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MoHoepaduama ,DPapmaueBmuyHu 2puku npu couyuanHO-3Ha4YuMu 3abonaaBaHus.
Mpakmuyecku acnekmu“ npegocmaBa 3agbAboyeH meopemuyHo u3gbpykaH u
npakmuko-npuaoykum aHaAu3 Ha cbBpeMeHHUMe dapmaueBmuyHu 2puku B koHmekcma
Ha couuaAHO 3Ha4uMu 3aboasaBaHusa. HayyHuam mpyg u3caegBa cneyudukama Ha Habop
om cbcmosHuAa, koumo ce xapakmepu3upam cbc 3HaduMma kAuHU4Ha, couuaAHa u
ukoHoMmuuecka mekecm, kakmo u ocobeHocmume Ha dapmakomepanuama u
npouzmuyawume om max aAekapcmBeHo-cBbp3aHu npobaemMu, kamo npegnaza
cucmeMamu3upaH nogxog 3a agpecupaHemo uM uype3 BaaugupaHu dpapmaueBmuuHu
uHmepBeHuuu, noguepmaBalku poaama Ha dapmaueBmume B onmumu3zayuama Ha
dapmakomepanuama u nocmuzaHemo Ha ycmoU4yuBu 3gpaBHuU NOA3U 3a hayueHmume.

NMpegcmaBeH e o6¢cmoeH aHaAau3z Ha koMyHukauuoHHUA npouec MeXgy dapmaueBm u
nauueHm kamo kalouoB enemeHm 3a u3zBAudaHe Ha peneBaHmHa uHbOpMauua OMHOCHO
3gpaBHua cmamyc, dopmyaupaHe Ha pabomHa xunome3a u npoBeXkgaHe Ha nauueHmcko
obyueHue 3a pauyuoHanHa ynompeba Ha aekapcmBa, kamo ca npegaoXkeHu Memogu u
koHuenuyuu 3a onmuMu3upaHe Ha uHmepakmuBHua npouec B xoga Ha oka3BaHe Ha
dapmaueBmuuHa epuxka. B MoHozpaduama ca pazanegaHu npakmuuecku nogxogu 3a
dapMaueBmuuHuU epuXku npu hauyueHMuU C acmMma u XpoHuyHa o6cmpykmuBHa
benogpobHa 6onecm (XOBB), camoneueHue ¢ aekapcmBa 6e3 peuenma npu kawauua,
HacmuHka u 2pun, cneyuduyHu cbcmodAHuA B obxBama Ha m.Hap. ,okeHcko 3gpaBe” ¢
akueHm Bbpxy cuHgpoMa Ha noAukucmozHu Ald4YHuUUU, cheuuduku B AedyeHuemo Ha



uHbepmuAumem upe3 acucmupaHu penpogykmuBHu mexHoaozauu (APT) u oHkoAozuyHU
3abonsaBaHus.

OcobeHo BHuMaHue e omgeneHO Ha pazpabomBaHemo Ha uHoBamuBeH Mogea 3a
dapmaueBmuyHu epuku B obaacmma Ha >keHckomo 3gpaBe. To3u Mogen agpecupa
cneyuduyHU U yecmo npeHebpezBaHu AekapcmBo-cBbp3aHu npobaemu, kamo npegnaza
npakmu4ecku peweHuAa 3a MAXHOMO npeogonaBaHe.

MoHozpaduama gonpuHacA 3a cucmemMamu3lauusma Ha koHuenuusma 3a
dapmaueBmuuHu epuwku upe3 BbBekgaHemo Ha cmpykmypupaHu MemogoAoa2uu,
HacoyeHu kbM nogobpsaBaHe Ha mepaneBmu4yHumMe pe3yAmamu, MUHUMU3UpaHe Ha
HexkenaHume  AekapcmBeHu  peakuuu u noBuwaBaHe Ha nauyueHmckama
ygoBaemBopeHocm. [lpegcmaBeHume nogxogu nogvyepmaBam BakHocmma Ha
MyAmMugucuunAuHapHua nogxog B kauHudHama npakmuka u ocuzgypAaBam ueHHa 6a3a 3a
6bgewu HayyHu u3cAegBaHusa u pa3Bumue Ha dapMaueBmuuHama npakmuka.
MoHozpadua npegcmaBasaBa 3HayuM npuHoc B obracmma Ha dapMauyuama u Moxke ga
6bge none3eH pecypc kakmo 3a npakmukyBawu ¢dapmaueBmu, maka u 3a HaydHama u
akageMu4Ha obwHocm.

2. Stoeyv, S.; Lebanova, H. “Crocus Flower”: Voriconazole-Induced Hallucinations and Visual
Disturbances in a Patient with Recurrent Severe Vulvovaginitis—A Case Report on Irrational
Drug Use. Reports 2024, 7, 105. https://doi.org/ 10.3390/reports7040105

Abstract: Background and Clinical Significance: Voriconazole is a commonly prescribed
secondgeneration azole used for the prevention and treatment of fungal infections. This
report seeks to elucidate the relationship between certain intravenous infusion parameters
and the causality and severity of potential visual adverse events associated with
voriconazole administration, despite existing reports of visual disturbances such as
hallucinations and altered visual perception, the underlying causes of which remain
inadequately understood. Case Presentation: This case report describes a 32-year-old
female patient who experienced sudden hallucinations and visual impairments after
receiving an initial dose of intravenous voriconazole for the treatment of recurrent severe
vulvovaginitis caused by Candida glabrata. The symptoms quickly disappeared when the
dosage and infusion rate were reduced as per the recommendations of the clinical
pharmacist. Conclusions: This example emphasizes the possible negative drug responses
linked to voriconazole, especially those provoked by its irrational use described as an
inappropriate infusion rate, and the crucial role of clinical pharmacists in recognizing and
handling these reactions.

