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HA ®OKYC: CTPEC-MHOYUNPAHA KAPONOMWOTATUA,
ACOUMNPAHA C COVID-19 NHPEKLUNA

. MnageHoBa, K. FocnoauHoB, C. Tuwesa
MeduuyuHcku yHusepcumem — lNneeeH

Pestome. Mo Bpeme Ha nangemusita ¢ COVID-19 ce Habntogaea pbCT HA CbpAEYHO-CbA0BUTE YCIOXHEHMS
KaKTo B nepuofda Ha ocTtparta ¢asa Ha 3abonsiBaHeTo, Taka u crneg Hero. OBeKT Ha HACTOSALLNS KITUHUYEH Crly-
Yyai e Tako-Uybo kapgmomuonaTusTa, KOSTo ce MHayLumpa no BpeMe Ha CTPeC U MMUTUPA OCTbP KOPOHapeH
CUHAPOM. BBb3MOXHN MexaHU3MK 3a Bb3HUKBAHETO M ca reHepanu3npaHoTo yBENMYEHWE Ha CTpeca Ha opra-
HU3Mma, UMToKMHOBaTa Bypsi, MMKpOCbhbaOBaTa ANCHYHKLUNS Y NMOBULLEHUST CUMNATMKOB OTFOBOP MO BPpeEME Ha
NHekumaTa. PasbupaHeTo Ha MexaHU3MnTe 3a Bb3HWKBaAHE Ha Tasn KapaMoMUonaTus Ma BaXKHO 3HaYeHue
3a UHULMMPaHe Ha Tepanus ¢ ornea NpeBeHuusaTa 1 B ycroBumsaTa Ha Tasn rmobanHa Kkpusa.

KnrouoBu gymu: COVID-19, Tako-uybo KapanoMmonaTus, oCTbp KOPOHAPEH CUMHOPOM, LUTOKMHOBa Oyps,
MUKpPOCHA0BA ANCHYHKLMS

THE FOCUS: A CLINICAL CASE OF STRESS-INDUCED CARDIOMYOPATHY
ASSOCIATED WITH COVID-19 INFECTION

Y. Mladenova, K. Gospodinov, S. Tisheva
Medical university of Pleven

Abstract. During the pandemic with COVID-19, an increase in cardiovascular complications was observed
both during the disease and in the period after it. The subject of our clinical case is Takotsubo cardiomyopathy,
which is induced during stress and mimics acute coronary syndrome. Possible mechanisms for its occurrence
are generalized increase in body stress, cytokine storm, microvascular dysfunction and increased sympathetic
response during infection. Understanding the mechanisms of this cardiomyopathy is important for initiating
therapy for prevention it in this global crisis.

Key words: COVID-19, Tacotsubo cardiomyopathy, acute coronary syndrome, cytokine storm, microvascular
dysfunction

BbBEOEHUE

Ha 11 mapt 2020 r. CgetoBHaTa 3gpaBHa
opraHusauus (C30) obsiBn naHgemusitTa oOT
COVID-19, npuynHeHa ot SARS-CoV-2 [1]. Kbm
MOMEHTa Ha NpeacTaBAHETO Ha TO3U KIMHUYEH
cnyyan no JaHHW Ha HauuoHanHus ctatuctude-
CKN MHCTUTYT B Bbnrapusa cme BbB (pasarta Ha
,3atnxpaHe”. CobluecTByBaT ManbK Opon Knu-
HUYHO M3ABEHM CIly4au, HO BbMPOCHT € KaKBO
e O6bae pasBMTMETO C HACTbMBAHE Ha €CeH-
HO-3UMHUS CE30H.

SARS-CoV-2 e ot cemencteo Coronaviridae.
Moxe [a 3acerHe BCUYKM OpraHuM M cCUcCTtemMu

B YOBELLUKOTO TANO — AMxaTenHa, pecnupaTop-
Ha, racTpOMHTECTMHANHa, CbpAeYHO-CbAOBA
cuctema [2]. MNbpBOHa4YanHo nyoGnukyBaHUTe
JaHHu oT YxaH, Kutan, nokassaTt, 4e naymeH-
TUTE C WU3XOOHW CbpOevHO-CbOoBM 3abong-
BaHusa (CC3) ca M3noXeHn Ha MOBULUEH PUCK
Ha CMBPTHOCT U 3abonsiemoct ot COVID-19
B CpaBHeHWe c nauueHTn 6e3 npegliecTsalim
TakmBa. Te3n OaHHW Gsixa NOTBbPAEHU U Npo-
ObikaeaT fa ca aktyanHu u kbm 2022 r. [3].
To3n KopoHaBMpyC MOXe Aa goBede OO Bb3-
HWKBaAHETO Ha peauua CbCTOSHUSA, KaTo OCTbp
KOpOHapeH CUHOPOM, MWOKapAWUT, KapauoMu-
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onatms WM PUTbMHO-NPOBOAHN HapyLUEeHUs
[4]. EQHO OT YCROXHEHUsTa, YMATO YecToTa
ApPacTUYHO e HapacHana no Bpeme Ha naHge-
musaTa ¢ COVID-19, e usasara Ha Tako-Ly60
kapguomuonatusita (KMIT) [5].

