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Posif 1 MACTo Ha 6POHXOCKONCKOTO Y
LN
ns3cnengBaHe 8 Ae€TCKata Ny/IMONOINMA 3
WearHka Kapaeenukosa %94 5 ppe

Kategpa no lNeanatpua, MeanumMHCKM YHUBEPCUTET —
[NnhoBavs
KnnHunka no Meguatpua, YMBAJT ,,C. Teoprn”- MNnhosans

EDOHXOCKOI'ICI-(OTO ns3cneagBaHe e OCHOBEH
ANarHoCtu4eH wn TepaneBTU4eH mMeTo B CbBpeMEHHATAa
AETCKa nyamoaorusa, KOMTO Aonb/1Ba W HaArpaxia
HEUHBA3UBHUTE O6pa3HI/1 7 (I)yHKLI,MOHaIIHM nscnensaHma. B
YCNOBUNATA Ha HapacCTBallla KOMNIEKCHOCT Ha 6eﬂ0,£l,p06HVITe
3abonasaHUA B AETCKaTa Bb3pPacT, 6p0oncr<or|m=|Ta 3ara3Ba
KAo4YoBaTta CKU pPoOaA KaTo METOoA 3a AUPEKTHA OUEHKa Ha
ANXaTENHUTE NbTULLA.

Hactoswarta npeseHTaumsa pasrexkga MACTOTO Ha
H6POHXOCKOMNCKOTO MU3C/iefBaHe B AMAarHOCTUYHMA anropuUTbm
npu aeua c 6enoapobHN 3abonAaBaHMA, KaTo ce obcbKAaT
OCHOBHMUTE MOKa3aHUS, Bb3MOMKHOCTU W OrpaHMYEHUA Ha
MeToAa. AKLUEHTbT € NOCTaBeH BbPXY KAMHUYHU CUTyaLuu,
NP KOUTO OpPOHXOCKOMUATa MPeaocTaBA CbllecTBeHa
AONbNHUTENHA ANArHOCTUYHA UM TepaneBTUYHA CTOMHOCT.

Ob6cuKpaaT ce ponata  Ha  pnekcumbunHata WU
purnaHara H6poHxocKonus, 3HaYeHMeTo Ha
6pOoHX0aNBEONAPHNA NaBaX B NogbpaHM CayyYaum, KaKTo U
pasWnpABaLLNTE CE Bb3MOXHOCTM Ha MHTEpPBEHLMOHANHATA
H6pOHXOCKONMA B CbBPEMEHHATa neAMaTpUYHA MPaKTUKa.
MopgyeptTaBa ce HeobxoAMMOCTTa OT CeNeKTUBEH W
6anaHcMpaH noaxon, OCHOBAH HA KAMHWYHA MpeueHKa U
MYATUANCLUNINHAPHO CbTPYAHMUYECTBO.
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2 Department of Pediatrics, University Hospital "St. George" —
Plovdiv

Bronchoscopy is a key diagnostic and therapeutic
method in modern pediatric pulmonology, complementing
and enhancing non-invasive imaging and functional tests.
With the increasing complexity of lung diseases in children,
bronchoscopy remains an essential tool for the direct
assessment of the airways.

This presentation explores the role of bronchoscopy
within the diagnostic algorithm for children with lung
diseases, focusing on its main indications, possibilities, and
limitations. Particular attention is given to clinical situations
in which bronchoscopy provides significant additional
diagnostic or therapeutic value.

The roles of flexible and rigid bronchoscopy, the
importance of bronchoalveolar lavage in selected cases, and
the expanding possibilities of interventional bronchoscopy in
modern pediatric practice are discussed. The need for a
selective and balanced approach based on clinical judgment
and multidisciplinary collaboration is emphasized.
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Kateapa no negnatpus 8 MeanumMHCKMa n papmaleBTUyeH
yHUuBepcuTeT ,BuKTop babew” B Tummiioapa, PymbHMUA

BbBeaeHue: MnespanHaTa exorpadpusa (LUS) ce yTBbpau KaTo ocHOBeH obpaseH meTon npu
neavaTpuyHaTa NAeBponyaIMOHaNHA natonorus. Mctopuueckn b6enmat gpob ce e cumtan 3a
HenoaxogsALy 3a yATPa3BYKOBO M3c/neABaHe Mopaau Bb3AylHaTa MHTepdepeHunsn, HO gHec
6enmaT Apob un nnespaTta ce pasrnexaaT KaTo M3KAOUUTENHO MHPOPMATUBHM CTPYKTYPM 3a
exorpadcka oueHKa. [lpu peuata MNOBbPXHOCTHOTO AHATOMWUYHO Pa3NO/ONKEHME Ha
nnespaTa, HEO6XOAMMOCTTA OT MUHUMM3MPAHE HA TbYEBOTO HAaTOBapBaHE M Bb3MOXKHOCTTA
3a bedside (a0 nernoto Ha nauuneHTta) nscnegsaHe npasAat LUS ocobeHo ueHeH meToa,.

Llean: Hactoawarta npeseHTauma Mma 3a uen Aa 0606wy cbBpeMeHHUTE AaHHW OTHOCHO
ANArHOCTUYHUTE, MHTEPBEHUMOHHUTE U MOHUTOPUHIOBUTE BB3MOXKHOCTM Ha NaeBpasHaTa
exorpadua npu NeavaTpuyHU NauMeHTW, C aKUEHT BbPXYy KAMHMYHOTO M 3HAYeHue U
6baeLwmTe NepcnekTnsm.

MeToam: M3BbplueH 6e uANoCTeH Npernes Ha MeXKAyHapoAHaTa IMTepaTypa U KOHCEHCYCHM
pokymeHTn (WFUMB, ERS, ESICM-ESPNIC, BTS), KaTo 6sxa MHTerpMpaHu AaHHU OTHOCHO
AMarHOCTUYHaTa TOYHOCT, CEMMO/IOMMUATA, HACOYBAHETO Ha NPOLLeAYPU U HOBOBb3HUKBALLUTE
TexHonornu. [loKasaTencrtsata BK/AOYBAT MPOCMEKTUBHU NeAMaTPUYHM  MPOYyYBaHMS,
cUCTEMATUYHW Nperneam n eKcnepTHU NPenopbKHy.

Pe3yntatu: MNnespanHata exorpadma 4eMOHCTPUPA OTIMYHU ANATHOCTUYHM MOKasaTenu npu
geua. YyBcTBMTENHOCTTA 33 OTKPMBaHe Ha nseBpaneH u3nme pgoctura noytn 100% npwm
obemun >100 mL u octaBa BUCOKa (93%) Aopu MpuM MUHUMaNHW usamem (~20 mL), cbe
cneumdunyHoct fo 96%. LUS e cbnoctaBuma c KomnioTbpHaTa Tomorpadusa (KT) npwu
OTKPUBAHE Ha U3/IMB M NPEBB3XOXKAA PEHTreHOrpaduaTa Ha rPbAHUA KOLL.

Mpw nHeBmoTOpakc ,lung point” 6enerbT nokassa yyscTBUTENHOCT 92,3% M cneumnduUyHOCT
100%, pokato ,barcode sign“ B M-mode gemoHcTpupa noytv nepdekTHa AMarHOCTUYHA
ToyHOCT. LUS no3BonABa npeum3Ha XapaKTEPUCTMKA Ha CAOMHOCTTa Ha W3/MBA, KaTo
npesb3xoxaa KT npu naeHtuouumpaHe Ha centupaHu Konekumm (AUC 0,91 cpewy 0,73).
MeToabT e CTaHAAPT Ha sedeHne npu exorpadCcKkM HacoYeHa TOPaAKOLLEHTE3a U APeHAX Ha
FPbAHMA KOLL, KaTO HAManNABa YCNOXKHEHUATA U NOBULLABA YCNeBaeMOoCTTa Ha npoueaypuTe.
YNTpa3ByKOBUTE CKaiM 3a OUEHKa No3BOJIABAT CTpaTMdMKauMA Ha [Jo3ata  Ha
dnbpUHONMTUYHA Tepanua nNpu neauvaTpuyeH napanHeBMOHWYeH wu3nue. CepuiiHuTe
nscneABaHuA ocuUrypasBaT AMHAMMYHO MpocCieAfBaHE HA €BO/OUMATA Ha W3AMBa U
OTKPMBaHe Ha CNeonepaTUBHU YCIOXKHEHMWA, BKAOYUTENHO Napanm3a Ha gnadparmara.
Makap nnespanHuTe Tymopu fa ca peaku npu geua, LUS nognomara paHHOTO UM OTKpuBaHe
M Haco4YBaHETO 3a bMoncuA, BbNPEKN Ye XMCTONOTMYHATA AnarHo3a usmnckea KT namn AMP.
3akntoueHue: lNnespanHata exorpadusa npepcrasnsa 6es3nbyes, BUCOKoTOoveH bedside
obpaseH meToA, KOWTO TpaHchopmupa NeyYeHWEeTo Ha neBpanHMTe 3abonsBaHMA B
neavatpuata. OCBeH AMArHOCTMYHA CTOMHOCT, TA OCUrypABa TepaneBTUYHO HAco4YBaHe,
ONHAaMUYEH MOHUTOPUHI M BB3MOXHOCT 3a MPOTOKONAHO 6a3nMpaHo ynpaBieHWe Ha
naupeHTuTe. bbaewnTe HanpaBAeHWA BKAOYBAT CTAHAAPTM3aUMA Ha negvaTpuyHuUTe
OLUEHBYHN CUCTEMM W WMHTErpaumMa Ha M3KYCTBEH WHTeNeKT 3a nogobpABaHe Ha
npuaobreaHeTo Ha 06pasu, UHTEpNpeTaLuATa U TeNeMeaULUHCKUTE NPUNOKEHNA.
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Pleural ultrasound in children: diagnostic ¢

accuracy, clinical applications, and emerging{%1
perspectives 2 roed
loana Ciuca O)

Department of Pediatrics at the Victor Babes University of ¥ BpRs
Medicine and Pharmacy Timisoara, Romania

* Background: Pleural ultrasound (LUS) has emerged as a cornerstone imaging
modality in pediatric pleuropulmonary pathology. Historically considered
unsuitable due to air interference, the lung and pleura are now recognized as
highly informative structures for ultrasound assessment. In children, the
superficial anatomical location of the pleura, the need to minimize radiation
exposure, and the feasibility of bedside evaluation make LUS particularly
valuable.

* Objectives: This presentation aims to synthesize current evidence regarding
the diagnostic, interventional, and monitoring capabilities of pleural ultrasound in
pediatric patients, emphasizing its clinical impact and future perspectives.

* Methods: A comprehensive review of international literature and consensus
documents (WFUMB, ERS, ESICM-ESPNIC, BTS) was performed, integrating data
on diagnostic accuracy, semiology, procedural guidance, and emerging
technologies. Evidence includes prospective pediatric studies, systematic reviews,
and expert recommendations.

* Results: Pleural ultrasound demonstrates excellent diagnostic performance in
children. Sensitivity for pleural effusion detection approaches 100% for volumes
>100 mL and remains high (93%) even for minimal effusions (~20 mL), with
specificity up to 96%. LUS is comparable to CT in effusion detection and superior
to chest radiography. In pneumothorax, the lung point sign shows sensitivity of
92.3% and specificity of 100%, while M-mode barcode sign demonstrates near-
perfect diagnostic accuracy. LUS accurately characterizes effusion complexity,
with superior performance to CT in identifying septated collections (AUC 0.91 vs.
0.73). It is the standard of care for image-guided thoracentesis and chest
drainage, reducing complications and improving procedural success. Ultrasound
grading systems enable fibrinolytic dose stratification in pediatric parapneumonic
effusion. Serial examinations allow dynamic monitoring of effusion evolution and
detection of postoperative complications, including diaphragm paralysis.
Although pleural tumors are rare in children, LUS supports early detection and
biopsy guidance, though histologic definition requires CT/MRI.

* Conclusions: Pleural ultrasound represents a radiation-free, high-accuracy,
bedside imaging modality that has transformed pediatric pleural disease
management. Beyond diagnosis, it enables therapeutic guidance, dynamic
monitoring, and protocol-driven management strategies. Future directions
include standardization of pediatric scoring systems and integration of artificial
intelligence to enhance acquisition, interpretation, and telemedicine applicafions.
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CHexuHa Jlazosa 5APA

MeaunumnHckn yHusepcuteT Codpua, PakynteT no obuecTseHo
34pa., KaTe4pa No 34paBHU TPUKK
MeanumnHckn ueHTsbp ,MHCIUMPO*

BbvBegeHue: NHayuupaHa npu ¢usnyecko ycuane 6POHXOKOHCTPUKLUA
(MDYB) e yecTo cpewaHa Npu geua ¢ 6pPOHXMANHA acTMa, HO CbLLLO TaKa
MOXe [a ce npoABABa M Npu Aeua 6e3 actma, NpeauMHO atheTu. 3a
MbpPBM NBT PECAUPATOPHU CUMNTOMM, MHAYUMPAHU OT OU3MYECKO
ycunve ca onucaHu npes 1962 roguHa, HO Kato TepmMuH, UDYB e
BbBeaeH npe3 70-Te roagMHn Ha XX BEK U AEeMOHCTPUpPA CTECHEHME Ha
anxatenHuTte nvtuwa (M) no Bpeme uaun cnes ¢GM3MYecKo ycunue,
KOeTO MOXe A3 Bb3HMKHE Npu NauMeHTn ¢ unm 6e3 actma. Paktopu,
KOUTO Ce acoummpart € n3asaTa u Texectta Ha NPYB ca — nognexawa
He AMNarHocTmympaHa 6poHxmnanHa acTMa, MHAUBMAYANHA
YyBCTBUTE/IHOCT, aToOMNuA, MNPOAL/IKUTENHOCT U WHTEH3MBHOCT Ha
dn3nYecKoTo HaToBapBaHe, GaKTOPM Ha OKO/IHATa cpeda KaTo — CTyaeH
Bb34yX, BMCOKO aTMOCHEPHO HaNsAraHe, OTHOCUTENHA BNAXKHOCT MU
CTeneH Ha Bb34YyLWHO 3aMbpCABaAHE.

Uen u martepuanm wn metogum: pa ce onuwatr u  obobwaAar
OEMOHCTPATUBHU CAyv4am Ha geua ¢ MOYB ¢ pasnnyeH atonuyeH
dbeHoTMN Cc OKYC BBPXY aHaMHe3a, KOMMIEKCHO (QYHKUMOHANHO
nscneaBaHe Ha guwaHeto (PUL), Tepanua u npocneasBaHe.
3akntoueHue: MNoapobHo cHeTaTa aHaMHe3a KaTo TOYHO OMWCAHME Ha
OMNNAKBAHMATA, HAYaNI0, XapPaKTEPUCTMKA U NPOAB/IKUTE/IHOCT, KAaKTO U
OAHHUTE OT OU3MKaNeH cTaTyc M KomnaekcHo PN/ ¢ nposexaaHe Ha
NPOBOKALMOHHU, ANNATATOPHU TECTOBE, NPU TEXHMYECKA BH3IMOMKHOCT
n FENO, morat aa notBbpAsaT unm otxebpaat NPYB, KakTto n Hanuume
Ha npuapy)KaBawia OpoHXxManHa acTma. HaBpemeHHa AWarHosa,
nocnefBaHa OT TapreTMpaHa Tepanua, MoXe fa npegnasu geuarta oT
HEHY)XHO OrpaHW4YyaBaHe BbB (U3MYecKaTa aKTUBHOCT, Aa noaobpwu
TONepaHca MM npu GU3NMYECKM HATOBApBaAHWUA M MNpeaCcTaBAHETO Ha
Te3U, KOUTO TPEHMPAT CNOPTOBE CbC CbCTE3ATENEH XapaKTep.
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Exercise-Induced Bronchoconstriction in ChlIgPr %
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Asthma — Theory and Practice |7 K\
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Introduction: Exercise-induced bronchoconstriction (EIB) is
common in children with bronchial asthma but may also occur in
non-asthmatic children, particularly athletes. Respiratory
symptoms triggered by physical exertion were first described in
1962, while the term exercise-induced bronchoconstriction was
introduced in the 1970s. EIB refers to transient airway narrowing
occurring during or after exercise and may develop in children
with or without underlying asthma. Factors associated with the
occurrence and severity of EIB include undiagnosed bronchial
asthma, individual susceptibility, atopy, duration and intensity of
exercise, and environmental conditions such as cold air,
atmospheric pressure, relative humidity, and air pollution.

Aim, Materials and Methods:To describe and summarize
illustrative cases of children with EIB presenting with different
atopic phenotypes, with a focus on medical history,
comprehensive pulmonary function testing (PFT), therapeutic
approach, and follow-up.

Conclusion: A detailed medical history—specifically addressing
the onset, characteristics, and duration of symptoms—combined
with physical examination findings and comprehensive pulmonary
function  testing, including bronchial provocation and
bronchodilator responsiveness testing, and fractional exhaled
nitric oxide (FeNO) measurement when technically feasible, can
confirm or exclude EIB and identify concomitant bronchial asthma.
Timely diagnosis followed by targeted therapy may prevent
unnecessary restriction of physical activity, improve exercise
tolerance, and enhance performance in children engaged in
competitive sports.
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TekkaTta acTmMa npu geua  M3UCKBA BUCOKM  [O03M
MHXaNaTopHU  KOPTUKOCTEPOUAM U  YecTo KOMOWHMpaHOo
NleyeHne, a B pedpaKTepHUTe Cy4yanm ce CTUra A0 Hau-
CbBpemeHHaTa 6wuonornyHa TepanuA. PaHHaTa M TOYHa
npeueHKa Ha TEMKECTTA, nobpuar KOHTPO n
WHOUBUAYANN3UPAHUAT TEpaneBTUYEH NOAXOA Ca K/O4YOBWU 3a
HaMa/iABaHe Ha YCNOXHEHUATA N NPUCTBNNTE.

DUPIXENT® (dupilumab) uma yHMKaneH mexaHM3bM Ha
aencrteme. MeanKamMeHTbT € MbPBUAT U eANHCTBEH BuonornyeH
NIeKapCTBEH MPOAYKT, KOWTO AMPEKTHO W ABOMHO MHXMbBMpa
curHanmnsaymata Ha IL-4 mn IL-13, KaTto no To3n HAa4YMH HamanAsa
NepcUCTUPaLLOTO OCHOBHO Bb3NasieHne Tmn 2.

JlekapcTBEHUAT NPoAYKT € penmmbypcmnpaH ot H3O0K 3a
Bb3PACTHM NAUMEHTU WU OHOLWMN Hag, 12-roavwHa Bb3pPacT U no-
roNemm Kato 40Nb/ABalla NOAAbPKALLA TEPANUA HA TEXKKA acTMa
C TMN 2 Bb3MNaJeHMe, XapaKTepusmpawo ce C MNOBULLEHMU
€03nHOOUAM N/Unn ¢ nosulieHa ¢pakLMA Ha U3OMLIAH a30TeH
okcng, (FeNQO), KoUTo He ca A0CTaTbYyHO KOHTPO/IMPAHU C BUCOKA
0033 WHXaNaTopHM KopTukoctepoman (MKC) nnaoc  gpyr
JNIeKapCTBEH MNPOAYKT 33 NOAAbprKawo neyeHue. Kakto M 3a
JlIeYeHNEe Ha YMEPEHO TEXKbBK A0 TEXDbK aTOMUYEH AEPMATUT NP
Bb3PaCTHM M IOHOLWWN HA Bb3PACT Ha U Hag 12 roguHKM, KoUTo ce
HY>XAAAT OT CUCTEMHA TepanuA.

OcTaHannTe MHAMKALMMN, 32 KOUTO NPOAYKTHLT € ofobpeH
oT EBponerckaTa areHUMA NO JseKapcTBata M ca NogpobHo
onucaHn B KXI1 ca: XpOHMYEH PUHOCUHYMUT C HOCHA MNOJINMO3a,
npypuro Hogynapuc, eosmHodunen esodarmr, XObb n xpoHn4Ha
CNOHTAHHA YTPUKapuUA.

DUPIXENT® e pa3paboteH n mapkeTmpaH bnharogapeHue
Ha rnobanHo cnopa3dymeHne Mmexay KomnaHuuTe Sanofi u
Regeneron. Ot 01.02.2026 r. npoAyKTbT Ce MapKeTupa B
bbarapma oOT nokaneH npeacrasuten Ha [llpuTtexartena Ha
Eg?g)ﬂlemeHmeTo 3a ynotpeba — Swixx BioPharma bBbarapus

References: 1.DUPIXENT Summary of Product Characteristics. Last revised: 02/2026. 2. Gandhi NA et al. Nat Rev Drug Discov 2016; 15:35-50. 3. CI1cbK ¢
JNeKapcTBeHn NpoAyKTH, kouto H30K 3annaua no peaa Ha Hapea6a Ne 10/2009r. 3a ycnosusTa, pefia, MEXaHU3Ma U KpUTepumTe 3a 3annalaHe ot HauuoHanHata
3/paBHOOCUrypUTeNHa Kaca: https://www.nhif.bg/bg/medicine_food/medical-list/2026



Biological therapy for bronchial asthma —the < ‘7*%
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Department of pediatrics, Medical University - Sofia; )
Pediatric clinic, UMHAT , Alexandrovska” - Sofia Og.BPRS.\\\’

Severe asthma in children requires high doses of inhaled
corticosteroids and often combination therapy, and in refractory
cases, the most modern biological therapy is used. Early and accurate
assessment of severity, good control and an individualized
therapeutic approach are key to reducing complications and
exacerbations.

