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Opioid dependence remains a serious medical and social problem worldwide, as it is associated with a high risk
of relapse, the development of infectious complications, and increased mortality. This article provides an overview
of current pharmacological strategies for managing this condition, including replacement maintenance therapy, the
use of agonists, partial agonists, and opioid receptor antagonists. The effectiveness of monotherapy and combined
treatment approaches is discussed, along with the latest drug formulations, including implants and prolonged-re-
lease preparations. A comparative analysis of the safety and tolerability of various drugs is presented, and the im-
portance of psychosocial support within comprehensive treatment is emphasized. Current advances in the pharma-
cotherapy of opioid dependence focus on the introduction of prolonged-release agonists, depot formulations, and
implants. Notably, the buprenorphine implant (Probuphine®) maintains a stable plasma concentration of the active
substance for six months, significantly reducing the likelihood of relapse. Concurrently, research is ongoing on drugs
with a combined mechanism of action, such as NMDA receptor antagonists and modulators of the glutamatergic
system, which may enhance the effectiveness of replacement therapy and improve cognitive function in patients.
When selecting a specific pharmacological agent, clinicians must consider the patient’s clinical condition, prior treat-
ment experience, and level of therapeutic adherence, as well as the drug’s mechanism of action, duration of effect,
and side-effect profile. Current evidence indicates that combining pharmacological and psychosocial approaches

improves treatment outcomes and contributes to sustained remission.
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bined therapy, pharmacological innovations.

Connection of the publication with planned re-
search work.

The scientific work was carried out in accordance
with the plan of the Department of Social Medicine,
Public Health, and Health Care Management of Dnipro
State Medical University on the topic: “Scientific justifi-
cation of strategies for preserving and restoring public
health through influencing the determinants of health
care system effectiveness,” state registration number
0123U104849.

Introduction.

Opioid dependence remains one of the most serious
medical and social problems in modern society, accom-
panied by high levels of mortality, disability, and the
spread of infectious diseases, particularly HIV and hepa-
titis C. Despite a long history of research and treatment
of this pathology, effectively overcoming the opioid crisis
remains a global challenge for health care systems [1, 2].

The current paradigm for treating opioid dependence
is based on the principles of evidence-based medicine,
which involves the use of pharmacological agents with
proven efficacy and safety. An important place among
them is occupied by substitution maintenance therapy
(SMT), which is based on the use of agonists and partial
agonists of opioid receptors. At the same time, in recent
years, there has been growing interest in innovative ap-
proaches such as prolonged-release depot preparations,
combination formulas (buprenorphine/naloxone), sub-
cutaneous implants, and integrated treatment models
that combine pharmacotherapy with psychosocial sup-
port [3, 4].

The development of evidence-based pharmaco-
therapy in this field is aimed not only at eliminating
withdrawal symptoms or reducing cravings for narcotic
substances, but also at achieving stable remission, re-
ducing the risk of relapse, and restoring the patient’s

social adaptation. In this context, the urgent task is to
systematize current data on the effectiveness of various
pharmacological strategies and evaluate their potential
benefits in clinical practice [5].

The aim of the study.

To summarize evidence on the effectiveness and lat-
est developments in pharmacological approaches to the
treatment of opioid dependence, as well as to identify
prospects for the development of innovative drugs and
combined strategies in modern narcological practice.

Object and research methods.

The study is review-analytical and based on a system-
atic analysis of scientific sources, clinical recommenda-
tions, and evidence-based studies on pharmacological
approaches to the treatment of opioid dependence. The
search for information was conducted in the PubMed,
Scopus, Web of Science, and Cochrane Library databas-
es, as well as in national resources such as the National
Medical Library of Ukraine and the electronic archives
of leading medical universities. Publications were select-
ed using the following keywords: “opioid dependence,”
“medication-assisted treatment,” “buprenorphine,”
“methadone,” “naltrexone,” “substitution therapy,” and
“harm reduction.” The analysis included materials from
randomized controlled trials, systematic reviews, me-
ta-analyses, and official clinical guidelines. Particular
attention was paid to studies that examined the effec-
tiveness, safety, and new directions in the development
of pharmacotherapy for opioid dependence.

The methodological basis of the study consisted of:
an analytical method for critical generalization of current
data and identification of trends in the development of
SMT; a comparative method for comparing the effec-
tiveness of mono- and combination therapy; a system-
atic approach for integrating pharmacological, clinical,
and social aspects of treatment; and descriptive analysis
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for presenting the results in the form of summary tables
and conclusions.

The reliability of the analytical conclusions was en-
sured by selecting sources with a high level of evidence
(level of evidence A-B) in accordance with the criteria
of the Oxford Centre for Evidence-Based Medicine [6-9].

Main part.

Principles of substitution maintenance therapy for
opioid dependence.

Substitution maintenance therapy (SMT) is the lead-
ing and scientifically proven method of treating opioid
dependence, aimed at stabilizing the patient’s psy-
cho-emotional state, reducing cravings for drugs, and
preventing relapses. The main goal of SMT is not to com-
pletely stop opioid use at the initial stage, but to replace
illegal short-acting opioids with controlled pharmacolog-
ical drugs with a longer duration of action and a known
safety and efficacy profile [3, 10, 11].

The pharmacological basis of SMT is the use of ag-
onists or partial agonists of p-opioid receptors, which
prevent the development of withdrawal syndrome and
reduce pathological cravings for psychoactive substanc-
es. This achieves pharmacological stabilization of the
brain’s neurotransmitter systems, primarily the dopa-
minergic system, which is responsible for the formation
of motivational and rewarding responses. Thus, metha-
done, which is a full agonist of p-receptors, provides a
prolonged effect (24-36 hours), suppresses withdrawal
symptoms, and blocks the euphoric effect of other opi-
oids. Buprenorphine, a partial agonist, has a “ceiling”
effect that minimizes the risk of overdose and allows ef-
fective control of drug cravings [12].

SMT is implemented in specialized drug treatment
facilities under medical supervision. The main principles
of its implementation are:

1. Individualization of therapy. The choice of drug,
dose, and regimen is made taking into account the dura-
tion of addiction, somatic condition, level of tolerance to
opioids, and mental status of the patient.

2. Controllability and safety. SMT drugs (methadone,
buprenorphine, combined buprenorphine/naltrexone)
are dispensed under the supervision of medical person-
nel, which minimizes the risks of non-medical use.

3. Continuity of treatment. Maintenance therapy
should continue for a sufficient period, ranging from
several months to several years, to achieve sustained re-
mission. Premature discontinuation of treatment often
leads to relapse.

4. Comprehensive approach. SMT is effective only
when pharmacological treatment is combined with psy-
chotherapy, social rehabilitation, and preventive mea-
sures against HIV, hepatitis, and other infectious diseas-
es.

SMT has proven its effectiveness in numerous ran-
domized clinical trials, contributing to a reduction in
mortality among people with opioid dependence, a de-
crease in the risk of HIV and hepatitis transmission, and
improved social adaptation of patients. In the EU and
North America, this approach is considered the stan-
dard of care for opioid dependence. In Ukraine, SMT has
been in place since 2004 and now covers thousands of
patients, but the issue of expanding access to programs,
overcoming stigma, and increasing integration with the
primary health care system remains relevant [13].

Substitution therapy is based on the principles of
humanity, non-discrimination, and the patient’s right to
medical care. Ethical principles require voluntary patient
participation in the program, informed consent, and con-
fidentiality of the data obtained. At the same time, the
regulatory framework regulates the control of the circu-
lation of SMT drugs, preventing their illegal use [11].

Mechanisms of action, efficacy, and current trends in
pharmacological treatments for opioid dependence.

Pharmacotherapy for opioid dependence is based
on the use of drugs that interact with opioid receptors
in the central nervous system, modulating their activity
and thus reducing pathological cravings for drugs. The
main areas of pharmacological intervention are replace-
ment maintenance therapy (agonists and partial ago-
nists) and antagonist therapy, which blocks the effects
of opioids.

Methadone is a synthetic full agonist of p-opioid re-
ceptors, which provides a prolonged effect (24-36 hours)
and high bioavailability when taken orally. Its pharma-
cological action consists of: suppression of withdrawal
symptoms, reduction of cravings for heroin and other
opioids, and blocking of the euphoric effects of illegal
drug use. The drug is metabolized in the liver by the
CYP3A4 and CYP2D6 isoenzymes, which require indi-
vidual dose selection based on the patient’s pharma-
cokinetic characteristics. The therapeutic dose usually
ranges from 60 to 120 mg per day. When used correctly,
the drug does not cause significant cognitive impairment
and allows patients to lead a socially active life [14].

Buprenorphine is a partial agonist of p-receptors
and an antagonist of k-receptors. Due to its “ceiling” ef-
fect, it has a lower risk of overdose and respiratory de-
pression compared to methadone. Its pharmacological
properties provide mild relief of withdrawal symptoms,
stabilization of the patient’s condition, and reduction
of drug cravings. The drug is mainly used in the form of
sublingual tablets or films in doses of 4-16 mg/day. The
advantage of buprenorphine is the possibility of gradu-
ally reducing the dose without pronounced withdrawal
symptoms, which contributes to long-term remission
[15, 16].

Combination of buprenorphine and naloxone was
created to prevent non-medical use. Naloxone has no
pharmacological activity when taken sublingually, but
when injected, it blocks the action of buprenorphine,
causing withdrawal symptoms. Thus, the drug reduces
the risk of abuse and is a safer option for outpatient
therapy. This combination has shown high efficacy in
maintaining remission and reducing relapse rates in pa-
tients with long-term addiction.