OMUCAHUE HA KITMHNYHUA CNYYAU
MpencraBaMe KNUHUYEH Criyvan Ha >keHa Ha
74 roguHu, kosiTO noctbnBa B CnewHo npu-
emHo otgeneHne (Cr1O) Ha 20.03.2021 r. no
noBoA Ha onnakBaHus oT Gonka 3ag rpbaHa-
Ta KOCT C pasnpocTpaHeHne KbM fISBOTO pamo,
3anovHana npes3 HowTa Ha 19/20.03.2021 r.
Bonkata Guna c NPOMEHsIL, Ce UHTEH3UTET n
NPOOBLIMKUTENHOCT, HO Nopagun NepcucTupaHe-
TO M nNauMeHTkaTa noTbpcuna ekun Ha LleHTb-
pa 3a cnewHa meguunHcka nomouy. OT 10 gHm
no nNoBog Ha BTpucaHe, HO 6e3 perncrpupan
debpunuteT 1 Kawnmua, e nekyBaHa B goma c
aHTMbnoTuk Il reHepaums uedanocnopuH 6e3
edekT. Mpun noctbneaHe B CIMNO nauneHTkaTa e
¢ debpunutet go 38,2° C.

KaTto eguHCcTBEHO npuapyxaBallo 3abonsiBaHe
cboOLlaBa 3a AbfrorogullHa apTtepuanHa Xu-
neptoHust — Hag 10 roamHu, 3a KOATO CUCTEMHO
npuema JlekapHngunuu 10 mg cytpuH. OTpuda

pUCKOBM (pakTopy 3a KOpOHapHa apTepuanHa
BonecT no Bpeme Ha nperneaa.

OT dwmsnkanHus nperneqg ce ycraHoBsiBaT OT-
KNOHEHMs OT CTpaHa Ha guxartenHara cucrema:
npv OBYCTPaHHO BE3VKYMapHO AullaHe B ABeTe
B6enogpobHu OCHOBM ce ayckynutupaTt ApebHu
BNaxHu xpunose. lNauneHTkata e B eynHesa. OT
CCC: puTMu4Ha cbpaevHa OEeWHOCT, SICHU TO-
HoBe, 6e3 wymoBa Haxogka, CH — 100 ya./mMuH.
MN3mepeHoTo AH Ha Bcska pbka B CbCTOSIHME Ha
nokon — 110/80 mm Hag.

B3erta e BeHO3Ha KpbB 3a u3cneaBaHe Ha NbrHa
KpbBHa KapTuHa, BUOXMMUYEH aHanm3 1 oLeHKa
Ha KoarynaumoHeH ctatyc. MacnegsaHusita ca
o6o6LeHn B Tabn. 1.

lMpoBeaeHnTe wuscneaBaHUA noka3axa CUrHWU-
(PUKAHTHO MOBULLEHME HA MapkepuTe 3a Mu-
okapaHa yepefaa.

Mopaan aHaMHEeCTUYHUTE JaHHWU 3a UHEeKUUs
Ha guxaTenHata cucTeMa Ce Has3Hayu u npo-
Bege peHTreHorpadusa Ha 6an gpob, cbpue u
megunacTuHym (dur. 1). OT Heqa ce Habnogasar
ABYyCTpaHHO 6a3anHo Bb3nanuTenHu UHPUNT-
patn 1 ycuneH nepuxunepeH 6enogpobeH pu-
CYHBK C MapkuMpaH nHtepnob B gsicHo. Cbpaeu-
HaTa CAHKa € C LUMpoKa OCHOBA.

Ta6nuua 1. Peaynmamu om napaxknuHu4yHume uscsiedsaHusi

MokasaTen Pesynrtar PedepeHTHa cToMHOCT
JNeBkoumnTn 13.2x10° g/l £o 10.0 x 10° g/l
EpuTtpouutun 4.14 g/l no 5.4 gll/
Xemorno6buH 127 g/l Hag 120 g/l
Xematokput 0.371 0.37-0.47
06w, xonectepon 4.8 mmol/l 0o 5.2 mmol/l
LDL-C 2.57 mmol/l no 3.0 mmol/l
HDL-C 2.01 mmol/l 0.77-2.00 mmol/l
Tpurnuuepuan 0.48 mmoll/l no 2,3 mmol/l
KpbBHa 3axap 4.23 mmol/l 00 6.0 mmol/l
KOK 266 1U; 55 £o 190 1U
K®K/MB dpakums 57.61U; 11.3 no 24 U
hs-TponoHuH 0.803 ng/dl; 0.745; 0o 0.014 ng/dl
Ypes 5.2 mmol/l 2-8.3 mmol/l
KpeaTuHuH 60 umol/l 62-133 pmol/l
CRP 42.5 no 5.0
ASAT 60 U/l 8o 40 U/
ALAT 201U/ £o 40 U/
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Que. 1. PeHmeeHoepaghus Ha 6551 Opob, cbpue u me-
ouacmuHym

