øèðîêîãî âæèâàííÿ â Óêðà¿í³.

Ìàòåð³àëè ³ ìåòîäè
Îá'ºêòàìè äîñë³äæåííÿ áóëè êàðòè-ïîâ³äîì-
ëåííÿ ïðî âèïàäêè ïîá³÷íî¿ ðåàêö³¿ ï³ñëÿ çà-
ñòîñóâàííÿ ïåí³öèë³í³â, ùî íàä³éøëè â³ä ìå-
äè÷íèõ ïðàö³âíèê³â ÇÎÇ Õàðê³âñüêî¿ îáëàñò³
òà ì³ñòà Õàðêîâà äî ñèñòåìè ôàðìàêîíàãëÿäó
Óêðà¿íè ïðîòÿãîì 2017-2019 ðîê³â. ²íôîðìà-
ö³ÿ ïðî âèïàäêè ÏÐ íà òë³ çàñòîñóâàííÿ ËÇ
íàäõîäèëà ³ç âèêîðèñòàííÿì ìåòîäó çáîðó
ñïîíòàííèõ ïîâ³äîìëåíü (êàðòè-ïîâ³äîìëåí-
íÿ íàäõîäèëè äî ÄÅÖ ÌÎÇ Óêðà¿íè ó çì³øà-
í³é ôîðì³ - ó ïàïåðîâîìó âàð³àíò³ (äî ëèïíÿ
2017 ð.) òà - â åëåêòðîííîìó âèãëÿä³ (÷åðåç
âïðîâàäæåíó àâòîìàòèçîâàíó ³íôîðìàö³éíó
ñèñòåìó ôàðìàêîíàãëÿäó ç ëèïíÿ 2017 ð.).

Êàðòè ïîâ³äîìëåíü ïðî ïîá³÷í³ ðåàêö³¿
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òà/àáî â³äñóòí³ñòü åôåêòèâíîñò³ ë³êàðñüêèõ
çàñîá³â ïðè ¿õ ìåäè÷íîìó çàñòîñóâàíí³ áóëè
çàïîâíåí³ çà ôîðìîþ 137/0 çã³äíî ç ÷èííèì
çàêîíîäàâñòâîì ÌÎÇ Óêðà¿íè ¹898 (ç³ çì³-
íàìè) â³ä 27.12.2006 ð. "Ïðî çàòâåðäæåííÿ ïî-
ðÿäêó çä³éñíåííÿ ôàðìàêîíàãëÿäó", íàêàçó
ÌÎÇ Óêðà¿íè ¹ 996 â³ä 26.09.2016 ð. "Ïðî
âíåñåííÿ çì³í äî äåÿêèõ íàêàç³â Ì³í³ñòåðñòâà
îõîðîíè çäîðîâ'ÿ Óêðà¿íè" òà íàêàçó ÌÎÇ
Óêðà¿íè ¹ 620 â³ä 05.04.2018 ð. "Íàñòàíîâà.
Ë³êàðñüê³ çàñîáè. Íàëåæí³ ïðàêòèêè ôàðìà-
êîíàãëÿäó".

Ìè îáðàëè êàðòè-ïîâ³äîìëåííÿ, ùî
ì³ñòèëè âèïàäêè ïðî ÏÐ íà òë³ ë³êóâàííÿ ïå-
í³öèë³íàìè çà òðè ðîêè 2017-2019 ðð., ùî ïî-
ñòóïèëè ³ç ÇÎÇ Õàðê³âñüêî¿ îáëàñò³ òà ì. Õàð-
êîâà - óñüîãî 90 óñòàíîâ îõîðîíè çäîðîâ'ÿ.
Äëÿ àíàë³çó áóëè îáðàí³ ïðîòèì³êðîáí³ ïðå-
ïàðàòè, ïðåäñòàâëåí³ íà ôàðìàöåâòè÷íîìó
ðèíêó Óêðà¿íè, ùî â³äíîñÿòü äî ãðóïè J01Ñ
"Ïðîòèì³êðîáí³ çàñîáè äëÿ ñèñòåìíîãî çàñòî-
ñóâàííÿ. Ïåí³öèë³íè, ÷óòëèâ³ äî ä³¿ b-ëàêòà-
ìàç". Öå îäíà ³ç æèòòºâî âàæëèâèõ òà íàéïî-
øèðåí³øèõ ó çàñòîñóâàíí³ ãðóï àíòèá³îòèê³â.