DUPIXENT® (dupilumab) has a uniqgue mechanism of action. It
is the first and only biologic drug that directly inhibits both IL-4 and IL-
13 signaling, thereby reducing persistent underlying type 2
inflammation.

The medicinal product is reimbursed by the National Health
Insurance Fund for adults and adolescents 12 years and older as add-
on maintenance treatment for severe asthma with type 2
inflammation characterized by raised blood eosinophils and/or raised
fraction of exhaled nitric oxide (FeNO), who are inadequately
controlled with high dose inhaled corticosteroids (ICS) plus another
medicinal product for maintenance treatment. As well as for the
treatment of moderate-to-severe atopic dermatitis in adults and
adolescents 12 years and older who are candidates for systemic
therapy.

The other indications for which the product is approved by
the European Medicines Agency and are described in detail in the
SmPC are: chronic rhinosinusitis with nasal polyposis, prurigo
nodularis, eosinophilic esophagitis, COPD and chronic spontaneous
urticaria.

DUPIXENT® is jointly developed and marketed by Sanofi and
Regeneron under a global collaboration agreement. As of February 1,
2026, the product has been marketed in Bulgaria by a local
representative of the marketing authorization holder, Swixx
BioPharma Bulgaria EOOD.

References: : 1.DUPIXENT Summary of Product Characteristics. Last revised: 02/2026. 2. Gandhi NA et al. Nat Rev Drug Discov 2016; 15:35-50. 3. Cnu1cbk ¢
JNeKapcTBeHn NpoAyKTH, kouto H30K 3annauwa no peaa Ha Hapea6a Ne 10/2009r. 3a ycnosusTa, pefia, MEXaHU3Ma U KpUTepumTe 3a 3annaluaHe ot HauuoHanHara
3/paBHOOCUrypUTeNHa Kaca: https://www.nhif.bg/bg/medicine_food/medical-list/2026
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Cupma Munesa, lNonuHa Kocmosa, bunaHa eopauesa, Ye5pppe

dumumpuHka Mumesa, Bepa [lano4uesa, [epeaHa [lemposa
KaTeapa no neamnatpua, MeamumHckn YHunsepcuteT - Codus;
KnnHuka no negnatpua, YMBA/ ,AnekcaHaposcka“ - Codua

CepymHuat amumnomng A (SAA) e octpo d¢asos
NPOoTeMH, aKTMBHO Yy4yacTBalw, B nNaToreHesata Ha
6enogpobHuTe 3abonsBaHMA, 4Ype3  moaysaumAa  Ha
LMTOKMHOBATa CUTHaNM3auUMA, MUrpauma Ha HeyTpoduan m
aKTMBMpaHe Ha Makpodarute. HuBata my ce nosuwasat
6bp30 B OTroBOpP Ha MHQEKUMs W Bb3naseHne, Koeto ro
NpaBu  YyBCTBUTENEH  MapKep 3a  aKTUBHOCT  Ha
3abonsBaHeTo. MNoBuweH SAA ce HabnogaBaH Npu LWWPOK
CNEKTbP OT PEecnUpPaTopHM CbCTOAHMA, KATO MHEBMOHMUS,
acTMaTU4yeH MNPUCTbMN, MYKOBMUCLUMAO3a U MHTEPCTULMANHM
6enoapobHn 3abonaBaHus.

MNpectaBame HawwwuTe HabnoaeHUA BbPXY
KIMHUYHOTO npunoxeHune Ha SAA 3a paHHA AMArHOCTMKA,
OLlEHKa Ha Te)kecTTa Ha 3abonABaHeTo M HabaaeHue Ha
OTroBOpa Ha ne4vyeHueto. MWHTerpupaHeto Ha SAA B
AVNArHOCTUYHUTE ANrOPUTMM U TepaneBTUYEH MOHUTOPWUHT
61 nogobpuno crtpaternnTe 3a IEYEHUE U Pe3yATaTUTE NPU
AeLla C pecnnpaTopHu 3abonaBaHuA.
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The Role of Serum Amyloid A in = " %
Pediatric Pulmonolo S valaX o
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Sirma Mileva, Polina Kostova, Bilyana Georgieva, Dimitrol‘%kBJPRs”‘\’
Miteva, Vera Papochieva, Guergana Petrova

Department of pediatrics, Medical University - Sofia;

Pediatric clinic, UMHAT ,Alexandrovska“ - Sofia

Serum amyloid A (SAA) is an acute phase protein
actively involved in the pathogenesis of pulmonary diseases,
through modulation of cytokine signaling, neutrophil
migration, and macrophage activation. Its levels increase
rapidly in response to infection and inflammation, making it
a sensitive marker of disease activity. Elevated SAA is
observed in a wide range of respiratory conditions, such as
pneumonia, asthma attack, cystic fibrosis, and interstitial
lung diseases.

We present our observations on the clinical
application of SAA for early diagnosis, assessment of disease
severity, and monitoring of treatment response. Integrating
SAA into diagnostic algorithms and therapeutic monitoring
would improve treatment strategies and outcomes in
children with respiratory diseases.
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MuToxoHAPUUTE Ca ,EHEPTUNHUTE ULEHTPanAn“ Ha
KNeTkata M_HOCUTENW Ha reHeTMyeH maTepuan, npesasaH
CaMo OT MaMKaTta - mutoxoHapuanHaTta AHK (mtDNA).

HapyweHata ¢yHKUMA Ha MUTOXOHOpPUUTE BOAU 40
HapyleHO npOM3BOACTBO Ha €EHeprva, WM KAUHUYHOTO
NPosiB/IEHME Ha TOBA Ca MUTOXOHApPUanHUTe 3abonasaHus -
3acaraT ce NpegMMHO OpraHM C BMCOKA KOHCymMaumsa Ha
eHeprua, KaTo MO3bK, CbpLe, Myckyau. Te morat ga 6baat

€3yNTaT OT FeHeTUYHU MyTauMKM, HacneaeHM OT MaMKaTa

que3 MutoxoHapuanHata AHK) unm ot aBamata poautenu
ypes sgpeHata [AHK). Ho muTtoxoHapuanHata ¢yHKUMA
MOX€e Aa Ce Hapywu U OT BpeaHM PaKTOpM Ha BbHLIHATA
cpega (TOKCMHM, nekapcTBa, @GUHU MPAXOBM YaACTULM,
pecnupaTtopHM BMpycn) M ToBa ca 3abonsasBaHMATA Ha
,BTOPMYHATAa MWTOXOHAPUANHA AUCPYHKUMAY — Tes3u
HapyleHMA Cce CBbp3BaT C  HeBpoOAereHepaTUBHU
3abonssaHua (bonect Ha Anuxainmep w [apPKMUHCOH),
MeTaboNNTHM HapyweHus (34 TMn 2 M 3aTAbCTABAHe),
aBTOMMYHHW 3abonssanuma (MC).

KakBa e ponATa Ha MUTOXOHAPWNA/IHATA LI,MC(I)YHKLI,MH
33 pPa3BUTMETO U TeXKecTTa Ha bpoHXManHaTa acTMa B AeTCKa
Bb3pPacCT, KakBa € pPOJ2IATa Ha MUTOXOHAOPUNTE 3a peryinpaHe
Ha Bb3MNaANAEHUETO B AUXATENHUTE NbBbTULLA, KAK TOBAa 61
morno ga nNpomeHun pa3BnNTUETO Ha 6enuns p,po6; Adann nma
OTHOWEHNE KbM KOHTPOJ1Ia Ha KIUMHUYHOTO MNpOoTUYaHE C
NnOo3HaTaTa TepannaA WU Adan € nnoTeHunan 3a HOBa
TepaneBTUYHa CTPaTeErnAa Ha 3abonsBaHeTo?
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Mitochondria are the “power plants” of the cell and
carriers of genetic material transmitted only from the
mother - mitochondrial DNA (mtDNA).

Impaired mitochondrial function leads to impaired
energy production, and the clinical manifestation of this is
mitochondrial diseases - organs with high energy
consumption are mainly affected, such as the brain, heart,
muscles. They can be the result of genetic mutations
inherited from the mother (through mitochondrial DNA) or
from both parents (through nuclear DNA). But mitochondrial
function can also be impaired by harmful factors of the
external environment (toxins, drugs, fine dust particles,
respiratory viruses) and these are the diseases of “secondary
mitochondrial dysfunction” - these disorders are associated
with  neurodegenerative diseases (Alzheimer's and
Parkinson's disease), metabolic disorders (type 2 diabetes
and obesity), autoimmune diseases (MS).

What is the role of mitochondrial dysfunction in the
development and severity of bronchial asthma in childhood;
What is the role of mitochondria in regulating inflammation
in the airways; how could this alter lung development; is it
relevant to controlling clinical course with known therapy
and is it a potential for a new therapeutic strategy for the
disease?
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Kawnuuata e mHoro Tpesorkew, 6ener 3a pogutenute u
eHa OT OCHOBHWUTE MPUYMHW 33 NOCELLEHME Ha NeauaTPUYHUTE
CNewHn N HeOoT/IOXKHM 3BeHa. HesaBucuMmo, Yye B OCHOBATa CU e
dusmnonornyeH, pedeKTOPEH aKT Ha OYMCTBAHE Ha AUXATENHUTE
NbTUWA, TA YeCcTo HapylaBa Ka4yecTBOTO HA XMBOT Ha
3aCerHaToTo gete U UAn0To My cemencTeo. CyxaTa Kawnuua ce
CBbP3Ba C OCTpa pecnupaTtopHa UHOEKUMA, XPOHWUYEH
PUHOCUHYUT (B MWHANOTO T.Hap. MOCTHa3aneH Apwn), anepruu
WAM peakums Ha 3amMbpcuTenn Ha Bb3ayxa. dutonpenapar,
6asnpaH Ha remoTepanuATa, KOATO W3MO/J3BAa EKCTPAKTU OT
eMbpPMOHANHM PaCTUTE/THN TbKaHU, NOKa3Ba ePpeKTUBHOCTTA CU 33
KOHTPO/IMPAaHE HAa CMMNTOMWUTE Ha Kalauua Npu pPecnnupaTopHuU
3abonABaHMA B [AETCKa Bb3PACT B KAMHWUYHO MNPOYyYBaHe.
MpeaMmcTBo € M Bb3MOMHOCTTA 3@ MPUNOXKEHWETO My OT 6
Mece4yHa Bb3pacT. ,XabuTtyanHaTta“, HapeyeHa oue ,TMKoBa“ nnum
NMCUXOoreHHa Kawnuua, ce aepuHmMpa KaTo NOBTapALWM Ce enmnsoam
Ha ,eKCNN03MBHA" Kalanua, A0PWU A0 HAKOMKO MbTU B MUHYTA 33
NPOABMAXKUTENHN NepuoaM OT Bpeme npes uenva AeH, U Nb/Ha
JINMNCa Ha Kalmua no Bpeme Ha CbH. Mpu Hes, yCNOKOEHMETO Ha
AETeTO, Ha NBbPBO MACTO Ype3 NpenapaTh Ha PacTUTE/IHA OCHOBA,
e HeobxogMma nbpBa CTbMKAa 3a cnpaBaHe c npobnema u
n3bArsaHe Ha HEHYXHU U3cneaBaHMa U GapmakoTepanus.
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Cough is a significant concern for parents and serves as
one of the primary reasons for seeking pediatric emergency
and urgent care services. Although it is fundamentally a
physiological reflex intended to clear the respiratory tract, it
frequently impacts the quality of life for both the affected
child and their family. Dry cough has been linked to acute
respiratory infections, chronic rhinosinusitis (previously
termed postnasal drip), allergies, or responses to air
pollutants. A phyto-preparation that incorporates
hemotherapy, utilizing extracts from embryonic plant tissues,
has demonstrated efficacy in managing cough symptoms
associated with respiratory diseases in childhood, as
evidenced by a clinical study. An additional advantage is its
potential usage for children aged six months and older.
"Habitual" cough, also referred to as "tic" or psychogenic
cough, is characterized by repetitive episodes of "explosive"
coughing, occurring several times per minute for prolonged
durations throughout the day, with a complete absence of
cough during sleep. In such instances, soothing the child,
primarily through the use of herbal preparations, is a crucial
initial step in addressing the issue and mitigating the need
for unnecessary examinations and pharmacotherapy.
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MyKkosucumposara(CF) npetbpns  napagurmasHa  nNpomsaHa  npes
nocnenHoTo AecetunetTve, OCHOBHO 6narofapeHve Ha pa3paboTBaHETO Ha
BucokoedpekTuBHM CFTR-moaynumpalum Tepanuu. BbBerKgaHeTo Ha TpoMHaTa
KOMBUHMpaHa Tepanua pJosefe A0 3HauuTenHo nopobpeHve Ha bHenoppobHaTta
bYHKUMSA, HamanaBaHe YecToTaTa Ha Ny/JIMOHaNHUTe ek3auepbaumm, nogobpssaHe Ha
HYTPUTUBHUA CTaTYC M KAayeCTBOTO Ha KMBOT NPW NOBEYETO MaLUEHTWU, HOCUTENU Ha
noHe eauH anen F508del. Tean NOCTUKEHMA CbLLECTBEHO MPOMEHMXA ECTECTBEHMA
X0Z, Ha 3abonsaBaHeTO U NpeaedUHMpPaxa 4bArocpoyHaTa NPOrHo3a.

Bbnpekn To3M HanpeabK OCTaBaT BAaXHU KAMHUYHM U HAYYHWU Npeau3BUKaTesNCTBa.

CTpyKkTypHOTO 6enoapobHO yBpexAaHe MOXe [Aa NepcucTMpa BbMPEKU
npuBMAHaTa KAMHMYHA CTabUNHOCT, KOETO Hanara YCbBbPLUEHCTBAHE HA CTpaTernmrte
3a MOHUTOpUpaHe. MHTepnpeTaumaTa Ha TeHAeHumnTe B 6enogpobHaTa GyHKLMA Npu
nauMeHTU C NOYTM HOpPMasHa CMUPOMETPUS, PONATA Ha MHAOEKca Ha 6enoapobHus
KampbHC (LCl) M cbBpemeHHUTe 06pasHM MeToaM, KaKTO U pelleHUATa OTHOCHO
eBeHTya/IHa JeecKanauma Ha TepanuAata, MW3UCKBAT BHUMATENHA nNpeLeHKa u
HageXaHU OBbATOCPOYHM Npocieaasalm AaHHWU. [MapanenHo ¢ ToBa NpoOMeHALLUTe ce
MOZENN Ha MUKPOBMONOIrMA Ha [UXaTeNHUTe MbTUMWA W Bb3NajeHWe Hanarat
NPOAB/IKUTENHO HabAtogeHMeE.

CblyecTByBaT CbLECTBEHU HE33a40BOJIEHU MOTPEOHOCTU MpPU NAUMEHTU C
pefKku wnan HeyyscTBUTENHUM Kbm Tepanua CFTR BapuaHTW, KOoeTo noayepTaBa
3HaYeHMeTo Ha noaxoauTe Ha nNpeuusHata MmeguuMHa, BKAKYUTENHO TepaTunupaHe
(theratyping) n cTpaterumn, HacodyeHM Kbm cneumduyHn MyTaumn. ObArocpoyHOTO
npocneassaHe Ha 6e3onacHoctta Ha CFTR-moaynatopwute, BK/OYUTENHO MO
OTHOLUEHME HA YepPHOAPOOHM, MeTaboNUTHU U HEBPOMNCUXMATPUUHN edeKTH, OcTaBa
OT K/IIOYOBO 3Ha4YeHne, ocobeHo c ornen Ha BCce NO-PaHHOTO 3aMoYBaHE Ha SIeYeHNETo.
Cobllo TO/IKOBa BaXXHW Ca HepaBEHCTBATA B FN0GANHMA AOCTbMN A0 CbBPEMEHHMU
Tepanuu, KOWUTO NpPOAbL/AXKABAT [a BAMUAAT BbPXY M3X04a OT 3abonABaHeTo B
pasnnyHuTe pervoHun. MNpeoaonaBaHeTo Ha Te3n pasnMuMa U3MCKBA KOOPAMHUPAHU
YCUANA B KAMHUYHATA NPAKTUKA, HAyYHUTE U3CAeaBaHUA U 34paBHaTa NOANTUKA.

Tasu neKkuMAa LWe npeactaBu aKTyanusupaH o063op Ha nociefHuTe
TepaneBTUYHMU NOCTUXKEHMUA, we obcvam Bb3HMKBALLUTE KANHUYHU
npeansBuKaTencTea B MNOCT-MOAYNATOPHATA epa W We pasrega  Obaewure
NepcreKkTUBM, BKAOYUTENHO reH-6asMpaHM Tepanuu M pasBMBaLLM CE MOAENM Ha
MYATUOMCUMNNIMHAPHA FpUXa nNpu MyKosBucuupaosa. Llenta e pga ce nognomorHat
LETCKUTEe NyAMO/I03M B afanTMPAHETO HA KJAMHMYHATA MpakTMKA KbM Obp30
npomeHALLaTa ce cpea Ha Ie4eHMEeTo Ha MyKOBUCLMA03aTa.
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Cystic fibrosis (CF) has undergone a paradigm shift over the past
decade, primarily driven by the development of highly effective CFTR
modulator therapies. The introduction of triple combination therapy has
resulted in major improvements in lung function, pulmonary exacerbation
rates, nutritional status, and quality of life for the majority of patients
carrying at least one F508del allele. These advances have significantly
altered the natural history of the disease and redefined long-term
prognosis.

Despite this progress, important clinical and scientific challenges
remain. Structural lung disease may persist despite apparent clinical
stability, necessitating refinement of monitoring strategies. The
interpretation of pulmonary function trends in patients with near-normal
spirometry, the role of lung clearance index and advanced imaging, and
decisions regarding treatment de-escalation require careful consideration
and robust longitudinal evidence. In parallel, evolving patterns of airway
microbiology and inflammation demand continued surveillance.

Significant unmet needs persist for individuals with rare or non-
responsive CFTR variants, underscoring the importance of precision
medicine approaches, including theratyping and mutation-specific
strategies. Long-term safety monitoring of CFTR modulators, including
hepatic, metabolic, and neuropsychiatric outcomes, remains essential as
exposure begins earlier in life.

Equally critical are disparities in global access to advanced
therapies, which continue to influence outcomes across regions.
Addressing these inequities requires coordinated clinical, research, and
policy efforts.

This lecture will provide an updated overview of recent
therapeutic advances, discuss emerging clinical complexities in the post-
modulator era, and examine future perspectives, including gene-based
therapies and evolving models of multidisciplinary CF care. The discussion
aims to support pediatric respiratory specialists in adapting clinical practice
to the rapidly changing landscape of cystic fibrosis management.



CFTR-cBbp3aHuTe 3ab0onABaHUA
(OT myKoBMCUMAO3a A0 WMPOKKA
CMEeKTbp OT HapyLweHus)

ToHbo Umunes
MU, ,,Mnosamumen”, Mp. MNhosans

TepmunubT CFTR-cBbp3aHu 3abonasaHuna (CFTR-RD) ce
nsnonssa ot 2008 r., 3a obo3HayaBaHe Ha KAMHUYHWU
cbCcTOAHWNA/3aboNsABaHNA, CBbP3aHN ¢ ANCPYHKUMA Ha CFTR,
KOUTO He OTroBapAT HAaMb/IHO HA KpUTepumuTe 3a gMarHo3ata
MykoBucumaosa. [llpes 2011 r., eBPOMENCKU €EKCnepTu
npeacTaBAT MNPEnoOPbKM 33 KAacMduUuMpaHeTo Ha Tesu
3a60n19BaHNA KaTo OTAe/NHA KAMHUYHA rpyna.

NoBogute 3a npe3eHTaumata ca 1. Cayyam c
KNMHUYHA OMarHO3a MYKOBUCLMAO03A U3ABEHA NPU MbBX Ha
35 roguHu, u3aBeHa C BPOAEHA ABYCTPAaHHA AMNCA Ha
cemenposoaute 2. BbeexgaHeTo B P. bbarapmna Ha CKPUHUHT
32 MyKOBMCLMA03a, KOETO Npeanosara, 4e negmatpu, 4eTCKU
nyamonosu, reHetuun, OMNJT n apyrn cneumannctn we ce
cpewaT no-4yecto CbC 3abonABaHMATAa CBbpP3aHM C
ANCPYHKUMA Ha membpaHHMa 6entbk CFTR.