OcwbluectBu ce n enektpokapanorpadus (EKI):
cuHycoB putbM, CH — 116 ya./muH, JINXB, KoH-
BekceH Tvn ST enesauua mexay 2,0 n 5,0 mm
oT V2-V6 ¢ nosiea Ha 6udasHu T-BbnHK (+/-) B
cbute (dur. 2).
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Que. 2. EKT npu nocmwsreaHemo & CI10

MpeaBua kKnMHWYHUTE, nabopatopHute n EKI
AaHHW 32 OCTbP KOPOHAPEH CMHOPOM MaLMeHT-
KaTa nocTbnu no cnewHocT B KnuHuka no kap-
auornorus. 3anovyHata 6e noaroToBka 3a creLu-
Ha MHBa3MBHaA OLEHKa Ha KOPOHAPHOTO KPbBO-
obpbLueHne. OT npoBedeHaTa NpeaBapuTESiHO
ExoKI ce yctaHoBuxa gaHHu 3a P/ no CuMmncbH
Ha JIK 38%, ymepeHo — Texka XxmnepTpodus Ha
nsiBata kamepa — MKIM/3CJIK - 13/12 mm. Ownar-
HOCTMUMpaxa Ce: NIeKOCTENEHHa MUTparHa pe-
ryprutaymsa ¢ AnactorneH KpbBOTOK MO Tuna Ha
nceBgoHOpPManmn3auuns; yMepeHo-TEXKM aopTHa
W TpUKycnuaanHa peryprutaums. lNoesuweHo Ha-
nsiraHe B 6enogpo6HaTta aptepus. o oTHowe-

HMEe Ha KMHEeTUKaTa ce Bu3yanuampa Xuno- 4o
akumHe3nsa ¢ 6anoHupaHe B anukanHaTa 4acT Ha
JIK n ce obcbam gnarHosata tako-uy6o KMl B
andepeHUnanHogMarHoCTUYeH nnaH.

OT npoBegeHarta Nno CMNeLHOCT NisiBa CbpAeyHa
KaTeTepusaums n BeHTpuKynorpadgust ce ycra-
HOBMXa KOPOHApPHWM apTeEpUMM C HEpaBHOCTU WU
nnakn 6e3 curHndpukaHtTHM cteHosn. OT nsea
BEHTPUKynorpadua — TunuyeH obpas Ha Ta-
Ko-uy6o KMI1 ¢ npegHo-anvkanHa akMHesus u
XUNEPKOHTPAKTUINNTET Ha BasanHn CermeHTn c
yctaHoBeHa ®U Ha JIK 40%.

Que. 3. AnukanHo 6anoHupaHe Ha JIK no epeme Ha
nisiea eeHMpUKyrnozpagusi

[Npn noctbnBaHe B KnuHukata Ha nauyueHTkarta
Oe B3eT 6bp3 aHTUreHEH TecT nopagun gaHHUTe
3a Bb3nanuTteneH npouec B 6enus apob, kon-
To Oewe ¢ HeraTuBeH pesynTar. Brnpekn ToBa
nopagn aHamHeCTUYHUTE AaHHU, PusnkanHaTa
N peHTreHorpadckata Haxogka ce B3e u PCR
TeCT, KONTO nokasa nonoxurterneH pesynrar. la-
uneHTkaTa 6e AOMbIIHUTENHO KOHCYNTMpaHa u
C nekap — cnewuuanmcT no NHeBMONorust u ptu-
3MaTpusi, U ce 3ano4yHa CUCTEMHA Tepanus C
aHTMBMOTKK OT rpynata Ha uedanocrnopuHuTe.
TepanusaTta B KnuHukaTa, KOSTO MHUMLMMPaxXMe
N cnep ToBa npenopbyaxme 3a goma, 6e cneg-
HaTa: auetuncanuyunosa kucennHa 100 mg Be-
yep, Gusonponon 5 mg CyTpuH, TPUMETA3NONH 2
no 35 mg gHeBHO, pocyBacTaTnH 20 mg Be4ep.
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Ha 4-tna geH ot xocnutanusauusaTa ce nposeae-
noxa koHTponHu EKT (dour. 4) n ExoKTI™ (dour. 5).
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QPue. 4. KohmponHa EKI Ha 4-musi deH om ripecmosi
Ha nayueHmkama 6 KnuHukama

HabniogaBaxa ce npomeHu B penonsipusauus-
Ta, kato ST eneBauusiTa B NpekopaouanHute
otBexxgaHus ot EKI npu noctbnBaHeTo Bede
Oelwe 3amMeHeHa CbC CUMETPUYHM HEraTMBHU
T-BbNHU 0O MakcuMarnHa amnnuTyga ot 5 mm.
KoHTponHaTta exokapaunorpadcka oLeHKa noka-
3a nogobpeHne B knHetukaTa Ha JIK muokapg,
KakTo M noBullaBaHe Ha rnobanHarta JIK cuc-
TonHa pyHkunsa — ®U Ha JIK no CumncbH — 51%.