Ïîøèðåí³ñòü ÏÐ (ÏÏÐ) ñåðåä íàñåëåí-
íÿ ðîçðàõîâóâàëè çà ôîðìóëîþ:
ÏÏÐ = Ê³ëüê³ñòü âèïàäê³â ÏÐ×100000/×èñëåíí³ñòü

íàñåëåííÿ îáëàñò³
Ó Õàðê³âñüê³é îáëàñò³ òà ì. Õàðê³â ÷èñ-

ëåíí³ñòü íàñåëåííÿ ó 2017 ð. ñêëàäàëà 2679432,
ó 2018 ð. - 2662497 òà ó 2019 ð. - 2644301 îñ³á.

Ìîí³òîðèí´ ÏÐ ïåí³öèë³í³â áóëî ïðî-
âåäåíî äëÿ îö³íêè ê³ëüêîñò³ âèïàäê³â ÏÐ íà
îñíîâ³ êàðò-ïîâ³äîìëåíü ï³ñëÿ ¿õ çàñòîñóâàí-
íÿ, ðîçïîä³ëó ÏÐ íà ñåðéîçí³/íåñåðéîçí³ òà
âèÿâëåííÿ íàéá³ëüø ÷àñòèõ âèïàäê³â ÏÐ çà
âïëèâîì íà ð³çí³ îð´àíè òà ñèñòåìè îð´àí³çìó.
Êëàñèô³êàö³þ ÏÐ çà òèïîì ïðîâîäèëè çã³äíî
ç ãðóïàìè [4]:
1) òèï À (çàëåæàòü â³ä äîçè) - ïîä³ëÿþòü íà

ÏÐ, ùî çàëåæàòü â³ä íàäëèøêîâî¿ òåðàïåâòè÷-
íî¿ ä³¿, ïîâ'ÿçàíî¿ âëàñíå ç ôàðìàêîëîã³÷íèìè
âëàñòèâîñòÿìè ËÏ; òîêñè÷í³ ÏÐ, ùî õàðàêòåð-
í³ äëÿ ËÏ ç âóçüêîþ òåðàïåâòè÷íîþ ä³ºþ, âòî-
ðèíí³ ÏÐ, çóìîâëåí³ ï³ñëÿä³ºþ ËÏ;
2) òèï Â (íå çàëåæàòü â³ä äîçè) - ³ìóíîàëåð-
ã³÷í³ ÏÐ, ãåíåòè÷íî äåòåðì³íîâàí³ òà ³í.;
3) òèï Ñ (ðåçóëüòàò òðèâàëîãî ë³êóâàííÿ ËÏ) -
ñèíäðîì â³äì³íè, òîëåðàíòí³ñòü, òà ³í.;
4) òèï D  (â³äòåðì³íîâàí³ ðåàêö³¿) - ìóòàãåíí³,
êàíöåðîãåíí³, òåðàòîãåíí³ ðåàêö³¿.

