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Po3pin 1.1

AKTyanbHicTb Npo6nemMvi BUBYEHHA

no6iuHoI Aii nikis

Chapter 1.1

The relevance of the problem of studying
the side effects of medications

AKTyanbHicTb npo6nemn

B [MpyHUMNK cyyacHoi ¢papmakoTepanii XBo-
po6 6a3yTbCA Ha 3aCTOCYBaHHI KOMMMIEKCIB
dbapmakonoriyHmx 3acobis.

B XBOpOMY OOHOYACHO MPU3HAYAETbCA fe-
Kinbka papmnpenaparis.

B Yum OGinbwe npenapatiB NPU3HAYEHO —
TUM BULLUIA PU3VMK NPOSABY IXHbOT NOBIYHOT ii.

Relevance of the problem

B The principles of modern pharmacothera-
py of diseases are based on the use of com-
plexes of pharmacological agents.

B A patient is simultaneously administered
several pharmaceuticals.

B The administration of a large number of
medications increases the risk of side effects
from their use.

B Yum Brwa fosa npenapaty, TUM BULLWI
PU3KK NobGivHoOI Ajl.

B The higher the dosage, the greater the risk
of side effects.

B binbwicTb XBOPOO € XPOHiUHMMU, TOOTO
HeBunikoBHUMU. Ix dapmakoTepania nepep-
6auae TpyBaNWi, a YacTo M MOXKUTTEBUIA MpPU-
IOM Me[IKaMEHTIB.

B Most diseases are chronic, that is, incur-
able. Their pharmacotherapy involves long-
term and often life-long medication.

B TpriBanuin Npuiiom NiABULLYE PU3NK NO6iu-
HOI Zil.

B Long-term treatment increases the risk of
side effects.

B XXI cTopiuus - enoxa nonimop6igHoOCTI
XBOpPOro. AK Hacnigok, XBOpoMy MpuU3Haya-
10Tb hapMaKONOriuHi KOMMEeKCU Ans NiKyBaH-
HA AeKiNbKOX 3aXBOPIOBaHb OAHOYACHO.

B [Toninparmasia cnpuA€E BUHUKHEHHIO MO-
niBaneHTHOI ceHcmbinizauii, Nigcunoe prsnk
BUHUKHEHHA NoBiYHOT Ail.

B The 21st century is the era of patient’s
polymorbidity.

Several diseases require the administration of
complexes of pharmacological agents.

B Polypragmasia causes polyvalent sensitiza-
tion, increases the risk of side effects.

B XXI| cTopiuua — enoxa CTapiHHA HaceneHHA
niaHeTw.
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B The 21st century is the era of aging of the
planet’s population.



BikoBi 3MiHM B TKaHMHaXx, OpraHax i cmcremax
NIOACHKOrO OpraHi3My BrJIMBalOTb Ha dapma-
KOKIHeT/KY NiKapCbKnX npenaparTis, Wo cnpu-
A€ NiABULLEHHIO PU3MKY iX NOBIYHOT il

Age-related changes in the tissues, organs
and systems of the human body affect the
pharmacokinetics of medications, which in-
creases the risk of their side effects.

B HuHi HaABHa TeHAEHUis NOCTINHOro 36iNb-
LUEeHHA KiNbKOCTI N YaCcTOTK NPU3HAYeHb NiKiB
AiTAM, NOYNHAIOUN BXKE 3 HAPOOKEHHS.

B [loninparmasia Ta HeBunpasgaHe Npur3Ha-
YeHHA NiKiB NPU3BOAATb JO aneprisauii, Kymy-
nAuii i noaABM No6ivHoT Ail.

B Currently, there is the increase in the num-
ber and frequency of drugs prescribed for
children since their birth.

B Polypragmasia and inadequate drug ad-
ministration lead to allergies, cumulation and
side effects.

B HaTenep 3aCTOCOBYIOTb 3HAuHY KinbKiCTb
dbapmakonoriyHmx 3acobis.

B Y cBiTi icHye 6n13bko 500 000 TOproBux Ha-
MMeHyBaHb NiKapCbKMX npenaparis.

B B YkpaiHi ctaHom Ha 11.03.2020 3apee-
cTpoBaHo 13506, i3 Hux 4155 — BITYU3HAHMX,
9351 - iHO3eMHOro BMpPOOHMUTBA. [ns no-
PiBHAHHA: cTaHOM Ha 08.12.2016 6yno 3apee-
CTpoBaHoO 12896 nikapcbKunx 3acobiB (BiTUM3-
HAHKX — 3888, iHO3eMHMX — 9008).

B [llopiyHO CMHTE3YI0Tb COTHI HOBUX dapma-
KOJOTiYHMX PeyoBUH. Ix 6e3neuHicTb i epek-
TUBHICTb He 3aBXXAU MOXYTb OyTW peTesibHO
JOCNIOKeEHI.