B npeseHTauuATa Te3n 3abonaBaHMA ce pasrnexkaat
KaTO KOHTUHYYM, T.e. Te He Ca OTAE/IHWU, ACHO pa3rpaHnYeHun
AMarHo3n, a npeacTaBiABaT HeNpPeKbCHAT CnekTbp OT
CbCTOAHMA, NPUYMHEHM OT pasamdyHa cTteneH Ha CFTR
AancdyHKuma.  To3n  cneTbp e  OT  KJacu4yeckata
MYKOBUCLMAO03a A0 NO-NEKM U aTUNUYHU KAUHUYHK dopMu,.
AKUEHT ce NoCTaBA BbpXYy MONEKYIAPHUTE MEeXaHU3MM Ha
CFTR aucdyHKUMATA, reHoTMN-PeHOTUN Kopenauuute wu
pa3HoOObpasneTo OT KAMHUYHKM nposBu (6enoapobHw,
raCTPOUHTECTMHANHW, pPenpoayKTMBHU MU ap.). Obcbkaa ce
3HAYeHMeTo Ha paHHaTa AWarHosa, MynTUAUCUMNANHAPHUA
Noaxo4 N CbBPEMEHHUTE TapreTHU Tepanmu, HACOYEHU KbM
KoHKpeTHU CFTR gedekTu.



RI\C REs;
QS 'O/»p

Q
1gETR-reIated d(ijseases (From %stic . ;‘“ yé,
ibrosis to a wide spectrum of disorders) = [ %
P ) % .’) \‘ s
Tonyo Shmilev Do ¢

Yy
MC "Plovdimed", Plovdiv *8PRS*"

The term CFTR-related diseases (CFTR-RD) has been
used since 2008 to designate clinical conditions/diseases
associated with CFTR dysfunction that do not fully meet the
criteria for the diagnosis of cystic fibrosis. In 2011, European
experts presented recommendations for the classification of
these diseases as a separate clinical group.

The reasons for the presentation are as follows: 1. A
case with a clinical diagnosis of cystic fibrosis manifested in a
35-year-old man, manifested by congenital bilateral absence
of the vas deferens; 2. The introduction of cystic fibrosis
screening in the Republic of Bulgaria, which suggests that
pediatricians, pediatric pulmonologists, geneticists, GPs and
other specialists will encounter diseases associated with
dysfunction of the membrane protein CFTR more often.

In the presentation, these diseases are viewed as a
continuum, i.e. they are not separate, clearly distinguished
diagnoses, but represent a continuous spectrum of
conditions caused by varying degrees of CFTR dysfunction.
This spectrum ranges from classic cystic fibrosis to milder
and atypical clinical forms. Emphasis is placed on the
molecular mechanisms of CFTR dysfunction, genotype-
phenotype correlations and the variety of clinical
manifestations (pulmonary, gastrointestinal, reproductive,
etc.). The importance of early diagnosis, a multidisciplinary
approach and modern targeted therapies aimed at specific
CFTR defects are discussed.
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pecnmpaTopHK 3abonasaHms- Kosne, Ckonune, CeBepHa 6APR
MakenoHwuA

N3KkntounTenHute edpektn oT HoBaTa MOAYNATOPHA Tepanua npwm
nauyeHtTM ¢ mykoscumpgo3a (CF) npomeHuxa TexHUTEe KUBOT W
NMCUXONOrMYECKo CbCToAHME. barocpoyHata Mm ynoTpeba obaye, Hocwu
TPYAHOCTU C NPUODbPXHKAHETO KbM MHXANATOPHA TepanuAa, KaKTO U KbM
MmoAaynatopure.

MeToan: AHanmMsmpaxme KAUHUYHUTE AaHHU HA 7 Bb3PACTHU nNpeaum
3ano4BaHe, eaHa U 2,5 roamHu cnep ctapTMpaHe Ha TPoMHa moayiaTopHa
Tepanua (ETU). Bcuuku naumeHtn ca ¢ CF ¢ noHe eanH anen F508del un
TEXXKO 6enoapobHo 3abonasaHe M ce HabnwgasaT B LeHTbpa 3a CF
Kosne. OueHKUTe BKAOYBaxa npocnegsaaHe Ha FEV1%, terno, UTM,
Xsiopuauy B NOTTa, ynoTpeba Ha NaHKPeaTUYHU €H3UMU U UHCYINH, KaKTO
n yectoTa Ha DIOS.

Pesyntatn: CpegHata Bb3pacT Ha nauueHtute e 37,1 roamHu (43-31
roanHun). KoHueHTpauuaTa Ha xa1opmMam B notta Hamansa ot 105,6 mmol/L
(Cl 130-75) mo 51,1 mmol/L (Cl 90-30) cneg nbpsaTta roguHa n 58 mmol/I
(100-30 CL) Ha 2,5 roguHm (p<0,01). Z-nokasatenute Ha WUTM ce
yBeNnYmnxa neKo, Ho 6e3 cTaTMcTMyecka 3Ha4YMmocT (M3xoaHo HuBO 23,6,
npes nbpeaTa rogunHa 24,7, a cneg 2,5 roguHun - 24). Ynotpebata Ha
NaHKpPeaTUYHU eH3UMKM ocTaHa 6e3 HamaneHue. YnotpebaTta Ha MHCYIMH
CbLO OCTaHa HenpoMeHeHa, a YectoTaTa Ha DIOS octaHa HucKa (oKkono
2,5%). Tasn KoxopTa oOTOenAsa 3HauuTenHu nopobpeHus BbB FEV1%
(p<0,01) oT u3xoaHoTO HMBO OT 32,6% (20-40 FEV1%), npe3 nbpBaTta
rogmHa 6ewe 49,6% (22-65%) n 46,9% (23-65%) Ha 2,5 roanHn. 5 aywm c
CF ca npeKpaTuam camoCTOATENHO MHXanaTOpHaTa TepanuA, eauH He e
nman edpekt ot ETI nopaau ABoMHN KomnnekcHn anenn L467F-508F, 2-ma
ca wUmManuM pgenpecma M eaMH  NAUMEHT e MNOYMHAn nopagu
KapanopecnmpaTopHa He40CTaTbyYHOCT.

3akntoyeHune: ETI 3HaumMTenHo e nogobpuna notHUTEe xnopmam n FEV1%
3a nepuog OT 2,5 rogMHu, AOKaTO He ca HabnogaBaHW 3HAYUTENHU
NPOMEHW B pPa3NPOCTPAHEHMETO HA MNaHKpPeaTUYHUTE EH3UMWU WU
WHCYNMH, HATO B YecToTaTa Ha DIOS.
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The effects of new modulator therapy in pwCF were extraordinary
and changed their life and psychological state. But long term use
brings difficulties with the adherence of inhalator therapy and also
modulators.

Methods: We analyzed clinical data before initiation, at one year
and 2,5years after receiving ETI for 7 adult pwCF with at least one
F508del allele and severe lung disease at CF center Kozle,
University clinic for respiratory diseases in children, Skopje, R.N.
Macedonia. Assessments included FEV1%, weight, BMI, sweat
chloride, use of pancreatic enzymes and insulin, and incidence of
DIOS over 1 and 2.5 years after ETl initiation.

Results: 7 adult pwCF mean age 37.1y (43-31y) were included.
Sweat chloride concentration decreased from 105.6 mmol/L (Cl
130-75) before to 51.1 mmol/L (CI 90-30) after first year, and 58
mmol/l (100-30 CL) at 2, 5 years (p<0.01). BMI z-scores increased
slightly but with no statistical significance (baseline 23.6, first year
24.7 and after 2,5y BMI was 24).Pancreatic enzyme use remained
with no decrease in use. Insulin utilization was equally unchanged,
and DIOS incidence remained low (around 2.5%). This cohort
experienced significant improvements in FEV1% (p<0.01) from
baseline of 32.6% (20-40FEV1%), at first year was 49.6 %( 22-65%)
and 46.9 % ( 23-65%) at 2.5 years. 5 pw CF discontinued inhalator
therapy on their own, one had no effect of ETI due to double
complex alleles L467F-508F, 2 had depression and one patient died
because of cardiorespiratory failure.

Conclusion: ETI significantly improved sweat chloride and FEV1%
over a period of 2, 5 years, whereas no significant changes were
observed for prevalence of pancreatic enzymes or insulin and for
incidence of DIOS.
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ALYFTREK®VY  (Deutivacaftor / Tezacaftor /
Vanzacaftor) npeacrtaBnaBa BucokoedpektnseH TpoeH CFTR
MOAyNnaTop OT CAeABallo MoKoseHue, pas3paboTteH 3a
NevyeHne Ha naumeHTn ¢ mykosmucumpgosa (CF), Hocutenm Ha
noaxogawm mytaumm B CFTR reHa. Tepanuata KombuHupa
ABa KopekTopa — tezacaftor u vanzacaftor — kouto
nognomaraT MpPaBUAHOTO HarbBaHe, CTabuaMsmpaHe w
TpaHcnopTupaHe Ha pgedektHna CFTR  npoteMH Ao
Knerb4Hata membpaHa, KakTo M noTeHuuatop —
deutivacaftor, KOUTO nosuLlaBa OTBapAHeTo n
OYHKUMOHANHATa aKTMBHOCT Ha KaHana. Ypes To3um
CMHEeprnyeH  MexaHM3bm  ce  NOCTUra  3HAYUTEesIHO
Bb3cTaHoBABaHe Ha CFTR pyHKUMATA HA KIETHbYHO HMBO.

KAMHWMYHMUTE NpoyyYyBaHMA MNOKA3BaT CbLLECTBEHO
nogobpeHne Ha b6enogpobHata PyHKUMA  (ppFEV1),
HamanABaHe Ha YecToTaTa Ha Ny/IMOHa/IHUTe ek3auepbaunm
n nogobpeHne B MOKasaTe/IMTE 33 KayecTBO Ha KUBOT.
HabniopaBa ce cbwo OGnaronpusateH eqQeKkT BbpPXY
XpaHUTeNnHnA cratyc u buomapkepute Ha 3abonsasaHeTo,
BK/AKOUYMTENIHO MNOHUXKEHME Ha Xnopuaute B NoTTa. Kato
moaynatop oOT HoBOo nokoneHwe, AIYFTREK®Y ce
XapakTepu3npa € ONTUMM3MPAH  PapPMaAKOKMHETMYEH
npodun N NOTEHLMAN 33 NO-LLUMPOKO FEHOTUMHO MNOKPUTHE.

TepanuATa npeacTtaBnABa  3HAYMMA CTbMKA KbM
NepcoHannsnpaHns noaxod nNpu MYKOBMCUMAO3a, KaTo
ocurypsiBa  MO-BMCOKA  e(dEeKTMBHOCT U yCTOMYUB
TepaneBTUYEH OTrOBOP MNpU NOAXOAAWO CENEKTUPAHMU
NnauMeHTH.



Vanzacaftor)- Highly effective CFTR = b\
modulator from next-generation %)l'

Guergana Petrova
Department of pediatrics, Medical University - Sofia;
Pediatric clinic, UMHAT , Alexandrovska® - Sofia

AIYFTREK®VY  (Deutivacaftor / Tezacaftor /
Vanzacaftor) is a highly effective next-generation triple CFTR
modulator developed for the treatment of patients with cystic
fibrosis (CF) who carry appropriate mutations in the CFTR gene.
The therapy combines two correctors — tezacaftor and
vanzacaftor — that promote the correct folding, stabilization and
transport of the defective CFTR protein to the cell membrane, as
well as a potentiator — deutivacaftor, which increases the
opening and functional activity of the channel. Through this
synergistic mechanism, a significant restoration of CFTR function
at the cellular level is achieved.

Clinical studies have shown a significant
improvement in lung function (ppFEV1), a reduction in the
frequency of pulmonary exacerbations and an improvement in
quality of life indicators. A beneficial effect on nutritional status
and biomarkers of the disease, including a decrease in sweat
chloride, was also observed. As a new generation modulator,
AIYFTREK®V is characterized by an optimized pharmacokinetic
profile and the potential for broader genotypic coverage.

The therapy represents a significant step towards a
personalized approach in cystic fibrosis, providing higher
efficacy and sustained therapeutic response in appropriately
selected patients.
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OOCTUIHETE
HOBU BbPXOBE HA
CFTR ®YHKUUATA

ALYFTREK" e BucokoedexktueHa CFTR
MOAyNaropHa Tepanusa oT cnenBallo
NOKONIEHMWEe 33 NALUMUEHTU C KUCTO3HA
hubposa (MykoBucuuao3a) Ha
Bb3pacT 6 u noseye roguHu'>

Alyftrek Tabnerkm ¢ NOKA3IAN 32 NeweHMe Ha
KucrosHa dubposa (KD) npu naumwenTs Ha ss3pact
6 1 NOBEME FOAMNM, XOMTO MMAT HAR-MANKO eaMa
PAINMUNS OT KNAc | MYTAUMA B rENa Ha perynatopa
Ha TPANC 6 ara np T npx
Kucrosma dubposa (cystic fibrosis transmembrane
conductance regulator, CFTR).

KD, onCTOmAS PeG00a (Mywosnciingoda) CFTR, Deryiarion ka TRIsCMomGDissaTa NOOBOGAMOCT NEe M0 TOMa Bripaaa
MaTosanpt

L ALYFTREK®, KOaTe 12 pasTopecTind Ha NOotywTs

2. Keating C ot al. Lancet Respir Mo 202513256-27

3. Hoope JE ot al. Lances Respv Med. 2025/13:244-255

Alyftrek 50 mg/20 mg/4 mg / Moe/ ftor)
Alyferek 125 mg/50 mg/ %0 mg Gwtnmmp toe/ aftoe/ vanzacaftor)

TCot NewaDCT R NOOAYKT NOANKN Ha SOMTLIHHTANHO HatmOoneten. TORS We NOIBCNN GLRI0TO YCTAMOSSRANE Ha HOGS MDORMIUMS STHOCHO
GOICNICHOCTTA. OF MOSMHOGATS CIRUMAMMCTH 06 MO 43 CROCUIRAT BC5 K NOSOINDING HIMEIES DOMKLMA D03 MIMMMTENEA arssaps NO
nesapcTaara, yn. Jdasas Meyos” N8, 1302 Codma, Tan: +359 2 BO03417, yobcanr: www Dda DY wns w0os NEsTawaTons Ha DIapawonnd’o 33 ynoTpeta)’
Npeacrassmen 1a NPY: Wetex Pharmacouticais (Eurcpe) Ltd w2 agpec: MIps//www.isetexmacinio com/

'llou.cvm NPOZYRY NO CMPEMANCHO SENARCKDC NDOSN NCIWNG.
Npas 42 NOGveseTe ALYFTREK, MONs NRO-STOTE KOUTHaTa XapaeTomec T wa NEoaywTa AxTyamsara KX va ALYFTREK @ SOCTRNNG Ma yeGCaiTa ma
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PecnnpaTopHO-CUHUUTUANHUAT BUPYC e eAWH OT Hau-
3HAQYMMUTE ETMOJIOTUYHM areHTU 3a WUHPEeKUMM Ha guxaTenHute
NbTMWa BrucokaTa yectoTa U TexecT Ha 3a601ABaHETO, NPUYMHEHO OT
RSV  umat oOrpomMHO COLMANHO-UKOHOMMYECKO Bb3AENCTBME W
M3NON3BaHe Ha 34paBHU pecypcu

nobanHuTe oueHKM coyat RSV KaTo npuumnHa 3a 33 MUAMOHA
enusoga Ha UAU wn 3,6 mmanMoHa xocnutanusaumm roguilHo ,2% ot
CMbPTHUTE CAyYau npu geua nop 5-roguwHa Bb3pact m 3,6% npwu
Aeua Ha Bb3pacT 1-6 meceua .

Bpb3kata Ha RSV  CbC 3ambpcABaHETO HA Bb3gyxa ce
HabnlogaBa YeCcTo U Npes3 NocAeAHUTE FTOANHN € 0OEKT Ha MHOMKECTBO
NpPOy4YBaHMUA.
3ambpcuTennTEe Ha Bb3AyXa NPeau3BMKBAT C/IOKHO B3aMMOAENCTBME
ypes pas/IMYHM NATOrEHETMYHW MbTULULA B AMXATeNHATa CUCTEMA,
BKJOYUTENIHO MOBULIEHO MPOM3BOACTBO HA PEAKTUBHU KUCNOPOLHU
BMOOBE , aKTMBMPAHE Ha TPAHCKPUMNUMOHHM  daKTopu umam
NPOM3BOACTBO Ha UMUTOKMHM W/MaM  XxemoKuMHW.ToBa BoAM A0
HapyleHa JIOKa/JIHA XOMeOoCTa3a, HamanABaHe Ha 6enoapobHMAT
MMYHEH OTroBOp, OYpPHW Bb3NAZIMTENHM pPeakuuM U NOoBMLIABAHE Ha
XMNeppeakTUBHOCTTA Ha ANXAaTENIHMTE NbTULA.

Bb3nanautenHmat otroBop npu RSV nHdekuma He ce onpeaens
CaMO OT BMPYCHOTO HaToBapBaHe. Toi € pe3ynTaT OT CJ/IOXKHO
B3aMMOAENCTBME MeXAy BUpyca M GOHOBUTE XapPaKTEPUCTUKWU Ha
Bb34yXa B OKO/HaTa cpeda . 3ambpcuUTennTe Ha Bb3ayxa AencTBaT
KaTo  CUMHeprMyHnm  GaKTopM  Ha  PUCKA, KOUTO  NPOMEHAT
naToGU3NONOrMATa Ha AMxaTenHaTa INraBmua, 3aCMIBaT U yab/XKaBaT
Bb3nasneHneTo, MHayumpaHo ot RSV. ToBa 06ACHABA 3alLO TEXKKUTE
cnyyam Ha RSV vecto ce HabnwogaBaT B Monynauuu, U3NOMKEHM Ha
BMCOKW HMBA HAa 3amMbpcABaHe HA Bb34yXa.

B 1031 acneKkt 6opbaTta ¢ PCB Beue He e caMO KAMHMYHA, a U
eKkonormyHa. Kato nekapu, HMe cme MOCTLT MeXAy HayKaTa 3a
OKOJIHATa cpefa U KAMHMYHATA NPaAKTUKA.
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Respiratory syncytial virus (RSV) is one of the most significant
etiological agents of respiratory tract infections. The high incidence
and severity of RSV-related disease impose a substantial socio-
economic burden and lead to extensive use of healthcare resources.

Global estimates indicate that RSV is responsible for
approximately 33 million episodes of acute lower respiratory
infections (ALRI) and 3.6 million hospitalizations annually. It accounts
for about 2% of all deaths in children under five years of age and
3.6% of deaths among infants aged 1-6 months.

The association between RSV and air pollution has been frequently
observed and has become the focus of numerous studies in recent
years.

Air pollutants trigger complex interactions through multiple
pathogenetic pathways within the respiratory system, including
increased production of reactive oxygen species (ROS), activation of
transcription factors, and enhanced production of cytokines and/or
chemokines. This results in disruption of local homeostasis,
suppression of pulmonary immune responses, exaggerated
inflammatory reactions, and increased airway hyperreactivity.

The inflammatory response in RSV infection is not
determined solely by viral load. Rather, it arises from a complex
interplay between the virus and the background environmental air
characteristics. Air pollutants act as synergistic risk factors, altering
the pathophysiology of the respiratory mucosa and amplifying as well
as prolonging RSV-induced inflammation. This helps explain why
severe RSV cases are more frequently observed in populations
exposed to high levels of air pollution.

In this context, combating RSV is no longer solely a clinical
challenge but also an environmental one. As physicians, we serve as
a bridge between environmental science and clinical practice.
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PecnnpatopHo-cMHUUTUANHMAT BUpyc (RSV) e wusonupaH ot
Chanock n Finberg npe3 1957 r. npu enngemunyeH B3puB cpea geua CbC
3abonABaHe Ha [ONHUTE AMXaTeNHW NbTuwa. [puHaaNeXn Kbm pog,
Pneumovirus Ha cemencteo Paramyxoviridae. RSV 6bp30 ce agcopbupa
KbM YYBCTBUTENHUTE KNETKM - 2 4aca cnepn 3apasasaHeto 50% ot
BMPYCUTE Ca MPUKPENEHM KbM KAeTb4YHaTa MOBBLPXHOCT, cned 4 vaca -
80%. NHdeKkTupaHeTo ¢ RSV Boan Ao Bb3nanuteneH,/ ¢ HEKpo3a Ha
enUTeNHU KNETKU U OECTPYKTUBHM MPOMEHU B PECHUYKUTE/ M UMYHEH
OTroBOp OT CTPaHa Ha opraHusma. VIMyHHMAT OTroBOp € pes3ynTaT Ha
BK/IIOYBAHETO HAa XYMOPA/IHUA U KNETbYHO-MEeANNPAHUA UMYHUTET .