Que. 5. KoHmpornHa ExoKI Ha 4-musi 0eH om xocnu-
manusayusma

OBCBHXOAHE

Tako-uy6o KMIT e n3BectHa oule kaTo ,CUHA-
pom Ha pas3buToTo cbpue”. Yecto nmutmpa oc-
Tbp KOpPOHApPEeH CUHAPOM MO BpemMe Ha OCTpPO

npeacraBaHe U e npugpyxeHa oT obpatMmo
GanoHupaHe Ha anukanHata 4acT Ha nsBata
Kamepa npu OTCbCTBME Ha aHrmorpacdcka
KOopoHapHa cTeHo3a. ToBa A npasu guar-
HO3a Ha u3kKnyBaHe [6]. MNMauyneHTuTe ce
npeacTtaBaT CbC CUMMMATOMW, TUMUYHK 3a
OCTBbp MHGApPKT Ha munokapaa n EKI npo-
MeHW, Han-yecTo eneBaumss Ha ST cer-
MeHTa, MOo-psaaKo Aenpecusi, HeraTuBHU

e T-BbINHW Wunn yabmked QT-uHtepsan [7,

8]. OT nabGopaTopHUTE Un3CnedBaHus ce

peructpmpa nokayBaHe Ha MapkepuTe 3a

MuokapgHa yepeaa. ExokapanorpadckaTta

OLleHKa Moka3ea anukanHo GanoHupaHe
Ha nsiBaTa Kamepa C aKMHE3WUs, XMMNOKMHE3Ns
Wnn OUCKNHE3NA Ha cpedHuTe cermeHTn Ha J1K
C XWNEPKNMHETU3bM Ha 0asanHUTe CerMeHTu
[9]. PopmaTa Ha JIK HanoMHSA Ha TpaauLUWOHEH
SAIMOHCKM KanaH 3a okTonog (dwur. 6).

|
e ok

Qdue. 6. 5noHcKu KanaH 3a 0Kmoroo

B HauanHata ¢asa Ha 3abonsBaHeTo obuyan-
HO ce HabniopaBa noHwxkasaHe Ha ®U Ha nga-
BaTa Kamepa, kato ce nogobpsiea ¢ nogocTpata
asa. TakoBa nogobpeHne Mma 1 B KMHETUKaTa
Ha nesokamepHus muokapg [10]. No Bpeme Ha
CbpaedHa kateTepmsaumns KOpOHapHUTE apTe-
pun ca 6e3 cTeHo3n. B manbk npoueHT oT cny-
yauTe nma KopoHapeH cnasbm — npu 4o 10% ot
cnyyauTe ce HabnogaBa CNoHTaHEH TakbB [11,
12, 13]. HapacTtBaHe Ha 4yecToTaTta Ha TO3M TUM
KMIT B koHTeKcTa Ha npuapyxasawa COVID-19
MHEKUNSA € JoknagBaHa B KOXOPTHO NMpoy4yBa-
He Ha knunHuka B KnuenbvHa, CALL, kboeto ot
BCUYkM 1914 maumeHTn, u3crnedBaHuM C OCTbpP
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KopoHapeH cuHgpom n ST eneBauus, npu 7,7%
ce cpelua ctpec-uHayumpanata KMI1 [14]. MNpe-
OV naHaemusiTa B cbllata KoxopTa MnauueHTu
camo npu 1,8% ce Habnogaea ,CUHOPOMBT Ha
pa3butoTo cbpue“. HapacTBaHe Ha 4yecToTaTa
Ha nauuneHTn ¢ Tako-uyb6o KMI1 n npuapyxasa-
waTta COVID-19 uHeKkuma e ycTaHOBEHO U OT
EBponelickata acoumnaumsi no CbpaeYHO-CbOO0-
BO n3obpasasaHe (EACVI), koato aHanuaupa
1216 COVID-19-no3nTUBHK MNaLUEHTU C exo-
Kapguorpadus 3a onpegensHe Ha noTeHuuarn-
HN CbpOeYHO-CbAOBM MOCMeauuM OT BuUpyca.
YcTtaHoBsiBa ce, Ye npu 2% OT TAX MMa JaHHK 3a
To3n Bug KMI1 [15].