B Jlo cknagy npenapariB MOXKYTb BXOANUTY iH-
rPepieHTur, AKi MOXYTb BUKANKATX [OOATKOBI
no6iuHi peakuii.

B [Tpn LbOMY MOCTINHO PEECTPYETbCA 3POC-
TaHHA npofaxiB ¢apmnpenapartiB. |HaKwe
Ka)yum, KifbKiCTb YXMBaHHA Me[MKaMeHTIB
NOACTBOM 3pOCTaEl

B CyvacHun “dapmaueBTUYHUN Oym” He
nLe NPU3BOAUTb A0 36iNblUeHHA BUMNAAKiB
no6iyHoI fii, a N 3yMOBJIIOE NOABY HOBUX He-
GakaHUX peakKLiil Ha HelwoaaBHO CMHTE30Ba-
Hi fTiKu.

BaxxnuBo posymirtu:

= DapMaKooriyHi 3ac06M MOXKYTb MPUHOCH-
TU He NMLLIe KOPUCTb, a 1 LUKOOUTM.

= Y CBiTi He iCHY€E »KOHOro papMaKonoriyHo-
ro 3acoby 6e3 nobiuHNX epeKTiB.

= Jluwe He Npri3HaYeHi XBOpoMy Jiku € 6e3-
NeYHUMN.

B A large number of pharmacological agents
are currently used.

B There are about 500.000 trade names of
medicinal products in the world.

B 13506 drugs were registered in Ukraine as
of 11.03.2020, namely, 4155 domestic names,
and 9351 foreign names. For comparison:
12896 medications were registered in Ukraine
as of 08.12.2016, namely, 3888 domestic
names, and 9008 foreign names.

B Pharmaceutical industry synthesizes hun-
dreds of new pharmacological substances ev-
ery year. Their safety and effectiveness cannot
always be thoroughly investigated.

B The composition of medications may in-
clude ingredients which can cause additional
side effects.

B Pharmaceutical sales are constantly in-
creasing. That is to say, there is an increase in
the number of drugs used by mankind!

B A modern “pharmaceutical boom” increas-
es the number of side effect cases and causes
new adverse reactions to newly synthesized
drugs

It is important to understand:

= Pharmacological products can bring not
only benefits, but also harm.

= There is no pharmacological remedy with-
out side effects in the world.

= The only safe drugs are those that are not
prescribed to the patient.
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= KopucTb Big nikiB NoBMHHA 6yt GinbLuoio,
HIK IX WKiANMBICTDb.

= Jlikn cnig npr3HayaTy BigNoBigHO A0 HaAB-
HUX MOKa3aHb i 3 ypaxyBaHHAM iHAMBIAYyab-
HUX 0COBNMBOCTEN NaLliEHTA.

= [Moninparmasia Cnpuse BUHNKHEHHIO MNO6iu-
HOI Aii nikiB.

= The benefits of medications should exceed
their harmfulness.

= Medicines should be prescribed on the ba-
sis of available indications, considering the
patient’s individual characteristics.

= Polypragmasia causes the drug side effects.

B HuHi 3anMwaloTbCA HeJOCTaTHbO BUBYe-
HAMW TMUTaHHA Mi>KMeAUKaMEHTO3HOro B3a-
EMOBM/NBY, a TAKOX B3aEMOSIl NiKiB i3 xapyo-
BVIMUW KOMMOHEHTaMU.

B Mpy uboMy cusbHOA Y GAaPMAKOJOriuHi
areHTV NPV KOHTaKTi 3 AeAKNMU CKNaJOBUMY
Ki MOXYTb MpPOBOKYBaTW NOGIuHi edekTn /
36inbLwyBaTK NOTEHLian NobiyHoI Aii.

B Cutyauis noriplyeTbca 3Ha4YHO “Ximisaui-
€10” CyyaCHUX MNPOAYKTIB XapyyBaHHS.

B Hatenep goBefeHo icHyBaHHA 200 nikap-
CbKUX 3acobiB, Ha Ail0 i TOKCMYUHICTb AKUX
YMAnBa€ Ka, KOMOIHALA 3 AKOK MOXe Mpu-
3BOAMWTU [0 NeTanbHUX BUMAKIB.

B 3rigHo i3 CTaTUCTUYHUMWN OAHUMW, Y CBITi
50 % nikiB Npr3HaYalOTb HEAOLUINbHO.

B Yce 6inblworo nowmpeHHa HabyBatoTb Mno-
ninparmasia / HepauioHanbHe MPU3HAYEHHA
MeANKaMeHTIB AK B acneKTi CaMOJiKyBaHHS,
TaK i BHACNiJOK Ain nikapA.

B [locTynHiCTb NiKiB B anTeyHUX Mepexax
NOPOAXYE CaMONiIKyBaHHA, MPU3BOAUTb A0
HEKOHTPOSIbOBAHOrO BUKOPWUCTAHHA fiKap-
CbKIX 3ac06iB camumu xBopumu. Lle 36inbLiye
PU3VK BUHUKHEHHSA NMOBIYHOI Aji.