RSV e WwunpoKo pasnpocTpaHeH B NpupoaaTa, CUAHO KOHTarmoseH
pecnnpaTopeH naToreH, KOMTO MOKe Aa MHPEKTMPA YOBEK MHOTOKPATHO
npes »uBoTa. LlenorogmMwHo ce HabnogaBaT cNopagnyHM CayyYam Ha
MHPEeKUMATa M enuaemMumm CbC CEe30HHO Pa3nNpPOCTPaHeHWe npes
OKTOMBPM-MapT 3a CeBepHOTO MNOAYKbAOO. 3apasAasaT ce Auua oT
BCUYKM Bb3pacTu: 45% oT uneHoBeTe Ha egHo cemenctso, 40% ot
60NHMYHKNA NnepcoHan, 98% oT AeuaTta, OTINeXAaHU B AETCKM 3aBeAeHMs.
PCB npuuunHsaBa 2,4% oT guxatenHute MHGEKLMM Npu Bb3pacTHM nog 60
rogmwHa sb3pact 1 10% npu no-sb3pacTtHM uHamsnamn . [lpes nbpsarta
rogmHa ot KuBoTa cv okono 70 % ot geuata ce uHpekTupaT ¢ RSV. o
HaBbpLBaHe Ha 2-3 . NOYTU BCUYKKM Aeua ca npeboneaysanu ot RSV
MHpeKums, 6an3o 50% oT Tax ca penHpekTupaHu. [oBuwaBalaTa ce
YyecToTa HA HEAOHOCEHW C OpPOHXO-NY/IMOHA/NHA AMCNNA3UA Hanara
HeobXxoaMMOCTTa OT CTPUKTHO HabaogeHue, npocnepasaHe wn RSV-
npodunNaKkTUKa. Ha RSV ce pgbmaxar wmexagy 50-80% ot
XocnutanusaummuTe No nosog Ha 6poHxuonnt n 30-60% OT cnyyauTte c
nHeBMOHMA A0 1 roguwHa Bb3pacTt. 10-15% ot 3abonenunte ce HyxKaaAT
OT BMCOKOCMeuManusmpaHa neguaTtpuyHa nomow, Cebp3Ba ce ¢
AbATOCPOYHU Nocneamum 3a 34paBeTo, KaTo 06CTPYKTUBHM 3abonABaHuMS
M acTma .
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Respiratory syncytial virus (RSV) was isolated by Chanock
and Finberg in 1957 during an epidemic outbreak among children
with lower respiratory tract disease. It belongs to the genus
Pneumovirus of the family Paramyxoviridae. RSV rapidly adsorbs to
susceptible cells - 2 hours after infection, 50% of the viruses are
attached to the cell surface, after 4 hours - 80%. RSV infection leads
to an inflammatory / with necrosis of epithelial cells and destructive
changes in cilia / and an immune response by the body. The
immune response is the result of the inclusion of humoral and cell-
mediated immunity.

RSV is widely distributed in nature, a highly contagious
respiratory pathogen that can infect a person multiple times during
life. Sporadic cases of infection and epidemics with seasonal
distribution in October-March for the Northern Hemisphere are
observed year-round. People of all ages are infected: 45% of family
members, 40% of hospital staff, 98% of children in daycare centers.
RSV causes 2.4% of respiratory infections in adults under 60 years of
age and 10% in older individuals. During the first year of life, about
70% of children are infected with RSV. By the age of 2-3 years,
almost all children have had an RSV infection, and nearly 50% of
them are reinfected. The increasing incidence of premature infants
with bronchopulmonary dysplasia necessitates strict monitoring,
follow-up, and RSV prophylaxis. RSV is responsible for between 50-
80% of hospitalizations for bronchiolitis and 30-60% of cases of
pneumonia up to 1 year of age. 10-15% of sufferers require highly
specialized pediatric care It is associated with long-term health
consequences, such as obstructive diseases and asthma.
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CBUPKaHE

llempaHKka AHOoHo8a, Emunus MaHacescku, KaponuHa
CumoHoscKka, TamAHa AKoscKa 7,
YHUBEPCUTETCKA KAMHMKA 33 pecnmpaTopHm 3abonssaHma- Ye5pppe
Kosne, Ckonune, CesepHa MakeaoHMA

Ot PCB 6poHxmonmT o noct RSV cMHAPOM Cbe 4;“*0 ;
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BbvBeaeHue: BpoHXMoONUTLT € ocTpa 6benoapobHa MHOEKUMA, KOATO Hal-
4yecTo ce cpella Npu Aeua Mo ABe rogMHU U MOXKe ga npoTteye ocobeHo
TEKO NPU KbpMayeTa B paHHa Bb3pacT. ToBa e BUpycHa benoapobHa
NHPEKLNA, HAN-YeCTO NPUYNHEHA OT PECNMUPATOPHO-CUHLMUTUANHUA BUPYC
(RSV). Bwbnpeks 4e npu nosevyeTo Jeua 3abonABaHeTo NpoTHYA
6naronpuAaTHO, NPU YacT OT TAX B MNOCTUHPEKLMO3HUA nepuos ce
pa3BMBaAT €NU30AN HA «CBUPKAHE», KOMTO HaM-4ecTo ce npocnenAsaT u
NeKyBaT B amMbynaTopHM ycnosuA. PaHHOTO pa3no3HaBaHe Ha nocT-RSV
CMHOPOM Ha «CBMPKAHE» e OT CbLeCcTBEeHO 3HayeHue 3a aAeKBaTHOTO
npocnegasaHe u noseaeHme.

Len: [a ce onuwar YectoTaTa, KANHUYHUTE XapaKTEPUCTUKMN, BPEMETO Ha
nofBa U M3XoAbT Ha NOCT-RSV CMHAPOM Ha «CBUpPKaHe» MNpu Aeua cnes
XOCMUTANM3aLmMA B HaWeTo OTAeNeHue.

Metoaum: MNpoBeaeHoO e peTpoCNeKTUBHO NpoyyYBaHe, BKAOYBALWO 32 aeua
¢ nabopaTopHO NoTBbPAEH RSV BPOHXMONUT, XOCMNTANMU3NPAHM B HALLETO
otaeneHne. Cnes  M3NUCBAHETO  MaUMEHTUTE ca  NpocnefAaBaHM
ambynaTtopHO 3a nNepuog, OT eaHa roauHa. AHanM3MpaHu ca nosBaTa Ha
«CBUPKaHE», BpeMeTO Ha HeroBoTO Hayano, pasnpeaeneHmneTo rno noa u
HaNYMeTo Ha BaKTepManHU M30/1aTU NO BPEME Ha XOCNMTAaAN3auMATa.
Pesyntatn: Ot 32 peua c notebpgeH RSV 6ponxmonut, 13 (40,6%)
pa3BMBaT «CBMpPKALLM» CUMNTOMM, CbOTBETCTBALM Ha NOCT-RSV cMHapom.
Hayanoto Ha cumntomute e HabnwAaBaHO B pamMKuTe Ha nbpsBuTe 12
cegMuumM cnep nbpBuYHaTa MHPekuma. OT Te3m ageua 10 (76,9%) ca ot
MBXKW non. baktepnanHu wm3onatM NO BpemMe Ha NbpBOHAYa/NHATA
XocnuTanmsauma ca yctaHoBeHn npu 8 oT 13 peua (61,5%). Bcuuknm
CAy4anM ca YyCnewHo oOBaageHn B  ambynatopHM ycnoBuA C
H6poHxoamnaTaTopHa Tepanus.

3aknwueHue: [locT-RSV cnHapom Ha «CBUMPKaHe» ce pa3BumBa MNpu
3HauMTeNHa 4YacT OT pgeuata cneg RSV 6poHxmonuT, obUKHOBEHO B
pamMmKuTe Ha nbpBuTe 3 Meceua cnes MHPekuuATa. MBKKUAT non u
HanMuneTo Ha bakTepuanHu M30/1aTM B OCTpaTa Pas3a ca YeCTU HAXOLKM.
MnaHMpaHOTO, CTPYKTYPMPaHO aMbynaTopHO NpocaeasBaHe 3a Nepmos ot
NoHe efHa roAuHa MOXe JAa YNeCHW pPaHHOTO pa3no3HaBaHe U
e(EeKTMBHOTO evyeHne Ha NocT-RSV cMHAPOM Ha «CBUPKaHE» .
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Kozle,Skopje, N.Macedonia

Introduction: Bronchiolitis is a common acute lung infection that most often
occurs in children under two years of age, which can take a particularly
severe course in young infants. It is a viral lung infection most often caused
by the respiratory syncytial virus. Although the majority of children have a
favorable course of the disease, a certain number still develop wheezing
symptoms in the post-infectious period, most often managed in an
outpatient settings Early recognition of post-RSV wheezing syndrome is
essential for adequate follow up and management .

Objective: To describe the incidence, clinical characteristics, time of onset,
and outcome of post-RSV wheezing syndrome in children after
hospitalization in our department.

Methods: A retrospective observational study included 32 children
hospitalized with laboratory confirmed RSV bronchiolitis in our
department. After discharge, the patients were followed up in an outpatient
setting for a period of one year. The occurrence of wheezing symptoms, the
time of their onset, gender distribution, and the presence of bacterial
isolates during their hospitalization were analyzed.

Results : Out of 32 children with confirmed RSV bronchiolitis, 13 (40.6%)
developed wheezing symptoms consistent with post-RSV syndrome. The
onset of these symptoms was observed within the first 12 weeks after the
initial infection. Among these children, 10 (76.9%) were male. Bacterial
isolates during the initial hospitalization were identified in 8 of 13 children
( 61.5%) . All cases were successfully managed on an outpatient basis with
bronchodilator therapy.

Conclusion: Post-RSV wheezing syndrome developed in a considerable
proportion of children following RSV bronchiolitis, typically within the first 3
months after infection. Male gender, and the presence of bacterial isolates
during the acute phase were common findings. Planned,structured
ambulatory follow-up for atleast one year may facilitate early recognition
and effective treatment of post-RSV wheezing syndrome
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BecenuHa KeHOeposa
KanHunka no neanatpua, Aoxkmnbdagem Cutn KnnHuk YMBAS
Tokryaa, Copua

AHTMBUMOTMUM, Npoun3BeaeHN B EBpona, nonssaHU ¢
[oBepue no cBeTa Ca CUMMBO/SI Ha BWUCOKM CTaHAAPTM 3a
KayectBo, 6e3onacHocT W edeKTUBHOCT. EBpoOMNencKoTo
NPOM3BOACTBO rapaHTUpPaA CTPOr KOHTPO/I Ha CypOBUHUTE,
NPOM3BOACTBEHUTE npouecu 7 dapmaKosnormyHaTa
npocneaumMmocT CcbrnacHo perynaummte Ha EC. Tosa
OCUTYpABA HALEXAHOCT Ha TepanuATa W nNpeasuaum
KAMHUYEH pe3ynTaT npu  NedyeHne Ha HakTepuanHm
nudekunmn. brarogapeHue Ha YyTBbPAEHUTE NPON3BOACTBEHM
NPAaKTUKN U AbATOrOAULIHMA ONUT, Te3M aHTUOBMoTULK ce
M3NON3BaT C AOBEpPUE OT MeAULMHCKaTa 0bLWHOCT No uenusa
CBAT.

Sandoz pa3nonara ¢ eAWHCTBEHATa OCTaHana B
EBpona HanbAHO MHTErpMpaHa NPOM3BOACTBEHA MpeErKa 3a
NEHUUMIMH — OT aKTUBHUTE CbCTaBKM [0 [OTOBOTO
NIEKAPCTBO, OCUTYPABAMKM [OCTbN A0 BUCOKOKAYeCTBEHO
NleYeHume 3a NauneHTM no uenms ceat”.
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Veselina Kenderova
Pediatric clinic, Acibadem City Clinic UMHAT Tokuda, Sofia

Antibiotics manufactured in Europe, trusted
worldwide symbolize high standards of quality, safety, and
efficacy. European production ensures strict control of raw
materials, manufacturing processes, and pharmacological
traceability in accordance with EU regulations. This
guarantees reliability of therapy and predictable clinical
outcomes in the treatment of bacterial infections. Thanks to
established manufacturing practices and long-standing
expertise, these antibiotics are trusted and widely used by
the global medical community.

Sandoz has Europe’s only remaining end-to-end
penicillin production network, from active ingredients to the
finished medicine, ensuring access to high-quality
treatments for patients worldwide
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Ospamox’ Cifemex ' Lekoklar

Amanicilin

onlizimm i bydrate Clarshromycin

AHTMOMOTHMLM,
NPOM3BEAEHM

B EBpona,
nons3BaHM C
AOBepMe no ceera.

Sandoz pasnonara ¢ EAMHCTBEHATA
ocraHana & Espona HansnHo uHTerpupaHa
NPOM3BOACTEEHA MPEXKa 3a NEeHMUMNMH — OT
aKTUBHMTE CLCTABKM AO rOTOBOTO NeEeKapcCTBo,
OCHMIypPsBaMKM AOCTBLI AO BMCOKOKAYECTBEHO
neyeHMe 3a NaUMEeHTH No uenus cear'?

Hau-ronemusar
NPOM3BOAMTEN
Ha aHTMOMOTMLM
8 Eepona!’?

s A N D o Z Maobp Hma P LSS M MO NDEACTARNABY ASHCIBMICHEN NPOAYKS
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OcTpuTe pecnnpaTtopHU 3abonsBaHUA ca cpea Han-yecTute
NPUYMHM 3a 3aboneBaemMoCcT W XOCNUTaNM3aums B AeTcKaTa
Bb3pacT W NpeAcTaBNsABAT CbLECTBEHO NPeAn3BMKATENCTBO B
e)kefHeBHaTa negMaTpuyHa npakTuKa. CbBPEMEHHMAT NOAXOA
M3NUCKBA NpeLM3Ha KAMHUYHA OUEHKa, PauMOHANHO M3MO0A3BaHe
Ha AWArHOCTUYHW MeToAM W MpuaaraHe Ha [AO0Ka3aTe/ICTBEHO
6a3snpaHa Tepanus.

AHanu3MpaHM ca aKTya/HW MEXAYHAPOAHN KIUHUYHU
PBHbKOBOACTBA M KOHCEHCYCHM MPENOPbKU OTHOCHO NOBEAEHUETO
npu Aeua c OCTPM PecnmpaTopHM 3abonaBaHMA. AKLEHTUPAHO e
BbPXY OCHOBHM AMArHOCTUYHM WU  TepaneBTUYHU NOAXOAM,
NPenopbyBaHM B MeXAyHapoaHaTa MNpaKTUKa, U TAXHOTO
NPUNOXKEHME B PeaNHU KIMHUYHU YCNOBUA.

MpeactaBAMe aHanM3 Ha pPe3ynTaTM OT PETPOCMEKTUBHO
cobcTBEHO npoyyBaHe, npoBedeHO Bbpxy 343 aeua c ocTpu
pecnnpaTopHK 3abonAaBaHUA, BKAOYBALLN MHOEKLMN KAaKTO HA Ha
FTOPHW, TakKa M Ha AOONHW AUXAaTeNHW NbTULWA; NauMeHTUTe ca
pasrnexaaHu no nos, Bb3PacT, /1abopaTOpHM MOKasaTeNn Ha
Bb3naneHune /obuw, neBkouuTeH 6pol, AndepeHLManHa KpbBHa
dopmyna, UPMN/, nposeseHn 6bp3n aHTUIEHHW TecToBe 3a
BUPYCHU PECNUPATOPHU areHTU, MUKPOOMONIOrMYHM TecToBe OT
Ha3og>apMHreanHM npobun 1 NpoBeaeHO JieYeHMe, C aKLEHT BPX
aHTMOMOTUYHATA  Tepanua /r|e6popanHa n/unn  BeHo3Ha/.
MonyyeHnte pe3ynTaTu, B KOMOMHAUMA C MEXAYHAPOAHUTE
HACOKM M MPEnopPbKK, 3anAraT B OCHOBATa Ha NpensiorKeHue 3a
AVWATHOCTUYEH W TepaneBTUYEH aNropuTbm NpUM Aeua C OoCTpu
pecnupaTopHn WHPEeKUUM, KaTo ce o4yepTaBaT obnactm ¢
noTeHUMan 3a ONTUMM3MPAHE HA AMArHOCTUYHO-NevyebHunA
noaxon. lNpeacraBeHMTe AaHHM NoAKpensT HeobxogmMmocTta OT
CTaHAAPTU3MPaH M AOKa3aTencTBeHOo ba3mpaH noaxod npw Aeua ¢
OCTPU pecnupaTtopHu 3abonaBaHUsA, C Orfied, OrpaHMYaBaHe Ha
HeHY)XHaTa aHTMBMOTUYHA ynoTpeba.
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Veselina Kenderova
Pediatric clinic, Acibadem City Clinic UMHAT Tokuda,
Sofia

Acute respiratory diseases are among the most common
causes of morbidity and hospitalization in childhood and pose a
significant challenge in daily pediatric practice. Effective
management requires careful clinical assessment, rational use of
diagnostic tests, and evidence-based therapy.

Current international clinical guidelines and consensus
recommendations were reviewed, highlighting key diagnostic and
therapeutic approaches and their implementation in real-world
clinical settings.

We present results from a retrospective study of 343
children with both upper and lower respiratory tract infections.
Patients were analyzed by age, sex, inflammatory markers (total
leukocyte count, differential count, C-reactive protein), rapid
antigen testing for viral pathogens, microbiological tests from
nasopharyngeal samples, and treatment, with emphasis on oral
and/or intravenous antibiotic use. These findings, combined with
international recommendations, inform a proposed diagnostic and
therapeutic algorithm for children with acute respiratory
infections, identifying areas for optimization. The data support a
standardized, evidence-based approach aimed at improving care
and reducing unnecessary antibiotic use.
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PUHOBMPYCHT € LWMPOKO Pa3npoCTPaHEH BUPYC U Hali-
yecTtaTa NpuUYMHa 3a OBMKHOBEHATa HACTUHKA. Bbnpekun ye
FOPHUTE W OONHUTE AUXaTeNHW MbTULWLA Ca HerosuTe
OCHOBHM MWIUEHM W NpPU TFOAAMA YacT OT NaAUMEHTUTe
MHbEKLMATA OCTaBa CYOKIMHUYHA U CaMOOrpaHMyYaBalla ce,
KIMHMYHOTO 3HA4YeHWe Ha To3u BMpYC He 6uBa pa ce
noaueHssa. Mpu aeuaTa YOBELWIKUMAT PUHOBUPYC € eaHa oT
BOAELMNTE MPUYMHU 33 MHOEKUMM HA AO0NHUTE AUXATENHU
NbTULLA, BPOHXMOAUT U eNM30AM Ha KCBUPEHE» C NOoTeHLMan
3a pa3BUTME HA TEXKKA KNMHUYHA KapTUHA.

B HacToswaTta pabota npeacrtaBame cepua oT 35
CNyYana Ha geua, XOCNUTANMU3UPaAHU B Nepmoaa OT OKTOMBPMU
00 AHyapu B YHMBepCcUTETCKaTa KAWMHWUKA MO LETCKMU
pecnupatopHu 3abonasaHms — Kos3ne, C NoOTBbpAeHa
PUHOBUPYCHA MHPEKuMA U UHPeKuMAa Ha  [A0NHUTE
AuxaTenHu nbtuwa. [AnarHosaTa belwe yctaHoBeHa yYpe3 PCR
aHanu3 Ha Ha3odapuHreaseH CEKPeT M TpaxeaseH acnupar.
LUenta Ha npoyyBaHeTO e ga MpeacTaBu KAMHUYHUTE
CMMNTOMMW, NAabBOPATOPHUTE HAXOAKM, KAKTO M MPOTUYAHETO
M n3xoga Ha 3abonaBaHETO NO BpeMe Ha XOCMUTanM3aumaATa,
KaTo ce Mma npeasup, 4Ye pasaINYHUTE MMYHHU OTFOBOPWU
MoraT ga AoseaaT A0 WMPOK CNEeKTbP OT KIMHUYHU NPOABU —
OT CYOKNIMHMYHM [0 TEXKM U KMBOTO3ACTpaLLABALLM
nudekunn. lpe3 nocnegHUTe aeceTUNETUA HapacTea
MHTEPECBT KbM pPOAATA Ha PUHOBUPYCHUTE MHPEKUMKU B
Pa3sBUTUETO HA peunauBupalLy enu3ogn Ha “cBupeHe” wn
noAsaTa Ha acTma.
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Rhinovirus is a widespread virus and the most
common cause of the common cold. Although the upper and
lower respiratory tracts are its primary targets and in a large
proportion of patients the infection remains subclinical and self-
limiting, the clinical significance of this virus should not be
underestimated. In children, human rhinovirus represents one of
the leading causes of lower respiratory tract infections,
bronchiolitis, and episodes of wheezing, with the potential to
develop a severe clinical presentation.