TOYHUAT MexaHu3bM 3a Bb3HMKaBaHE Ha Ta-
ko-uy6o KMIT He e m3BecTeH, HO ce cmsTa,
ye TOM € MyNTU(aAKTOpPEH N e CBbpP3aH CbC:
KOpOHapeH BasocnasbM, CBPBLXOTIOBOpP Ha
MMyHHaTa cucTema (T.Hap. UMTOKMHOBA Oyps),
MUKpPOCbHAOBA OUCYHKUMSA U MegumpaHa oT
M3NULIBK Ha KaTexonaMuHU MUOoKapaHa yBpe-
na [16]. Hannuneto Ha ncuxoemoLumoHaneH
ctpec no Bpeme Ha COVID-19 uHdekuyuaTa,
CBbp3aH CbC coumanHara nsonaums, ctpaxa ot
,CPELla ¢ Bupyca“ n nocrneacTemsaTa OT Hero,
BEPOSATHO CbLLO 3aemMa CBOETO BaXHO MACTO

B reHesunca Ha ctpec-mHayumpanata KMI1.[17]
OnpepgensHeTo Ha Bpb3KaTta Mexay Te3n OBe
CbCTOSIHUS MMa KNKYOoBa poris ¢ ornen noaxo-
OAWO MHOaMBMAyanusnpaHo nedeHue. Cnopepg
HAKOW U3TOYHULM M3MNOM3BaHETO Ha aHTUKoary-
NaHTHO NeYyeHne N UMyHOCYNpecuBHa Tepanug
€ nogxogsawio npu tako-uy6o KMI 1 nognexa-
wa COVID-19 nHdekunsa B kombuHauma ¢ Ge-
Ta-6nokepn, ACE mHxnbutopwn, ctatuvH, aHTu-
arperaHT [18].

n3soau

B ycnosusaTta Ha COVID-19 naHgoemusitTa ce Ha-
oniogaBa noBuLLIEHA YEeCcTOTa Ha CbPAEYHO-Cb-
OOBUTE YCNOXHEHUS. Bbnpekn Beye nybnukyea-
HUTe MaTepuanu 3a Te3n YCIOXHEHUS U BPb3-
KaTta UM C BUpYyca OT YXaH, BCe OLLEe MMa MHOrO
NpasHOTM He CaMO MO OTHOLLUEHME HAa MEXaHU3-
MUTE Ha B3aMMOBPbB3KA, HO M MO OTHOLUEHME
Ha Bb3MOXHOCTUTE 3a nedyeHne. ONnTbT, KOWTO
KIMUHUUMCTBT HaTpynBa Mpuv BCEKU HOB KITMHU-
YeH criyvan, v Bun OT U3KNKYMUTENHa nonsa B
TbpCeHe Ha ONTUMAsiHOTO flieyeHne B cdpepara
Ha peguuaTa ,HEN3BECTHOCTM".

He e peknapupaH KOHMKT Ha UHTepecH.
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MULTIPLE SEBACEOUS CARCINOMAS
OF THE HEAD AND NECK ARISING SIMULTANEOUSLY
WITH METATYPICAL AND ADENOID CYSTIC BCCS
OF THE FACE AND SEBACEOMA OF THE SCALP:
FIRST REPORT IN THE MEDICAL LITERATURE

S. Kordeva', I. LozeVv?, |. Batashki?, A. Batashki?, J. C. Cardoso?, G. Tchernev'®

"Onkoderma — Clinic for Dermatology, Venereology and Dermatologic Surgery — Sofia
2Department of Common and Vascular Surgery, Medical Institute of Ministry of Interior — Sofia
SMediical Institute of Ministry of Interior — Sofia
‘Department of Dermatology and Venereology, University Hospital of Coimbra, Portugal
*Department of Dermatology and Venereology, Medical Institute of Ministry of Interior — Sofia

Abstract. Sebaceous carcinoma (SC), also called Meibomian gland carcinoma (when located on the eyelid),
is a rare and aggressive type of skin cancer, usually located in distinctive anatomical areas, such as the
head and neck regions. It can invade the skin locally and give rise to distant metastasis, which is associated
with a poorer prognosis. Proven risk factors associated with this kind of cutaneous tumor include old age,
white female population, sun damaged skin and genetic predisposition. Because of its rare occurrence, the
condition is often misdiagnosed. Therefore, further awareness among the clinicians is important in order to
achieve better and more adequate therapeutic approach. An overview of the condition is given and possible
therapeutic options are discussed. We present the case of a white 85-year-old female patient with five different
ulcerated, erythematous tumoral lesions on the face, head and neck areas, 2 of which later on confirmed
histopathologically to be sebaceous carcinomas and another 2 confirmed as basal cell carcinoma — an adenoid
cystic type of BCC and a metatypical BCC with no signs of metastatic development, and the last one identified
as sebaceoma of the scalp. According to our knowledge and research, this is the first report in the world
literature of a patient simultaneously developing sebaceous carcinomas alongside basal cell carcinomas and
sebaceoma. Surgical approach as the most suitable therapeutic option is discussed.