Naltrexone is a competitive antagonist of p-opioid
receptors that blocks the effects of endogenous and
exogenous opioids without causing euphoria or depen-
dence. Its use is indicated for patients who have already
undergone detoxification and do not have physical de-
pendence. Its main mechanism of action is to suppress
the positive reinforcement associated with drug use,
which helps to reduce the risk of relapse. In recent years,
prolonged-release naltrexone, injectable depot prepa-
rations that provide 1-month efficacy, have been intro-
duced. This increases patient adherence to therapy and
minimizes the risk of self-discontinuation of treatment
[17].

Innovative pharmacological solutions.
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Current trends in the development of pharmaco-
therapy for opioid dependence focus on the creation of
prolonged forms of agonists, depot preparations, and
implants. In particular, the buprenorphine implant (Pro-
buphine®) provides a stable concentration of the drug
in the blood for 6 months, which significantly reduces
the risk of relapse. In addition, research is underway on
drugs with a combined mechanism of action that com-
bines NMDA receptor antagonism with modulation of
the glutamatergic system, which can potentiate the ef-
fects of replacement therapy and improve patients’ cog-
nitive functioning. The choice of pharmacological agent
should be based on the patient’s clinical condition, pre-
vious treatment experience, and level of adherence to
therapy, taking into account the mechanism of action,
duration, and side effects of the drugs (table 1).

According to meta-analyses (Mattick et al., Volkow
& Blanco), methadone demonstrates the highest effica-
cy in reducing illicit opioid use and retaining patients in
treatment programs, while buprenorphine has a better
safety and tolerability profile. Naltrexone is an effective
means of preventing relapse, but requires high patient
motivation [17, 18].

Features of mono- and combination therapy for opi-
oid dependence.

The treatment of opioid dependence is based on two
main paradigms: pharmacological (monotherapy) and
multimodal (combination). Monotherapy involves the
use of a single pharmacological agent (most often meth-
adone, buprenorphine, or naltrexone) to relieve with-
drawal symptoms, reduce opioid cravings, and prevent
relapse. Combination therapy includes pharmacological
support combined with psychotherapy, social rehabilita-
tion, cognitive-behavioral methods, and other compo-
nents aimed at long-term remission.

Monotherapy is the most common strategy in the
early stages of substitution treatment. It is based on
the use of a single drug (methadone, buprenorphine, or

naltrexone), depending on the phase of the disease and
the patient’s level of motivation. The main advantages
of monotherapy include ease of use and dosage control,
minimal risk of drug interactions, and the possibility of
standardizing treatment programs. Studies show that
methadone monotherapy is most effective in reduc-
ing illicit opioid use and increasing patient retention in
treatment programs. Buprenorphine monotherapy is
appropriate for individuals with moderate dependence,
particularly in cases of high risk of adverse reactions to
methadone. Naltrexone as a monotherapy is used pri-
marily in the maintenance phase of remission, when
physical dependence has already been overcome.

Combination therapy is based on the integration of
pharmacological [19, 20], psychotherapeutic, and social
interventions [21], which provides a multidimensional
effect on the mechanisms of addiction. This approach
allows for the simultaneous elimination of physiological
withdrawal symptoms, stabilization of emotional state,
and restoration of the patient’s social functioning. Phar-
macological combination therapy involves the use of bu-
prenorphine with naloxone to reduce the risk of abuse,
sequential or parallel use of methadone and naltrexone
in the transition from the maintenance phase to relapse
prevention, and combining pharmacotherapy with an-
tidepressants or mood stabilizers in cases of comorbid
mental disorders [22].

The psychosocial component includes cognitive-be-
havioral therapy, motivational counseling, group mutual
aid programs (e.g., “12 steps”), as well as social reinte-
gration measures such as employment, restoration of
family relationships, and medical and legal support.

The combined approach has several proven advan-
tages, including increased adherence to treatment, re-
duced relapse rates, improved psychosocial adaptation,
and the achievement of long-term remission. At the
same time, the implementation of combined therapy re-
quires resources, interdisciplinary cooperation (narcol-

Table 1 — Main pharmacological agents used in the treatment of opioid dependence

Dosage form

Drug Pharmacological Mechanism of action |/ Route of ad- Durat!on of Advantages Cont_ra|nd|cat|ons/
group S . action Side effects
ministration
Activates p-receptors, High efficacy; Risk of overdc_)sef
. : L QT prolongation;
Full agonist of suppresses withdraw- | Tablets, oral stable action; )
Methadone A . 24-36 hours ) withdrawal syn-
u-opioid receptors | al symptoms, blocks solution reduced risk of d
A ) rome upon abrupt
heroin euphoria relapse di . .
iscontinuation
. Less effective in
. . Lower risk of .
. . Partially activates . severe cases; risk
Partial agonist of Sublingual overdose; good )
. u-receptors, blocks eu- - . of withdrawal
Buprenorphine | p-receptors, antag- : . = | tablets, films, | 24-60 hours| safety profile;
. phoria, reduces opioid | . o syndrome when
onist of k-receptors| ] implants possibility of ) .
cravings - combined with
outpatient use .
other opioids
Unsuitable for use in
Buprenorphine reduces Lower risk of cases of hypersen-
Buprenorphine/| Partial agonist + cravings; naloxone Sublingual 24-48 hours abuse; safe for sitivity to compo-
Naloxone antagonist blocks euphoria from | tablets, films outpatient treat- | nents; possible with-|
injection abuse ment drawal symptoms
upon injection
) Blocks opioid recep- Tablets, 24-72 hours Non-addictive; ef- quuwes detomﬁ_ca-.
Antagonist of S prolonged-ac- | (oral), up - tion before starting;
Naltrexone > tors, eliminates eupho- | . fective for relapse
u-opioid receptors | . - tion (depot) |to 30 days . low adherence to
ria from opioids o prevention
injections (depot) therapy
Probunhine Gradually releases bu- | Subcutaneous Convenience:
P . Partial agonist of | prenorphine from the |implant Up to 180 ! .| High cost; need for
(buprenorphine : PR . stable drug levels; ;
h u-receptors implant, maintaining a | (duration 6 days : surgical placement
implant) . low risk of relapse
stable concentration months)
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Table 2 — Comparative characteristics of mono- and combined pharmacotherapy for opioid dependence

Comparison criterion
naltrexone)

Monotherapy (methadone, buprenorphine,

Combination therapy (buprenorphine/naloxone,
SMT + psychosocial support)

Mechanism of action

Effect on opioid receptors (agonists or antagonists),
stabilization of neurochemical balance

Combination of pharmacological effect with
blockade of euphoric action and support of
motivation

Effectiveness in reducing
cravings

High with adequate dosage, but risk of tolerance

Higher due to the synergy of drug effects and
psychosocial methods

Risk of relapse after
discontinuation

High, especially with short-term treatment

Reduced due to combined influence on psycho-
physiological factors

Side effects effect, dose dependence

Possible sleep disturbances, constipation, sedative

Usually milder manifestations; lower risk of drug
misuse

Adherence to treatment | .
nists

Moderate, reduced with monotherapy with antago-

Higher, especially when using combinations or
long-acting formulations

Innovative solutions

Prolonged buprenorphine injections, implants

Combined formulations (buprenorphine/nalox-
one), integration with psychotherapy

Clinical evidence (level of

evidence) AB

A (Cochrane, WHO, NIDA)

Overall effectiveness High with long-term use

Very high with a multidisciplinary approach

ogist, psychiatrist, psychologist, social worker), and ad-
herence to uniform treatment protocols. Stigmatization
of patients remains a significant problem, which may re-
duce their willingness to participate in programs. At the
same time, combined therapy is the most rational ap-
proach to the treatment of opioid dependence, ensuring
not only biological stabilization but also the restoration
of the patient’s social functioning (table 2).

Monotherapy (in particular, methadone or buprenor-
phine substitution therapy) remains the gold standard
for basic treatment of opioid dependence according to
the recommendations of the WHO (2021) and SAMHSA
(2023). It reduces the intensity of withdrawal symptoms
and drug cravings, normalizes the functioning of the
central nervous system, improves retention in treatment
programs (up to 60-80% after 6 months), and reduces
the risk of HIV/hepatitis infection and mortality.

However, monotherapy has limitations, especially
when opioid dependence is combined with psychiatric
disorders or social maladaptive factors. According to Co-
chrane meta-analyses (2022), 30-40% of patients experi-
ence relapse within one year after discontinuation of the
medication, and the level of social integration remains
low [23].

Combined approaches, integrating pharmacothera-
py with psychosocial interventions (motivational coun-
seling, cognitive-behavioral therapy, group support),
have demonstrated higher clinical efficacy. Retention in
treatment programs increases to 85-90%; relapse rates
decrease by 25-40%; patients’ quality of life improves
according to WHOQOL-BREF and SF-36 scales; social
reintegration (employment, restoration of family rela-
tionships) reaches 50-60%. Key examples of combined
strategies include the pharmacological combination bu-
prenorphine/naloxone (Suboxone®), which reduces the
risk of misuse and enhances safety. A multimodal SMT
approach (psychotherapy/rehabilitation programs) has
been shown to reduce mortality by 50-60% (NIDA, 2022)
[21, 24].