In this paper, we present a series of 35 cases of
children hospitalized during the period from October to January
at the University Clinic fo§r Respiratory Diseases in Children —
Kozle, with confirmed rhinovirus infection and lower respiratory
tract infection. The diagnosis was established by PCR analysis of a
nasopharyngeal swab and tracheal aspirate. The aim of the study
is to present the clinical symptoms, laboratory findings, and the
course and outcome of the disease during hospitalization, bearing
in mind that different immune responses may lead to a wide
spectrum of clinical outcomes — from subclinical to severe and
life-threatening infections. In recent decades, interest has
increased in the role of rhinovirus infections in the development
of recurrent wheezing episodes and the development of asthma.
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/luraBnyHata MMyHHa  CUCTeMa Ha  ropHuTe
AVXaTeNHW NbTUWA NpeacTaBnABa NMbpBaTa M HaMW-BarKHA
H6apuepa cpelly pecnnpaTopHUTe MHPEKLNM, KaTo B HeA ce
Hamupat Hag 60% OT MMYHOKOMMETEeHTHWUTE K/EeTKM B
opraHmama. [llogabpXKaHeTo Ha ONTUMANEH NOKaneH
MMYHUTET — Yypes 34paBa MUKPOOMOTA, aieKBaTEH CUHTE3 Ha
ceKkpetopeH IgA u b6bp3a aktMBauma Ha NK Knetkute — e
KNo4oB GaKTOp 3a NO-N€KO NpoTUYaHe Ha WHdeKuuute,
OrpaHMyaBaHe HA YCNOXKHEHWATAa W HamanABaHe Ha
Heobxo4MMOCTTa OT aHTUBNOTUYHO fieyeHue.

Pesaucta e  nNpoaykToBa  /IMHWUA,  Haco4yeHa
LLleNeHAaCoYEHO KbM MognomaraHe Ha AMraBUYHUA UMYHUTET
Ha rbpAoTO, HOCa M ywuTe. Ypes KombMHaAUMA OT opasieH
npobunotuk Streptococcus salivarius, 6eTa-rnoKkaH, BUTaMUH
D: u noabpaHuM npobumoTMyHKU WamoBe Pesncta Kuac u
Pe3auncta ®opte gonpuHaca 3a 6anaHcMpaH MMYHEH OTroBop
Ha BXogHaTa BpaTa.

MpoBeaeHoO e KAWMHMYHO HabnwoaeHue nNpu Aeua Ha
Bb3pacTt 1-17 rogmHu, noceTMam neamatpuyeH KabuHet B
YMBAN ,AnekcaHgpoBcka“, rp. Codusa, wn npuemawm
Pesncta Kuac woko medveta mam Pesucta dopTe cnopeq,
Bb3pactta. O606WeHNUTe pe3ynTaTM MOKA3BaT HaManABaHe
Ha 4ecToTaTa M TeXKecTTa Ha MHpEeKUuMuTe Ha ropHuTe
AMXaTeNIHM NbTMWA, peaykumMsa Ha  YCNOXHeHusTa W
CUTHUPUKAHTHO MO-HUCKA HYXAa OT aHTUOMOTUYHA Tepanus.
OTyeTeEHO € M CKbCsABaHe Ha MNPOABL/IKUTENHOCTTA Ha
CUMNTOMUTE, KaKTO WU MNO-HUCbK PUCK OT MOBTOPHMU
bonenyBaHWA, KOETO MOTBbPXKAaBa pPoaATa Ha JIOKANHUSA
MMYHUTET KaTO K/AOYOB TepaneBTUYEeH U MNpPodMAaKTUYEH
TapreT B AeTCKaTa Bb3pacT.



Immune protection of the throat, nose, & : ; i
and ears —a key barrier for limiting z
infections N A

Stanislav Georgiev
Pediatric clinic, UMHAT , Alexandrovska“ - Sofia

The mucosal immune system of the upper respiratory
tract represents the first and most important barrier against
respiratory infections, containing over 60% of the body’s
immunocompetent cells. Maintaining optimal local
immunity—through a healthy microbiota, adequate
synthesis of secretory IgA, and rapid activation of NK cells—
is a key factor for milder disease course, limitation of
complications, and reduction in the need for antibiotic
therapy.

Resista is a product line specifically designed to
support the mucosal immunity of the throat, nose, and ears.
Through a combination of the oral probiotic Streptococcus
salivarius, beta-glucan, vitamin Ds, and selected probiotic
strains, Resista Kids and Resista Forte contribute to a
balanced immune response at the primary site of pathogen
entry.

A clinical observation was conducted in children aged
1-17 years who attended a pediatric outpatient clinic at
University Hospital “Alexandrovska,” Sofia, and received
Resista Kids chocolate bears or Resista Forte according to
age. The summarized results demonstrated a reduction in
the frequency and severity of upper respiratory tract
infections, fewer complications, and a significantly lower
need for antibiotic therapy. A shorter duration of symptoms
and a reduced risk of recurrent infections were also
observed, confirming the role of local immunity as a key
therapeutic and preventive target in childhood.
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YHMBEPCUTETCKA KIMHMKA 33 PECNMPATOPHMU
3abonssaHua- Kosne, Ckonne, CeBepHa MakeaoHums

BbBeaeHue: ETMonOrnMATa Ha acTmaTta 3ano4vyBa MHOrMO0 paHO — ouwe oT
pa*kAaHEeTO — NPW roNsm NPOLLEHT OT c/ly4anTe. HeaoHOCEHNTE HOBOPOAEHM
npeacTaBNABaT yA3BMMA PUCKOBA rpyna, Npu KOSTO MHOXeCTBO $aKTopu
JOMNPUHAcCAT 33 PasBUTUMETO Ha acTMa B MO-KbCHa  Bb3pacT.
MpexkaeBpeMeHHOTO paXkaaHe BoAM [0 HapylleHWe B pPasBUTUETO W
Cb3pABAHETO Ha AUXaTenHaTa CUCTEMA, KOETO MPUYMHABA YCNOXKHEHUA B
pecnupaTopHata QYHKLUMA HE CamMO B HeOHaTa/iHWs nepuog, HO U B Mo-
KbCHOTO [AETCTBO M 3penua XMBOT. HanpeabkbT B HeoHaTanHaTa W
WHTEH3MBHATa T[PUXa Npe3 TroAUHUTE YBE/IMYM MNPEXMUBAEMOCTTA Ha
E€KCTPEMHO HEeAOHOCEHUTE HOBOPOAEHW, MPU KOWUTO YBPEKAAHETO Ha
AnxatenHaTa QYyHKUMA € NO-TEKKO WM BoAM A0 MO-BMCOKA 4YectoTa Ha
6poHxonynmoHanHa gucnnasus (bMA), XpOHUYHU pecnUpaTopHU CUMNTOMU
M acTMa B NO-KbCHa Bb3pacT.

Uen: Lenta Ha HacToAWOTO NpoOyyYBaHe € pPaHHOTO pa3no3HaBaHe U
npocneasBaHe Ha pecnupaTopHaTa GYHKLMA NPU NPEXKOAEBPEMEHHO POAEHMU
Aeua C Uuen AMarHoCTMKa, NpeBeHUMs U HamansBaHe Ha PUCKa OT pasBuTUe
Ha aCTMa M XPOHUYHM pecrnunpaTopHu 3abonsiBaHUS B NO-KbCHA Bb3pacT.
Martepuanu: lMpocneaeHn ca NpeaeBPeMeHHO poAeHM Jeua B paHHa
Bb3PacT, KaTo TAXHATa pecnupaTopHa ¢yHKUMA e HabnogaBaHa U IeKyBaHa
B YHMBepCUTETCKATa KAMHMKA NO AETCKM PeCnMpaTopHU 3ab0NsSBaHUA KAaKTO
B ambynaTopHM, Taka U B BONHUYHK yC0BUA.

MeTtogu: M3non3BaHM ca HEMHBA3MBHU KAMHUYHM METOAM 33 OLEeHKa Ha
pecnupatopHata ¢YyHKUMA C Uen onpeaensHe Ha  AbArOCPOYHUTE
pecnupaTopHM pes3ynTaTv U PUCKa OT pa3BUTUE Ha acTma.

Pe3ynTtatu: Te3n nauneHTN NpeacTaBAABaT MHTEPEC HE CaMO 3a NeanaTpuTe,
HO M 33 06LWONPAKTUKYBALWLMTE NEKapPU M NYIMOIO3UTE NPU Bb3PACTHU, Tbi
KaTo GopMMpaT HOBA KAUHUYHA eAnHMLA B MY/IMONOrMATa — ,HOBAaTa acTma
Ha HeZJoHOCceHOoCTTa”,

3akntoueHune: PaHHOTO M edeKTUBHO npocnendBaHe Ha Te3U NauMeHTU e
HeobxoaAMMO 3a nNoaobpABaHe Ha pecnupaTopHaTa GyHKUMSA U HamanssaHe
Ha yYecToTaTa M TeXecTTa Ha acTMaTa U XPOHMYHUTE OOCTPYKTUBHM
6enoapobHm 3abonaBaHMA, KOETO BOAM A0 NO-A06PO KAayecTBO Ha KUBOT U
no-manbk 6poi xocnuTannsaumm.
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children-Kozle,Skopje, N.Macedonia

Introduction: Asthma etiology begins very early since birth in a large
percentage of the cases. Premature newborns are a vulnerable target group
that is predilected by numerous contributing factors to asthma development
in the further life. Prematurity leads to disruption in development and
maturation of respiratory tract that leads to complications in the respiratory
function not only in newborns but also in later childhood and adult life.
Improved and advanced neonatal and intensive care throw the years has
increased the number of survivals of extremely preterm newborns in which
the severity on the damage of respiratory function is larger and leads to
increased number of children with BPD,chronic respiratory symptoms and
asthma in further life.

The purpose of this study is early recognition and follow up on the
respiratory function in prematurely born children, with the purpose to
diagnose, prevent and reduce the risk of developing asthma and chronic
respiratory disease in later life.

Materials: Prematurely born children in the first years of life and their
respiratory function have been followed and treated in our University clinic
for respiratory disease in children during the ambulatory and hospital
treatment.

Methods: Noninvasive clinical methods have been used in evaluation of the
respiratory function of these patients in purpose to determine latter long
term respiratory outcomes and asthma.

Results: These patients are not only of interest for pediatrics but also for
primary physicians and adult pulmonologists because they are new entity in
pulmonology “new asthma of prematurity”.

Conclusion: Early and efficient follow up of these patients is necessary so we
can improve respiratory function and reduce asthma and chronic obstructive
respiratory disease in number and severity witch directly leads to better
quality of life and less hospital admissions of our patients.
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Mpe3 nocneaHUTe rOAMHM JIeYEHMETO Ha TeXKKaTta
acTMa HaBfie3e B HoBa epa, 6enna3aHa OT pPas3BMTMETO Ha
TapreTHMn OMONOrMYHM Tepanum, HACOYEHU KbM KIHOUYOBM
MeXaHM3MW B naToreHe3ata Ha 3abonasBaHeto. Cpen TaAX
Tezspire (tezepelumab) npeacrasnsBa NbpBUAT BUonoOrnyeH
MeAMKaMEeHT, HacoyYeH cpewy TUMYCHMA CTPOMaseH
nmméonoetnH (TSLP) — enuteneH anapmMuH, KOWTO 3aema
LEHTPANHO MACTO B MHUUMWUPAHETO W MOAAbPYKAHETO Ha
Bb3Na/IMTENHUS OTFOBOP NPM acTMa.

Ypes 6nokupaHe Ha TSLP, Tezspire noBauMsBa KaKTo
T2-BNCOKMUTE, TaKa U T2-HUCKUTE BB3NAUTENHU NHBTULLA,
KOETO paswmnpaBa TepaneBTUYHUTE BbB3IMOXKHOCTM NpwU
naumeHTn 6e3 mspaseHa eo3mHoduanA unm nosuweH IgE.
KAMHWYHMTE npoyyYyBaHMA  OEMOHCTPUPAT  3HAYMTENHO
Hama/siABaHe Ha YecToTaTa Ha ek3auepbauunte, nogobpeHune
Ha 6enogpobHaTa QYHKUMA W NO-A06BP KOHTPOA Ha
CUMNTOMMUTE, HE3aBUCUMO OT U3XOAHUTE BUOMapKepu.

To3M MexaHU3bM Ha AeiCTBME MOCTaBA HayasoTo Ha
No-yHMBepCaNeH U NepcoHanM3nMpaH MoAaxon B NeYeHMeTo
Ha TeXKaTa acTMa, KaTo npeaocTaBa epeKkTMBHA onuuAa 3a
NauUMEHTU C OrpaHMYEHM TepaneBTUYHU Bb3MOXKHOCTH.
Tezspire yTBbprKAaBa KOHUEMUUATA 33 paHHA MHTEpBEHLMA
BbB Bb3Ma/MTe/IHAaTa Kackaga M Oenexum CblecTBeH
HanpeabKk KbM No-g06bp KOHTPOA Ha 3abonaABaHeTo W
nogobpeHOo KayecTBO Ha KUBOT.
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Dimitrinka Miteva
Department of pediatrics, Medical University - Sofia;
Pediatric clinic, UMHAT , Alexandrovska® - Sofia

In recent years, the treatment of severe asthma has
entered a new era, marked by the development of targeted
biological therapies aimed at key mechanisms in the
pathogenesis of the disease. Among them, Tezspire
(tezepelumab) represents the first biologic medication
directed against thymic stromal lymphopoietin (TSLP)—an
epithelial alarmin that plays a central role in initiating and
maintaining the inflammatory response in asthma.

By blocking TSLP, Tezspire affects both T2-high and
T2-low inflammatory pathways, thereby expanding
therapeutic options for patients without pronounced
eosinophilia or elevated Igt levels. Clinical trials have
demonstrated a significant reduction in exacerbation rates,
improvement in lung function, and better symptom control,
regardless of baseline biomarkers.

This mechanism of action marks the beginning of a
more universal and personalized approach to the treatment
of severe asthma, providing an effective option for patients
with limited therapeutic alternatives. Tezspire reinforces the
concept of early intervention in the inflammatory cascade
and represents a substantial step forward toward improved
disease control and enhanced quality of life.
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Barnepu Vcaes

AcTmaTa € XPOHMYHO Bb3ManuTenHo 3abonasaHe Ha
AMXaTenHUTe NbTULA, KOETO 3acAra MUJIMOHM XOpa No Lenua
CBAT W Hanara 3HauyuMTeNHa TeXeCT BbPXy 34APaABHUTE
cuctemu. Eksauepbauymmte Ha actmata (AE), n3BecTHu cbluo
KaTo aCTMaTUYHM NPUCTBAN MAN 06OCTPSHUA, ca OCTPU UAaN
NOAOCTPU E€NMU30AM, XapaKTepusnpawm ce € BAOLWABAHE Ha
pecnupaTopHUTe CMMNTOMWU UM HamaneHa benoapobHa

bYHKUMA.

daktopute, Bogewmn po AE ca MHOrobponHuM u
BKIHOYBAT /IOW KOHTPOA, GaKTOPU OT OKO/MIHATA cpeda KaTo
BUPYCHMU n  bH6akTepuanHu MHPEeKumn,  anepreHHa
eKCNo3numa, 3aMbpCABaHE Ha Bb3Ayxa, THOTIOHOMYLIEHE U
BEMNUHI, cTpec, uU3NYecKo ycunaue/cTyaeH  Bb3AyX,
npopeCcMoHaNHN BPeAHOCTU U MeAUKAMEHTMU.

BupycHute uMHbeKuum ca npuumHa 3a 60-80% ot
eKk3auepbaummnte Ha actma (AE), Koeto npeactaBnAsa
OCHOBHA TEMKECT KaKTO Nnpu neguaTpuyHaTa, Taka M npwu
Bb3pacTtoBaTa nonynaumsa. [latoreHe3aTa Ha BUPYCHO-
MHAyuupaHata ek3auepbauma Ha actma (BUAE) e
MEXAaHUCTMYHO C/IO)KHA, BK/AOYBAlWl@ HapylaBaHe Ha
enuTenHaTa UanocT, AedeKTHU UHTEPPEPOHHU OTrOBOPU U
aHOPMa/IHO aKTUBUPAHE Ha UMYHHW KNETKM KaTo MaKkpodaru
N BpoaeHN NTMMOONAHU KNETKMU.

Pasrnepanu ca n HAKOMU CbBpeMeHHUTe
bapMaKoNorMyHM cpeacTBa 3a KOHTPO/ M MpPEeBEHLMA Ha
HaW-4YecTuTe BUPYCHU MHPEKLUMN, KaTo NpmnynHa 3a BUAE.
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Asthma is a chronic inflammatory disease of the
airways that affects millions of people worldwide and
imposes a significant burden on healthcare systems. Asthma
exacerbations (AEs), also known as asthma attacks are acute
or subacute episodes characterized by worsening respiratory
symptoms and reduced lung function. Factors leading to AEs
are numerous and include poor control, environmental
factors such as viral and bacterial infections, allergen
exposure, air pollution, smoking and vaping, stress,
exercise/cold air, occupational hazards, and medications.

Viral infections account for 60-80% of asthma
exacerbations (AEs), representing a major burden in both
pediatric and adult populations. The pathogenesis of viral-
induced asthma exacerbation (VIAE) is mechanistically
complex, involving disruption of epithelial integrity, defective
interferon responses, and abnormal activation of immune
cells such as macrophages and innate lymphoid cells.

Some modern pharmacological agents for the control
and prevention of the most common viral infections as a
cause of VIAE are also reviewed.
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MbpBa JeTcka KoHcynTatMBHa KAnMHMKa — Codus,
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Anda 1 aHtTuTpuncmHosus geduumt (AAT) e egHo oT
Hal-4ecTo cpellaHnTe W HeAoCTaTb4YHO pPa3no3HaBaemMwu
aBTO30MHM 3abonsBaHUA, CBbP3aHU C MOBULLIEH PUCK OT
pasBUTUE Ha uYepHoapobHa u benogpobHa natonorus.
Mpegnonara ce Bpb3Ka MeXay al-aHTUTPUMNCUH U acTma,
ocobeHOo npu TexKkUTe popmMu Ha ToBa 3abonsBaHe. MHoro
NPoy4YBaHMA MOKa3BaT MOBMLIEHA YecToTa Ha acTma npw
nonynaumaTta ¢ Aeduunt Ha al-aHTUTPUNCUH C TeYEHUEe Ha
BpemeTo (4-38%). BMONOrMYHMAT MexaHU3bM, KOWTO e B
OCHOBATa Ha Te3n [ABe CbCTOAHWMA M € npuYMHa 33
KopenauuaTta um Bce oule He e Aobpe npoyyeH. Tbi KaTo al-
aHTUTPUMNCUHDBT € OCHOBHMAT WMHXUOUTOP Ha CepuHOBaTa
NPOTEMHA3a U € BaXXeH MPOTMBOBbL3NAIUTENEH MPOTEUH C
M3paseHa MMyHOMOAY/AMPALLA aKTUMBHOCT, MOXe Ja ce
npeanosoXu, Ye Bpb3kaTa mexay AAT n actma moxxe ga ce
cbCcTOM OT pAucbanaHca  enactasa/aHTvenacrasa w
NPOBb3NANUTENHUA e(dEeKT, KOWTO ce MnposBsBa Nopaam
HamaNIiBaHETO Ha TO3U MNPOTEMH.

Hanunue e HyX4a OT No-HaTaTblHM U3caeaBaHuMA, 33
Aa ce pasbepatr no-gobpe MONEKYAAPHUTE MEXaHU3IMMU,
cebp3Bawm AATA n 6poHxmanHaTa actma. [penopbynuTENHO
e [a ce nposege CKPMHUHT 3a AAT/L npu naumeHTn ¢ actma ¢
KbCHO Hayano W/MAM TakuMBa C He HanbAHO obpaTuma
obCcTpyKUMA Ha AguxatenHute nbtuwa. [peactasa ce
KAMHWUYEH Cayyan.
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AATD is one of the most common and
underrecognized autosomal disorders associated with an
increased risk of developing liver and lung diseases. An
association between al-antitrypsin and asthma has been
suggested, especially with severe forms of this disease.
Many studies have shown an increased prevalence of
asthma in the al-antitrypsin-deficient population overtime
(4-38%). The biological mechanism underlying these two
conditions and able to bind them has not yet been well
investigated. As al-antitrypsin is the main inhibitor of the
serine proteinase and it is an important anti-inflammatory
protein with pronounced immunomodulatory activities, it
can be hypothesized that the link between AATD and asthma
might be represented by the elastase/antielastase imbalance
and the proinflammatory effect that occurs because of the
reduction of this protein.