B Jlob6itoBaHHA iHTepeciB ¢dapMaLeBTUYHUX
BVPOOHVKIB 3a4/1A 3pOCTaHHA MPOAAXKiB CBO-
€1 NpoAyKLii — OVH i3 YNHHUKIB 36iNblUeHHs
HEKOHTPOJIbOBAHOIO BXKMBAHHA NiKiB.

B PeknaMHUA TUCK Ha Maui€eHTa N Mapke-
TUHIOBMI BMAUB Ha HayKOBi MOrnAaaun nikapsa
3 60Ky dapMaLEeBTUUHMX KOMMAHIN MOXYTb
CpuvATM  noninparmasii i HeagekBaTHOMY
npu3HayeHHo Nikie. Llein ¢akTop Takox 3y-
MOBJIIOE 36iNbLUEHHA KibKOCTI BMMagKiB no-
6iuHoOI aii nikis.
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B [ssues on drug interaction remain insuffi-
ciently investigated. Interactions of medica-
tions with food components are not studied
as well.

B In addition, potent pharmacological
agents can induce / increase the potential for
side effects, when contacting with some con-
stituents of food.

B The situation is aggravated by the con-
siderable “chemicalization” of modern food
products.

B |t has already been proven that there are
200 drugs whose effects and toxicity are af-
fected by food. Cases with the occurrence of
lethal combinations were recorded.

B According to the statistics, 50 % of med-
icines in the world are inappropriately pre-
scribed.

B Polypragmasia and irrational medication
prescription are increasingly widespread both
in the aspect of self-treatment and as a result
of doctor’s actions.

B Self-treatment and uncontrolled use of
drugs by patients are generated by the avail-
ability of medications in pharmacy networks.
This increases the risk of side effects.

B Uncontrolled drug use is also increasing
due to the lobbying of pharmacological prod-
ucts by their manufacturers. This is done for
the growth of sales of manufacturers’ prod-
ucts.

B Advertising pressure on the patient and
the marketing impact on the doctor’s scientif-
ic views from pharmaceutical companies can
contribute to polypharmacy and inadequate
use of medications. This factor also leads to
the increased incidence of drug side effects.



CnpaBXHA yvacTtoTa nobiuHoi Aii nikap-
CbKUX 3ac06iB HeBigoMma. BBaxkatoTb, WO:

= MMo6iuHi peakuii BUHMKaTb Yy 4-29 % XxBO-
puX, AKi IpUIAMatoTb NiKapCbKi 3acobu.

= Mo6iuyHa peaKkuis — MNpuuvHa 3BEPHEHb
2-3 % xBOpUX A0 nikaps.

= 3% XBOPUX i3 MOGIYHMMM peakuisMmn Mno-
TpebyoTb MeAYHOI JOMOMOIY B YMOBaX Bif-
JineHHA iIHTeHCUBHOI Tepanil.

= Mo6iuHi edpekTn cnoctepiratots y 10-20 %
rocnitanizoBaHnx xsopux. ¥ 3-12% 3 Hux
YHACcNigoK MobiYHOI fil NPONOHryeTbCA Tep-
MiH rocniTanisauil.

= Mo6iuHi peakuii — npuumHa cmepTi 0,27 %
CTauioHapHUX xsopux. Mpu BHYTPILHbOBEH-
HOMY BBefleHHi NiKiB y BaXKKOXBOPWX Liel no-
Ka3HMK 3pocTae fo 1,5 %.

= Ha gymKy 6araTbox yyeHuX, Li MNOKa3HUKU
JeLo 3aHmxeHi. PeanbHa cuTyauifa wogo no-
6iuHOT fii NikiB Ha NaLi€eHTa HabaraTo CKNagHi-
LA 1 HeraTUBHiILWa.

= BaXknMBO, WO KiNbKiCTb BUMNaAKiB NobGiuHOT
Aii nikiB nocTiiHO 36inbluyeTbea. Monpu e
ooiliiHa CTaTUCTUKA He MOBHO MipoIo Bif-
[3epKanioe peasnbHy CUTyaUilo, OCKIIbKM ic-
HY€ HU3Ka CKNafHoLWiB y nigpaxyHKax Ta iH-
TepnpeTaLii HebaKaHUx edeKTiB NiKapCbKNX
3acobiB.

[ The actual incidence of adverse drug ef-
fects is unknown. It is believed that:

= Adverse reactions occur in 4-29 % of pa-
tients taking medications.

= Drug side effect is the reason for applying
to the hospital for 2-3 % of patients.

= Medical care is given to 3 % of patients with
adverse drug reactions at the department of
intensive care.

= Side effects are observed in 10-20 % of
hospitalized patients and 3-12 % of them un-
dergo a prolonged hospitalization period due
to side effects.