Moreover, systematic reviews (Mattick et al., Co-
chrane Database) have confirmed that the combina-
tion of pharmacological and psychosocial components
demonstrates the highest level of evidence (A), provid-
ing stable clinical outcomes even in patients with co-
morbid conditions (depression, anxiety disorders, alco-
holism) [25].

It has been shown that there is a need to continue
research on innovative directions in SMT, specifically,
its further development depends on the integration of
clinical innovations, interagency collaboration, and gov-
ernmental support for addiction treatment programs.
Contemporary pharmacological therapy for opioid de-
pendence represents an effective, scientifically substan-
tiated, and socially significant tool in addressing one of
the most pressing public health challenges.

Conclusions.

Opioid dependence is a complex, multifactorial dis-
order that requires a systematic, evidence-based, and
interdisciplinary approach to treatment. Pharmacother-
apy occupies a leading role in contemporary addiction
medicine, particularly replacement maintenance ther-
apy, which has demonstrated effectiveness in reduc-
ing mortality, preventing infectious complications, and
restoring patients’ social status. Its core principles are
based on the use of opioid receptor agonists and partial
agonists (methadone, buprenorphine), which stabilize
the patient’s condition and prevent the development of
withdrawal syndrome. Combined formulations, such as
buprenorphine/naloxone, enhance the safety of thera-
py, while the use of antagonists (naltrexone) is an effec-
tive measure for relapse prevention after completion of
maintenance treatment.

Comparative analyses indicate that therapeutic effec-
tiveness is significantly increased when pharmacological
and psychosocial interventions are integrated, allowing
simultaneous targeting of neurobiological, behavioral,
and social aspects of dependence. The combined ap-
proach fosters sustained remission, improves patients’
quality of life, and facilitates their resocialization.

Prospects for further research.

A promising area involves the implementation of in-
tegrated treatment models that combine pharmacother-
apy, psychotherapeutic interventions, and telemedicine
technologies. The use of digital platforms for monitoring
treatment adherence and providing remote counseling
can enhance therapeutic effectiveness and ensure con-
tinuity of care. Additionally, the development of new
drugs with multi-target mechanisms of action — such as
opioid-modulating agents, glutamatergic regulators, and
neuropeptide antagonists — represents a promising ave-
nue, with the potential to complement or replace tradi-
tional agonist-based therapies.
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E®EKTUBHICTb | HOBITHI MOX/INBOCTI JOKA3OBUX PAPMAKONOTNYHUX
naxoAis A0 NIKYBAHHA ONMIOIAHOI 3ANTEXXHOCTI

[OHinpoBCbKUiA aeprKaBHUII MeauuHuit yHiBepcuTteT (M. OHinpo, YKpaiHa)
olgamakarenko977 @gmail.com

OnioidHa 3anexHicme | Hadani cmaHosums ceplio3Hy MeOuKo-couianbHy npobsaemy y c8imi, OCKinbKu
CynpoBoOOHYEMbCA BUCOKOK UMOBIpHICMIO peyudusis, po38UMKOM iHPEKYiliHUX YCKAAOHEHb MA 3POCMAHHAM
pisHA cmepmHocmi. Y cmammi npedcmassneHo 024580 Cy4yacHUX (hapmMakono2iYHUx cmpamezili niky8aHHA Ubo2o
CMaHy, 30Kkpema Mmemooie 3amicHOI NidmpumyeasibHoi meparii, 3acCMocy8aHHA a20HiCmMie, YaCMKo8UX a20Hicmie i
aHmazoHicmie onioidHuUXx peuernmopis. Po32aaHymo eghekmugHicms MoHomeparnii ma KoMOiHOBAHUX /iKy8abHUX
nioxo0is, a MAKOX HOBIMHI hopMU NiKAPCbKUX 3ac0bi8, 8KAOYAIOYU IMIAAHMU Ma Npenapamu rnposaoH208aHoI Oii.
lodaHo nopisHANbHUU aHAnI3 NoKa3HUKie 6e3neku U nepeHocuMocmi pi3HUX Npenapamis, d MaKoX nidKpecseHo
3HAYEeHHA [CUXOCouianbHOI MiOMPUMKU Yy KOMIIAEeKCHOMY iKy8aHHI. Cy4yacHuli po3eumok gapmakomepanii
0nioidHoI 3anexHocmi cnpAMoeaHuli Ha B8rpPoBadHeHHA MPOsAOH208AHUX (GOpPM az2oHicmis, dero-npenapamis
ma imnaaHmise. 3o0kpema, imnaaHm 6ynpeHopgiHy (Probuphine®) 3a6e3nevye niompumaHHA cmabinbHO20 pieHsA
0itoYoi pe4oB8UHU 8 Kposi npomsa2om wecmu mMicayie, Wo icmomHo 3HuUMcye liMmogipHicme peyudusis. [apanensHo
mpusarome 00CAIOHEHHA NIKAPCbKUX 3ac06i8 i3 KoMbIHOB8AHUM MexaHi3MoM Oii—aHmazaoHicmie NMDA-peyenmopis
ma mMoOynamopis aaymamamepaiyHoi cucmemu, AKi MOXymb Mocuaoeamu egpekmusHicms 3amicHoi mepanii
ma noKpawyeamu Ko2HimueHi NoKasHUKU nayieHmis. lpu eubip KOHKpemHo20 hapMaKosoeiyHo2o npenapamy
nompibHo spaxosysamu KaiHiYHUli cmaH nayieHma, tio2o nonepedHili 00csio nikysaHHA ma piseHs mepanesmuyHor
MPUXUALHOCMI, @ MAKOXC MexaHi3m Oii, mpusanicme egekmy U npogine nobiyHUx peakuyili. OmpumaHi OaHi
c8i04ame, Wj0 NOEOHAHHA (PAPMAKOAO02IYHUX | CUXOCOYianbHUX nioxodis nidsuwye pesyabmamueHicms iKy8aHHS

ma crpuse docazHeHHo cmilikoi pemicii.

Knwouoei cnoea: onioidHa 3anemHicme, 3amicHa niOMpumMysanbHa meparnis, mMemaooH, bynpeHopaiH,
HAAMPEKCOH, KOMbIHOBAHA meparis, hapmMarkonoziyHi iHHosayii.

38’A30K ny6niKauii 3 n1aHOBUMM HAayKOBO-JoCAiA-
HUMK poboTamu.

HaykoBa poboTa BMKOHaHa 3rigHO niaHy Kadeppu
COUjaNbHOI MeAUUMHW, TPOMALCbKOro 340poB’Aa Ta
yNpaB/iHHA OXOPOHOI 340p0B’A [HinpoBCbKOro Aep-
YKaBHOTO MeAMYHOro yHiBepcuTeTy Ha Temy: «Haykose
0b6r'pyHTYBaHHA CTpaTeriii 36epekeHHs Ta BiAHOBNEHHSA
rPOMaZCbKOro 340pOB’A Yepes BMNAUB Ha AeTepMiHaH-
T ePeKTUBHOCTI CMCTEMU OXOPOHWU 340POB’A», HOMEpP
AepKaBHoi peectpauii 0123U104849.

Bcryn.

OnioigHa 3aneXHiCTb 3a/UWAETbCA OAHIED 3 HaAW-
CepMOo3sHIWnX MeaMKo-coLianbHUX Npobaem cydacHoro
CYCNiNbCTBA, WO CYNPOBOAKYETHCA BUCOKMMMW PIBHAMM
CMepTHOCTI, iHBanian3aLji Ta NowmnpeHHA iHbeKuinHMX
3axBOptoBaHb, 30Kpema BIJ1 ta renatuty C. MNMonpu Tpu-
Ba/ly iCTOpil0 AocnigXeHb i NikyBaHHA Li€l naTonorii,
edeKTMBHE NoA0NaHHA OMioigHOT KPM3K A0Ci CTAHOBUTb
rnobanbHU BUKAWK ONA CUCTEM OXOPOHWM 34,0pOB’A
[1, 2].

Cy4acHa napagurma nikyBaHHA onioigHOI 3anexHo-
CTi I'PYHTYETbCA HA MPUHUMNAX [OKa30BOI MeAULUHMU,
wo nepenbayaloTb BUKOPUCTAHHA HAPMAKOMOFIYHNX
3acobiB i3 goBegeHoto edpeKTUBHICTIO Ta He3neyHicTio.
Baxknmnse micue cepen, HMX MOCIiAAE 3amMicHa NiaTPUMY-
BanbHa Tepanis (3MT), ska 6a3yeTbCA Ha 3aCTOCYyBaHHI
ArOHICTIB Ta YAaCTKOBMX aroHicCTiB ONioigHMX peLenTopiB.
BogHo4yac ocTaHHIMKM pOoKamM 3pOCTAE iHTepecC A0 iHHO-
BaL,iMHUX NiAX0AiB, TAKMX AK NPOJIOHIOBaHI geno-npena-
patu, KombiHoBaHi dopmynun (6ynpeHopdiH/HANOKCOH),
NiAWKIPHI IMNNAHTK Ta IHTErpOBaHi MoAeni NikyBaHHA,
WO NOEAHYIOTb PapmaKkoTepanito 3 McMxocoLliasbHO
niatpumeoto [3, 4].