There is a strong need for further researches to
better understand the molecular mechanisms binding AATD
and asthma. It is also recommendable to screen for AATD,
late-onset asthma patients, and/or those with not fully
reversible airways obstruction. We present a clinical case.
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Mpe3s nocnegHoTo AeceTUneTMe HUKOTUHOBMUTE NPOAYKTU MNpeTbpnaxa
3HauUTeNHa TpaHchopmauma, OT TPAAUUMOHHUTE TOPUMM  LMUrapu, KbM
€NIeKTPOHHU umrapu (Beinn ycTpoicTea), HarpeBaemm TIOTHOHEBM MPOAYKTU, CHYC U
HWUKOTMHOBM nay4yoBe. Ta3n eBosOUMA B AM3aHA M MApPKETMHra CbBMaga C
HaB/iM3aHeTo Ha loKosneHWeTo Z: Magu Xopa, U3pacHanu B guruTanHa cpeaa,
CWIHO MNOBAMAHW OT COLMAZHUTE MPEeXKM, BU3yanHaTa KynTypa U 6bps3aTa
[O0CTbNHOCT HA HOBU NPOAYKTH.

CbBpeMeHHUTE HWKOTMHOBWU W3[EeNMA Ce MNO3UMLMOHMPAT KaTto “no-
yuctn”, “6es aum” n “no-6esonacHu”. Bbnpekn auncata Ha ropeHe, Te He ca
NIVWEHN OT 34paBHU pUCKOBE. AePO30bT OT €IEKTPOHHUTE YCTPOMCTBA ChbAbPIKA
HWUKOTWH, NPOMWAEH TUKOJ, [ULEPUH, apOMATM3aHTU WU YATPAPUHU YaCTULM,
KOMTO MoOraT [a WMHAOYLMPAT Bb3NaJUTENHW MPOMEHM B AMXATE/HUTE MbTULLA.
OpanHUTe HUKOTUHOBM MAy4OBE U CHYCHT OCUTypsBaT BMCOKU KOHLEHTpaLMM Ha
HUMKOTMH 4pe3 b6bp3a MyKo3Ha abcopbumsa, 6e3 eKcnosmums Ha [UMM, HO C
NMoTeHUMan 3a M3paseHa 3aBUCMMOCT U HebnaronpuaTHO Bb3LENCTBME BbPXY
CbpAeYHO-CbA0BaTa cUCTEMA.

HUKOTMHBT oOcCTaBa UEHTPanHUAT aKTop, BELLeCTBO C [AOKasaH
aAMKTMBEH MOTEHLMAN, KOETO CTUMYyNMpA Me30AMMOMYHaTa [OoNaMUHEepPrvyHa
cuctema. Mpu nogpacTBalMTe MO3bKbT € B aKTMBEH MPOLLEeC Ha pasBuUTHE,
ocobeHO B 061acTUTE, OTTOBOPHWM 3@ KOHTPO/A Ha WMMNyACUTE M B3emaHe Ha
peweHua. PaHHaTa eKCno3uuMsA Ha HUKOTUH YyBeAMYaBa PUCKA OT TpaliHa
3aBMCMMOCT, MOBEAEHYECKM HapyleHus W nocnegpalla ynoTpeba Ha p[pyru
NMCUXOAKTUBHU BELLLECTBA.

[JaHHWUTe OT nocnegHUTE TFOAMHW MOKa3BaT TPEBOXHA TEHAEHUMA:
HamansfBaHe Ha KJ/IaCMYECKOTO TIOTHOHOMYyLEHe Cpef HHOWMWTE, HO MapanesaHo
HapacTBaHe Ha ynoTpebaTa Ha Ee/IeKTPOHHWU UMrapu M HWUKOTMHOBM MAy4OBE.
ApomaTtumanpaHUTe BapuaHTW, AMCKPeTHaTa ynotpeba M arpecuBHUAT AUrMTaseH
MapKeTMHI Cb34aBaT ycelaHe 3a 6e30MacHOCT U couManHa NPUEMINBOCT, KOETO
nogueHsBa peanHusa PUCK.

3a neamnaTpuyHaTa NpakTMKa ToBa O3Ha4YaBa HEOOXOAMMOCT OT aKTUBEH
CKPUHUMHT 3a ynotpeba Ha HUKOTMHOBWU MPOAYKTU MPU OHOWW C PecrnmpaTopHu
CUMNTOMM, MOBTAPAWM ce MHOEKLMWN, XPOHWYHA Kalnuua Man HecneumduyHu
on/iakBaHuA. Heobxoaym e M OTKPUT AMaNor C PoAUTENNTE, KOWUTO YecTo He
pa3no3HaBaT HOBUTE GOPMM HA HUKOTUHOBA EKCMO3MLMA.

B 3aknioyeHne, makap ¢opmaTta Ha HUKOTMHOBMUTE MPOAYKTM Aa ce
NPOMEHS, MEXAHU3MDBT Ha 3aBUCMMOCT OCTaBa HernpomeHeH. [MoKoneHuneTo Z e
M3npaBeHo npes “mopepHU3MpaHa” Bepcus Ha cTapaTa 3aBUCMMOCT, @ POAATA HA
MeAMUMHCKATa 0BWHOCT e Aa MHPOPMMPA, NPEBEHTUPA U pearnpa afgeKkBaTHO Ha
Ta3n HoBa 06LLEeCTBEHO34paBHA peasHOCT.
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Over the past decade, nicotine products have undergone a profound
transformation, shifting from conventional combustible cigarettes to electronic
cigarettes (vaping devices), heated tobacco products, snus, and nicotine pouches.
This evolution in product design and marketing coincides with the rise of Generation
Z, a cohort shaped by digital culture, social media influence, and rapid access to
emerging trends.

Modern nicotine products are frequently promoted as “smoke-free”,
“cleaner”, or “safer alternatives”. However, the absence of combustion does not
equate to the absence of harm. E-cigarette aerosols contain nicotine, propylene
glycol, glycerin, flavoring agents, ultrafine particles, and potentially toxic compounds
formed during heating. These substances may induce airway inflammation, oxidative
stress, and impaired mucociliary function. Meanwhile, oral nicotine pouches and snus
deliver high doses of nicotine via rapid mucosal absorption, avoiding smoke exposure
but maintaining significant addictive potential and possible cardiovascular effects.

Nicotine remains the central driver of dependence. It activates the
mesolimbic dopaminergic reward pathway, reinforcing repetitive use. In adolescents,
the brain is still undergoing critical neurodevelopment, particularly in regions
responsible for impulse control, executive function, and decision-making. Early
nicotine exposure is associated with increased vulnerability to addiction, mood
dysregulation, impaired attention, and a higher likelihood of subsequent substance
use.

Recent epidemiological data reveal a concerning pattern: while traditional
cigarette smoking among adolescents has declined in many countries, the use of
vaping devices and nicotine pouches has risen substantially. Flavored products,
discreet designs, high nicotine concentrations, and aggressive digital marketing
strategies contribute to a perception of reduced risk and social acceptability.

For pediatric and adolescent healthcare providers, this trend necessitates
proactive screening for nicotine use in young patients presenting with respiratory
complaints, chronic cough, recurrent infections, decreased exercise tolerance, or
nonspecific systemic symptoms. Open dialogue with both adolescents and parents is
essential, as caregivers may not recognize newer nicotine delivery systems as
harmful.

In conclusion, although the format of nicotine consumption has evolved, the
biological mechanisms of addiction remain unchanged. Generation Z faces a
technologically rebranded version of an old dependency. The medical community
carries a critical responsibility to provide evidence-based information, promote
prevention, and address this emerging public health challenge with clarity and
vigilance.
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Mpy noBeyeTo NaUMeHTM OpPOHXMAsNHATA acTMa ce NOBAMABA
fobpe OT cTaHZapTHa NPOTMBOBbB3MANWUTENHA TepanuA. Mpu 4yacT oT

cnyvyamte obaye — 0COBEHO MpM  HaNMuME HA  peuuameupalLm
UHPeKUMM, cnab TepaneBTUYEH OTFOBOP WAM ATUMMYHA KAWHWUYHA
KapTMHa — cneABa fAa ce 06CbAM Bb3MOXKHOCTTA 3a noaJsexaly,

MbPBUYEH MMYHEH AedULAT.

MbpBUYHUTE MMYHHU AedUUMTM MoraT Aa MMMTUPAT MAKU aa
CbLECTBYBAaT CbBMECTHO C aCTMaTa, KOEeTO YC/IOXHABA  KAKTO
AMarHosaTta, Taka W nedyeHumeto. Peumpaumsupawmte MHOEKUMM Ha
OONHUTE  AUXaTeHM NbTUWA, NepcUcTUPaALLOTO Bb3MaJieHne w
CTPYKTYpHUTE BenogpobHu yBpexaaHMa moraT ga ce NpeacTaBAT CbC
CMMNTOMM, HanogobABalM acTMa — XPUNOBe, Kawnuua U gucnHes. B
NogobHM cayyan pasrpaHMYaBaHETO MEXKAY HEKOHTPO/MPaHa acTMa U
MMYyHHa AUCPYHKUMA € OT CbLEeCTBEHO 3HayeHue, TbM KaTo
TepaneBTUYHUAT NOAXOA, € pPas/IMyeH, a [MPUIOKEeHUEeTO Ha
MMYHOCYNpeCcuBHa Tepanma MOXKe a Kpue A0NbAHUTENHN PUCKOBE.

MpeactaBAME KAMHUYEH Cy4Yal HA naumeHT ¢ geduunt Ha XIAP
(X-linked inhibitor of apoptosis protein) — pAgbK NbpBUYEH MUMYHEH
AedUUMT, XapaKTepu3mpal, ce C MMYHHa Aucperynauua, noBULIEHA
noaaTAnNBoOCT KbM TEXKMU nHpeKkumn, xemodaroymTtHa
NMMPOXMCTMOLMTO3A U Bb3NaAUTENHU NPOABU. [TaLLMEHTHLT € NeKyBaH 3a
aCcTMa, AOKAaTO NpU NPOABEH apTPUT AmarHo3aTa ce NocCTaBA no 4
CbMHeHwue. [NlocneaBallata MMYHO/IOTMYHA OLLEHKA YCTAaHOBU NoANerKally,
XIAP pedunumnt, nogyepTaBakm HeoHXOAMMOCTTA OT BUCOKA K/IMHMYHA
64MTENHOCT NpPM  AaTUNMYHO  MPOTMYAHE  MAW  He[oCTaTbyeH
TepaneBTUYEH OTrOBOP NPM acTma.

KAMHUYHKMAT  cnyval  aKUeHTMpa BbpPXy 3HAYEHMETO Ha
MYITUANUCUMNANHAPHUA NOAXOA U UHAUBUAYANU3MPaHaTa OLEHKa npu
naumeHTm C TPYAHO KOHTPOAMPYEMM  ACTMATUYHM  CMMMTOMM.
Pa3no3HaBaHeETO Ha eBeHTyasieH MMyHeH AedUuMT He CaMO NPOMEHS
TepaneBTUYHATA CTpaTerna, HoO MoXe Aa 6bae KMBOTOCNACABALLO.
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In most patients the bronchial asthma responds well to
standard anti-inflammatory therapy. However, in a subset of
cases—particularly those with recurrent infections, poor response
to treatment, or atypical clinical features—the possibility of an
underlying primary immunodeficiency should be considered.

Primary immunodeficiencies (PIDs) may mimic or coexist
with asthma, complicating both diagnosis and management.
Recurrent lower respiratory tract infections, persistent
inflammation, and structural lung damage can present with
asthma-like symptoms, including wheezing, cough, and dyspnea. In
such cases, differentiating between uncontrolled asthma and
immune dysfunction is essential, as treatment strategies differ
significantly and immunosuppressive therapies may pose
additional risks.

We present a clinical case of a patient with X-linked
inhibitor of apoptosis protein (XIAP) deficiency—a rare primary
immunodeficiency characterized by immune dysregulation,
susceptibility to severe infections, hemophagocytic
lymphohistiocytosis, and inflammatory manifestations. The patient
was treated for asthma, until artritis puts the diagnosis in a doubt.
Further immunological evaluation revealed the underlying XIAP
deficiency, highlighting the need for a high index of suspicion when
asthma presents with atypical features or poor therapeutic
response.

This case emphasizes the importance of a multidisciplinary
approach and individualized assessment in patients with difficult-
to-control asthma  symptoms. Recognizing a  possible
immunodeficiency not only changes the therapeutic strategy but
may be life-saving.
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LlepanocnopuHute 3aemat yTBbPAEHO MACTO B IEYEHUETO
Ha BaKTepuanHuUTe pecnmMpaTopH MHOEKLUMN B AeTCKaTa Bb3pacT,
HO pa3Hoobpa3MeTo OT MOKONEHWUS U MONEKYIN YecTo Cb3gasa
0ObpKBaHe B e)KegHEBHATa MpPaKTUKA. PauyoHanHuAT u3bop
N3NCKBa nosHaBaHe Ha aHTUMMUKPOOHMUSA CMEKTBP,
bGapMaKOKMHETUYHUTE XapaKTEPUCTUKM, JIOKA/IHUTE HMBA Ha
PE3UCTEHTHOCT U Npoduaa Ha 6e30MacHOCT, 0COBEHO NpK YecTu
ANArHO3M KaTo OCTbp OTUT Ha CPEAHOTO YXO, CUHY3WT,
CTPENTOKOKOB TOH3MN0MAPUHIUT N BaKTepManHa MHEBMOHMUS.

Cpen nepopanHute uUedanocnopuHM We obbpHem
BHUMaHME Ha uedaknop (BTopa reHepauma) u uedpnogoKCUM
(TpeTta reHepauus). Uedaknop nputekaBa [06pa aKTUBHOCT
cpeuwy Streptococcus pneumoniae, Streptococcus pyogenes u
yact oT Haemophilus influenzae, kKoeto ro npasu noaxoasaL,
M360p NPU HEYCNOXKHEHU UHPEKUUU HA TOpPHUTE AuXaTeNHu
nbTULa. To ce xapakTepusmpa ¢ 4obbp Nnpodpun Ha NOHOCMMOCT
N OBATOrOAULLIEH KNMHMYEH ONUT B NeauaTpuaATa.

OT cBOA CTpaHa, UuednoOAOKCMM npeanara Mo-WMpoK
CNEeKTbp Ha AencTtBMe W nNo-ronAama ctabuaHoct cnpamo beta-
NAaKTamasu, KOeTo ro npasu ocobeHo noaxoadail, npu MHPeKLmn,
NPUYNHEHU OT PE3UCTEHTHU LWAMOBE WAW NpU TepaneBTUYEH
Heycnex C MeAWMKaMeHTU OT MO-paHHU reHepauuun. YoobHUAT
pPeXMM Ha [go3vpaHe W pgobpaTa TbKaHHA NeHeTpaums
nognomarat NPUAbPMKAHETO KbM TePanUATA U KNAMHUYHUA yCnex.

B KOHTEKCTa Ha HapacTBalla aHTUOMOTUYHA PE3UCTEHTHOCT
M HeobxoAMMOCT OT pauMOHasHa aHTMBMOTUYHA MOUTUKA,
M360pPBT MeXay OTAEeNHUTE MOKoNeHUA LedanocnopuHM cnenpa
Aa 6bae MHAMBMAYANMU3UPaAH, OCHOBAH Ha KAMHWYHATA KapTUHa,
Bb3PacTTa Ha NauneHTa U BEPOATHUA MPUYUHUTEN.
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Cephalosporins occupy an established place in the
treatment of bacterial respiratory infections in childhood;
however, the diversity of generations and individual molecules
often creates confusion in everyday clinical practice. Rational
selection requires knowledge of the antimicrobial spectrum,
pharmacokinetic characteristics, local resistance patterns, and
safety profile—particularly in common diagnoses such as acute
otitis media, sinusitis, streptococcal tonsillopharyngitis, and
bacterial pneumonia.

Among oral cephalosporins, we will focus on cefaclor
(second generation) and cefpodoxime (third generation). Cefaclor
demonstrates good activity against Streptococcus pneumoniae,
Streptococcus pyogenes, and some strains of Haemophilus
influenzae, making it an appropriate choice for uncomplicated
upper respiratory tract infections. It is characterized by a
favorable tolerability profile and long-standing clinical experience
in pediatrics.

Cefpodoxime, in turn, offers a broader spectrum of activity
and greater stability against beta-lactamases, making it
particularly suitable for infections caused by resistant strains or in
cases of therapeutic failure with earlier-generation agents. Its
convenient dosing regimen and good tissue penetration support
treatment adherence and clinical success.

In the context of rising antibiotic resistance and the need
for rational antimicrobial stewardship, the choice between
different generations of cephalosporins should be individualized,
based on the clinical presentation, the patient’s age, and the most
likely causative pathogen.
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HesaBucMmo oT ouyepTaBawmuTe ce aobpu nepcnexkTnsm B
CBETOBEH W HaLMOHaneH malab, TybepKynosaTta cM oCcTaBa COLMANHO
3Hauyumo 3abonsAsaHe.

Len Ha HacToAwaTa npes3eHTaumMa e ga npeacrtaByM KapTMHA
Ha 3abonsemocTTa cpes Adeuata B bbarapua npe3 nocnegHata
rogMHa n Aa aHanvM3npa Bb3HUKBaLMUTE Npobaemu.

Bb3 ocHOBa Ha naumMeHTUTe, NpemuHanu npes KAMHMKaTa no
AETCKa nHeBmosorna u ¢tmsmatpus kbm YMBAN ,Cs.UB.Punckun”
npe3 2025r., ce popmmpa cnegHaTa KapTUHa:

CbuwecTtByBaT 0b61acT € NoBULLEHA YeCcToTa Ha 3abonsemocr,
HO 33 MbPBU NbT NpPe3 roguHata ca XOCNUTANN3MPAHN NALUEHTU OT
BCUYKM 06n1acTU Ha cTpaHarTa.

OcBeH no-BuCOKaTa 3abonsemocT TpeBOXeH ¢GaKT e
3a4ecTABAHETO Ha TeXKute ¢opmu Ha 6enogpobHa TybepKynosa c
TEeHAEHLUMUA KbM XpoHUdULMpaHe.

CHemaHeTo Ha enuaemMuosIorMyHa aHamHe3a 4YecTo He
YyCTaHOBAIBAa U3TOYHUKA Ha 3abonABaHeTo, HO ce Hanara U3BoAbLT, Ye
BMAMMOCTTAa KbM MOMEHTa € CamMo ,,BbPXbT Ha an3bepra”.

B npouec Ha OKOHYaTeNHO AAMMUHUCTPUpPAHE ca
06CbXKAaHNUTE MHOTOKPATHO KbM MOMEHTA MPOPUAAKTUYHN MEPKU U
TaKMBA 33 PaHHO AMArHOCTULMPAHE Ha 3ab0NABAHETO, aKT, KOWUTO Lie
npeaonpenenn epekTMBHocTTa Ha bopbaTta ¢ TybepKynosaTta npes
cnepBawmTe roguHu.

Hanara ce nssoawt, ye npeacrodawaTa 2026r. e pewasaw,a 3a
dopMMpaHETO U BHEAPABAHETO Ha NpaBuieH U epeKTUBEH Noaxon,
33 NO-HaTaTblUHA 6opa c TybepKynosaTa cpes AeTCKOTO HaceNeHne B
bvaraps.
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Despite the emerging positive prospects at both global and
national levels, tuberculosis remains a socially significant disease.

The aim of this presentation is to outline the pattern of
morbidity among children in Bulgaria over the past year and to
analyze the emerging challenges.

Based on the patients treated at the Clinic of Pediatric
Pulmonology and Phthisiology at the University Multiprofile Hospital
for Active Treatment “St. Ilvan Rilski” in 2025, the following picture
has been established:

There are regions with increased incidence rates; however,
for the first time during the year, patients from all regions of the
country were hospitalized.

In addition to the higher incidence, an alarming fact is the
increasing frequency of severe forms of pulmonary tuberculosis, with
a tendency toward chronic progression.

Epidemiological history-taking often fails to identify the
source of infection, leading to the conclusion that the currently
visible cases represent only the “tip of the iceberg.”

The repeatedly discussed preventive measures and strategies
for early diagnosis of the disease are currently in the final stages of
administrative approval—an act that will determine the effectiveness
of tuberculosis control efforts in the coming years.

It can be concluded that the upcoming year, 2026, will be
decisive for the development and implementation of a proper and
effective approach to the further fight against tuberculosis among
the pediatric population in Bulgaria.
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NaHrepxaHcoBaTa KneTbyHa xuctnoumutosa (LCH) e psgko
Bb3ManuTenHo 3abonaBaHe C HEOMNACTUYHM XAPAKTEPUCTUKM.
YectoTaTa My Npu Aeuata Ce OueHsBa Ha npubausmutenHo 4-8
C/ly4aa Ha 1 MUAKOH.

MpeactaBAMe KANHUYEH CayYan Ha 16-roanHoO MoMUYe C
aTMNM4yHa ussea Ha 3abonaBaHeTo.