3. Stoey, S (Stoev, Svetoslav); Atanasov, V (Atanasov, Vladimir) ; Getoy, | (Getov, Ilko) THE
ROLE OF PATIENTS AND MEDICAL SPECIALISTS IN ACHIEVING HIGHER LEVEL OF THERAPY



COMPLIANCE-AN EXAMPLE WITH WILLINGNESS TO PARTICIPATE IN CLINICAL TRIALS,CBU
International Conference Proceedings, 2016

Abstract

BACKGROUND: Patients’ compliance is a leading factor in achieving determined endpoints
of a treatment process. Low patient compliance with prescribed therapeutic plan is very
common in both ambulatory practice and clinical trials. Non-adherence of subjects in
clinical studies can seriously jeopardize validity of results obtained during randomized
clinical trials (RCTs).

METHODS: Both systematic literature review and cross-sectional survey were conducted
among physicians and patients to determine evaluation of therapy adherence by both
groups.

RESULTS: According to the analytical reviews in published articles, the most common
definition of therapy adherence or compliance is “the ability and willingness of patients to
abide to a prescribed therapeutic regimen”. There is a strong correlation between patient
adherence to the therapeutic regimen determined by the study protocol of RCTs, and the
validity of efficacy and safety evaluation of the investigated medicinal product. Analysis of
the results from the conducted survey lead to the conclusion that 35% of physician’s state
that the results of ongoing therapy are highly dependent on patient compliance. As far as
patients are concerned, almost half of the respondents have answered they comply with the
prescribed therapy and would evaluate the treatment process as successful. Both patients
and medical professionals declare their willingness to participate in clinical trials and strictly
stick to the requirements of the study protocol.

CONCLUSION: These results decisively confirmed that the control of a disease is a bilateral
process between the patient and the doctor. Patient satisfaction with their current therapy
directly correlates with the results of treatment. Majority of patients evaluate their possible
participation in a clinical trial as an opportunity to get an access to a better medical service.
Both medical professionals and patients declare their strong motivation to comply with the
therapeutic planifitis a part of a clinical study protocol.

4. . Lebanova H, Stoev S, Petrova G (2024) Analysis of non-compliances identified in GMP
inspections between 2013 and 2022. Pharmacia 71: 1-
6. https://doi.org/10.3897/pharmacia.71.e120053

Abstract

Ensuring the quality and safety of medicinal products is of paramount importance to the
pharmaceutical industry. Good manufacturing practice (GMP) regulations are part of a
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pharmaceutical manufacturer’s quality management system and ensure that medicinal
products are manufactured, imported and controlled consistently to quality standards
appropriate to their intended use. The aim of the present study is to analyze the non-
compliant operations identified during GMP inspections carried out by national competent
authorities (NCA) in the EU/EEC between 2013 and 2022. A retrospective analysis of non-
compliance reports published in the EudraGMDP database between 2013 and 2022 was
performed. Overall, 99 reports by 21 national competent authorities were analyzed
presenting the results of inspections in 19 countries. A total of 1458 deficiencies were
identified, of which 544 (37%) were classified as major and 127 (9%) as critical. The most
common non-compliant operations were the manufacturing of active substances (49
deficiencies) and the preparation of non-sterile products (47 deficiencies). In 41 cases, the
NCA recommended suspension or voiding of the certificate of suitability (CEP) and in 36
cases revocation of the GMP certificates. The observed deficiencies highlight the
importance and need for continuous monitoring and improvement of manufacturers’
production processes and quality management systems.

5. Lebanova H, Petrova E, Stoev S (2024) Economic burden of vulvar, vaginal, anal, penile
and head & neck cancers in Bulgaria. Pharmacia 71: 1-12.
https://doi.org/10.3897/pharmacia.71.e136772

Abstract

A retrospective, cost-of-illness study aimed at identifying direct healthcare costs of vulvar,
vaginal, anal, penile, and H&N cancers in Bulgaria from the payer perspective and
calculating indirect costs and the associated years of life lost was carried out. Costs’ data
were obtained from the National Health Insurance Fund from January 2018 to December
2020. Years of life lost were calculated based on the country and gender-specific life
expectancy. The human capital approach was used to evaluate the indirect costs. The total
treatment costs for 3623 patients were EUR 10,875,771 (2018), EUR 11,922,521 (2019) and
EUR 12,329,463 (2020). The costs associated with radiotherapy and drug acquisition and
administration accounted for the majority (75-78%) of total healthcare costs. A cumulative
loss of approximately 33,299 life years occurred between 2018 and 2020. The costs of
productivity losses were estimated at EUR 14,113,265.

6. Yanachkova V., Staynova R., Stoev S., Naseva E, Benefits of using a microencapsulated
vitamin D delivery system in women with polycystic ovary syndrome. European Journal of
Hospital Pharmacy, 2023, 30(5):284-287; ISSN: 2047-9956

Abstract
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Objective To compare and assess the efficacy of two vitamin D delivery systems (oil-based
and microencapsulated) on 25-hydroxy-vitamin D (25(OH)D) levels, body mass index (BMlI)
and insulin resistance (IR) in women with established polycystic ovary syndrome (PCOS) and
vitamin D deficiency. Materials and methods A monocentric, retrospective study was
conducted, using the data of 70 female patients, who visited the endocrinology department
of the “Dr. Shterev” Hospital, Sofia, Bulgaria between May 2020 and September 2020. The
patients were divided into two groups according to the type of vitamin D3 supplementation:
either a microencapsulated liposomal form (n=35), or a conventional oil-based form (n=35).