Ó äîñë³äæåííÿõ òàêîæ áóëè âèêîðèñ-
òàí³ ³íø³ êëàñèô³êàö³¿ ÏÐ [4]:
Ïåðåäáà÷åíà ÏÐ - ÏÐ, õàðàêòåð àáî òÿæê³ñòü
ÿêî¿ óçãîäæóºòüñÿ ç íàÿâíîþ ³íôîðìàö³ºþ ïðî
ËÏ (íàïðèêëàä ç ³íñòðóêö³ºþ äëÿ ìåäè÷íîãî
çàñòîñóâàííÿ ÷è ç ëèñòêîì-âêëàäèøåì).
Íåïåðåäáà÷åíà ÏÐ - ÏÐ, õàðàêòåð àáî òÿæ-
ê³ñòü ÿêî¿ íå óçãîäæóºòüñÿ ç íàÿâíîþ ³íôîð-
ìàö³ºþ ïðî ËÏ, òîáòî âèÿâëåíà íåâ³äîìà ðå-
àêö³ÿ íà ïðåïàðàò.
Ñåðéîçí³ ÏÐ - ðåàêö³¿, ÿê³ ñòàëèñÿ ïðè çà-
ñòîñóâàíí³ ËÇ, ùî ïðèçâåëè ÷è ÿâëÿþòü ñî-
áîþ: çàãðîçó æèòòþ ïàö³ºíòà; ïðèçâåëè äî
âòðàòè ïðàöåçäàòíîñò³; ïîòðåáóþòü ãîñï³òà-
ë³çàö³¿ ÷è ïîäîâæåííÿ ¿¿ òåðì³í³â; ïðèçâîäÿòü
äî ñìåðò³; âèêëèêàþòü ðîçâèòîê íîâîóòâîðåíü;
âèêëèêàþòü âðîäæåí³ àíîìàë³¿ ðîçâèòêó.
Íåñåðéîçí³ ÏÐ - áóäü-ÿê³ ÏÐ ËÏ, ÿê³ íå
â³äïîâ³äàþòü âèçíà÷åííþ ñåðéîçíî¿ ÏÐ.

Ðåçóëüòàòè é îáãîâîðåííÿ
Ïåðøèì åòàïîì ñòàâ àíàë³ç ê³ëüêîñò³ ïîâ³-
äîìëåíü ÏÐ íà òë³ ë³êóâàííÿ ïåí³öèë³íàìè ³ç
çàãàëüíî¿ ê³ëüêîñò³ êàðò-ïîâ³äîìëåíü, ùî íà-
ä³éøëè ïðîòÿãîì 2017-2019 ðð. ³ç ð³çíèõ ÇÎÇ
ì. Õàðêîâà òà Õàðê³âñüêî¿ îáëàñò³. Ðåçóëüòàòè
àíàë³çó êàðò-ïîâ³äîìëåíü âèïàäê³â ÏÐ ï³ñëÿ
çàñòîñóâàííÿ àíòèáàêòåð³éíèõ çàñîá³â íàâå-
äåíî ó Òàáë. 1.

Pharmacological control                                                                                                        Ôàðìàêîëîã³÷íèé íàãëÿä

Àíàë³ç êàðò-ïîâ³äîìëåíü 2017 ð. 2018 ð. 2019 ð. 
Çàãàëüíà ê³ëüê³ñòü àìáóëàòîðíèõ êàðò íà àíòèáàêòåð³éí³ ïðåïàðàòè 718 738 816 
Ïîøèðåí³ñòü ÏÐ íà 100000 íàñåëåííÿ 27 28 31 
Êàðòè ç âèïàäêàìè ïðèçíà÷åííÿ ïåí³öèë³í³â 63 63 56 
% âèïàäê³â ÏÐ íà ïåí³öèë³íè 8,8 8,5 6,8 

Òàáëèöÿ 1
Ê³ëüê³ñòü âèïàäê³â ïîá³÷íèõ ðåàêö³é çà 2017-2019 ðð. ï³ñëÿ çàñòîñóâàííÿ àíòèáàêòåð³éíèõ çàñîá³â ó ÇÎÇ