Po3BuTOK [0Ka3oBOi dapmakroTepanii B Wik ranysi
CNPAMOBAHWUIN He NuLLEe Ha YCYHEHHS CUMMNTOMIB abcTu-
HEeHL,ii Y1 3MEHLUEHHA NOTATY A0 HAPKOTUYHUX PEYOBMUH,
ane i Ha AOCATHEeHHA cTabinbHOI pemicii, 3HUKEHHSA pu-
3MKy peuuauBy Ta BiAHOBNEHHA cOLia/ibHOI aganTaLii
nauieHTa. Y LUbOMYy KOHTEKCTi aKTya/llbHMM 3aBAAHHAM
€ CUCTEMATU3ALLIA CYYACHUX AaHUX WoA0 epeKTUBHOCTI
pi3HMX dapMaKoNOriYHUX CTpaTeriii Ta OLiHKa IXHiX no-
TEHUiMHWX NepeBar y KAiHiYHil npaktuui [5].

MerTa gocnigKeHHs.

Y3aranbHeHHA A0Ka30BUX AaHMX NPO epeKTUBHICTb
i HOBITHIi MOXAMBOCTI dapMaKoNOriYHMX Niaxoais A0
NiKyBaHHA ONiOiAHOI 3aN1€XKHOCTI, @ TAaKOX BM3HAYEHHA
nepcrnekTMB PO3BUTKY iHHOBALiMHUX 3acobiB Ta KOMbi-
HOBAHMX CTPaATeriin y paMKax Cy4acHOi HapKO/OriYHOI
NPaKTUKW.

O6’eKT i meTOaM AOCNIAXKEHHA.

Jocnif)KeHHA Ma€e 0rnagoBoO-aHaNITUYHUA Xapak-
Tep i 6a3yeTbCA Ha CUCTEMATUYHOMY aHani3i HayKOBMX
OyKepes, KMAIHIYHUX pekomeHZauin Ta pesynbTaTiB Ao-
Ka3oBMX AOCAiAKeHb, NPUCBAYEHUX PapMaKONOTriYHMUM
nigxogam [0 NiKyBaHHA ONioigHOI 3anexHocTi. MNowyk
iHpopmau,i 3aificHoBaBcs y 6asax aaHux PubMed,
Scopus, Web of Science, Cochrane Library, a Takox y
TaKMX HALiOHANbHUX pecypcax AK HauioHanbHa meamy-
Ha 6ibnioTeka YKpaiHM Ta eNeKTPOHHI apxiBu nposig-
HUX MeAMYHMX BMWiIB. Biabip nybnikauin nposoamscA
33 TaKMMM KAo4YoBMMKM cnoBamu:“opioid dependence”,
“medication-assisted treatment”, “buprenorphine”,
“methadone”, “naltrexone”, “substitution therapy”,
“harm reduction”. [lo aHani3y BKAOYaAUCA maTepianu,
L0 MICTUNIM pe3yNbTaTU PAaHAOMI30BaHUX KOHTPObOBA-
HUX AOCAIAXeHb, CUCTEMATUYHUX OrNIAAIB, MeTaaHani3is
Ta 0iLiMHNX KNiHIYHMX HacTaHoB. OcobanBa yBara npu-
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ainanaca pobotam, y AKMX po3ragannca epeKkTUBHICTb,
6e3neyHicTb i HOBI HAaNPAMKM PO3BUTKY PpapmaKkoTepanii
onioiaHOI 3a/1eXHOCTI.

MeTogonoriyHa OCHOBa [OCAIAMEHHA CKaafana:
aHaNITUYHUI MeToa, AN KPUTUYHOTO y3arasbHeHHA Cy-
YaCHUX AAHWUX TA BU3HAYeHHA TeHAEHLi po3BuTKy 3MT;
NOPIBHANbHUN MeToZ, ANA 3iCTaBNeHHs epeKTUBHOCTI
MOHO- Ta KOMbiIHOBaHOI Tepanii; cMCTeMHUI nigxig ann
iHTerpauii dapmaKonoriyHnX, KAiHIYHKUX i couianbHUX ac-
MeKTiB NiKyBaHHA Ta AECKPUNTUBHWUI aHani3 aAna npea-
CTaBNEHHA pPe3y/bTaTiB Yy BWUMAAI y3aranbHIOBaJIbHUX
Tabaunub i BACHOBKIB.

JoCTOBipHiCTb aHaNITUYHMX BUCHOBKIB 3a6e3neyvyBa-
Nlacs WASXOM Biabopy AsKepen i3 BUCOKMM piBHEM [0-
Ka30BOCTi (piBeHb A0KasiB A-B) BignoBiaHO A0 KpuTepiis
Oxford Centre for Evidence-Based Medicine [6-9].

OcHOBHa YacTuHa.

MpuHyunu 3amicHoi NiompumyeanseHoi mepanii oni-
0iOHOI 3anexHoCMI.

3amicHa nigTpumyBanbHa Tepania (3MT) e nposia-
HUM Ta HayKOBO OBI'PYHTOBAHWM METOAOM J/liKyBaHHA
onioigHOI 3aneXHoCTi, cnpAMoBaHMM Ha cTabinisauito
NCUXOEMOLIMHOro CTaHy NaLi€HTa, 3MEHLWEeHHA TATOTiH-
HA 10 HAPKOTMYHMX 3acobiB i NPOdiNaKTUKY peunamsis.
OcHoBHa meTa 3T nonArae He y NOBHOMY NPUMNUHEHHI
BYXMBAHHA ONiOiAiB HA NOYAaTKOBOMY €Tani, a y 3aMiHi He-
NeranbHUX KOPOTKOAIKOUYMX OMiOifiB KOHTPOAbOBAHUMM
dapmakonorivHMMmM npenapaTamu 3 AOBLIOK i€, LLO
MaloTb Bigomuii npodinb 6e3nekn Ta edpeKTUBHOCTI [3,
10, 11].

dapmakosoriyHa ocHoBa 3MT nonArae y BUKOpUC-
TaHHI aroHicTis abo YacTKOBMX aroHiIcTiB -onioigHuX pe-
LenTopiB, AKi 3anobiraoTb PO3BUTKY CUHAPOMY BiaMIHM
Ta 3HWXKYIOTb MATONOrYHE NOTATHEHHSA A0 MCUXOAKTUB-
HUX pe4vyoBuH. Mpu LbOMYy AocAraeTbcA Gpapmakonoriy-
Ha cTabinisauia HellpomeaiaTOPHUX CUCTEM TOJIOBHOTO
MO3Ky, nepeaycim godamiHepriyHol, Lo Bignosigace 3a
bOopMyBaHHA MOTUBALIMHUX | BUHArOPOAKYBaIbHUX pe-
aKuin. Tak meTagoH, SKUM € NOBHUM aroHiCTOM [-peLen-
Topis 3a6e3neuvye Tpusany Aito (24-36 roamH), NpurHivye
cMMnTOMM abCcTUHEHUT Ta 610Kye edopuyuHuii edeKT
iHWKWX onioiais. bynpeHopdiH, YaCTKOBMI aroHicT, Mae
«cTento» edekTy, WO MiHIMI3YE PU3UK Nepeno3yBaHHA
Ta [03BONAE ePEKTUBHO KOHTPOAIOBATM TAFOTIHHA [0
HapKoTuKis [12].

3MNT peanisyeTbca B ymoBax cnewianisoBaHUX Hap-
KOJIOTIYHUX 3aKnagis nig meanyHum KoHtponem. Oc-
HOBHMMM NPUHLMMAMU Tl BNIPOBAAXEHHA €:

1. IHauBigyanisauia Tepanii. Bubip npenaparty, fo3su
Ta CXEMU NPUAOMY 3A4iNCHIOETBCA 3 YPaXyBaHHAM CTaXKy
3a71€XKHOCTi, COMATUYHOrO CTaHy, PiBHA TONIEPAHTHOCTI
0,0 onioigis i NCMXIYHOro CTATyCy NauieHTa.

2. KoHTposiboBaHicTb Ta 6e3nevHictb. lNpenapaTn
3NT (meTagoH, 6ynpeHopdiH, KombiHoBaHUI bynpe-
HOP®IH/HAaNOKCOH) BMAAOTLCA Mig, HarAA40OM Meauny-
HOrO MepcoHany, WO MIHIMI3YE PU3NKM HEMeAUYHOTrO
BMKOPWCTaHHA.

3. be3nepepBHicTb NiKyBaHHA. MiaTpUMyBaibHa Te-
panis mae TpUBaTM AOCTaTHIM Nepioa, Bif KifibKox mica-
LiB [10 Ki/IbKOX POKiB 33415 AOCATHEHHS CTilAKOT pemicil.
MepeayacHe NPUNUHEHHA liIKyBaHHA YacTO NPU3BOAUTD
[0 peumansy.

4. KomnnekcHictb nigxoay. 3MT € epeKkTUBHOW0 nuLlle
33 NOeAHaHHA GapMaKOOriYHOro NiKyBaHHA 3 NCUXoTe-
panieto, couianbHoto peabinitauieto Ta NPOPiNAKTUYHK-

MW 3axodamu wopo BIJ1, renatuTie Ta iHWKX iHeKLil-
HUMX 3aXBOPOBaHb.