The following clinical measures were analysed and compared: BMI, serum levels of
25(0OH)D, fasting plasma glucose levels, fasting immunoreactive insulin (IRl), homeostatic
model assessment (HOMA) index, levels of antimullerian hormone (AMH) Il generation, and
testosterone. In all selected patients, these measurements were performed at baseline and
3 months after initiation of vitamin D supplementation. Results Significantly increased
serum levels of 25(0OH) D were observed in patients supplemented with the
microencapsulated form of vitamin D3 in the third month from the beginning of therapy,
compared with the control group (p=0.003). In the microencapsulated vitamin D group, there
was adecrease in IRl serum levels (p=0.023), HOMA-IR (p=0.021), serum AMH (p=0.010) and
testosterone levels (p=0.006). The fasting plasma glucose levels did not change significantly.
Conclusion The results of our study show that the patients supplemented with a
microencapsulated form of vitamin D3 achieved faster compensation of 25(0OH) D levels,
which in turn, under equal conditions, led to significant improvement in the metabolic
profile, in particular insulin sensitivity.

7. Yanachkova V., Staynova R., Stoev S., Kamenov K, Metformin-associated maternal and
neonatal outcomes in women with gestational diabetes - a retrospective cohort study.,
Ginekologia Polska, 2023, Oct 16; doi: 10.5603/gpl.91632; ISSN: 0017-0011

ABSTRACT

Objectives: To assess the maternal and neonatal outcomes in women with GDM treated
with metformin, medical nutrition

therapy (MNT) or insulin.

Material and methods: The current retrospective cohort study includes data from 233
women diagnosed with GDM who gave birth between January 2017 and January 2019 at an
obstetrics and gynecology hospital in Sofia, Bulgaria. Patients were assigned to three
groups, according to the treatment approach — metformin group (n = 70), insulin group (n =
40), and MNT group (n = 123). Values of fasting plasma glucose (FPG) and glycated
hemoglobin (HbA1c) have been evaluated at diagnosis of GDM and the third trimester of



pregnancy. A comparative analysis of pregnancy outcomes and short-term neonatal
characteristics in the investigated groups has been performed. Results: Women indicated
for pharmacological treatment (metformin or insulin) had significantly higher BMI (p < 0.01),
FPG (p < 0.001), and HbA1c levels (p < 0.001) at baseline. However, during pregnancy,
patients treated with metformin showed a significantly lower BMI (p < 0.01), FPG (p < 0.01),
and HbA1c (p < 0.01). Neonates born to metformin-treated mothers had lower birth weight
compared to those born to women in the MNT and insulin groups (metformin vs MNT, p <
0.001; metformin vs insulin, p = 0.03). The lowest incidence of newborns with macrosomia
and neonatal hypoglycemia has been observed in the metformin cohort. Not a single
newborn with an Apgar score under 7 has been identified in the metformin group.
Conclusions: According to the current analysis, women with GDM treated with metformin
demonstrated better maternal and neonatal outcomes. No short-term complications in
newborns have been associated with metformin use during pregnancy.

8. Lebanova, H., Stoev, S., Naseva, E., Getova, V., Wang, W., Sabale, U., Petrova, E.,
Economic Burden of Cervical Cancer in Bulgaria, International Journal of Environmental
Research and Public Health, 2023, 20(3): art. no. 2746; ISSN:1661-7827

Abstract: Bulgaria is among the European Union (EU) countries with the highest burden of
cervical cancers and life expectancy below the EU average. The majority of cervical cancer
cases (more than 95%) are caused by the human papillomavirus (HPV). The aim of this
retrospective, cost of illness study is to identify direct healthcare costs of cervical cancer in
Bulgaria from the payer perspective and to calculate indirect costs and the associated years
of life lost. Costs data were sourced from the National Health Insurance Fund from January
2018 to December 2020. Years of life lost were calculated based on the country and gender-
specific life expectancy. Indirect costs due to productivity loss were calculated using the
human capital approach. The total treatment costs for 3540 patients with cervical cancer
are EUR 5,743,657 (2018), EUR 6,377,508 (2019), and EUR 6,751,182 (2020). The costs
associated with drug acquisition and administration accounted for the majority (63%) of
total healthcare costs followed by hospital management costs (14%). An estimated total of
20,446 years of life were lost due to cervical cancer for the period 2018-2020. The costs of
productivity losses are estimated at EUR 7,578,014. Our study showed that the economic
burden of cervical cancer in Bulgaria is substantial. Focus on cervical cancer prevention via
vaccination against the human papillomavirus, timely screening, early diagnosis, and higher
vaccine coverage rates could reduce its economic burden in Bulgaria.