Õàðêîâà òà Õàðê³âñüêî¿ îáëàñò³
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Îòðèìàí³ ðåçóëüòàòè ïîêàçàëè, ùî
ïðîòÿãîì 2017-2019 ðð. ³ç ÇÎÇ Õàðê³âñüêî¿ îá-
ëàñò³ òà ì. Õàðêîâà íàä³éøëî 2272 êàðòè-ïî-
â³äîìëåííÿ ³ç âèïàäêàìè ÏÐ íà àíòèáàêòåð³é-
í³ çàñîáè, ³ç íèõ ó 2017 ð. íàä³éøëî 718 êàðò-
ïîâ³äîìëåíü, ó 2018 ð. - 738 êàðò-ïîâ³äîì-
ëåíü, ó 2019 ð. - 816 êàðò-ïîâ³äîìëåíü. Çã³äíî
ç ê³ëüê³ñòþ íàñåëåííÿ äàíîãî ðåã³îíó ïîøèðå-
í³ñòü ÏÐ íà àíòèáàêòåð³àëüí³ çàñîáè ó 2017 ð.
ñêëàëà 27 âèïàäê³â, ó 2018 ð. - 28 âèïàäê³â, ó
2019 ð. - 31 âèïàäîê íà 100000 íàñåëåííÿ.  Íà
ïðåïàðàòè ç ãðóïè ïåí³öèë³í³â ó 2017 ð. íà-
ä³éøëî 8,8% ïîâ³äîìëåíü, ó 2018 ð.  - 8,5%
ïîâ³äîìëåíü, ó 2019 ð. - 6,8% ïîâ³äîìëåíü.

Íàñòóïíèì åòàïîì àíàë³çó ÏÐ íà ïå-
í³öèë³íè ñòàëî ïðîâåäåííÿ ðîçïîä³ëó ïî
ÌÍÍ â ö³é ãðóï³ àíòèáàêòåð³éíèõ ïðåïàðàò³â.
Ðåçóëüòàòè ïîäàíî ó Òàáë. 2.

Ïðîâåäåíèé àíàë³ç ïîêàçàâ, ùî ñåðåä
6 ÌÍÍ ãðóïè ïåí³öèë³í³â íàéá³ëüøó ê³ëü-
ê³ñòü ÏÐ çàðåºñòðîâàíî äëÿ ïðåïàðàò³â àìî-
êñèöèë³í/êëàâóëàíîâà êèñëîòà (ó 2017 ð. -

73% êàðò-ïîâ³äîìëåíü, ó 2018 ð. - 54% êàðò-
ïîâ³äîìëåíü, ó 2019 ð. - 70% êàðò-ïîâ³äîìëåíü).
Íà äðóãîìó ì³ñö³ çà ê³ëüê³ñòþ ïîâ³äîìëåíü áóëè
ïðåïàðàòè àìîêñèöèë³íó (ó 2017 ð. - 22% êàðò-
ïîâ³äîìëåíü, ó 2018 ð. - 43% êàðò-ïîâ³äîìëåíü,
ó 2019 ð. - 27% êàðò-ïîâ³äîìëåíü). Ó ³íøèõ
ÌÍÍ ïðåïàðàò³â ãðóïè ïåí³öèë³í³â çà öåé
ïåð³îä áóëî çàðåºñòðîâàíî ïîîäèíîê³ âèïàäêè
ÏÐ, ùî ìîæëèâî ïîâ'ÿçàíî ç ¿õ ìåíøèì
çàñòîñóâàííÿì. Ó ïîäàëüøîìó áóëî ïðîâåäåíî
ìîí³òîðèí´ âèä³â ÏÐ íà òë³ çàñòîñóâàííÿ
ïåí³öèë³í³â. Ðåçóëüòàòè íàâåäåíî ó Òàáë. 3.