3NT posena cBoto ePeKTUBHICTb Y YUCIEHHUX paH-
OOMI30BaHUX KIHIYHUX [OCNIOMKEHHAX, WO CNpuUAno
3HUMKEHHIO CMEePTHOCTI cepen, ocib 3 onioigHOK0 3anex-
HICTIO, 3MEHLLEHHIO pU3KKy nepeaadi BIJ1 Ta renaTuTis,
a TAaKOX MOKPALLMAO COLiaNbHY afanTaLito nauieHTis. Y
KpaiHax EC Ta MNiBHiYHOT AMepuKK Lel nigxig posrnsga-
€TbCA AK CTaHAAPT MeAMYHOI AONOMOrn Npu onioigHii
3anexHocTi. B YKpaiHi 3T 3anpoBagxkeHa 3 2004 poKy i
HWHI OXON/IOE TUCAYI NALIEHTIB, OA4HAK 3a/IMLLAETLCA aK-
TYaNbHUM MUTAHHA PO3LWMPEHHA AOCTYNy A0 NpOrpam,
NOAONAHHA CTUrMaTM3aLii Ta NiABULLEHHA iHTerpauii 3
CMCTEMOLO NepBUHHOI MeaunyHoi gonomoru [13].

3amicHa Tepanifa rpyHTYETbCA Ha NPUHLMMAX T'yMaH-
HOCTI, HeAMCKPMMIHaLii Ta NpaBa NaLieHTa HA MeguyHy
ponomory. ETnuHi 3acagu nepepbavatotb A06poBisb-
HY y4acTb NalieHTa y nporpami, iHpopmoBaHy 3roay, a
TAKOX KOHiAEHLUiMHICTb OTpMMaHuX gaHux. BogHouac
HOPMAaTUBHO-NpaBoBa 6a3a pernameHTYeE KOHTPO/b 3a
obirom npenapartis 3MMT, 3anobirato4m iXHbOMY HE3aKOH-
HOMY BMKOpPUCTaHHo [11].

MexaHizmu 0ii, ecpekmueHicme i cyyacHi meHOeHyii
¢apmakonoeziyHux 3acobis nikysaHHA onioiOHOI 3anexc-
Hocmi.

dapmakoTepania onioigHoi 3anexkHoCTi 6a3yeTbcA
Ha 3aCTOCyBaHHI NpenapariB, AKi B3aEMOZiOTb i3 onio-
iAHMMM peuenTopamu LeHTPasibHOi HEPBOBOI CUCTEMMU,
MOZY/IIOIOYM IXHIO aKTUBHICTb i, TAKMM YMHOM, 3MEH-
WYIOYM NATONOrYHEe NOTATHEHHA A0 HapKoTukie. Oc-
HOBHWMM Hanpsmamm GapMaKoNOriYHOro BTPYYaHHSA €
3aMicHa nigTpuMyBanbHa Tepania (aroHiCcTK Ta YacTKOBI
aroHicTW) Ta aHTaroHiCTUYHa Tepanin, Wo 6710Kye edeKTH
onioigis.

MeTapoH € CMHTETUYHMM MOBHMM AroHiCTOM W-Ofi-
0igHUX peLenTopiB, KN 3abe3neyye TpuBany Aito (24-
36 roguH) i BUCOKY biogoCTynHicTb Npu nepopanbHoOMy
3acTocyBaHHi. Moro ¢dapmakonoriyHa gis nonsrae y:
NPUTHIYEHHI CUMMNTOMIB abCTUHEHLT, 3MEHLWEHHI TArn
00 TepoiHy Ta iHWMUX onioigis, 6A0KyBaHHI elidopuny-
HUX edEKTIB NPU CNOXKUBAHHI HenerasbHUX HAPKOTUKIB.
MpenapaT meTabonizyeTbca y neviHui isobepmeHTamm
CYP3A4 ta CYP2D6, wo BMmarae iHauBigyanbHoro nia-
60py [03M 3anexHo Big GapMaKOKIHETUYHUX 0coban-
BOCTel navjieHTa. TepaneBTMYHa A403a 3a3BUYaAi KONMBa-
€TbCA Y mexKax 60—-120 mr Ha goby. Mpu npaBuabHOMY
BMKOPWCTaHHI NpenapaT He BUKMKAE 3HAYHUX KOTHITUB-
HUX NOPYLIEHb i A03BO/IAE NALEHTAM BECTM COLia/IbHO
aKTMBHE XuUTTa [14].

BynpeHopdiH — YacTKOBMIA aroHICT U-peuenTopis i
QHTAroHiICT K-peLenTopis. 3aBAAKM CBOIN «CTENbOBIN» Ail
BiH MA€E MeHLWWNI PU3MK Nepeso3yBaHHA Ta MPUrHIYEHHA
AMXaHHA NOPIBHAHO 3 MeTaZoHOM. Moro papmakonoriy-
Hi B1aCTMBOCTI 3abe3neyytoTb M’sAKe KynipyBaHHA abcTu-
HeHU,ji, cTabinisauito cTaHy NauieHTa Ta SHUMKEHHA NOTATY
00 HapKOTKMKIB. MpenapaTt 3aCTOCOBYETLCA MNEePEBAXKHO Y
dopmi nia’asnkosmx Tabnetok abo nniBok y gosax 4-16
mr/noby. Nepesaroto 6ynpeHopdiHy € MOXKAMBICTb No-
CTYMNOBOrO 3MEHLUEHHSA J,03U1 6€3 BUPAXKEHUX CUMMTOMIB
BiAMiHMW, WO CNpuUse A4OBroTpuBanii pemicii [15, 16].

KombiHauia 6ynpeHopdiHy 3 HaNOKCOHOM cTBOpe-
Ha 3 MeToto 3anobiraHHA HemeAMYHOMY BUKOPUCTAHHIO.
HanokcoH He nposAsnse $apmMaKoONOrYHOI aKTUBHOCTI
npu nia’sasMkoBomy npuitomi, npote npu cnpobi iH’ek-
LiMHoro BBeAeHHA 610Kye aito 6ynpeHopdiHy, BUKAK-
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KalouM CMMNTOMW abCTUMHeHLil. TakKum YMHOM, npena-
paT 3MEHLUYE PU3NK 310BXKMBAHHA | € He3neyHimm
BapiaHTOM AnAa ambynatopHoi Tepanii. LA kombiHauin
NnokKasasnia BUCOKY edeKTUBHICTb Yy NiATPMMAHHI pemicii
Ta 3HUMKEHHI PiBHA peunanBiB y NaLLEHTIB i3 TPMBANOIO
3a/1eXKHICTIO.

HanTpeKcoH € KOHKYPEHTHUM aHTAroHICTOM W-OMio-
iAHWX peuenTopis, AKMIA 610KYE eHEKTU EHAOTEHHMX | eK-
30reHHUX oMioiais, He BUKAMKAOUM elndopii abo 3anex-
HocTi. Moro 3acTocyBaHHA NoKasaHe naljieHTam, AKi Be
NPOMLLAM AETOKCUKAL,iIO | He MatoTb i3UYHOT 3a/1EXKHO-
cTi. OCHOBHMM MeXaHi3MOM MOro Aji € NPUrHiYeHHs no-
3UTUBHOIO NiAKPINAEHHS, NOB’A3aHOrO 3i CNOKUBAHHAM
HAPKOTUKIB, LLLO AOMNOMAra€e 3HU3UTK PU3KK peunamsy. B
OCTaHHi POKM aKTMBHO BMPOBAAKYHOTbCA NPOSIOHIOBaHi
dOpMU HaANTPeKCOoHy, iH’'eKUiHI Aeno-npenapaTtu, sKi
3abe3neuytoTb edekT npotarom 1 micaud. Lle niasuiuye
NPUXUABHICTb NAUIEHTIB A0 Tepanii Ta MiHIMi3ye puU3nK
CaMOBINIbHOTO NPUMNUHEHHS NiKyBaHHA [17].

IHHo8AYiliHI hapmaKonozivHi piwieHHA.

CyyacHi TeHAeHLUiT po3BUTKY dapmakoTepanii onio-
iAHOI 3a71EXKHOCTI 30CepenKytTbCA Ha CTBOPEHHI Npo-
JIOHroBaHMX $GOpPM aroHicTiB, Aeno-npenapartis Ta imn-
NaHTiB. 30Kpema, imnaaHT bynpeHopdiHy (Probuphine®)
3abesneuye cTabiNbHY KOHLEHTPaL,ito NpenapaTy Y KPoBi
npoTArom 6 micauiB, WO 3HAYHO 3MEHLUYE PU3UK peLn-
aueiB. Kpim TOro, BegyTbCa AOCAIAKEHHA NpenaparTis i3
KOMbiHOBaHMM MexaHi3mom gjii aHTaroHictis NMDA-pe-
LLenTopiB Ta MOAYNATOPIB ryTaMaTepriyHOi CUCTEMMN, AKI
MOXYTb NOTeHLitoBaTK edeKT 3aMicHOi Tepanii Ta NoKpa-
LLLyBaTM KOTHiTUBHe OYHKLiOHYBaHHA nauieHTiB. Bubip
dapmakonoriyHoro 3acoby mae 6asyBaTvcA Ha KAiHiu-
HOMY CTaHi NaLieHTa, Moro nonepeaHboOMy A0CBIAI NiKy-
BaHHA Ta PiBHi NPUXWMIbHOCTI A0 Tepanii, 3 ypaxyBaHHAM
MexaHi3my pgji, TpmBanocti Ta nobiyHoi Aii npenaparis
(trabnunysa 1).