9. Kostova, D., Stoev, S., Tachkov, K., Petrova, G, Cost-effectiveness of in vitro fertilization
and controlled ovarian hyperstimulation before and after the COVID-19 outbreak,
Biotechnology and Biotechnological Equipment, 2021, 35(1): 1821-1827; ISSN:1310-2818;

ABSTRACT

The goal of the current study is to compare the cost of assisted reproductive technologies
(ART) and cost-effectiveness of biotechnology products used in in vitro fertilization (IVF)
procedures before and after the COVID-19 outbreak. We performed a cross sectional,
observational, retrospective study of patients admitted at the biggest reference IVF clinic in
Bulgaria before and after the COVID-19 outbreak with 1237 participants. Information was
from patients’ records; micro-costing and cost-effectiveness analysis were performed for
evaluating the unit cost per successful pregnancy with different biological products. The
analysis showed that the cost of therapy is lower with recombinant gonadotropins (1543.19
BGN) in the pre-COVID-19 period and with the urinary gonadotropins (1534.03 BGN) in the
second period. In addition, during the second period we observed higher expenses due to
additional costs for cryopreservation. During the pre-pandemic period the less effective
therapy (0.14% clinical pregnancies) was the combination therapy, as well as bearing a
higher cost (1749.36 BGN). The cost-effective alternative during the first, ICER=-7000 BGN
per successful pregnancy) and the second period (ICER= -2800 BGN per successful
pregnancy) is the therapy with recombinant hormones. It was prescribed in 37% of the
patients. After the COVID-19 outbreak the overall cost of IVF increased, even though
controlled ovarian hyperstimulation cost decreased. Additional procedures are playing a
role for this increase. In both periods, before and after the COVID-19 outbreak, short
protocols with recombinant hormones appear to be more effective and cost-effective as an
alternative.

10. Lebanova H., Stoev S., Veleva N., Gueorguiev S., Belcheva S., Madzharov V., Prevalence
of self-medication with antibiotics in Europe: A scoping review., Journal of Biomedical and
Clinical Research, 2023, 16(1): 5-16] ISSN: 1313-6917

The most common cause of antibiotic resistance is the irrational use of antibiotics. Most of
the irrational use of antibiotics is related to use in the community and the prevalence of self-
edication in different populations. This review aimed to explore the prevalence of self-
medication with antibiotics in European countries and the main sources of antibiotics. An
online search of Pubmed and Scopus was conducted to identify relevant studies. A two-
phase mapping approach was used. All steps in this scoping review were carried out using
the Covidence® software. A total of 22 studies were included. The prevalence of self-
medication with antibiotics is greater in Southern European countries than in Northern and



Western European countries. The main sources of over-the-counter antibiotics are
community pharmacies and leftovers from previous courses. Targeted communication
strategies and interventions are needed to reduce the overuse of antibiotics and to slow
down the spread of antibiotic resistance until new classes of effective antibiotics are
developed.

11. Toshev A, Petkova-Gueorguieva E, Mihaylova A, Lebanova H, Stoev S, Balkanski S,
Peikova L, Syarova S, Madzharov V, Gueorguiev S (2024) Revision of pharmaceutical
legislation in the context of antimicrobial resistance and challenges facing the introduction
of innovative antimicrobial medical products in Europe. Pharmacia 71: 1-7.
https://doi.org/10.3897/pharmacia.71.e122414

Abstract

The presented article provides a systematic review of the pharmaceutical legislation (EU
Pharmaceutical Package) — the current proposal of the European Commission for a new
Directive, repealing and replacing Directives and modifying Regulations of the European
Parliament and of the Council, incorporating the relevant parts of the Regulation concerning
medicinal products for pediatrics, Regulation for orphan drugs and others, aiming at revision
of the pharmaceutical legislation in the context of antimicrobial resistance and challenges
facing the introduction of innovative antimicrobial medicines in Europe. It outlines a critical
analysis on the impact of the changes in the context of introduction of innovative
antimicrobial medicinal products with an emphasis on unsatisfied medical demands of the
European population. The revision of the pharmaceutical legislation provides an argument
to consider that the proposed Pharmaceutical Package could resolve some of the issues
associated with the access to novel antibiotic medicines. Itis necessary to find a consensus
and a balance between, on the one hand, meeting the need for antibiotics for the citizens of
the European Union and, on the other hand, providing timely access to generic medicines to
meet the needs of the population.

12. Toshev A, Petkova-Gueorguieva E, Mihaylova AA, Kirkov V, Madzharov VG, Lebanova H,
Stoev S, Gueorguiev S (2024) Digitalization of health care and aspects of implementing
electronic prescriptions in Bulgaria. Pharmacia 71: 1-6.
https://doi.org/10.3897/pharmacia.71.e130302

Abstract

The digitization of health systems is a topic of immense significance for the modern world. It
holds the potential to transform the delivery of healthcare services, enhancing their quality,
efficiency, and accessibility. Electronic prescriptions are a key element of this process, but
itis crucial to ensure theirimplementation protects patients’ personal data and privacy. This
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article examines the digitization of health systems in Bulgaria, with a focus on electronic
prescriptions. It highlights aspects of data protection, the potential risks associated with
data misuse, and the advantages of electronic prescriptions.