= Adverse reactions are the cause of death of
0.27 % inpatients. This number rises to 1.5 %
in severely ill patients with intravenous drug
administration.

= Some scientists believe that these data are
somewhat underestimated. The real situation
regarding the drug side effects is much more
complicated and negative.

= The number of cases with drug side effects
increases continuously. The official statistics
data do not reflect the entire real situation
with this problem. This is due to a range dif-
ficulties in counting and interpreting undesir-
able effects of drugs.

B HemuHyu4icTb pU3MKY BUHMKHEHHA MNO-
6iuHoi Aii nikiB npu npoBeaeHHi papmako-
Tepanii 3ymoBneHa Takumu pakropamm (3a
JloypeHrc [., berimm 1., 1991):

= HepocTaTHA CeNeKTUBHICTb Ail NiKapCbKoro
3aco0y.

= [lesiki edekTu nikiB, 6axkaHi B ogHin cucte-
Mi OpraHi3my, MOXyTb BUKINKATA Hebax<aHni
edeKT B iHWNX CUCTEMAX.

= Y peani3auii 6aratbox ¢i3ionoriyHmx GyHk-
Lin 6epyTb yyacTb 6n13bKi / aHanoriyHi mexa-
Hi3MW.

= TpyBana JiAa Ha KAITMHHI MeXaHi3Mn Moxe
Npu3BecTn A0 MNOCTIMHWX 3MiH CTPYKTYpM Ta
bYHKUIT KNiTVH (30KpeMa o KaHLeporeHesy).

= O6MeXxeHicTb iHdpopMauii woao natono-
rYHUX NpoueciB B OpraHiami, AKi MOXyTb

B The following factors determine the in-
evitability of the risk of drug side effects
during pharmacotherapy (Lawrence D,
Benitt P, 1991):

= Medications are not selective enough.

= Some effects of drugs are positive in one
body system, but may cause negative effect
in others.

= Many physiological functions involve simi-
lar / analogous mechanisms.

= Prolonged action on the cell mechanisms
can lead to permanent changes in the struc-
ture and function of cells (including carcino-
genesis).

= Information on pathological processes in
the body that may occur as a result of the in-
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BMHUKaTW BHACNiAOK BRAVBY TUX abo iHLWMX
cy6cTaHuUin.

= HaABHICTb y XBOPOro reHeTUYHOI CXWUSib-
HOCTi MiABVLLYE PU3MK BUHUKHEHHSA MOOiYHI
Ail. Y Taknx nauieHTiB MOXe BUHUKHYTW He-
nepen6aveHa iMyHHa BiAMoBiab Ha BBEAEHHS
NiKapCbKOI peYOBUHM.

= Hap3BMYaHO BMCOKUIA PU3UK Migbopy He-
o6xigHOI iHAMBIgyanbHOI fo3n. Hacamnepen
Lle CTOCYETbCA NiKyBaHHA LlyKpoBOro fiaberty,
Jenpecii Towo.

= Buvnagkn HEKOMMNETEHTHOrO 1 BMMagKOBOro
NpuU3HayYeHHs NikiB — “NoacbKun pakTop”

fluence of one or another substance is limi-
ted.

= Patients with genetic predisposition are
more likely to have side effects. They may
have unexpected immune response to the
drug administration.

= The selection of the required dose is inevi-
tably inaccurate.

= For example, in the treatment of diabetes,
depression, and the like.

= Cases of incompetent and accidental ad-
ministration of drugs constitute the “human
factor”.

&5

3acTocyBaHHA GpapMaKonoriyHvx npenaparis nepebyBae Ha Miky NOMYNAPHOCTI B CyYacHin
MeaunLMHI. 3HauHa KiNbKiCTb AK B/ICHE NpenaparTis, TaK i Aiana3oH iX KNiHIYHOro Npru3HayvYeHHA Ha
¢OHI rOTOBHOCTI NiKapsa Npr3HaYyaTyh NikK, @ XBOPOTo — iX NpuiiMaTyi CTBOpUIN 6e3npeueieHTHO
CNPUATANBI YMOBW AN BUHUKHEHHS 3HAYHOI KiflbKOCTi Pi3HOMaHITHMX NOBGiUHMX peakuin. Taknii
status quo akTyasni3ye HeobOXiAHICTb MOCTIMHOrO NOrMMOGIEHHSA 3HaHb LLOAO LWVMPOKOro Koja nu-
TaHb i3 Takoro po3giny papmakonorii Ak “MNobiuHa gisa nikis”.

Mporpec dpapmakoTepanii Oyab-AKOi XBOPOOU 6e3nocepeHbo 3aNeXnTb Bifl 3HAHb | BMiHb
NpaKkTUKyYoro nikapa igeHTndikyBaTy NO6GIUHI peakLii, NiKyBaT! XBOPUX i3 YCKNAZHEHHAMM
dbapmakoTepanii, 3MeHLyBaTK 1 3an06iraTy BUHUKHEHHIO NOGiYHOT Aii NikiB. OCTaHHE € NPUHLK-
NOBWM Y JliKapCbKil MaiCTePHOCTI.