3rifHO 3 AaHMmMM MeTaaHanisiB (Mattick et al.,
Volkow & Blanco), mMeTafoH AEeMOHCTPYE HalBuLLy
ePeKTUBHICTb Y 3MEHLUEHHi HeneraibHOro BXKMBAHHSA
onioifiB Ta YTPMMAHHI NALEHTIB y Nporpami NikyBaHHS,
ToAj AK bynpeHopdiH Mae Kpalwmin npodinb 6esneku i
nepeHocMmocTi. HanTpekcoH € edeKkTMBHMM 3acobom
npodinakTMKM peunamBy, ogHaK BUMArae BMCOKOI MO-
TMBaU,i naujieHT [17, 18].

Ocobnusocmi MoHo- ma KombiHosaHoi mepanii oni-
0iOHOI 3anexHocmi.

JlikyBaHHsA onioigHoT 3an1eXKHOCTi 6a3yeTbCcs Ha ABOX
OCHOBHUX Napagurmax: GapmaKosorivyHin (MoHoTepa-
nii) Ta MynbTUMOZAANbHIN (KomBiHOBaHI). MoHoTepanis
nepenbayvyae BUKOPUCTaHHA OAHOTO GapMaKoNOriyHOro
areHTa (HaiyacTilwe meTaZioHy, bynpeHopdiHy abo Han-
TPEKCOHY) 3 MeTo KynipyBaHHA abCTUHEHTHOrO CWH-
OPOMY, 3HUMKEHHA MoTAry A0 onioigis i NpodinakTnkm
peunamsis. KombiHoBaHa Tepania BKAo4ae dpapmako-
NOTiYyHy NigTPUMMKY B NOEAHAHHI 3 ncmxoTepanieto, co-
uianbHoW peabinitalieto, KOTHITMBHO-MOBEAIHKOBMMM
MEeToAaMM Ta IHWMMM KOMMOHEHTAaMM, CNPAMOBaHMMM
Ha AOBroTPMBANY PEMICItO.

MoHoTepania € HalnowKWpeHiWow cTpaTerielo npu
NOYaTKOBMX eTanax 3aMiCHOro NikyBaHHA. BoHa FpyHTy-
€TbCA Ha BMKOPMUCTAHHI OAHOro npenapaty (MeTagoHy,
6ynpeHopdiHy abo HanNTPeKCoHy). 3anexHo Big dasu
3aXBOPIOBAHHA Ta CTyneHA MOTMBaLii nauieHTa. o oc-
HOBHWX MepeBar MoOHOTepanii BiAHOCATbCA NpPOCTOTA
3aCTOCYBaHHA Ta KOHTPO/b 33 [03YBaHHAM, MiHiManb-
HWI PU3NK PapMaKONOTiYHMUX B3AEMOAIN Ta MOXKAUBICTD
CTaHAapTM3auii nikyBanbHMX nporpam. [ocnigxeHHa
MOKa3ytoTb, WO MeTafoHOBa MOHOTepania 3abesneuye
HalBuwy edeKTUBHICTb Y 3MEHLUEeHHi HenerasbHoro
B)MBAHHA ONiOIAiB i NiABULWEHHI YTPUMAHHA NALEHTIB
y nporpami nikyBaHHA. BynpeHop¢diHOBa moHOTepanis €
OOUiNbHOW Ans 0cCib i3 NOMIpHMM piBHEM 3aN1EXKHOCTI,
30KpemMa y BUMaZKax BUCOKOro pu3MKy NobiyHMX peak-

Ta6bnuua 1 — OcHoBHi papmaKonoridHi 3acobu, Lo 3aCTOCOBYIOTLCA Y NiKYBaHHI ONioigHOT 3aN1eXKHOCTi

. dopma Bu- .
dapmakonoriyHa . TpuBanictb 06mexeHHs /
Mpenapat MexaHi3m gii nycKy / wnsx MepeBarn A
rpyna A nobiuHi edbekTn
BBEJEHHA
Pusuk nepeposy-
NoBHMI aroHicT AKTUBYE p-peuenTopy, | TabneTku, Bucoka epekTtns- BaHHA; NOJ0BXKEH-
L NPUrHiYye abCTUHEH- | PO3YMH ANsA HicTb; cTabinbHa Ain; | HA iHTepBany QT;
MeTtanoH p-onioigHnx 7 . . 24-36 rop, A
eyenTopie uito, 6710Kye eidopito | nepopasbHo- 3HMXKEHHA PUSKUKY | CUHAPOM BigMiHM
P Bif, repoiHy ro npunomy peunansy npu piskomy npunu-
HEeHHi
MeHwWuni pusmK MeHLwa epekTus-
YacTKoBMI aro- | YaCcTKOBO aKTMBYE Nia’asunkosi nepefo3yBaHHA; HICTb Y TAXKNX
. HIiCT U-peuenTo- | u-peuenTtopu, 610Kye | Tabnetkn 06puii npoodinb BUMaAKax; pUsmK
Bynperopdin icT p-peyenTo- | p-peuenTopy, y : u, 24-60ron | ACOPWI NP ¢ AKax; pusnt
piB, aHTaroHicT | eldopito, 3meHLye nAiBKK, imn- 6e3nekun; MOXKAU- CUHAPOMY BiAMIHM
K-peuenTtopis TAry 40 onioifis NaHTn BiCTb amby/laTOPHO- | NPU NOEAHAHHI 3
ro 3acTocyBaHHA iHWKMKM onioigamm
. o HemoxnusicTb
BynpeHop®iH 3HM- MeHwwnin pusnk
. ) - . . 3aCTOCYBaHHA Npu
. YacTtkosun YKYE MNOTAr; HAIOKCOH Mig'asnkosi 3/10BXXUBaAHHA; . N
BynpeHopdiH/ . " . o rinepyyTamMsocTi A0
aroHicT + aHTa- | 6/10Kye eiidopito npu | Tabnetky, 24-48 rop, | 6e3nedyHunin ona .
HanokcoH - SR . KOMMOHEHTIB; MOX-
roHicT iH’EKLINHOMY 3N10BXU- | NNiBKK ambynaTopHoro -
- . nvBa abCcTUHeHLin
BaHHi NiKyBaHHA TS
npw iH’ekuii
. I Tabnetku, 24-72 rop, | He BUKAMKAE 3anexK-| Bumarae geToKkcuKka-|
AHTaroHict Bnokye onioigHi peuen- ., .. ] M
[ M ! iH’ekuii npo- | (nepopanb- | HOCTi; ebeKTUBHUI | Lii Nepes noYaTKOM;
HanTtpekcoH H-onioigHux TOpWU, ycyBae endopito - -
ity B onioinis NIOHroBaHoI Ajil Ho), .o 30 | ANA NPOdINAKTUKM | HU3bKA NPUXUb-
P (8eno) AHiB (aeno) | peunausy HiCTb g0 Tepanii
MocTynoBo BUBINbHAE . . . .
. o SO NigwKipHUi 3pyuyHicTb; cTa- .
MpobydiH YacTkoBwii aro- | bynpeHopdiH i3 imn- . : L Bucoka BapTicTb;
. ) . iMmnnaHT (Tpu- . | 6inbHMI piBEHb . .
(imnnaut HIiCT YU-pewen- | naHTy, NiATPUMYOYM . [o 180 aHis .| noTpebay xipypriy-
. ; . BanicTb npenapary; HU3bKUi .
6ynpeHopoiHy) | Topis CTabinbHy KOHLEHTpa- ] HOMY BCTaHOB/EHHI
Lo 6 mic.) PU3MK peunamsy
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Tabnauusa 2 — MopiBHANbHA XapaKTepUCTUKa MOHO- Ta KOM6iHOBaHOT dpapmaKoTepanii onioigHOi 3aneXKHOCTi

KpuTepiii nopiBHAHHA
putep P HANTPEKCOH)

MoHoTepanis (meTagoH, 6ynpeHopdiH,

Komb6iHoBaHa Tepanis (6ynpeHopdiH/HaNOKCOH,
3MT + ncuxocouianbHa NiATPUMKA)

MexaHi3m gii

BnsavB Ha onioigHi peuenTopu (aroHictn abo aH-
TaroHicTu), ctabinisauia HeipoximiuHoro 6anaHcy| eydbopmsytoyoi A4ii Ta NiATPMMKO MOTUBALLT

MoepHaHHA dapmakonoriyHoro Bnamnsy 3 610Kkafot0

EdeKTUBHICTb y peayk-

uii notary TONePaHTHOCTI

BuCOKa Npu ageKkBaTHOMY ,03yBaHHi, ane pusuk

Buuwia 3aBaAKM cuHeprii 4ii npenaparis i ncuxocou,i-
aNbHUX MeToAiB

Pusuk peungmsy nicna
BiAMiHM

BuCOKMIM, 0c06MBO NPY KOPOTKOYACHOMY KypCi

3HUKEHWUN 3aBAAKM KOMBIHOBAaHOMY BMN/IMBY Ha NCUXO-
disionorivni pakTopmn

MobiuHi edpeKkTn . :
eeKT, 3aN1eXHICTb Bij A,03M

MOX/IMBI MOPYLUEHHA CHY, 3aKpenu, cefaTUBHMIA

3a3BuMyait Ierwi NPosBu; MEHLW M PU3UK 3/10BXKUBAHHSA
npenapatamu

MpPUXUABHICTL A0 NiKy-

BaHHA HiCTamm

CepepHsa, 3HMXKYETLCA NP MOHOTepanii aHTaro-

Buuia, ocobanBo Npu 3acTocyBaHHi KoMmbiHaLi abo
TpuBannx Gopm

IHHOBALiHI pilleHHA

MponoHrosaHi iH’ekLii bBynpeHopdiHy, imnaaHTh

KombiHosaHi dopmynu (6ynpeHopdiH/HaNOKCOH),
iHTerpauifa 3 ncuxorepanieto

KniHiyHa goKa3oBicTb

. ; A-B
(piBEeHb fOKa3iB)

A (Cochrane, WHO, NIDA)

3aranbHa edeKTUBHICTb | BUCOKa Npu f,0BroTpMBaioMy 3aCTOCYBaHHi

[y>Ke BUCOKa Npy MyNbTUAUCLMNNIHAPHOMY Nigxoai

Ui Ha MeTaZoH. HanTpeKcoH fK 3acib moHoTepanii Bu-
KOPWCTOBYETLCA NEPEBAXKHO Ha eTani NiATPMMaHHA pe-
Micii, Konn ¢isnyHa 3aNeXHiCTb BXKe NogosaHa.