13. Stoev S, Gueorguiev S, Madzharov V, Lebanova H., Naproxen in pain and inflammation -
a review, International Journal of Pharmaceutical and Phytopharmacological Research
2021, 11(1):142-148; ISSN: 2249-6084

ABSTRACT: Nonsteroidal Anti-inflammatory Drugs (NSAIDs) are the main therapeutic
alternatives in treating pain and inflammation amongvarious populations. However, they are
linked with some adverse reactions and drug interactions. This review aims to summarize
the naproxen mechanism of action and place it in the therapeutic strategy. Naproxen is a
reversible inhibitor of the pro-inflammatory enzyme cyclooxygenase (COX) used in clinical
practice for control of pain of various origin, namely post-traumatic pain (distortion and
sprain), post-operative pains (in traumatology, orthopedics, gynecology, maxillofacial
surgery), gynecological pains (pain and discomfort at primary dysmenorrhea, after the
introduction of an intrauterine coil, etc.), headache and toothache, prevention or treatment
of migraine, spinal pains, extra-articular rheumatism. It has been established that the
duration of pain relief after a single dose of naproxen is significantly greater than after the
intake of ibuprofen-containing products of equal concentration in the post-operative period
of dental intervention. Naproxen is recommended as a drug for the choice of the class of
tNSAIDs also in many national therapeutic guidelines (England, Canada, Russia).

14. Ctoes, C. MHO3NH AUEOOBEH AMNMEMNPAHO/1 OCHOBAHWMA 3A MOTEHUMATHOTO
MY BK/JIKOYBAHE BbB ®APMAKOTEP AIMNEBTUYHNA APCEHAJ/T CPELLYKOBWMAO-19 ,
MeauvHdo, 6pon 1/2022, ISSN - 1314-0345

Cratnata pasrnexpga NoTeHUManHOTO NPUNOXKEHME Ha MHO3UH auenobeH gmMenpaHon
(MAL) kaTo yacT oT papmakoTepaneBTUYHMA apceHan cpewy COVID-19, noguepraBankm
HerosmMTe MMyHOMOAOYNNPALLM U aHTUBUPYCHU cBorcTBa. VALl 3acunea MMyHHUA OTrOBOP
upe3 aKkTuBMpaHe Ha ecTecTBeHUTe KeTkun ybéunum (NK-knetkn), uHayumpaHe Ha
NPON3BOACTBOTO Ha MpouHNaMaTtopHU UUTOKMHU KaTo IL-2 u IFN-rama, kKakto w
Bb3CTaHOBABaHe Ha HMBaTa Ha NuMobounTnTe. To3n MexaHM3bM nosuumoHmpa NAL kato
obelwlaBalla AoNb/HUTEIHA TepanmA 3a HaManfaBaHe Ha TEXXKUTE NOCeACTBUA, CBbP3aHun
c COVID-19, kato nuMdoneHna, UMTOKMHOBA BypAa 1 HapyLUEeHW LMTOTOKCUYHK OTTOBOPMU.

CraTtnaTta akueHTUpa BbpPXy M3cnenBaHuA, KOUTO AeMoHcTpupaT edekTmBHocTTa Ha VAL
npwv 3acunBaHe Ha paHHUTE MMYHHM OTTOBOPM, HAManABaHe Ha BMpPYCHaTa pennmkauma u
NOTEHLUMANHO CHM>XXaBaHe Ha puUcKa OT YCOXXHEHMA KaTo NMHEBMOHMA U TpoMbo3un. Makap
WAL pa He e cneundumyeH aHTUBUPYCEH areHT, PaHHOTO My NMPUIOXKEHNE MOXKE 3HAUNTENHO
na nogobpun KAMHMYHUTE pe3ynTaTh, KaTo NOAMOMOrHe MMyHHaTa cucTeMa Mo BpeMe Ha
OCTpuA BUpPYCEH nepuopn, BkAtoumTenHo npu SARS-CoV-2. AsTopute nogdeprasar



Heobxo4MMOCTTa OT AONBAHUTENHN N3CNeABaHNA 3a NOTBbPXKAABaHE Ha TepaneBTUYHaTa
My posna B ynpaeneHueto Ha COVID-19.

15. AnaukoBa B, CtanHoea P, CtoeB, C, Non3n ot ynotpebarta Ha nMno3oMHa ¢popMa Ha
BUTAMUH D npn >XeHu CbCCUHAOPOM Ha MOANKUCTO3HUTE  AWYHULMN %
MHCYNMHOBapPe3nNCTEHTHOCT- cn. MegnHdo 2021, 2, ISSN 1314-0345