3 ornsApy Ha Le, HeobXioHO:

" afleKBATHO Mpr3HayaTy GpapMaKosoriyHi 3acobum B KNiHIUHUX yMOBax (KBa3inpodecinHux,
npodeciiHMx) 3 ypaxyBaHHAM MOCTINHO MOHOB/IIOBAHNX BiJOMOCTeN i3 po3ainy “MNMobiuHa
nis nikis”;

= BOJIOAITV METOAAaMM 3anobiraHHs BUHUKHEHHIO MOGIYHOT Ail NiKiB;

" 33CBOITM NPUHLMNU GAPMAKOONYHOIo Harfsay 3a BMKOPUCTAHHAM JiKiB i MpoBefeH-
HAl MOHITOPUHTY X MO6GIYHOT Ail BigNoOBiAHO fO BMMOr BcecBiTHbOI OpraHisaLii OXOpoHM
3popoB’a (BOO3).

&5

The use of pharmacological products is at the peak of popularity in modern medicine. Fa-
vorable conditions for the emergence of a significant number of various adverse reactions are
created by a large number of medications, a large possibility of their clinical prescription, the
readiness of the doctor to prescribe many drugs, the willingness of the patient to take many
medications. This increases the necessity to study the issues of “Side Effects of Medications” as a
section of pharmacology.

Progress in the pharmacotherapy of any disease directly depends on the knowledge and
skills of the practitioner to identify adverse reactions, to treat patients with complications of
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pharmacotherapy, to reduce and prevent the occurrence of adverse effects of medications. The
latter is essential for the doctor’s skills.
Considering the above mentioned, it is necessary to:
= master the skills of adequate prescription of pharmacological agents in clinical conditions,
taking into account the constantly updating data of the section “Side Effects of Medica-
tions”;
= master the methods for prevention of side effects of medications;
= acquire knowledge of the principles of pharmacovigilance for the use of drugs and moni-
toring their side effects in accordance with the requirements of the World Health Organi-
zation (WHO).
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Po3gin 1.2

Knacndikauyia Ta mexaHisMmy BUHNKHEHHA
no6GiyHNX peakuin Ha nikapcbKi 3acobm

Chapter 1.2

Classification and mechanisms of adverse

1.2.1. IcTopis npo6nemn

B [cTOpis 3aCTOCYBaHHA NiKAPCbKKX 3ac006iB,
BipOrifHO, CAra€ yacy BUHUKHEHHA NIOACHKOI
umBinisauii. BignosigHo, NobiuHa Aia 3acTo-
CyBaHHA NiKapcbKmx 3acobiB Mana micle Bxe
B rMMOOKY AaBHWUHY. HeraTMBHUIA ynnus ne.-
HUX NiKiB cnocTepirany AK 3Haxapi, uinuteni
1 [aBHi nikapi, Tak i cami xBopi. YTim, Linkom
3aKOHOMIPHO, WO B Ti Yacu Ui BMJIBU HE MO-
My 6yTn npeaMeToM LinecnpsmMoBaHUX [o-
CnigeHb.

= Bxe 3a vaciB linnokpata 6yno Bigomo, wWo
NiKapcbKi 3aco6u 3a 0fHMX OOCTaBUH 3abe3-
neuyioTb GaxkaHy NiKyBanbHy Aito, @ 3a iHLWKX,
BUKNUKalOTb HebaxkaHi edekTu, AKi noripuy-
I0Tb CTaH 340POB’A NIOANHN.

B HaykoBe gocnigkeHHs Uiei npobnemu 6yno
3anoyvaTkoBaHo B 1881 p., konn B HimeuunHi
BuwWna npays “MobivHa gia npenapatis”

= 80-90 pp. XIX cTOniTTA XapakTepusyTbcA
3HAYHMM MOCWIEHHAM iHTepecy nikapiB Ao
NUTaHb MPOTUMOKa3aHb ANA MPU3HAYEeHHA
Me[KAMEHTIB.

= Ha kiHeub XIX cTonittA B megnyHomy ce-
pepoBuLi cdopmMyBanacs ctana AyMKa LWomo
HeoObXigHOCTI 4O6OPY KOHKPETHMX NiKiB Y Bif-
noBiOHIN 003 AnA okpemoi noauHu, To6To
Jobopy iHaMBigyanbHOI fo3Mu.