Îòðèìàí³ ðåçóëüòàòè ïîêàçàëè, ùî íà
òë³ çàñòîñóâàííÿ àíòèá³îòèê³â ãðóïè ïåí³öè-
ë³í³â ÏÐ íàé÷àñò³øå âèíèêàëè ó âèãëÿä³ ñâåð-
á³ííÿ øê³ðè (çàãàëîì 28,4% ïîâ³äîìëåíü) òà
íóäîòè (çàãàëîì 21,9% ïîâ³äîìëåííÿ). Ïî-
îäèíîê³ âèïàäêè ÏÐ çàðåºñòðîâàíî ó âèãëÿä³
ä³àðå¿ - âñüîãî 12,3% ïîâ³äîìëåíü, ïî÷åðâî-
í³ííÿ øê³ðè - 8,9% ïîâ³äîìëåíü, íàáðÿêó -
7,5% ïîâ³äîìëåíü, çàïàìîðî÷åííÿ òà ãîëîâ-
íîãî áîëþ - 4,8% ïîâ³äîìëåíü, áîëþ ó æèâîò³ -

Ôàðìàêîëîã³÷íèé íàãëÿä                                                                           Pharmacological control

Ê³ëüê³ñòü êàðò-ïîâ³äîìëåíü 
Ïîá³чí³ ðåàêц³ї 

2017 ð. 2018 ð. 2019 ð. 
Ñâåðá³ííÿ øê³ðè 15 22 4 
Íóäîòà 15 12 5 
Ä³àðåÿ 5 5 8 
Ïî÷åðâîí³ííÿ øê³ðè 3 8 2 
Ãîëîâíèé á³ëü 4 3 - 
Àíàô³ëàêòè÷íà ðåàêö³ÿ 1 - - 
Çàïàìîðî÷åííÿ 2 2 3 
Ñëàáê³ñòü 2 1 1 
Á³ëü ó ãîðë³ 1 - - 
Á³ëü ó æèâîò³ 2 1 2 
Íàáðÿê 4 6 1 
Óòðóäíåíå äèõàííÿ òà çàäóõà 2 1 - 
Áëþâàííÿ - 2 1 
Çàãàëüíà ê³ëüê³ñòü ïîâ³äîìëåíü ïðî ÏÐ 56 63 27 

Òàáëèöÿ 3
Ìîí³òîðèíã ÷àñòîòè ïîá³÷íèõ ðåàêö³é ï³ñëÿ çàñòîñóâàííÿ ïåí³öèë³í³â ïðîòÿãîì 2017-2019 ðð.

ó ÇÎÇ Õàðêîâà òà Õàðê³âñüêî¿ îáëàñò³

Ê³ëüê³ñòü êàðò-ïîâ³äîìëåíü ÌÍÍ ïðåïàðàò³â ãðóïè ïåí³цèë³íè 2017 ð. 2018 ð. 2019 ð. 
Àìîêñèöèë³í 14 27 15 
Àìîêñèöèë³í/êëàâóëàíîâà êèñëîòà 46 34 39 
Ìîêñèöèë³í/ êëàâóëàíîâà êèñëîòà 2 - - 
Ï³ïåðàöèí/ò³çîáàêòàì 1 - - 
Áåíçèëïåí³öèë³í  2 1 
Àìï³öèë³í - - 1 

Òàáëèöÿ 2
Ðîçïîä³ë êàðò-ïîâ³äîìëåíü ïîá³÷íèõ ðåàêö³é ïî ÌÍÍ íà ïðåïàðàòè ãðóïè ïåí³öèë³í³â çà 2017-2019 ðð.

ó ÇÎÇ Õàðêîâà òà Õàðê³âñüêî¿ îáëàñò³



155

ISSN 1029 - 4244 (Print)                                                               Ëüâ³âñüêèé ìåäè÷íèé ÷àñîïèñ 2021. Ò. 27. ¹ 3-4
eISSN 2415-3303 (Online)                                                                               Acta Medica Leopoliensia 2021;27(3-4)

3,4% ïîâ³äîìëåíü, áëþâàííÿ òà óòðóäíåíîãî
äèõàííÿ - ïî 2% ïîâ³äîìëåíü, àíàô³ëàêòè÷íî¿
ðåàêö³¿ òà áîëþ ó ãîðë³ - ïî 0,7% ïîâ³äîìëåíü
çà òðè ðîêè.