B nocaegHume 2oguHu, pe3yaAmamume om peguua npoy4BaHua noka3Bam, ue
gebuuumsbm Ha BumamMuH D (Bum. D), ocBeH B namoeeHe3ama Ha kocmHo-
MemaboAnumHume npoMeHu ce cBbp3Ba u ¢ peguua MemaboAumHu omkAoHeHus,
BkalovumenHo uHcyAauHoBama pe3ucmeHmHocm (UP). CuHgpoMbm Ha noAaukucmo3Hume
AlvHuuyume (Cl1A) e egHO om HalU-4ecmume eHgoKpuHHU HapyweHusa npu >keHume B
penpogykmuBHa Bb3pacm u e Hal-4ecmama npu4vuHa 3a aHoByaauus. XapakmepHo 3a
Heeo, e Ye hpomuua ¢ u3AaBa Ha cpegHa u mexka (MP). XunepuHcyAuHeMuAama e egHa om
OCHOBHUMe koMnoHeHMHuU B namozeHe3zama Ha CIlA u noBuweHomo HuBo Ha
aHgpo2eHHU XOpMOHU Yy >keHama. LleA: 1) ga ce cpaBHuU cmeneHma Ha no-BAuaBaHe Ha
HuBama Ha 25(0OH)D3 caeg ynompeba Ha Bum. D3, MukpokancyaupaH B Auno3oMu cnpsamMo
koHBeHuyuo-HanHa popmMa (nepopanHu kanku macaeH pazmBop) Ha xoanekanuudpepon npu
nauyueHmku cbec CI1A; 2) ga ce oueHu epekmbm Ha kopuzupaHume HuBa Ha 25(0OH)D no
OmHoweHue Ha uHgekca Ha meaecHa maca (MTM) u WP npu nauueHmku cbc CIlA.
Mamepuanu u Memogu: lNpoBegeHo e MoOHoueHMpoBo, npocnekmuBHo npoyuBaHe, kamo
ca aHaau3upaHu nokazameaume Ha 70 >keHu cbc CIKA u geduuum Ha Bum. D, nocemuau
eHgokpuHonoau4vHua kabuHem Ha MeguuuHcku komnaekc ,A-p LWepeB“ ep. Codus.
MayueHmkume ca pa3geneHu B 2 2pynu no 35 >keHu, Ha 6a3zama Ha npoBexkgaHomo
AedeHue ¢ Bum. D3. AHanu3upaHu 6axa cnegHume nokazameau: UTM, HuBa Ha 25(0OH)DS3,
kpbBHa 3axap Ha eanagHO, uMyHOopeakmuBeH uHcyAuH Ha 2aagHo (IRI), xoMmeocma3zeH Mmogea
3a oueHka Ha P (HOMA-IR), uzxogHO u mpu Meceua caeg cmapmupaHe Ha mepanusama.
Pegyanmamu: [Mpu nauueHmkume, aekyBaHu ¢ Auno3omMHa ¢opma Ha Bum. D3, ce
HabalogaBam cuzHudpukaHmHo no-Bucoku cmouHocmu Ha 25(0OH)D3 Ha mpemusa Mecey,
om Hayanomo Ha mepanusma cnhpaMo koHmpoaHama egpyna nauueHmku (p=0.03). Mpu
me3u nauyueHmku ca Haauue u cugHudukaHmHo no-Hucku HuBa Ha IRl (p=0.023), kakmo u
no-Hucbk cpegeH HOMA-IR uHgekc (p=0.021). 3akaloueHue: Pezyanmamume om
HanpaBeHuAa aHaAu3 nhoka3zBam, ye nauueHmkume, nekyBaHu c Auno3oMHa popMa Ha Bum.
D3, nocmuzam no-6bp3a komneHcauua B HuBama Ha 25(0OH)D, kamo moBa om cBos
cmpaHa npu paBHu ycaoBusa, Bogu go 6aazonpuameH edpekm Bbpxy WTM, kakmo u
3HadumeAHo nogobpeHue B MemaboAumHua npodun, B yacmHoCcm - uHCcyAuHoBama
yyBcmBumenaHocm.

16. NlebaHoBa X, CtoeB C. ®apMakonKoHOMMYECKM aHann3 Ha perindopril-cbabp>KaLim
nekapcteeHu npoayktn B bbvnarapua. Cnmcanmne MD 2023;135(3):3-11 ISSN 1312-4471



Pestlome:

Perindopril e eguH om Hal-u3noA3BaHume ACE-unxubumopu c goka3aHa edpukacHocm,
mepaneBmuyHa epekmuBHocm u 6e3zonacHOCM npu mepanusma Ha apmepuanHa
XxunepmoHus, kopoHapHa apmepuanHa 6oaecm U cbpgedHa HegocmambyHOCM.

B bBbazapuna, perindopril € HaaudyeH nog ¢opMama Ha Opus2UHaAHU U 2eHepuyHu
AekapcmBeHu npogykmu, koumo cbgbpykam perindopril tert-butylamine, perindopril
arginine uau perindopril tosilate camocmoameaHo uau B kombuHauus c indapamide u/uau
amlodipine.

leHepuuHume AekapcmBa ca ekBuBareHmHa mepaneBmuyHa aamepHamuBa Ha
opuzuHaAHUMe cu aHano3u, B npegBug peeyanamopHume u3uckBaHua 3a gocmbh go
naszapa, C homeHuyuaA 3a 3HadumeAHa pegykuua Ha pa3xogume. CmoUHOCMMa Ha
AeveHuUemo, e eguH om ¢gakmopume, koumo 6uxa Moaau ga noBaussm HezamuBHO
npoueca Ha cb2Aacue C mepanuama u cmeneHma Ha npugbpykaHe.

B aHanu3a ca oueHeHu pa3xogume 3a AedeHue ¢ BkaloueHume B [lMpunodkeHue 1 Ha
Mo3umuBHusa nekapcmBeH cnuctk perindopril-cbgbprkawu AekapcmBeHu npogykmu om
nepcnekmuBama Ha nnameua (H30K) u Ha nauueHma.

PegyaAmamume om aHaau3a noka3Bam, 4e geanbm Ha npeghucBaHume OpuguHaAHU
AekapcmBeHu npogykmu B Bbazapus e MHo20 Bucok, Bbnpeku ye coguwHUAM pa3xog 3a
nayueHmMa 3a Ae4eHue ¢ 2eHepuYyHU npogykmu e 3Ha4yumeAHo no-Hucbk (B Hakou cayuau
go 80% no-Hucbk pa3xog).

17. Getova V, Staynova R, Lebanova H, Stoev S, Getov |. Requirements and possibilities for
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Abstract

Pharmacovigilance plays a critical role in ensuring the safety of medicinal products
throughout their lifecycle, with spontaneous reporting systems being key in monitoring
adverse drug reactions (ADRs). This study provides a comparative analysis of the legislative
and organizational frameworks for ADR reporting in Bulgaria and the Republic of North
Macedonia. It evaluates the systems for direct patient reporting, legal requirements, and the
functionalities of national pharmacovigilance systems.