MauMeHTKaTa nocTtbnBa C HecneumpuyHa CUCTEMHA
CMMNTOMaTUKA, Hanogobasawa TybepKynosHa WHbeKuma -—
nporpecuBHo oTcnabBaHe Ha Terno, /MNCA Ha aneTwuT,
cybdpebpmnnutet 1 HOowHKU n3notasaHmnA. ObpasHUTe UlcneaBaHuA
paskpuBaT benogpobHo 3acaraHe noa dopmata Ha MHOMXKECTBO
ManKku Knuctn go 1 cm, 6e3 apyrn opraHHM Haxoaku. HacoueHute
nscnenBaHma 3a TybepKyno3a He NOTBbPXKAABAT aKTMBHA dopma
Ha 3abonaBaHeTo. [loNbAHUTENHO ce HabnoaaBa 60/1Ka B pbKaTa,
a BNOC/NeACTBME Ce YCTaHOBABA M MHcuNuAaeH aunabet. HAKonko
PET-CT wu3cnepnBaHuA He AEeMOHCTPUPAT aKTUBHOCT, OCBEH B
6enogpobHNA NapeHxmMm, KOATO Aa HACOYBA KbM MYNTUCUCTEMHA
LCH wam  xunopmsHo  3acAraHe. MMYHOXMCTOXMMWYHATA
Bepudukauma nortebpxKgasa LCH, HO snwmncata Ha [AO0OKa3aHoO
MYATUOPraHHO  aHraXXmMpaHe BOAM A0 KaacubuumpaHe U
TpeTupaHe Ha C/ly4as KaTo eguHn4Ha ¢opma Ha 3abonsasaHeTo.

To3u cnyyam nogyeprtasa ANArHOCTUYHUTE
npegu3suKkatenctea npu LCH B toHOWwecKa Bb3pact, ocobeHo
KoraTto KIMHUYHATA KapTUHa UMUTUPA NHPEKLMO3HM
3abonsaBaHKUA, @ 06pa3HMUTE HAXOAKM M CUCTEMHATA CMMNTOMATMKA
He Kopenupar ¢ 04AaKBAHOTO pa3npocTpaHeHue.
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Langerhans cell histiocytosis (LCH) is a rare inflammatory
disease with neoplastic characteristics. Its incidence in children
is estimated at approximately 4-8 cases per 1 million.

We present a clinical case of a 16-year-old girl with an
atypical manifestation of the disease.

The patient was admitted with nonspecific systemic
symptoms resembling tuberculosis infection—progressive
weight loss, anorexia, subfebrile temperature, and night sweats.
Imaging studies revealed pulmonary involvement in the form of
multiple small cysts up to 1 cm in size, without evidence of
other organ involvement. Targeted investigations for
tuberculosis did not confirm active disease. Additionally, the
patient developed arm pain and was subsequently diagnosed
with diabetes insipidus. Several PET-CT examinations did not
demonstrate metabolically active lesions suggestive of
multisystem LCH or pituitary involvement, apart from findings in
the pulmonary parenchyma. Immunohistochemical verification
confirmed LCH; however, due to the absence of proven multi-
organ involvement, the case was classified and managed as a
single-system form of the disease.

This case highlights the diagnostic challenges of LCH in
adolescence, particularly when the clinical presentation mimics
infectious diseases and when imaging findings and systemic
symptoms do not correlate with the expected extent of disease
dissemination.
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BbBepeHue: TybepKynosata e MHPEKLMO3HO 3abonABaHE, MPUYMHEHO OT
Mycobacterium tuberculosis. Bcaka roguHa C30 otumta 10 MMA.MOHA HOBM CAy4Yas Ha
Tyb6epKynosa, ot Kouto 1,3 MmAMOHa ca Aeua, KaTo MONOBMHATA Ca NoA 5-rogmwHa
Bb3pacT. [leTckata  TybepKynosa  npeactaBnfBa  3HAYUTENIHO  AMAFHOCTUYHO
NnpeAn3BUKATENCTBO MOPagU TPYAHOCTUTE OT OCUIypsBaHe HA aAeKBaTeH KAWHWYEH
MaTepuan, orpaHMYeHaTa MWMKPOOMONOrMYHA  A0Ka3yemMocT, 6HaKTepuonornyHo
noTBbPXKAEHNE B No-manko oT 30% oT npobute, NO-HMUCKATA YyBCTBMTENHOCT Ha
ONArHOCTUYHUTE TECTOBE U CXOACTBOTO HAa CUMMTOMMUTE C ApYyrn 3abonaABaHUA B AETCKA
Bb3pacT.

Matepuan n meroam: MNposBeseH e PeTPOCNEKTUBEH aHa/IN3 Ha Aeua ¢
6enogpobHa (PTB) n ussbH6enoapobHa Tybepkynosa (EPTB), nekyBaHuM B nepuoga
2022-2026 r. 060 ca nekyBaHu 62 aeua. benoapobHaTta TybepKynosa e no-yecra (82%)
B CpaBHeHMe ¢ n3BbHbenoapobHaTta (17,7%). 54% oT geuaTa ca nog 5-roguiuHa Bb3pacT,
15% — mexagy 5 n 10 roguHu, a 31% — Hag 10 roguHu. MoBeyeTo ca C MbpPBMYHA
Tyb6epKyno3a, a npu 4 geua Hag 10 roanHKM e ycTaHoBeHa NocTibpBuYHA dopma. Cpes,
n3BbHOEN0APOOHMTE GOPMM Hal-YecTa e NaeBpanHaTa Tybepkynosa (36%). Mpes 2023 r.
Ca perucTpupanmn 4 cayyas Ha ocTeoapTuKynapHa Tybepkynosa — 1 ¢ TybepkynoseH
apTPUT Ha KosAaHoTo, 1 ¢ TybepKyno3eH ocTeoMumenuT Ha TMbuaTa, 1 cbC cnMHaAHa
Tyb6epKynosa n 1 ¢ TybepKyno3eH 4aKTUANUT.

Pesyntatu: CpepHata Bb3pacT npu npeactasaHe e 5 + 3,5 roguHu
(awanasoH 1-15 rogmHum). CboTHOLLIEHMETO MoMUYeTa:MmomMmyeTa e 37:25. YeTupunaecer ot
62 NauMeHTU MMAT MONIOKUTENEH KOHTAKT C 6oneH OT TybepKyno3a B CEMENCTBOTO W
nonoxuteneH Manty wmam QFT TecT; npu 4 cnayyas guarHosata € nNOTBbpAeHA
XMCTONOIMYHO. [MAarHocTMKata e npeamsBMKaTeNHa M BKAOYBA peHTreHorpadua, KT,
AMP, MaHTy Tect, QFT TecT, mukpobuonoruyeH aHanms u PCR Gene Xpert MTB/RIF ot
6MoncuYeH maTepuas, KakTo M XMCTOMATONOTMYHO M3cneaBaHe. JleyeHMEeTo BK/OYBA
MHTeH3MBHa da3a oT 2 meceua ¢ u3oHuasug (H), pubamnuumH (R), nupasuHamua, (Z) un
etambyTton (E), nocneaaHa oT noaabpkawa ¢asa ¢ usoHmasug (H) u pudamnmumH (R)
3a nepuog ot 4-10 meceua Npu pegoBHU MeAULMHCKU Nperneau.

3aknueHune:  [letckata  TybepKyso3a  npeactaBisBa  peasiHo
ONArHOCTMYHO MNPeAM3BUKATENCTBO 33 KAMHUUMCTUTE, 0COOEHO W3BbHOEnoapobHuTe
dbopMK, KOUTO ca pesKM U YecTo ce AMArHOCTUUMPAT CbC 3aKbCHEHME, BOAELWO A0
nporpecua Ha 3abonAaBaHeTo. 3abaBeHaTa AMarHo3a MoXKe 4a AoNpPUHece 3a pasBUTUE Ha
No-TeXKM GOpPMU, MO-BUCOK PUCK OT YCAOKHEHUA N AbATOCPOYHM NOCAEANLM
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Introduction: Tuberculosis is infectious disease caused by
Mycobacterium tuberculosis. Each year WHO detects 10 million new cases of TB,
1,3 million children, half of them under five years of age. Childhood tuberculosis
is significant diagnostic challenge; difficulties in having adequate specimens,
limited positive detection on microbiological tests, bacterial confirmation in less
than 30% of the samples, less accurate diagnostic test, similar symptoms with
other diseases in children.

Material and methods: Retrospective cross-sectional analysis of
pediatric patients with PTB and EPTB treated from 2022 until 2026, 62 children
were treated, pulmonary tuberculosis was more common (82%) than extra
pulmonary tuberculosis (17.7%), 54% of the children were under 5 years, 15%
from 5 to 10 years, and 31 % above 10 years of age. Most of them had primary
TB, and 4 children over 10 years of age had post-primary tuberculosis, from EPTB
most common was pleural TB 36%, but in 2023 we had 4 children with OA
tuberculosis 1 with tuberculous arthritis on the knee, 1 with tuberculous
osteomyelitis of tibia,1 with spinal TB and 1 with tuberculous dactylitis.

Results: Mean age of presentation 5 + 3.5 years with a range of 1-
15 years. Female: Male ratio 37:25. Forty out of 62 patients had a positive TB
contact in family, with Mantoux or QFT positive test, 4 confirmed on histology
findings. Diagnosis is challenging, X-ray, CT scan, MRI, Mantoux test, QFT test,
microbiological analysis and PCR Gene Xpert MTB/RIF of biopsy specimens,
histopathology. Treatment intensive phase 2 months isoniazid (H), rifampicin (R),
pyrazinamide (Z), ethambutol (E), maintenance phase isoniazid (H), rifampicin (R)
4-10 months with regular medical exams.

Conclusion: Childhood tuberculosis is a real diagnostic challenge
for clinicians especially EPTB forms which are rare with often delay in diagnosis,
leading to progression of the disease. Delayed diagnosis of TB can contribute to
development of more severe forms and bigger risk for more complications and
long-term consequences.
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Ty6epKyno3HMAT NneBpuT e eaHa oT GopMUTe Ha BbTpPerpbaHa, HO
nssbHbenogpobHa TybepKynosa (B cnydyauTe 6e3 3acaAraHe Ha
6enoapobHMA napeHxMm). 3aema BTOPO MSACTO MO YecToTa Ccpes
dopmute Ha um3BbHOenogpobHa Tybepkynosa (TEK) npu peuata
cnen Ty6epKyno3HUA bpoHxaaeHuT (2-38%). B ceeTtoBeH mawab ce
cyMTa 3a BTOpaTa Hal-yecTa NpPUUYMHA 3a MNJeBpaseH U3NnB B
neanatpuyHata nonynaumnsa. ObuyanHo ce HabaogasBa NpU HOHOLWM
Hag 10 rogmwHa Bb3pact (11-14 r.).

OCHOBHW MOMEHTU B AMArHOCTUUMpaHeTo ca: 1) KAMHMYHaTa
KapTUHa C npealwecTBall, pPas/IM4HO NPOABEH MHTOKCUMKALMOHEH
CUHAPOM, CPaBHUTENHO OCTPO Hayano C Kawnuua, ¢ebpunuter,
rpbgHa 6oska M 3agyx nNpu HabupaHe Ha ToNsIMO KO/JMYECTBO
eKcygaT B paMKUTe Ha [AHM 40 ceamuum 2) ennaemmuonorvyHa
aHaMHe3a 3a KOHTaKT ¢ 6oneH oT TybepKynosa (noHAKora amncea) 3)
peHTreHorpadumaTa Ha rpbAeH KoL obnyanHo BU3yanmMsnpa
MacuBeH W3AMB, 3acaraw, Ao 2/3 OT xemuTopakca ¢ wuam bes
CbNbTCTBALLA NAPEHXMMHA ne3ns 4) 4ecTo UMYHONOTMYHUTE TECTOBE
( Ty6epkynoHoBa npoba n IGRA) ca nonoxkutenHn 5) nscnegsaHeTo
Ha n/JeBpasiHAaTa TEYHOCT MOHAKOra € K/K4YOBO — HaaMuMe Ha
cepodmbpnHO3eH eKcyaaT Cc AMMdouMTHA naeouuTosa, HUCKa
rNoKo3a n Bucoko LDH, 3asuweHa ageHo3snHaeammnHasa >40 U/L.
3naTeH CcTaHAapT NpM AMarHOCTUYHM CbMHEHMA ca naeBpanHaTa
6Moncma ¢ XMCTONIOrMYHO M3CcneaBaHe, A0Ka3Balo rPaHy/IoMaToO3HO
Bb3MnaseHne ¢ Ka3eo3Ha HeKpos3a.

TepanuaTa BK/AKOYA NPOTMBOTYOEPKYNO3HU MEAUKAMEHTU MO
NPOTOKOA, YEeCcTo XUPYPruyHM METOAM W MNOHAKOra CUCTEMHMU
KOPTUKOCTEPOUAN B KPATKM KypCcOBE, KOMTO MomaraTt 3a no-6bp30o
OB/flagABaHe Ha cumTOMUTEe o0cCcobeHO nNpu nNauneHTn cnes
TopaKkoueHTesa. peacrtagame 2 KAMHMYHKU CAy4aM HA MOMYETa Ha
13r n 11r c Ty6epKyno3eH NAeBpurT.



0 R\C RES
Tuberculous Pleurisy 2

N
Bilyana Georgieval, Elena Georgieva? 5'
Department of Pediatrics, Alexandrovska University H0§B|t
Department of Pediatrics, Medical University — Sofia '« I~ 4 \
Clinic of Pediatric Pulmonology and Phthisiology, St. Ivan I?ag,skl N4
University Hospital — Sofia *BpRS*"

2)
°
o)
<
wn
o

Q0

Tuberculous pleurisy is a form of intrathoracic but extrapulmonary
tuberculosis (in cases without involvement of the lung parenchyma).
It ranks second in frequency among the forms of extrapulmonary
tuberculosis (TB) in children, following tuberculous lymphadenitis
(2-38%). Globally, it is considered the second most common cause
of pleural effusion in the pediatric population. It is typically
observed in adolescents over 10 years of age (11-14 years).

Key points in diagnosis include:1) Clinical presentation: Preceded
by varying degrees of intoxication syndrome; relatively acute onset
with cough, fever, chest pain, and dyspnea as a large amount of
exudate accumulates over days to weeks.

2) Epidemiological history: Contact with a TB patient (sometimes
absent). 3) Chest X-ray: Usually visualizes massive effusion affecting
up to 2/3 of the hemithorax, with or without an accompanying
parenchymal lesion. 4) Immunological tests: Often
positive Tuberculin Skin Test and IGRA. 5) Pleural fluid
analysis: Often key—characterized by serofibrinous exudate with
lymphocytic pleocytosis, low glucose and high LDH levels, and
elevated adenosine deaminase (ADA) >40 U/L. The gold standard for
diagnostic uncertainty is pleural biopsy with histological examination
demonstrating granulomatous inflammation with caseous necrosis.

Therapy involves anti-tuberculosis medications according to
protocol, often surgical methods, and sometimes short courses of
systemic corticosteroids, which help manage symptoms more
quickly, particularly in patients following thoracentesis. We present
two clinical cases of boys aged 13 and 11 with tuberculous pleurisy.



N3KyCcTBOTO M AeTCKaTa NyAMOOrnA

JeTtckaTa nyamonaorma ce 3aHMmaBa CbC CAOXKHU
XPOHUYHN 3abonABaHMA  KaTo aCTMa, MyKoBUCLUWNAOO3a,
6pOHXOI'Iy1'IMOHaIIHa ancnnasna mn peakn UHTeEpPCTUUUNaIHN
66!10,£|,p06HVI 6OI'I€CTM, KOUTO OKa3BaT CbLWECTBEHO BAUAHUE
KaKTO BbpXy A€euaTa, Taka WU BbpPXYy TEXHUTE cemeuncraa.
OcBeH M3NOJZIOTUYHOTO yBpexXadaHe, Te3n CbCTOAHUA
3acArat emoumnoHaIHOTO 6narononque, CaMOOUEeHKaTa U
Ka4eCTBOTO Ha MHUBOT. MHTeI'pMpaHeTO Ha W3KYCTBOTO B
AETCKaTa Ny/IMONOINMA npeasiara gonv/Ball noaxona, KOMNTO
nogKkpena XoIMCTU4YHaTa rpumKa.

ApT-6a3MpaHMTe MHTEPBEHUMN —  BKJHOYUTENTHO
pucysaHe, My3nKa, pa3Kka3dBaHeé Ha WUCTOPUU U TBOPHYECKO
ABUXEHNE — MOraT Aa HAaManAT TPEBOXKHOCTTA, A4 I'IO,£I,O6pFIT
npuabpxaHETo KbM TepannAaTa n Aa YNEeCHAT
KOMYHUKaUUNATa MeXay MaJIkKute nauneHtTn, TeEXHUTE
cememncTea u meanunmHCcKk1Te cneunannuctu. Xyﬂ,O)-KE‘CTBeHOTO
n3pa3faBaHe AaBad Bb3MOXHOCT Ha KIMHUUNCTUTE Aa NOoaAy4aT
EEHHa MHd)OpMaLI,MFl 3a BbTPEWHOTO nNnpexXuneABaHeE Ha

oNnectrta OT CTpPpaHa Ha A€eTeTo, KAaTo YeCTOo pa3Kpusa
CTpaxoBe U NpnUTecCHEHMA, KOUTO TPYAHO Ce Bep6anM3MpaT.

OcBeH TOBa M3KYCTBOTO MOXKe [Oa CAyXKU KaTto
WHCTPYMEHT 3a MEAUUMHCKO o6yqume n I'IpO(I)eCMOHaﬂHa
YCTOUYNBOCT, HACbpyYaBaNKKU eMMNaTUATA U peq)ﬂeKCMBHaTa
NpakTUKa cpen 34paBHUTe cneymanuctu. o To3n HayuH
M3KYCTBOTO oboraTsBa AETCKaTa Ny IMOJ10TUA, nop,norv\aral‘/ikm
nauneHT-ueHTpnpaHaTa rpmuxa u1 I'IOLI,O6pFIBalZKVI UANOCTHATA
TepanesTU4YHa cpeda.
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Pediatric pulmonology addresses complex
chronic conditions such as asthma, cystic fibrosis,
bronchopulmonary dysplasia, and rare interstitial lung
diseases, all of which profoundly affect children and their
families. Beyond physiological impairment, these diseases
influence emotional well-being, self-perception, and quality
of life. Integrating art into pediatric pulmonology offers a
complementary approach that supports holistic care.

Art-based interventions—including drawing,
music, storytelling, and creative movement—can reduce
anxiety, improve treatment adherence, and facilitate
communication between young patients, families, and
healthcare professionals. Artistic expression also provides
clinicians with valuable insight into a child’s internal
experience of illness, often revealing fears or concerns not
easily verbalized.

Furthermore, art can serve as a tool for medical
education and professional resilience, enhancing empathy
and reflective practice among healthcare providers. By
bridging science and human experience, art enriches
pediatric pulmonology, promoting patient-centered care and
improving the overall therapeutic environment.
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MHd)eKLI,VII/ITe, CBbpP3aHMU CbC CbAoB AOCTbMN NPU NAUUEHTU Ha XPOHWUYHA
Xemogunanunsa, npeacraBnAaat CobwecCtBeH PUCK 3a pPas3BUTUE HA CUCTEMHMU
MHd)eKLI,MO3HVI YCNOXKHEHNA C BTOPUYHO 6eno,u,po6Ho M NaeBpanHO aHraXXnpaHe,
M3UCKBALLUKMN CBOEBPEMEHHA ANMArHOCTUKA U KOMMNJIEKCEH TEPANEBTUYEH NOAXOL4,.

MpeactaBame AeTe ¢ ABYCTpaHHa 6bbpeyHa xunonnasus, Aosena Ao
TEPMMHA/NHA XPOHWYHA 6bOpPeYHa He[OoCTAaTbYHOCT, MPOBENKAALWLO XPOHMYHA
XemMoAMannsa Ypes TyHenupaH NepmaHeHTeH ANANU3EH KaTeTbp C AbATOroAMLIHA
AABHOCT. MaUMEHTBLT € XoCnUTanM3upaH no nososd GebpuUanTeT, MHTOKCUKALMOHEH
CUHAPOM W MNPOAYKTMBHA Kawnuua. O6pasHuTe u3cneaBaHMA yCTaHOBABAT
ABYCTPaHHW  6en10apobHM  UHOUNTPATUBHM  U3MEHEHMA C  MHOMKECTBEHM
HOAYNAPHU U KaBUTUPALLWM Ne3MU, CbYeTaHM C AECHOCTPaAHEH NAEBPaNEH W3NMUB.
OT XeMOKyNTypu U BpbX Ha OTCTPaHeHUA KaTeTbp ce u3onupa Staphylococcus
aureus, NOTBbPXKAABANKM KaTeTbp-acoummpaHa nHdekums. Cnes noamsHaTa Ha
CbAOBMA OOCTbN ce HabnwoaaBa pas3BUTME Ha CenTUYHM 6enogpobHu nesuw.
MpoBeaeHa e TapreTHa aHTMBMOTUYHA Tepanusa U € OCUTypPeH HOB CbAOB MbT 3a
NpoAb/XKaBaHe Ha XeMoAMaNM3HOTO JieyeHue. B nocneactsMe ce pasBuBa
cenTupaH nieBpaneH U3NMB ¢ GopMMUpaHe Ha NAEBPANHU KONEKUMU, HANOKUAM
BMAE0-aCMCTMPaHa TOPAKOCKOMNWUA C AEKOPTUMKaumsA, abcuecoTomua u naespaneH
APEHa)X BAACHO, MocnedBaHa OT MOBTOPHa XMPypruyHa peBusus nopagu
OpraHM3MpaHu NaeBpanHn Koarynymu. Mpu KAMHUYHO M 06pa3Ho npocnegsaBaHe
ce oTyMTa nocrteneHHo obpaTHO pasBUTME Ha NAEBPaSHUA U3NUB M Perpecusa Ha
6enogpobHUTE U3MEHEHWNA NPU NPOABLAKEHO aHTUOBAKTEPUANHO /leYeHue.