KombiHoBaHa Tepanis 6a3yeTbcs Ha iHTerpauii ¢ap-
MaKkonoriyHux [19, 20], ncuxoTepaneBTUYHUX Ta COLLi-
aNbHUX iHTepBeHUin [21], wo 3abesneuyye HaratoBu-
MipHWUI BMJIMB HA MeXaHi3MM 3an1eXHOCTi. Taknin niaxig,
[03BONIAIE OQHOYACHO YCYHYTW di3ionoriyHi cumntomm
abcTuHeHU,i, cTabinisyBaTn eMoLiiHWI cTaH i BiAHOBU-
TV couianbHe QYHKLIOHYBaHHA nauieHTa. Papmakoso-
riYHa KombiHOBaHa Tepania nepenbayae 3acToCyBaHHA
6ynpeHopdiHYy 3 HAZIOKCOHOM /1A 3HUNKEHHA PUINKY
3/10B}MBaHHA, MocnifoBHe abo napanenbHe BUKOPU-
CTaHHA MeTafO0HY Ta HA/NTPEKCOHY Y Mpoueci nepexoay
3 ¢asu NiaTpMMKK 00 NpodinakTMKM peuuamsy Ta no-
€lHaHHA dapmaKoTepanii 3 aHTugenpecaHTamu abo
HOPMOTUMIKaMM Y BUMNAZKAX KOMOPBIgHUX MCUXIYHMX
posnagis [22].

McuxocouianbHa CKNaA0Ba BKIKOYAE KOTHITMBHO-MO-
BEAiHKOBY Tepanilo, MOTUBALiMHE KOHCYNbTyBaHHA,
rpynosi nporpamu B3aemogonomoru (Hanpuknag, «12
KPOKiB»), a TaKOX 3aX04u colianbHOI peiHTerpauii Ask-oT
npaLesBnawTyBaHHA, BiHOBAEHHA CiIMEMHNX CTOCYHKIB,
MeNKOo-NpaBoBa NiATPUMKa.

KombiHOBaHUI Migxis Mae HU3KY TaKMX [AOKA30BUX
nepesar fK NiABULLEHHA MPUXUALHOCTI A0 JNiKYBaHHA,
3MEHLUEHHA YacTOTW peLunaMBIB, MOKPALLEHHA MCUXO-
couianbHoi aganTauii, dopmyBaHHA TpMBaaoi pemicii.
BogHouac peanisauia KombiHoBaHoi Tepanii notpebye
pecypcHoro 3abesneyeHHs, MiKAWCLMNAIHAPHOI B3aE-
Mogii (Hapkonor, ncuxiaTp, NCMXONOr, coLianbHUI Npa-
LiBHMK) Ta AOTPUMAHHA €AMHUX NPOTOKOAIB NiKYBaHHS.
3HayHO NPobAemoto 3a/IMWAETbCA CTUrMaTU3aLia na-
LLIEHTIB, LLLO MOXE 3HMXKYBATM iXHIO FOTOBHICTb A0 Y4acTi
y nporpamax. Pasom 3 Tum, KombiHOBaHa Tepanis € Hai-
Ginbll pauioHaNbHUM HanNpPAMOM JliKyBaHHA onioigHoT
3a/1eXKHOCTI, Wo 3abe3neyye He nuwe bionoriyHy cTabi-
ni3auito, a 1 BigHOBNEHHA coLianbHOro GyHKLiOHYBaHHA
nauieHTa (tabnnua 2).

MoHoTepania (30Kkpema 3amicHa Tepania meTa-
nooHOM abo b6ynpeHopdiHOM) 3a/iMWAETLCA 30/10TUM
CTaHAapTOM 6a30BOro NiKyBaHHA OMioiAHOT 3a1eXKHOCTi
BiANOBiAHO A0 pekomeHAaauih BOO3 (2021) Ta SAMHSA
(2023). BoHa [,03B0AE 3MEHLLUTU iIHTEHCUBHICTb abcTu-
HeHLii Ta NOTAr A0 HAaPKOTMKIB, HOPMani3yBaTN GYHKL,-
OHYBAHHA LEHTPasIbHOI HEPBOBOI CMCTEMM, NOKPALLNTM

YTPMMaHHA B NiKyBanbHil nporpami (go 60-80% yepes 6
MicaLiB) Ta 3HM3UTK pU3KK Bl/1/renatut-iHdpikyBaHHA Ta
CMEepPTHOCTI.

MpoTe MoHOTepania mae obmexkeHHs, 0cobaMBO NpK
NOEAHAHHI OMNiOIAHOT 3aNEXHOCTI 3 NCUXIYHUMKU pOo3na-
Aamun abo couiafibHUMKM Ae3afanTalinHUMKU YUHHUKA-
MW. 3a LaHMMM meTaaHanisis Cochrane (2022), y 30-40%
NaLi€eHTIB CnocTepiraloTbCa peumuanBm NPoOTArOM POKY
nicna NPUNUHEHHA NPUMOMY NpenapaTy, a pPiBeHb coui-
aNbHOI iHTerpau,ii 3anMWaeTbca HEBUCOKUM [23].

KombiHoBaHi niaxogm, Aki NOeaHyOTb dapmakoTe-
panito 3 ncuMxocouialbHUMM BTPYYaHHAMM (MOTMBALLiN-
He KOHCY/IbTYBaHHSA, KOTHITUBHO-MOBEAiIHKOBA Tepanis,
rpynoBa MigTPMMKa), MoKasanu BULLY KANIHIYHY edek-
TUBHICTb. YTPUMAHHA B NpOrpami NiKyBaHHA MigBuLLy-
€TbcA g0 85-90%; YactoTa peunamsiB 3MeHLIYETbCA Ha
25-40%; AKiCTb XMUTTA NALEHTIB 3POCTAE 3a LUKA/SaMM
WHOQOL-BREF Ta SF-36; CouianbHa peiHTerpauis (npa-
LeBNalITyBaHHSA, BiAHOBNEHHSA CiMmenHNX 3B’A3KiB) goca-
rae 50-60%. KntovoBMMM MNpuKAagamm KOMBIHOBaHMX
cTpaTeriii € dbapmakonoriyHa KombiHauia 6ynpeHopdiH/
Ha/IOKCOH (Suboxone®), AKa 3HWUMKYE PU3KK 3/10BXKUBAH-
HA Ta niasuLLye 6e3neky. MyabTumoaanbHU niaxig 3MT
(ncuxotepanisi/peabinitauiitHi nporpamu), i3 goseae-
HUM 3HWMKEHHAM cmepTHOCTI Ha 50-60% (NIDA, 2022)
[21, 24].

Binbw TOro, cuctematuuHi ornagm (Mattick et al.,
Cochrane Database) niagTBepaunnu, wo came kombiHay,in
$apMaKoNoriYHOro i MCMXOCOLalbHOrO KOMMOHEHTIB
Ma€ HaMBULLMIA piBEHb A0KA30BOCTI (A), 3abe3nevyroum
CTabifIbHi KNiHIYHI pe3ynbTaTv HaBiTb Yy NALIEHTIB i3 KO-
MopBigHMMKM CcTaHamKM (aenpecis, TPUBOXKHI posnagu,
ankoronisam) [25].

MoKasaHo, Wo € HeobxigHicTb NPOAOBXKYBATU A0-
CNigyKeHHA iHHOBaAUiMHMX Hanpamkis 3MT, a came, ii
noAanblN PO3BUTOK 3aNEXKUTL Bif, MOEAHAHHSA KAiHIY-
HUX IHHOBALiM, MiXBiZOMYOI cniBnpaui Ta AeprkaBHOI
NiATPMMKM Nporpam NikyBaHHA 3anexHocten. CyyacHa
dbapmakonoriyHa Tepanis onioigHoi 3ai1eXXHOCTi € edek-
TUBHMM, HAYKOBO OBI'PYHTOBAHWMM i COLiafIbHO 3Hauy-
WMM iHCTpyMeHTOM y 6opoTbbi 3 ogHMM i3 HaWrocTpi-
LUMX BUKAWKIB FPOMAACbKOro 340p0B’'A.

BucHoBKM.