The analysis highlights that both countries have established national pharmacovigilance
authorities—Bulgarian Drug Agency (BDA) and Macedonian Agency for Medicines and
Medical Devices (Malmed)—which enable online ADR reporting for both patients and
healthcare professionals. While similarities are evident in the core structures and roles of
these systems, notable differences exist, particularly in the regulation of medical devices



and materiovigilance. The study underscores the importance of ADR reporting by patients
and its contribution to drug safety surveillance.

The findings suggest that collaboration between Bulgaria and North Macedonia could further
enhance pharmacovigilance systems, particularly in strengthening the regulation of medical
devices and the role of drug safety specialists in the Balkan region. This comparative analysis
emphasizes the shared goal of improving patient safety through robust and transparent ADR
reporting systems.

18. BeneBa H, J/le6aHoBa X, CtoeB C. KntouoBu KomneteHumnn 3a dapmaueBtTmnTe B bvnrapus
3a paboTta ¢ gurmTanHu 3apaBHnU MHCTPYMeHTU. [oknaau ot LLlecta Hay4yHa KOHdpepeHUmA
"O6LecTBEHOTO 34paBe: Npeau3BMKaTtesicTBa npen 3gpaBHata cuctema" MeguuUMHCKU
yHuBepcuTeT —rp. lNneeeH, 26-27 man 2023 r. ISBN 978-954-756-335-3

Pes3omMme

BbBegeHue: OurutanHaTa peBontoLMA NPOMEHU M3UCKBAHUATA KbM KOMMETEHUUUTE Ha
Kagpute B 34paBeonas3BaHETo, BKAKYUTENHO KbM  dapMauesTute. EgHO  oT
3a4b/KUTENNHUTE YCNOBMA 3a OCbHLUECTBABaAHE Ha AurvtanHa TpaHchopmauma Ha
6Bb/rapcKoTo 34paBeornasBaHe e CBbP3aHo ¢ KBanudpukaumaTa, a UMeHHO NpuaobunBaHeTo
Ha 3HaHWA U YMEHWA 3a U3MON3BaHe Ha AUTnTaHU 3APaBHU UHCTPYMeHTHU (3W) oT BCcuukn
pabotewn B coepaTta. BbB Bpb3ka C TOBa M3y4yaBaHETO Ha K/IHOUOBUTE KOMMETEHLUU,
HeobxoaMMn Ha papMaueBTUTe 3a paboTa ¢ 3, npnaobrea N3KNHOUMUTENHA aKTyanHOCT.

Llenta e pa 6baar umaoeHTMOUUMPaAHM KAKOYOBUTE KOMMETEHUMWU, HeobxoanMMu Ha
dapmaueBTMTe 3a paboTta ¢ AUrMTanHn 3gpaBHU MHCTPYMEHTU U ePEKTUBHM HAUYMHMK 3a
npuaoobmeaHeTo NM.

Matepuan n metogu: HanpaeeHo e aHanUTUYHO n3cneaBaHe Ha 6asata Ha nuTepatypeH
0630p ¥ aHanM3 Ha cbOobpXXaHWeTo Ha nybnukaumm no npobnema, KBanMbUKaLMOHHM
XapaKkTepUCcTmMkm n ydebHmn nnaHose 3a obyveHme Ha papMaLeBTU Yy Hac U B Yy>KOMHa.

Pesyntatn n gnckycusa: logeHtnoduumpaHm ca Kno4YoBUTE KOMNETEHUMM 3a paboTta ¢ A3W.
AHannanpaHm ca U3aNCKBaHMATa U Npean3BMKaTe/icTBaTa KbM CbBPEMEHHUTE dapMaLeBTH,
KaTo e HanpaBeH CPaBHUTENEH aHaANM3MpPaH Ha K/TFoY0BUTE KOMMNETEHU MM 3a papMaLeBTUTe
B MMHanoto n B 6baeuwle. NocoyeHn ca ePeKTMBHM HaAUMHM 3a MNOoBMLUABaHe Ha
kBannounkaumata 3a paborta c 3.

3akntoueHune: Hanmue e o6ekTrBHa He06X0AMMOCT OT NpnaobmMBaHe Ha HOBM KOMMNETEHLNM
oT papMaueBTUTe 3a pabota c [A3V. Toea Mo>Xke ga 6bae NOCTUTHATO UPe3 OCbBPEMEHABAHE
Ha obydyeHneto no dapmauusa, ydactme B cnegamnioMHU KBanndUKaLUMOHHU KYpPCOBE U
obyueHune Ha paboTHOTO MACTO. [NpnaobmnBaHeTo Ha KNOYOBU ANTUTANHM KOMMETEHLUN He
camo oT papMaLeBTUTE, HO N OT BCUYUKM 34paBHU NMPOPECUOHANUCTU € 3aLb/IKUTENHO
yCnoBue 3a peann3npaHe Ha cTpaternaTa 3a gurutanHa tpaHchopmauma Ha 6bArapckoTo
34paBeonasBaHe.
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PE3IOME