CnyYyasT UNOCTPUPa Bb3MOXKHATa NPorpecus Ha MHOEKUMS, CBbp3aHa CbC
CbA0B AOCTHM MPU XEMOAMANN3A, KbM TEXKKW NIEBPONYIMOHANHU YCNOXKHEHNA U
nogyepTaBa 3HAYEHMETO Ha PaHHATA AMArHosa, CBOEBPEMEHHOTO OBNAAABAHE HA
M3TOYHMKA Ha MHOEKLMA U KOOPANHUPAHUA MYNTUAUCLMUNINHAPEH TepaneBTUYeH
noaxoZ 3a NOCTUraHe Ha 61aronPUATEH KAMHUYEH U3XOA4,



) SRIC REsp

From Catheter-Related Infectionto S %

Pleuropulmonary Complications in a Child onc

Chronic Hemodialysis R

A. Hadzhieva-Hristova'-2 Darina Krumova’-%, Mergyul Halflgva'-2,

Tanya Zlateva'-? Teodora Karamfilova'-% Plamena DrenakoW%prs

Patar Stamov?3-# Violeta lotova's?

! Department of Pediatrics, Medical University of Varna, Bulgaria

2 First Pediatric Clinic and Pediatric Intensive Care Unit, University Hospital

St. Marina, Varna, Bulgaria

3BD|epa'rtment of General and Operative Surgery, Medical University of Varna,
ulgaria

4 First Surgery Clinic, University Hospital St. Marina, Varna, Bulgaria

2)
°
o)
<
wn
5

)

N

Infections associated with vascular access in patients undergoing chronic
hemodialysis pose a significant risk for the development of systemic infectious
complications with secondary pulmonary and pleural involvement, requiring
timely diagnosis and a comprehensive therapeutic approach.

We present a child with bilateral renal hypoplasia leading to end-stage
chronic renal failure, undergoing chronic hemodialysis through a long-standing
tunneled permanent dialysis catheter. The patient was hospitalized for fever,
intoxication syndrome, and productive cough. Imaging studies revealed bilateral
pulmonary infiltrative changes with multiple nodular and cavitary lesions,
combined with right-sided pleural effusion. Staphylococcus aureus was isolated
from blood cultures and the tip of the removed catheter, confirming a catheter-
associated infection. After replacement of the vascular access, septic pulmonary
lesions developed. Targeted antibiotic therapy was administered, and a new
vascular access was provided to continue hemodialysis treatment. Subsequently,
septic pleural effusion developed with the formation of pleural collections,
requiring video-assisted thoracoscopy with decortication, abscessotomy, and
pleural drainage on the right side, followed by repeated surgical revision due to
organized pleural coagulomas. Clinical and imaging follow-up showed gradual
regression of the pleural effusion and regression of pulmonary changes with
continued antibiotic treatment.

The case illustrates the possible progression of infection associated with
vascular access during hemodialysis to severe pleuropulmonary complications and
emphasizes the importance of early diagnosis, timely control of the source of
infection, and a coordinated multidisciplinary therapeutic approach to achieve a
favorable clinical outcome
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BbvBegeHue: OpodaumanHute uenkm (OPL) npeacrtaBnasat 3HAYMM AAN
OT BPOAEHMUTE QaAHOMaAMM HA JMNUEBO-YentocTHaTa obnact. OcseH
ecteTmyeckua aeduumt, Te 0b0ycnaBAT Ccepuo3HU  PYHKLMOHANHM
HapyLWeHUA, 3acAralm XxpaHeHeTo 1 epeKTUBHATA NPOTEKLMA Ha AONHUTE
AVXaTenHn NbTuwa.

Len: [la ce nogyepTae KaysanHaTa Bpb3Ka mexay HebuosaTta ¢ucypa m
PUCKa OT peuuanBupallmM acnMpauMOHHU MHEBMOHMW 4Ype3 aHaAU3 Ha
KOMMJIEKCEH KAMHUYEH C/Ty4al.

ETMonaroreHesa M KAMHMYHA KapTuHa: EtnonormAta Ha OPL e
MYNTUGAKTOPHA, KAaTO aHAaTOMUYHUAT AedeKT Npu nasatocxmsmca BOAU
00 HEeBb3MOXHOCT 32 XepMeTM3auuA Ha YCTHaTa KyxuHa. Tosa
KOMMNPOMETMpPA Cb34aBAHETO Ha WMHTPaAopaseH BaKyym, Heobxogum 3a
aKTa Ha Cy4YeHe M rbaTaHe. HanmumeTo Ha OpOo-Has3a/iHa peryprutauma um
AeduuMTLT BbB BenodapuHreanHMa 3aTBapsAl, MeXaHM3bm M3narat
naumMeHTa Ha BWMCOK ACMMPALLMOHEH PUCK, KOWTO CTOM B OCHOBaTa Ha
XPOHWYHO-pPeLMaMBUPALLO 3acAraHe Ha 6enogpobHUsa napeHxum.
KnuHunuen cnyuait: MNpeactaBsa ce cayyvyat Ha 2 - rOAUWHO MOMYE CbC
cuHApom Ha Kabyku 1 napeHxnmeH aedeKkt Ha HebueTo. MaumeHTLT e ¢
aHaMHe3a 33 YeCTU oCcTpU MHPEKLMM Ha AONHUTE OUXATENHM NbTULLA OT
KbpMayecKa Bb3PacT, HANIOXWUAM MHOTOKPATHM XocnuTanusauuu. Mpwu
U3KIOYEH NbPBUYEH UMYHEH AePULUT N NepcUcTMpalla peryprurayms,
KNIMHUYHATA KapTMHA Ce MHTepnpeTMpa B CNEKTbpa Ha peunanBupalim
acnNUpPaLMOHHN MHEBMOHMMW, BTOPMUYHM Ha NANaTOCXM3UCA.

3aKkntoueHue: CsoeBpemeHHaTa onepaTmMBHa KopeKuua
(manaTonnacTnka) e KNYOBO HE CaMO 3a FOBOPHaTa apTMKy/laLma, HO M
KaTO OCHOBHA MAPKA 33 MpPEeBEeHUMA Ha TEXKM pPecnmpaTtopHU
ycnoxHeHua. Mpu naumeHtn ¢ ducypm u peunamsmpalia napeHXmmHa
6enoapobHa natonorms, GoKycwLT TpAbGBA Aa O6bAe HACOYEH KbM pPaHHa
aHATOMMYHA PEKOHCTPYKUMA 3a Bb3CTaHOBABAHE Ha U3MONOrMYHaTa
bapuepa cpelly acnupaumm.
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Introduction: Orofacial clefts (OFC) represent a significant proportion
of congenital anomalies of the craniofacial region. Beyond the
aesthetic deficit, they are associated with serious functional
impairments affecting feeding and the effective protection of the
lower airways.

Aim: To emphasize the causal relationship between cleft palate and
the risk of recurrent aspiration pneumonia through the analysis of a
complex clinical case.

Etiopathogenesis and Clinical Presentation: The etiology of OFC is
multifactorial. The anatomical defect in palatoschisis results in the
inability to achieve proper sealing of the oral cavity. This compromises
the generation of intraoral vacuum necessary for sucking and
swallowing. The presence of oronasal regurgitation and deficiency of
the velopharyngeal closure mechanism expose the patient to a high
risk of aspiration, which underlies chronic and recurrent involvement
of the pulmonary parenchyma.

Clinical Case: We present the case of a 2-year-old boy with Kabuki
syndrome and a parenchymal defect of the palate. The patient had a
history of frequent acute lower respiratory tract infections since
infancy, requiring multiple hospitalizations. After exclusion of primary
immunodeficiency and in the presence of persistent regurgitation, the
clinical presentation was interpreted within the spectrum of recurrent
aspiration pneumonias secondary to palatoschisis.

Conclusion: Timely surgical correction (palatoplasty) is crucial not only
for proper speech articulation but also as a primary measure for the
prevention of severe respiratory complications. In patients with cleft
defects and recurrent pulmonary parenchymal disease, the focus
should be directed toward early anatomical reconstruction to restore
the physiological barrier against aspiration.
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MHEBMOHMATA B AE€TCKa Bb3pacT 0b6MYaMHO NpOTMYa
61aronpuaTHO NPM CBOEBPEMEHHO M afeKBaTHO nedvyeHne. B yacT
OT c/y4yanTe obaye KAMHMYHATA KapTMHA HaAXBbPAA PamMKUTe Ha
HEeyC/N0XKHEeHa MHPEeKLMA N Hanara no-3agb/1bo4YeH gMarHocTuyeH
noaxoa,. YcnoxHeHaTa NMHEBMOHMS, BK/IIOYUTENHO
napanHeBMOHMYEH M/eBPasieH WU3IMB WU  emMnuUem, W3UCKBA
npeuynsHa OLEHKa Ha eTMONOorunATa, TEXeCTTa U HeobxoaAMMOCTTa
OT MHBA3UBHWN UHTEPBEHLUN.

MneBpanHUAT U3AMB NPUM AeTe C NHEBMOHMA NOCTaBs
Ba)HM BbNpocu B AndepeHUManHo-aMarHocTMyYeH niaH — OCBeH
nHPeKUno3Ha reHesa cneaBa pna ce o06CHLAAT aABTOMMYHHMU
3abonsBaHNA, HEONACTUYHWN NpoLecH, TY6epKyo3a U CUCTEMHMU
Bb3Ma/IMTENHU CbCTOAHMA. AHANN3BT Ha MJIEBPa/IHAaTa TEYHOCT,
06pasHUTE M3cneaBaHUA U MMYHOJIOTUYHUAT CTATyC Ca KAOYOBMU
33 Haco4YBaHe KbM TOYHATa ANAarHosa.

MpeacrtaBame KAWMHMYEH caydYa Ha 13-roguwHo Agete
HaCoO4YeHOo OT APYro 34PaBHO 3aBEAEHNE KbM K/IMHUKATa NO NoBoOA,
YC/IO}KHEHa MHEBMOHMA C NAeBpPaNeH M3IMB M 3adbprkall, ce
debpunuter. 3apgbnboyeHaTa pas’lWMPEHA OUEHKa YCTaHOBM
NoAeXalloTo aBTOMMYHHO 3abonsBaHe. IMarHOCTUYHUAT NpoLec
noAgYyepTaBa 3HAYEHWETO HA MYATUAMCUMNAMHAPHMA noaxon U
HeobxoAMMOCTTa OT pasrpaHuyYaBaHe Mexay WHPEKUMOo3HOo
YC/IOKHEHUE N aKTUBHOCT Ha OCHOBHOTO 3abonsBaHe.

CnyyaaT wAlCTpUpPa, 4Ye TMOHAKora 3aj, [AuarHosara
,MMHEBMOHMA" MOXKe Aa CTON 3HAYMTENHO NO-C/NIOMKEH NATONOTMYEH
npouec, W3WUCKBalW, WHAMBUMAYAAN3UPAHA UM KOMMIEKCHA
TepaneBTUYHa CTpaTerus.
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Pneumonia in childhood usually follows a favorable
course when timely and appropriate treatment is administered.
In some cases, however, the clinical presentation extends
beyond that of an uncomplicated infection and requires a more
in-depth diagnostic approach. Complicated pneumonia,
including parapneumonic pleural effusion and empyema,
demands careful assessment of etiology, severity, and the need
for invasive interventions.

Pleural effusion in a child with pneumonia raises
important differential diagnostic considerations—beyond
infectious causes, autoimmune diseases, neoplastic processes,
tuberculosis, and systemic inflammatory conditions must also
be considered. Analysis of pleural fluid, imaging studies, and
immunological evaluation are essential in establishing the
correct diagnosis.

We present a clinical case of a 13-year-old child referred
from another healthcare facility to our clinic due to complicated
pneumonia with pleural effusion and persistent fever. An
extensive and thorough evaluation revealed an underlying
autoimmune disease. The diagnostic process highlights the
importance of a multidisciplinary approach and the need to
distinguish between an infectious complication and activity of
the underlying condition.

This case illustrates that, at times, the diagnosis of
“pneumonia” may conceal a significantly more complex
pathological process requiring an individualized and
comprehensive therapeutic strategy.
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Mycoplasma Pneumoniae (MP) e Bogely, Nnpu4nHUTEN
Ha NpuaobuTn B 06LWECTBOTO NMHEBMOHUM Ccped AeuaTa B
yuunauwHa Bb3pact. [lpes nocnegHuTe roguvHuM  ce
HabnogaBa HapacTBalla YecTtoTa Ha MUKOMNAA3MEHUTE

MHCI)eI-(LI,MM, KaTo ocobeH Hay4dYeH HUHTEpeC npeancraBaaBa

T

TEXKO npoTnvyawuTe MUKONNA3MEHN NMHEBMOHUMN,
MaKpoOnnAa-pe3nCTeEHTHNTE LWaAaMOBE U I/I3B'bH6eI'IO,CI,pO6HMTe

NpoaABM Ha MHeKLMATA.

MNpeactaBAMe KAMHWYEH Cc/y4an Ha 13 roauwHoO
MOMUYe 6e3 npuApPYy*KaBaLm 3abonABaHuA,

XOCNMUTaNnU3nNpaHo B KNTUHWKATA no nosos, BNCO

K

bebpununTet, cyxa Kawauua U PEHTreHONIOTMYHN JaHHKU 33
NeBOCTpaHHa AonHonobapHa MHEBMOHMA. 3anoyHaTa e
eMnMpPUYHa ABOWHA aHTMBMOTUYHA Tepanua, KaTo B pamMKUTe
Ha 24 yaca HacTbnea GpY/IMMHAHTHO BAOLWIABaHe Ha 06LLOTO
CbCTOAHME, PasBMTME Ha OCTpa Nporpecupalla auxaTenHa
HeA0CTaTbYHOCT, Hanaraula Kucnopoaotepanus,
HEeMHBa3MBHa BEHTWU/aUMA U nocneasalla UHTybauma. Chep,
nosnydyeH pesyntat or PCR 3a pecnupaTopHM NaToreHw,
nosoxuteneH 3a MP u nocne%BaLu,o OoNnTUMMU3MpPAHE Ha

aHTMOMOTUYHATA Tepanuma, ce Ha
nop,o6peHv1e 1M nocneaBallo nb/1IHO Bb3CTaHOBABAHE.

1104aBa 6'bp30 KINHNYHO

MwnkonnasmeHute MH(IJeKLI,VIM MMmatT MHOTOJIUMKO
KAMHNUYHO NpOoTUYaHe — OT 6e3CMMNTOMHO WAU NIEKO 40
TeXKOo, Aopu d)aTaﬂHO, KaTO npeacraBaABaTt HaApPaACTBall,
KANHUYEH r|p06neN\, KOWTO Hanara PaHHO KN UeNeHaCoO4YeHO

TbpCeEHE Ha NMPUYNHUTENA.
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Mycoplasma pneumoniae (MP) is a leading cause of
community-acquired pneumonia among school-aged
children. In recent years, there has been an increasing
incidence of mycoplasma infections, with particular scientific
interest in severe cases, macrolide-resistant strains, and
extrapulmonary manifestations of the infection.

We present a clinical case of a 13-year-old girl
without comorbidities, hospitalized due to high fever, dry
cough, and radiologically confirmed left lower lobe
pneumonia. Empirical dual antibiotic therapy was initiated;
however, within 24 hours, the patient experienced a
fulminant deterioration with progressive acute respiratory
failure, requiring oxygen therapy, non-invasive ventilation,
and subsequent intubation. After a positive PCR result for
respiratory pathogens, confirming MP, the antibiotic therapy
was optimized, resulting in rapid clinical improvement and
full recovery.

Mycoplasma infections have a wide spectrum of
clinical presentations — from asymptomatic or mild to severe,
even fatal — and represent an increasing clinical challenge,
highlighting the need for early and targeted identification of
the causative pathogen.
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MMyHOTepanuATa NpeAcTaBasABa CblIECTBEH KOMMOHEHT Ha
WUHTErpanHMaA Moden B  AeTcKata  NyAMOAOrus, Hapea C
onTUMM3aLUATa Ha  cpegosute  ¢akTopw, paunoHanHaTa
dapmakoTepanus n AbATOCPOYHOTO npocnegasaHe Ha
3abonasaHeTo.

HecneundunyHaTa MmyHOTEpanus MmMa 3a Uen mopynuvpaHe
Ha BPOAEeHMA M NpUAOOUTUA UMYHEH OTrOBOP Ype3 MoB/AMABAHE Ha
KNeTbYHO-MeAUNPAHUTE MEXAHU3MU U LUTOKMHOBUA Npodua, KaTto
MO TO3M HAYMH 3acuiBa AHTUMBMPYCHaTa M aHTUMHOEKLMO3HaTa
3aWmTa. B KNMHMYHATA NpaKkTMKa HaMuMpa NpUAOXKeEHWEe NpU Aeua ¢
4ecTM UM peumamBupallyM  pPecnupaTopHu  UHeKuuun, BUpyC-
MHAYLMPAHA B6pOoHXManHa O6CTPYKUMA M noBuweHa WHOPEKLMOo3Ha
3a601eBaeMOCT, KaTo YacT OT KOMMJIEKCHa TepaneBTUYHA CTpaTerus,
HacoyeHa KbM peayuupaHe Ha 4ecToTaTa W TeXecTTa Ha
ek3auepbaumnure.

CneuyndunyHata UMyHOTepanuA (anepreHHa
AeceHcmMbunusaumsa) e  eauMHCTBEHUMAT  eTUOJIOTMYHO  Haco4veH
TepaneBTUYEH MeToA Npu IgE-megunpanm aneprmyHmn 3abonsBaHma —
aneprnyeH pPUHUT, KOHIOHKTMBUT U anepruyHa actma. Ypes
KOHTPO/IMPAHO M MOCTEMEHHO BbBEXAaHe HA MPUYUHHO-3HAYMMMUA
anepreH ce nHayumpa MMYHO/IOTMYHA TONEPaHTHOCT,
XapaKTepusmpalla ce ¢ NoTMckaHe Ha Th2-oTroBopa, peaykuma Ha
cneunduyHute IgE n nosuweHa npoayKuma Ha OGnokmpawm IgG4
aHTUTEena. To3uM noaxog mogmduumpa ecTecTBEHMA Xo4 Ha
3abonABaHETO M MOXKe pga OrpaHuMyM nporpecuAaTa OT aNepruyen
PUHUT KbM BPOHXMANHA acTMa.

CMHEepPruyHoTO  MPUIOXKEHMe Ha  HecneumduyHa w
cneunduyHa uMyHotepanusa, 6asmpaHo Ha MHANBUAYANHA KAUHMYHA
OUEHKa, € M3pa3 Ha MepcoHaNM3MpaHMaA U NaToreHeTU4HOo
OpPMEHTUPAH NOAXO0A, B CbBPEMEHHATa AETCKa My/IMOOTUA.
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Immunotherapy is an essential component of the
integral model in pediatric pulmonology, along with the
optimization of environmental factors, rational
pharmacotherapy and long-term monitoring of the disease.

Non-specific immunotherapy aims to modulate the
innate and acquired immune response by influencing cell-
mediated mechanisms and the cytokine profile, thereby
enhancing antiviral and anti-infective protection.

In clinical practice, it is used in children with frequent
and recurrent respiratory infections, virus-induced bronchial
obstruction and increased infectious morbidity, as part of a
complex therapeutic strategy aimed at reducing the frequency
and severity of exacerbations.

Specific immunotherapy (allergen desensitization) is the
only etiologically directed therapeutic method in IgE-mediated
allergic diseases - allergic rhinitis, conjunctivitis and allergic
asthma. By controlled and gradual introduction of the causal
allergen, immunological tolerance is induced, characterized by
suppression of the Th2 response, reduction of specific IgE and
increased production of blocking 1gG4 antibodies.

This approach modifies the natural course of the disease
and may limit the progression from allergic rhinitis to bronchial
asthma.

The synergistic application of nonspecific and specific
immunotherapy, based on individual clinical assessment, is an
expression of the personalized and pathogenetically oriented
approach in modern pediatric pulmonology.
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