Key words: sebaceous carcinoma, meibomian gland carcinoma, basal cell carcinoma, dermatologic surgery

MHOXECTBEHW CEBALEVHN KAPLMHOMMW
HA TTIABATA N WNATA, Bb3HUKHAIIM EJHOBPEMEHHO
C METATUINMWYEH W AOEHONOHO KNCTUYEH
BA3ANTNMOM HA NMMUETO N CEBALIEOM HA CKATTMA:
MbPBU CNYYAN B MEONLUMHCKATA NUTEPATYPA

C. KopgeBa', U. llozeB?, U. Batawkun?®, A. Batawku?, XX. Kapgoso*, I. YepHeB'*

"OHKkoOepma — KnuHuka no depmamorioausi, BeHeposioaus u depmamosioaudyHa xupypausi — Cogbusi
20madeneHue no obwa u cv0osa xupypaus, MeduyuHcku uHcmumym Ha MBP — Cocbusi
SMeduuuHcku uHecmumym Ha MBP — Cogbusi
‘Department of Dermatology and Venereology, University Hospital of Coimbra, Portugal
SOmadeneHue no depmamornoaus U eeHepornoausi, MeduuyuHcku uHcmumym Ha MBP — Cocbusi

Pestome: Cebauennuar KapuynHOM, HapuyaH CbLlO KapuMHOM Ha MenbomMumeBara xrnesa, e U3KITHYUTENHO
pPAOBK 1 arpecmMBeH BU 3N0Ka4eCTBEH TYMOD, 0OVKHOBEHO JTOKanm3npaH B MHOIo ACHO pa3rpaHn4immMmm aHato-
MUYHM 0bracTu, kaTto obnacTuTe Ha rmaBaTa v WwnsaTa. BbamoxHo e TYMOPBT Aa MHBa3npa J1oKaliHO B KOXXaTa
nnun ga gage ganeYvyHn Metacrtasu, KOeTto € CBbp3aHOo C No-JioLla nporHo3a. [okasaHu PUCKOBM (*)aKTOpVI, CBbp-
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3aHK C TO3M BN KOXEH TYMOp, Ca HanpegHana Bb3pacT, 6enu )eHu, yBpeaeHa oT CTbHLUETO KOXa U reHETUYHO
npeapasnonoxeHue. MNMopaan nsknoynTenHaTa cm psgKocT CbCTOSHUETO YECTO Ce AuarHoCcTuLUmMpa norpeLu-
Ho. CnepoBaTenHoO HaBPEMEHHOTO My pasrno3HaBaHe OT KIMHULMCTUTE e Heobxoammo, 3a da ce NoCTUrHe
no-4obbp 1 No-agekBaTeH TepaneBTUYEH Noaxon. HanpaBeH e kpaThk npernes Ha NoOHATUETO cebaueeH kap-
LUMHOM K ca 0BCbaeHM Bb3MOXHUTE TepaneBTMYHM onuuun. [NpeactaBame cnydan Ha 6ana 85-roguwHa na-
LMEHTKa C MeT SICHO M3paseHu, ynuepo-nponudepaTtneHm, eputeMaTo3H TYMOPHU 06pasyBaHMs No nuueTo,
rmaesaTa v WnATa, 2 OT KOUTO MNO-KbCHO NOTBbPAEHN XMCTONATONOMMYHO KaTo cebauenHn KapunHomu, apyrm 2
NOTBbPAEHN KaTo Ba3anHOKNETbYHU KapLMHOMU — af€HOUOHO-KUCTUYEH TUN U MeTaTunmnyeH, 6e3 npusHaum
Ha MeTacTaTU4HO pa3BUTUE, U eauH naeHTMduumupaH kato cebalieoma Ha ckanna. Cnopea HawmTe No3HaHUA
N n3cnefBaHns TO3W cny4van ce knacuduumpa KkaTto MbpBUS onMcaH criyvarn B CBETOBHATa nuteparypa ¢ ea-
HOBPEMEHHO pa3BUTUE Ha cebauenHn KapunmHomK, 6asanHoKNeTbYHN KapuuHommn 1 cebaueoma. Obebxaa ce

KINMNMHWUYHW CITYYAU

XUPYPIUYHUAT Noaxon KaTo Hal-NoAaxoasil, TepaneBTUYeH BapuaHT.

KnioyoBu AyMu: cebaleeH KapunHOM, KapunHOM Ha MenbomMneBuTe xnesu, bazanHoOKNeTbYeH KapunHOM,

[AepmMaTtoriornyHa Xvpyprus

INTRODUCTION

Sebaceous carcinoma (SC) is considered as a
rare, aggressive type of skin cancer preferential-
ly located on the head and neck, and particularly
around the eyes, in the periocular area [1].
Originated from the sebaceous glands, it can
appear in any part of the human body where
these are present [1]. Higher incidence rate is
seen mostly in white female patients with fair
features, advanced age and history of sun dam-
age in area of the face [1].

It can develop as a primary skin cancer, with de
novo mutations, or in association with Muir-Torre
syndrome (rare hereditary type of cancer char-
acterized with cutaneous manifestations and
visceral malignancies, a variant of Lynch syn-
drome) [2].