OnioigHa 3aneXKHiCTb € CKNaAHUM 6araTtopakTopHUM
po31aZoM, KU NOTPebye CUCTEMHOrO, LOKAa30BOro Ta
MiXXAMCUMNAIHAPHOTO NiaxXo4y A0 NiKyBaHHA. MNposigHe
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MicLLe y Cy4acHilt Hapkosorii nocigae dapmakoTepanis,
30KpemMa 3amicHa nigTprMmyBasbHa Tepanisa, Wo foBena
CBOI e(PEeKTUBHICTb Y 3MEHLIEHHI CMepTHOCTI, npodinak-
TULj iIHPEKLIMHUX YCKNaaHEeHb i BiAHOB/IEHHI coLlianbHO-
ro cTaTycy nauieHTie. OCHOBHI il NPUHLUNM FPYHTYIOTHCA
Ha BMKOPMWCTAHHI aroHIcCTiB i YaCTKOBWUX aroHicTiB omnio-
iAHWX peuenTopiB (MeTagoH, bynpeHopdiH), aki 3abes-
neyyroTb CTabinisauito cTaHy XBOporo Ta 3anobiratoTb
PO3BUTKY abCTUHEHTHOro cMHApomy. KombiHoBaHiI npe-
napaTu, Taki Ak 6ynpeHopdiH/HaNOKCOH, NiABULLYIOTb
6e3neyHicTb Tepanii, a 3aCToCyBaHHA aHTaroHicTiB (Han-
TPEKCOH) € epeKTUBHUM 3acobom npodinakTnkmn peum-
OMBY NicNA 3aBepLUEHHSA 3aMiCHOTO NiKyBaHHA.
MopiBHANBHMI aHaNi3 NOKa3ye, Wo epeKTUBHICTb Te-
panii 3HaYHO 3pOCTae Npu iHTerpaLii ¢apmaKkonoriyHmX
i ncuxocoujianbHUX METOAIB, WO A03BONAE OL4HOYACHO
BM/IMBAaTM Ha HenpobionoriyHi, noseniHKoBi Ta coLi-

aNbHi acnekTu 3anexHocti. KombiHoBaHMI nigxia dop-
MYE CTilKy pemicito, NOKpaLLye AKICTb XKUTTSA MALEHTIB i
cnpuse iIXHi pecouianisauii.

MepcnekTMBM NOAANbLUNX AOCNIAMKEHD.

MepcnekTMBHUM HAaNPAMOM € BNPOBALKEHHA iHTe-
rpoBaHMX Mogenen NikyBaHHA, AKi NOEAHYIOTb papma-
KOTepanito, NCMXoTepaneBTUYHI METOAMKM Ta Teneme-
ANYHI TexHosnorii. BUkopuctaHHa undposux nnatdopm
ANA MOHITOPUHIY NPUXUABHOCTI Ta AUCTAHLIMHOIO KOH-
CYNbTYyBaHHA A03BONAE NiABUWMNTU eDEKTUBHICTb NiKy-
BaHHA Ta 3abe3neunTtn BesnepepBHICTb TepaneBTUYHO-
ro npouecy. OKpim TOoro, NepcnekTMBHUMM € PO3PO6KM
HOBMX MpPenapartiB i3 My/AbTULIIbOBUM MeXaHi3MOM aii
(onioigHi Mmoayntotodi areHT, rayTamaTtepriyHi peryns-
TOpW, HelponenTUAHI aHTaroHicTu), sIKi NOTEHLiMHO Mo-
KYTb 3aMiHUTU KNACUYHi aroHiCTUYHI 3acobu.
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E®EKTUBHICTb | HOBITHI MOX/IUBOCTI AOKA30BUX ®APMAKOJIOMNYHUX NIAXOAIB A0 NIKYBAHHA
OnIOIAHOI 3ANEKHOCTI

MakapeHko O. B., Kaigaw C. .

Pe3stome. OnioigHa 3a1€XKHiCTb 3aMLLAETLCA M06aNbHOK MeANKO-COLLiaIbHOK NPo61eMOtO, WO XapaKTepusy-
€TbCA BUCOKMM PU3MKOM peumamBis, iHPEKLiMHUX YyCKNagHeHb Ta MiABULLEHO CMEPTHICTIO. Y CcTaTTi NpoBeaeHo
ornag, cydacHmMx GapmaKoIorivyHMX NiAXOAIB A0 NiKyBaHHA ONiOigHOI 3a/1€XHOCTI, 30Kpema 3amicHoi NiaTpMMyBasb-
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HOI Tepanii, BUKOPUCTAHHA aroHiCTiB, YaCTKOBMX arOHICTiB Ta aHTAroHICTiB onioigHMX peuenTtopis. MpoaHanisoBaHo
epeKTUBHICTb MOHO- Ta KOMBIHOBAHMX TEPANEBTUYHMX CXEM, @ TAKOXK NePCneKTUBHI iIHHOBaLiNHI dopmm npenapa-
TiB, BK/IIOYHO 3 iMNAaHTaMK Ta NPOJIOHTOBAaHMMM iH eKLiaMKU. HaBeaeHO NOpiBHANBHMI aHani3 6e3nekun Ta nepeHo-
CMMOCTi NpenapariB, a TaKOX POJb NCUXOCOLLaIbHOT NIATPUMKM Y KOMMNEKCHIW Tepanii.

Cy4acHi TeHAeHUji po3BMTKY dpapmaKoTepanii onioigHOT 3a1eXXHOCTi 30CepeaKytoTbCA Ha CTBOPEHHI NPONOHTO-
BaHUX GOpM aroHicTis, Aeno-npenapartis Ta iMNAaHTIB. 30Kpema, imnnaHT bynpeHopdiHy (Probuphine®) 3abe3neuye
cTabinbHY KOHLLEHTpPaLL0 NpenapaTy y KPoBi NPOTArOM 6 MicALLB, LLLO 3HAYHO 3MEHLLYE PU3KK peLmnamsis. Kpim Toro,
BeAyTbCs AOCNIAKEHHA NpenaparTiB i3 KoOM6iHOBaHMM MexaHi3mMmoMm aji aHTaroHictis NMDA-peuenTopiB Ta moayna-
TOpPIB FNyTamaTepriyHoi CUCTEeMMU, AKI MOXKYTb MOTEHLit0BaTU ePeKT 3aMicHOI Tepanii Ta NOKpaLlyBaTU KOTHITUBHE
byHKLUiOHYBaHHA nauieHTiB. Bubip papmakonoriyHoro 3acoby mae 6asyBaTnca Ha KAiHIYHOMY CTaHi MawieHTa, oro
nonepegHbOMy AOCBiAi NiKyBaHHA Ta PiBHI NPUXMIBHOCTI A0 Tepanii, 3 ypaxyBaHHAM MexaHi3my Aji, TpuBanocTi Ta
nobiyHoi aii npenaparis.

Pe3ynbTaTi cBigYaTh, WO iHTerpauia ¢apmMaKo/oriyHMX Ta NCMXOCOLiaNbHUX CTpaTerii NigBuLLye edeKTUBHICTb
NiKyBaHHA NaLiEHTIB 3@ paxyHOK OAHOYACHOrO BMN/MBY Ha HelpobiosorivyHi, NoOBeAiHKOBI Ta COLia/ibHI acneKTu 3a-
nexHocti. KombiHoBaHMI nigxig dopmye CTiMKy pemicito, MOKpaLLYE AKICTb KUTTA NaLEHTIB i cCNpuse TXHIl pecou,i-
anisauii.

Kntouosi cnosa: onioigHa 3anexHicTb, 3amicHa nigTpuMyBanbHa Tepanisa, meTafoH, 6ynpeHopdiH, HaNTPEKCOH,
KombiHoBaHa Tepania, dapmaKkoioriyHi iHHoBaLi.

EFFECTIVENESS AND INNOVATIVE OPPORTUNITIES OF EVIDENCE-BASED PHARMACOLOGICAL APPROACHES IN
THE TREATMENT OF OPIOID DEPENDENCE

Makarenko O. V., Kaidash S. P.

Abstract. Opioid dependence remains a global medical and social problem, characterized by a high risk of
relapse, infectious complications, and increased mortality. This article presents a review of current pharmacological
approaches to opioid dependence treatment, including substitution maintenance therapy, the use of agonists,
partial agonists, and opioid receptor antagonists. The effectiveness of mono- and combined therapeutic regimens,
as well as promising innovative drug forms such as implants and long-acting injections, are analyzed. A comparative
assessment of safety and tolerability of medications, along with the role of psychosocial support in comprehensive
therapy, is provided.

Current trends in the development of pharmacotherapy for opioid addiction are focused on the creation
of prolonged forms of agonists, depot preparations and implants. In particular, the buprenorphine implant
(Probuphine®) provides a stable concentration of the drug in the blood for 6 months, which significantly reduces
the risk of relapse. In addition, studies are underway on drugs with a combined mechanism of action of NMDA
receptor antagonists and glutamatergic system modulators, which can potentiate the effect of substitution therapy
and improve cognitive functioning in patients. The choice of pharmacological agent should be based on the patient’s
clinical condition, his previous treatment experience and the level of adherence to therapy, taking into account the
mechanism of action, duration and side effects of the drugs

The results indicate that the integration of pharmacological and psychosocial strategies enhances treatment
effectiveness by simultaneously targeting the neurobiological, behavioral, and social aspects of addiction. The com-
bined approach promotes sustained remission, improves patients’ quality of life, and supports their resocialization.

Key words: opioid dependence, substitution maintenance therapy, methadone, buprenorphine, naltrexone,
combined therapy, pharmacological innovations.
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