B Y 1901 p. pocincbkmn nikap 0. A. ApkiH
3BEPHYB YyBary, WO Mpu BTUPaHHI cipyaHo-
PTYTHOI Masi y XBOPOro ofAHOYacHO 3 BUCUN-
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drug reactions

1.2.1. History of the problem

B The history of the use of drugs probably
stems from the origination of human civiliza-
tion. Accordingly, the adverse effect of drugs
has taken place in antiquity. The negative ef-
fect of certain drugs has been observed by
both healers and ancient doctors, as well as
patients. However, it is quite natural that in
those days these influences could not be the
subject of focused research.

= At the time of Hippocrates, it was already
known that drugs under certain circumstanc-
es provide a desired therapeutic effect. In
other cases, they can cause unwanted effects
damaging the human health.

B The research of this problem was estab-
lished in 1881, when the study “Side effects of
medications” was published in Germany.

= The eighties and nineties of the 19th cen-
tury are characterized by doctors’ increased
interest to the issues of contraindications for
medicines prescription.

= By the end of the 19th century, the doctors
developed a steady conviction that particular
medications in the specific dose for each par-
ticular person had to be selected.

B In 1901, the Russian doctor Yu. A. Arkin
drew attention to the fact that while embro-
cating sulfuric-mercury ointment to the pa-



KO 3'ABAANNCA TAXKKI CUMNTOMW ypaxKeHHs
BCbOrO OpraHi3my.

= 0. A. ApKiH BNC/IOBMB JYMKY, WO LA peak-
LiA 3yMOBJIeHa NiKapCbKOK PEYOBMHOI, a
BUCKM — NMLIE OAVH i3 CUMNTOMIB TaK 3BaHOI
MeOUKaMeHmMOo3HoI Xxgopobu.

= CnoyvaTKy BUEHHs PO HebaxKaHi edekTu ni-
KapCbKIX 3aC00iB BVHUKIIO AK YABNEHHSA MPO
Me[VKAMEHTO3Hi BMCUMNAHHA, CMPUYNHEHI 3a-
CTOCYBAHHAM Mpenapartis pTyTi il 6pomy.

B 3 1950 p. TepMiH “MeOuUKamMeHMO3Ha X80-
poba” BUKOPUCTOBYIOTb ANA OMUCY BCiX He-
6axaHVx edeKTiB 3acTOCyBaHHA JNliKapCbKUX
3acobiB.

B 33 BM3HauyeHHAM akagemika €. M. TapeeBa
(1968 p.):

= [lobiyHa 0is niKie — Ue KOMMNEKC MeaunKa-
MEHTO3HUX CUHAPOMIB abo cknagHe ATPoO-
reHHe 3aXBOPIOBAHHS, MOBHUI OOCAr AKOro
B MOr0 Cy4aCHOMY BUIMALI BaXXKO OXOMUTW,
ane BMBYATM MOro MOTPIGHO 3a TMMU X PO3-
Ainamu, Wo 1 6yab-siKy MOLIMPEHY XBOPOOY,
BKJIlOYaOUYM €TIONOrilo, enigemionorito, nato-
reHes, MaToONOriyHy aHaTOMIlO, KMiHiKy, nepe-
6ir, MOEAHAHHA 3 IHWUMKN 3aXBOPIOBAHHAMUY,
HacnigKky, aiarHos i andepeHuinHniA giarHos,
NiKyBaHHs, NpodinakTuKy, cowianbHO-TirieHiu-
Hi acnekTu.

= TepmiHOM “Ampo2eHHi 3axe8opto8dHHA" no-
3Hauvanu xBopobu, BUK/MKaHI Nikapem, niky-
BaHHAM, MeAUKaMEHTO3HVMMM 3acobamu 30-
Kpema.

B |3 yacOM BUMKOPUCTAHHA TepMiHa “Mepgu-
KaMeHTO3Ha XBOpO06a” AK CMHOHIMa TepMiHa
“nobiuHa [iA  MeaVKaMeHTO3HOro 3acoby”
6yno BM3HAHO HEAEOHTONOMYHUM, OCKINbKY
uer TepMiH iMANILWTHO BKasyBaB Ha MOABY
[00aTKOBOI OKpeMoi XBOPO6W, 3yMOBNEHOT
Aiamun nikaps.

= BnacHe TepmiHOM “nob6iyHa Ois nikig" ctann
No3HauyaTn HebaXkaHi ePeKTn MeIKaMeHTO3-
HUX 3aC06iB, 3aCTOCOBAHNX Yy NiKyBaNbHUX [jO-
3ax.

= 3aNIeXKHO  Bi MOXOMXKEHHHA, JNoKanisauii,
YNVBY Ha OPraHiam MoXe NpoABAATMCA Pi3-
Ha dapMaKosoriyHa s NikapCbKurx 3acobiB.

tient with rash, the severe symptoms of dam-
age to the whole body appeared at the same
time.

= Yu. A. Arkin expressed the opinion that this
disease was caused by a medical substance,
and rash was just one of the symptoms of the
so-called medicinal disease.