SC is considered an aggressive type of skin
cancer, mainly because it can be locally destruc-
tive and it can give rise to distant metastasis
[3]. Therefore, patients developing this type of
tumor often have multiple comorbidities, which
frequently makes the further treatment of the
disease difficult [3].

CASE REPORT

A 85-year-old female patient presented to the
dermatology department complaining primarily
of a skin formation located in the left neck area,
which had gradually increased in size for the
past several months, later becoming ulcerated

10

(Fig. 1a/d). Similar skin lesions on the left su-
praorbital region and on the scalp were report-
ed. After examination by a surgeon, she was
referred for a dermatological examination and
determination of further diagnostic and thera-
peutic approach.

The patient history was unremarkable: de-
clares no past history of trauma or malignan-
cy in the area, and she had no relevant family
history. The patient reported history of multiple
sunburns in child- and adulthood. She denied
having allergies or taking any systemic medica-
tions. At the moment of the examination there
was no palpable lymphadenopathy. She had
slightly diminished general condition. Comor-
bidities: unspecified heart failure, angor pec-
toris. Moderately abundant subcutaneous ad-
ipose tissue. Otherwise, she was of adequate
appearance for her age, of adequate contact,
and oriented. The overall skin and visible mu-
cous membranes were pale pink. The routine
laboratory tests, including liver and kidney
function, and complete blood count were in the
optimal references and ratios.

A cardiologist and neurologist were consulted.
The patient was diagnosed with essential (pri-
mary) hypertension. An ECG was performed,
which showed a sinus rhythm with normal re-
polarization. The neurological examination
showed damage to the left fibular nerve dat-
ing for many years. There were periodic com-
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plaints of pain in the head and back, without
meningo-radicular irritation syndrome; amau-
rosis; positive oral automatisms; paresis of the
fibular nerve and total impairment dorsal flexion
in the left foot; without paresis of central origin.
A conclusion suggesting that invasive manipu-
lations may be performed at moderately high
risk was issued.

Dermatological examination showed a white fe-
male patient, fair-skinned with blue eyes, with
multiple lesions on the face and neck area as
followed: a large erythematous skin lesion, with
multiple crusts and erosive surface on the right

Fig. 1. Overall sun damaged aged skin with multiple
telangiectasia, fibromas under the eye area and
peeling patches can be seen on the surrounding skin.
Multiple larger lesions can be observed as followed:
1a: Large erythematous skin lesion, with multiple
crusts and skin surface peeling in the right supraorbital
region; 1b: A distinguished erythematous lesion, with
unclear borders, crusts and patches in the occipital
region of the head; 1c: An ulcerative erythematous
like lesion in the left area of the nose and a small
erythematous skin lesion in the left zygomatic region;
1d: Prominent skin lesion in the left neck area,
Subauricular, about 2.5 cm in size, with ulceration
and contact bleeding

supraorbital region (Fig. 1a); an erythematous
lesion, with poorly defined borders, and with
crusted surface on the occipital region (Fig. 1b);
a smaller lesion on the left zygomatic region
(Fig. 1c); an ulcerated erythematous lesion on
the left nasal ala (Fig. 1c); and a firm prominent
skin lesion on the left neck area, subauricular,
about 2.5 cm in size, with ulceration and hem-
orrhagic surface (Fig. 1d) were being observed.
Overall sun damaged aged skin with multiple tel-
angiectasia, small fibromas under the eye area
and scaly-crusted patches can be seen on the
surrounding skin.

With the diagnostic suspicion of basal cell carci-
nomas a surgical treatment under local anesthe-
sia was recommended, for which the patient gave
her consent.

The affected areas were preoperatively marked
(Fig. 2a-d) and the patient underwent surgery

Fig. 2. The suspected lesions were preoperatively
marked. 2a: Lesion 1 located on left nasal ala; Lesion
2 located in the left zygomatic region; 2b: Lesion 3
located on the right supraorbital region; 2c: Lesion 4
located in the left neck area, subauricular; 2d: Lesion
5 located in the occipital region of the head

11
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with local anesthesia. Lesion 3 (Fig. 2b) locat-
ed in the right supraorbital region was planned
for an excision in multiple (2 or, if necessary, 3)
surgical sessions. With elliptical skin incisions,
several tumor formations were excised: in the
area of the left cervical triangle (Fig. 3a-c),
the left nasal ala (Fig. 3b), the left zygomatic
area (Fig. 3e) and the right frontal area (Fig.
4c,d). The tumoral lesion of the occipital region
was submitted to excision followed by a dou-
ble-hatchet flap (Fig. 4a, 4b, 4f).