Îòæå, ìîí³òîðèí´ ÏÐ íà ïåí³öèë³íè çà
ïåð³îä 2017-2019 ðð. ïîêàçàâ, ùî íàéá³ëüøà
ê³ëüê³ñòü ÏÐ íàä³éøëà ó âèãëÿä³ ïîâ³äîìëåíü
ïðî ì³ñöåâ³ ðåàêö³¿ ó âèãëÿä³ ñâåðá³ííÿ øê³ðè
(28%) òà ðåàêö³¿ ç áîêó øëóíêîâî-êèøêîâîãî
òðàêòó (ØÊÒ) - íóäîòè (22%), ùî ðàçîì ñêëà-
ëè 50% ñïîíòàííèõ ïîâ³äîìëåíü ³ç 146 ïðî-
àíàë³çîâàíèõ ïîâ³äîìëåíü. Äàí³ ÏÐ â³äíîñÿòü
äî íåñåðéîçíèõ ÏÐ, òèïó À òà ï³ñëÿ â³äì³íè
ïðåïàðàòó ëåãêî ïðîõîäÿòü áåç íàñë³äê³â. Ïî-
îäèíîê³ âèïàäêè òÿæêèõ ÏÐ (òèïó Â), ùî íà-
ä³éøëè ó âèãëÿä³ óòðóäíåíîãî äèõàííÿ òà çà-
äóõè ³ àíàô³ëàêòè÷íî¿ ðåàêö³¿ ñêëàëè âñüîãî
4 ïîâ³äîìëåííÿ (2,7%). Äàí³ ÏÐ íå ïîòðåáó-
âàëè äîäàòêîâî¿ ãîñï³òàë³çàö³¿ òà íå ñïðè÷è-
íÿëè ³íâàë³äèçàö³¿ õâîðèõ.

Îòðèìàí³ íàìè äàí³ ìàþòü ïðàêòè÷íî
îäíàêîâó òåíäåíö³þ ³ç äàíèìè çàêîðäîííèõ
àâòîð³â Pongdee T. (2018), â ÿêèõ íàâåäåíî,
ùî ïðèáëèçíî ó 10 % íàñåëåííÿ ÑØÀ ðîç-
âèâàºòüñÿ àëåðã³ÿ íà ïåí³öèë³íè, ïåðåâàæíî
ó ëþäåé ïîõèëîãî â³êó òà ó ãîñï³òàë³çîâàíèõ
ïàö³ºíò³â. Êë³í³÷íî ï³äòâåðäæåíà àëåðã³ÿ íà
ïåí³öèë³íè òðàïëÿºòüñÿ ð³äêî (<5% âèïàäê³â)
ó âèãëÿä³ êðîï³â'ÿíêè òà äîñèòü ð³äêî ó âèã-
ëÿä³ àíàô³ëàêòè÷íèõ ðåàêö³é. Ó ïàö³ºíò³â ÏÐ
âèÿâëÿëèñü ó âèãëÿä³ ñâåðáëÿ÷èõ âèñèïàíü, à
òàêîæ ç³ ñòîðîíè ØÊÒ [10].

Òàêèì ÷èíîì, ïðîâåäåíèé ìîí³òîðèí´
ÏÐ íà òë³ çàñòîñóâàííÿ ïåí³öèë³í³â ó ì. Õàð-
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êîâ³ òà Õàðê³âñüê³é îáëàñò³ ïîêàçàâ, ùî á³ëü-
ø³ñòü ç íèõ ìîæíà â³äíåñòè äî íåñåðéîçíèõ
òà ïåðåäáà÷åíèõ, îñê³ëüêè âîíè îïèñàí³ ó äîñ-
òóïíèõ äæåðåëàõ ³íôîðìàö³¿ ïðî ë³êàðñüê³ çà-
ñîáè (³íñòðóêö³ÿ ç ìåäè÷íîãî âèêîðèñòàííÿ,
ëèñòîê âêëàäèø òà ³íø³).