= At the beginning, the doctrine of undesir-
able effects of drugs developed as an idea of
medical rash due to the use of mercury and
bromine preparations.

B Since 1950, the term “medicinal disease”
has been used to describe all undesirable ef-
fects of the use of drugs.

B In 1968, according to the definition of aca-
demician Ye. M. Tareiev:

= Side effect of drugs is a complex of drug-in-
duced syndromes or an iatrogenic disease,
the full scope of which in its current form is
difficult to cover, but it is necessary to study it
according to the same principles as any com-
mon disease, including etiology, epidemiolo-
gy, pathogenesis, pathological anatomy, clin-
ical course, combination with other diseases,
consequences, diagnosis and differential di-
agnosis, treatment, prevention, social and hy-
gienic aspects.

= The term “jatrogenic diseases” refers to ill-
nesses caused by doctor, treatment, including
medications.

B Subsequently, the use of the term “medic-
inal illness” as a synonym to the term “side
effect of a medication” was recognized as
non-deontological, since it implicitly indicat-
ed the occurrence of additional individual
disease as a result of the doctor’s actions.

= The very term “side effect of a medication”
refers to the undesirable effects of drugs used
in therapeutic doses.

= Depending on the origin, location, influ-

ence on the body, different pharmacological
action of drugs may be manifested.
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= BignoBigHo, 20/108Ha abo ocHosHa 0id ni-
KapCbKOro 3acoby — uUe fid, 3aBAsKu AKil
JocaraeTbca dapmakonoriuyHnii epekt. Pos-
Pi3HAIOTb TaKOX 000amkosi ehekmu: iHOUpe-
pEeHMHI, mepanesmu4HO KOPUCHi N HebaXXaHi,
a B 6araTbox BMMafilkax HaBiTb 3arpo3nuBi and
3[0POB'sA, TOOTO NOBIYHI.

= Lli HIOaHCKM 3ymMOBWAM MOABY TepMiHa “He-
cnpusamsiugi nobiyHi Oii".

= Big3Hauanocd, wWo BUMagKM Mo6GiuHOT Al
BKJTIOUAOTb: TOKCUYHI peakuil, aneprito, ne-
peno3yBaHHA, MOABY 3afeXXHOCTI Bif niKiB,
HeraTVBHY B3aEMOZIl0 3 iHWKMW npenapara-
MW, CUMNTOMW PIi3KOi BigMIHW npuiomy fi-
KapCbKKX 3acobiB, BifCyTHICTb NiKyBaJIbHOrO
edekTy.

W [lo6iuHii Aii nikiB ctanu npuainaTM Ha-
NeXKHY yBary W BMW3HABaTWM HAyKOBY 3Hauy-
WicTb Ui€l nNpobnemn nulie MoynHalun 3
Aes'AHOCTMX pokiB XX cToniTTa. HUHI mixHa-
POAHI eKcnepTy BU3HAKOTb MPIOPUTET OLIHKK
6e3nekn dapmareHTiB Npu BUBYEHi JliKap-
CbKUX 3aCobiB.

B Y 1968 p. BOO3 6yna cTBOpeHa nporpama 3
Mi>KHapOA4HOIr0 MOHITOPUHTY NiKapCbKKX npe-
napatie (NMMMJIM), meTa AKOI — MOHITOPUHT
6e3nekn NikapcbKux 3acobiB, BUABMIEHHS Ta
aHasi3 HOBUX AaHMX WOAO MNOGIUHMX peaKuil,
oTprMaHux 3i 3BiTiB BOO3, nprcBAveHmx 6es-
newui 3acTOCyBaHHA MNpenapaTtiB OKpeMnmu
nauieHTamu. TakmMi Nigxig CBigUUTb MPO Bak-
NUBICTb | HEOobXiAHICTb nopanblIoro [oci-
IPKEeHHA npobnemu 6e3neyHoCTi NiKiB.

B Hag3snuyamHOI BaXkNMBOCTI  ANA  KOXKHOI
KpaiHu HabyBae nuTaHHA YHKUIOHYBaHHA
hapmakonoz2iuHo20 Haenady - AepKaBHOT
cuctemn 360py, HayKOBOI OUIHKMA 1 KOHT-
ponto iHbopMaLii woao nobiuHoi peakuii/ail
NiKapCbKUX 3acobiB 3 METOI NPUNHATTA Big-
NOBIAHMX pilleHb Ha eTani iIX KAiHiYHOoro go-
CNig»KeHHA | MegMyHOro 3aCToCyBaHHA 3rifHO
3 UMHHVM 3aKOHOJAaBCTBOM.

B [lo rofoBHUX, AaNieKuX Bif OCTAaTOYHOrO
PO3B'sI3aHHA, MPO6NeM CYyUYacHOCTI HanexaTb
CTaTUCTUKa 1 NigpaxyHOK nobiyHoi Aii nikap-
CbKIX 3acobiB. Lle 3ymoBneHo Tm, wo 6inb-
WiCTb NOGIYHUX PeaKLil 3aNNLLATbCA HEPO3-
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= Accordingly, the main effect of the medici-
nal product is the action through which the
pharmacological effect is achieved. One can
also distinguish additional effects: indifferent,
therapeutically useful and undesirable, and in
some cases even health threatening, that is,
side effects.