EoHo oT Han-yecTUTe npuapy)xaeawm 3abonsBaHWA, CbBNBICTBALLM CbpAedvHaTa
HepocTaTbuHOCT (CH), e 6b6peuHata ancoyHkuma. Npm HamanABaHe Ha cTeneHTa Ha
rnomepynHa puntpaunsa (eGFR) e Hanuue yBenmyeH pMck oT CbpPAeYHOCHA0BA CMbPTHOCT.
Ot ppyra cTtpaHa, 6bbpeyHata AncOyHKUMA € eauH OT Hah-4yecTuTe U 3HaYUMu
NPOTrHOCTUYHM GaKTOpM NPU NALUNEHTN CbC CbpAeYHa HeAOCTaTbYHOCT. B TOo3UM npernea ce
pasrnexaat OCHOBHUTE NPUHLMMNN 3a NepcoHanuanpaHa ¢papmakotepanna npm naumeHTu
C eAHoBpeMeHHa 6bbOpeyHa U cbpAeyvHa HeAoCTaTbYHOCT, KaTo Ce akueHTUpa BbPXY
rnegHata Touka Ha 6onHUYHKUA dapmaueBT. [epcoHanmanpaHata papmakoTepanus nMa 3a
uen ga ontumMmanpa n3bopa Ha nekapcTea, 4O3MPOBKaTa U MOHUTOPUHra, KaTto ce B3emar
npensua MHOMBUAYaNHUTE XapakKTepUCTUKM Ha MaumeHTa KaTto Hanpumep 6bb6pevHa u
cbpaevHa GpyHKUMA, CbNbTCTBALLM 3abonABaHMA U NeKapCcTBEHW B3anMoaencTems. B to3um
npernen ce pasrnexagar KIMHWU4YHUTE nocneguum oT 6bbpeyHata M cbpaedHara
AncoyHKUMSA BbpPXy MeTabonmama M eKckpeuuaTa Ha fiekapcTBaTa, kaTo ce nogdvepraBar
cTpaTerumTe 3a apanTupaHe Ha pao3aTa, YnpaB/ieHMe Ha pucka U TepaneBTUYHO
HabntogeHue. MNoavepTtaBa ce ponAaTa Ha 6ONHUUYHUTE PapMaLLEBTM B OCUTYPABAHETO Ha
6e3onacHa, edekTMBHa U uHAUBUAyannu3vpaHa dapmakoTepanmsa, Kato ce aasat
Npenopbku 3a UHTEPAUCLUNINHAPHO CBTPYAHUYECTBO C e/l noaobpsaBaHe Ha pe3yntatute
3a naumeHTuTe.

20. Cs. CroeB, b. Kupunos, X. JlebaHosa, HAPATUBEH TMPEIJIEQ HA HYTPALLEBTUYHI
MPOAOYKTN CbC 3OPABHU MPETEHUWNN 3A NMOAKPEMA HA MBXKWUA SEPTUJTUTET?
MPEMOPBKN, OCHOBAHN HA OOKASATEJ/ICTBA, CbBPEMEHHA MEOVLUMHA 1-2/2023,
35-44, ISSN 0562-7192

Peatome. Npe3 nocnegHute rognHu ce HabnogaBa MHTEH3MBEH MHTEPEC KbM ynoTpebara
Ha XpaHuTenHu gobaBku, nNpeTeHAMpallm 3a ePekT BbpXy MbXKUA GepTUNUTET, KaTo
anTepHaTMBeEH nNoaxod 3a nopobpsABaHe Ha MbXKarta onnogutenHa cnocobHocCT.
HacTtoAawmaTt 0630p uenn ga npeaoctaBy HapaTUBEH NPerned Ha HyTpaueBTUYHM NPOAYKTH,
KOMUTO UMaT BanmaHa, OCHOBaHa Ha Aoka3aTencrtea, 6a3a 3a BbBeXXgaHe B Anetorepanuarta
Npu MbXXe C HapyLLEeHMA B criepMaToreHesarta. AHannsnpaHm ca HaydHu nyénmkaumm (2012-
2023 r.), BKKOYBALLM paHOOMU3NPAHUN KNTMHUYHN U3NUTBAHUA, CUCTEMATUYHW Npernegn mn
MeTaaHann3un, CBbpP3aHM C Bb3AENCTBUETO HA HYTPALIEBTULM BBPXY MbXKUA PEepPTUINTET.
Cpea npoy4veHUTe CbCTaBM ca NpoaykKTh, cbabprkalm L-kapHUTUH, KoeH3uM Q10, ceneH un
UMHK. Te noBuwaBaT aHTMOKCMAAHTHaTa 3almTa WM HaManAeaT OKCUOATUBHWA CTpec —
Bogel daktop 3a OHK yBpexagaHua B cnepmaro3omauTte, a OoTTaM — 1 3a peaykuma Ha



MBbXKNA GepTuneH kanauuteT. [NpueMbT Ha KOMOMHMpPaAHW HyTpPauUEBTUYHMU MPOAYKTU
ocurypsiBa cuHeprmuueH edpekT n nogobpasa penpoayktneHute pedyntatn. KombuHauuaTa
OT K/IHOYOBM CbCTaBKM KaTo L-kapHuWTuMH, koeH3nm Q10, ceneH mn ButamumHu (E, B9) e
npegnounMTtaH noaxon 3a NpeaoTBpaTaABaHe M KOpUrMpaHe Ha MbXKuA cybdepTunurer,
ocobeHO npean nMpPeMUHaABaAaHETO KbM MO-UHBA3MBHM METOAM KaTo acuUCTUpaHu
pPenpoayKTMBHM TEXHUKMN.
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