Âèñíîâêè
1. Ðåçóëüòàòè àíàë³çó ñïîíòàííèõ êàðò-ïîâ³-
äîìëåíü çà 2017-2019 ðîêè ïîêàçàëè, ùî íà
òë³ ë³êóâàííÿ ïåí³öèë³íàìè áóëî çàðåºñòðî-
âàíî 8,8 % âèïàäê³â ÏÐ ó 2017 ð., 8,5 % - ó
2018 ð. òà 6,8% - ó 2019 ð. Ñåðéîçíèõ ÏÐ, ùî
ìàëè ëåòàëüí³ íàñë³äêè, íå çàðåºñòðîâàíî.
2. Ìîí³òîðèí´ ÷àñòîòè ÏÐ íà ïðåïàðàòè ãðóïè
ïåí³öèë³í³â ïîêàçàâ, ùî íàéá³ëüøó ê³ëüê³ñòü
âèïàäê³â ÏÐ çàðåºñòðîâàíî äëÿ ÌÍÍ àìîêñè-
öèë³í/êëàâóëàíîâà êèñëîòà - 65% êàðò-ïîâ³äîì-
ëåíü òà àìîêñèöèë³í - 31% êàðò-ïîâ³äîìëåíü.
3. Àíàë³ç ÏÐ ïåí³öèë³í³â çà ïåð³îä 2017-2019 ðð.
ïîêàçàâ, íàéá³ëüøà ê³ëüê³ñòü ÏÐ (òèï À) áóëà
ó âèãëÿä³ ì³ñöåâèõ ðåàêö³é - ñâåðá³æ øê³ðè
(28%), à òàêîæ ç áîêó ØÊÒ - íóäîòà (22 %).
4. Ïðîâåäåíèé àíàë³ç ñïîíòàííèõ êàðò-ïîâ³-
äîìëåíü â³äïîâ³äàº ìåò³ òà çàâäàííÿì ôàðìà-
êîíàãëÿäó â Óêðà¿í³, ñïðèÿº ï³äâèùåííþ
ÿêîñò³ ³íôîðìàö³¿ ïðî ðîçâèòîê ïîá³÷íèõ ðå-
àêö³é ËÇ òà º ïðàêòè÷íèì îá´ðóíòóâàííÿì äëÿ
íàóêîâîãî ï³äòâåðäæåííÿ ðàö³îíàëüíîñò³ òà
áåçïåêè ôàðìàêîòåðàï³¿.

Êîíôë³êò ³íòåðåñ³â â³äñóòí³é.
Ô³íàíñóâàííÿ öüîãî äîñë³äæåííÿ

â³äñóòíº.

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 (J01C 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, in recent 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. Similar AR 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 ÀR 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
¹898 (as amended) from 27.12.2006 "On
approval of pharmacovigilance", the order of the
Ministry of Health Of Ukraine ¹ 996 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 ¹ 620 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 J01C "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:

PÀR = Number of cases ÀR×100000 / 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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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

Ôàðìàêîëîã³÷íèé íàãëÿä                                                                           Pharmacological control

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 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

Number of report cards INN of drugs of the penicillin group 2017 ð. 2018 ð. 2019 ð. 
Amoxicillin 14 27 15 
Amoxicillin / clavulanic acid 46 34 39 
Moxicillin / clavulanic acid 2 - - 
Piperacin / Tizobactam 1 - - 
Benzylpenicillin  2 1 
Ampicillin - - 1 

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

Number of report cards Adverse reaction 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 

Table 3
Monitoring the frequency of adverse reactions after penicillin administration during 2017-2019 in healthcare

institutions in the Kharkiv and Kharkiv region
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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 ÀR 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.

There is no conflict of interest.
There is no funding for this study.
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