= These nuances led to the emergence of the
term“adverse side effects”.

= [t was noted that cases of side effects in-
clude: toxic reactions, allergies, overdose,
drug dependence, negative interaction with
other drugs, symptoms of abrupt withdrawal
of medication, lack of therapeutic effect.

B Side effects of medications began to re-
ceive due attention, and the scientific sig-
nificance of this problem was admitted only
since the nineties of the 20th century. At pres-
ent, international experts recognize the prior-
ity of assessing the safety of pharmacological
agents in the study of medicinal products.

B In 1968, the WHO established a program
for the international monitoring of medicinal
products (PIMMP), the purpose of which is
to monitor the safety of medicinal products,
to identify and analyze data on new adverse
reactions, obtained from WHO reports on
the safety of the use of drugs by individual
patients. This approach demonstrates the im-
portance and need for further research into
the safety of medicines.

B Of particular importance for each country
is the issue of the pharmacological surveil-
lance functioning - this is a state system for
collection, scientific evaluation and control of
information on adverse reactions / actions of
medicinal products with a view to making ap-
propriate decisions at the stage of their clini-
cal research and medical application in accor-
dance with the current legislation.

B The main, far from the final solution, prob-
lems of the present include statistics and cal-
culating the cases of side effects of medica-
tions. This is due to the fact that most adverse
reactions remain unrecognized, unproven



nisHaHUMK, He JoBefAeHMMU 1A/abo Takumu,
O He MOBIJOMAAKTLCA NiKapAMU B LIEHTPU
MOHITOPVHIY 3a No6iYHOI0 Ai€to NiKiB.

= HuHi KOMITETM KOHTPOJIIO 33 MOGIYHOLO Ai€l0
nikiB GyHKLiOHYOTb y 6aratbox KpaiHax CBiTy.
= [lepCneKTNBHUM HaMpPAMOM € CTBOPEHHSA
BCECBITHbOI KOMM'IOTEPU30BAHHOI CUCTEMMU
CMOBILLEHHA | KOHTPOJO 3a MOGIUHOW [i€to
nikie. MopibHa cuctema - “Med Watch” — Bxe
po3pobneHa i ycniwHo gie B CLUA.

1.2.2. OCHOBHi NOHATTA
i TepMiHKN
BaxnnBo onepyBaTtn afekBaTHOK TepMi-
HONOTI€El0.

Y cyvacHin ¢papmakonorii
BUKOPUCTOBYIOTb
TaKi TepMiHK:

and / or not reported by doctors to the ad-
verse drug monitoring centers.

= Committees for the control of drug side ef-
fects currently function in many countries of
the world.

= A promising trend is to create a worldwide
computerized system for alerting and con-
trolling side effects. A similar system - “Med
Watch” - has already been developed and
successfully operates in the USA.

1.2.2. Concepts
and terminology
(3 1tis important to operate adequate termi-
nology.

In modern pharmacology,
the following terms
are used:

JlikapcobKuli 3aci6é / npenapam / niku

= flikapCbKa pPevyoBUHA Y BU3HAUEHIN NikapcbKin ¢pop-

Mi, O3BOJIEHA JO MeANYHOIO 3aCTOCYBaHHS.

Medicinal product / medication /drug

= a medicinal substance in a prescribed dosage form

that is authorized for medical use.

be3neyHicmb / HewKionusicmo

= BiICYTHICTb CEpPIO3HNX i HenepeabaueHUx No6iYHKX

peakuin/edpeKTiB NpW KNiHIYHUX [OCHIgKEHHAX abo
Me[MIKaMeHTO3HOMY 3aCTOCYBaHHI npenapary, CriBBij-
HOLUEHHA AKWX BiAMOBIJAE KpUTEPIlD “KOPUCTb/WKIf-

NINBICTD".
= the absence of serious and unforeseen adverse re-

Safety / harmlessness

actions/actions in clinical trials or medicinal use of the
drug, which corresponds to the “benefit / harm” crite-

rion.

MMo6iyHa disa

= O6yab-AKa Heba)kaHa peakuis, 3yMoB/ieHa dapmako-

NOTiYHVMM BNIACTUBOCTAMY NIKapCbKOro 3acoby Ta fAka
CroOCTePIraETbCA NPV BXMBaHHI B J03aX, peKOMeH[Jo-
BaHUX ANA MeANYHOrO 3aCTOCYBaHHA.

Side effect

= any undesirable reaction due to the pharmacologi-

cal properties of the medicinal product. It is observed
in administration at doses, recommended for medical

use.
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