Fig. 3. Intraoperative images of lesions 1, 2 and 4
being removed, followed by defect closure. 3a,c:
Lesion 4: surgically removed with an elliptical
excision; 3b: Lesion 1 surgically removed with an
elliptical excision; 3d: Lesion 4 surgically removed;
Lesion 1 surgically removed and sutured with single
interrupted stitches; 3e: Lesions 1 and 4 sutured
with single interrupted stitches; Lesion 2 surgically
removed with elliptical excision; 3f: Lesions 1, 2
and 4: sutured with single interrupted stitches

The lesions were subsequently sent for his-
topathological verification: lesion 1 confirmed
as metatypical carcinoma with no signs of
metastatic development, abundant lymphat-
ic stroma and extensive ulcer formation, size
10x2 mm with involved resection margins;
lesion 2 confirmed as sebaceous carcinoma,
measuring 5x2 mm and with clean resection
margins; lesion 3 confirmed as an adenoid
cystic type of basal cell carcinoma with di-
mensions of 6x4 mm and involved surgical
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margins; lesion 4 diagnosed as sebaceous
carcinoma measuring 21x12 mm with free re-
section margins; lesion 5 was diagnosed as a
possible sebaceoma.

The operative wounds were closed with single
interrupted sutures (Fig. 3d-f, Fig. 4e). Double
hatchet flap technique with single interrupt-
ed sutures was used in the occipital region
to close the defect after tumor excision (Fig.
4b,f). Uneventful postoperative period was
seen with primary wound healing after the 7-8
day (Fig. 5a-d).

Fig. 4. Intraoperative images of lesions 3 and 5
being removed, followed by defect closure. 4a:
Lesion 5 surgically removed with elliptical excision;
4b: Lesion 5: Defect closure with double hatchet flap
technique with single interrupted sutures; 4c: Lesion
3: clinical picture; 4d: Lesion 3: surgically removed
with elliptical excision; 4e: Lesion 3: defect closure
with single interrupted sutures; 4f: Lesion 5: First
post-operative day after defect closure with double
hatchet flap technique with single interrupted sutures

Outpatient follow-up and removal of the su-
tures a few days after the surgery were per-
formed. After one month the patient was with
overall improved general condition, and a
plan for a second additional excision for the
lesions with involved surgical margins, name-
ly on the left nasal ala area (Fig. 6¢) and the
one on the right supraorbital region (Fig. 6d),
was accepted.
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Fig. 5. Postoperative period — days 7-8; with primary
wound healing; wound dressings with povidone
iodine 10% ointment. 5a: Lesions 1, 2 and 4: primary
wound healing; wound dressings with povidone
iodine 10% ointment; 5b: Lesions 1 and 2: primary
wound healing; wound dressings with povidone
iodine 10% ointment; 5c: Lesions 3 and 5: primary
wound healing; wound dressings with povidone
iodine 10% ointment; 5d: Lesion 5: primary wound
healing; wound dressings with povidone iodine 10%
ointment; Lesion 3 slightly seen

DISCUSSION

Sebaceous carcinoma (SC) is described as a
rare malignant skin tumor accounting for less
than 1% of all cutaneous malignancies [4]. De-
spite its low frequency, nowadays it is even
more important for clinicians to accurately
evaluate the disease and give proper diagnos-
tic and therapeutical recommendations, as it
can prevent further complications for the pa-
tient [5].

SC is also known as sebaceous gland car-
cinoma (SGc) because of its origin — the se-
baceous cells [5]. This type of cancer can be
classified into two types as, according to the

Fig. 6. 1 month after the surgical intervention:
Overall improved general condition with a plan for a
few future additional excisions in the left area of the
nose (Fig. 6¢) and in the right supraorbital region
(Fig. 6d). 6a: Lesion 5 one month after surgical
treatment; 6b: Lesion 4 one month after surgical
treatment; 6c¢c: Lesion 3 one month after surgical
treatment; 6d: Lesion 3 one month after surgical
treatment; a slight view of Lesion 5 after one month
can be seen, too

anatomical location — ocular and extraocular
variants of SC [5].

Statistically, extraocular SC predominates, being
located mainly on the neck area, as described in
the present patient [6].

SC, when appeared in the ocular region, usually
develops from the Meibomian glands (modified
sebaceous glands), therefore, is also known as
Meibomian gland carcinoma. Less frequently, it
can arise from the sebaceous glands of Zeiss or
the sebaceous glands presented in the ocular
caruncle [7].

Typically described as less aggressive, ex-
traocular cases can give distant lymph metas-
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tasis, although local invasion is a more frequent
clinical finding [8]. According to our patient’s
history, despite the slightly compromised gen-
eral condition — including the local invasive tu-
mor formations and the patient’s comorbidities,
there were no signs of locoregional or distant
metastatic spread.

The molecular pathology of the skin neoplasms
located in the head and neck areas are well un-
derstood [9]. Rather uncommonly, it can origi-
nate from a previously benign sebaceous neo-
plasms, or after de novo mutations — the major-
ity of the cases [5]. A loss of a mismatch repair
expression and microsatellite instability can be
seen in the Muir-Torre syndrome, but not in the
sporadic SC manifestations [9, 10].

This rare type of malignancy usually occurs in
elderly white women, with peak rates in the 7th
and 8th decades of life [11]. Risk factors such
as old age, Muir-Torre syndrome, and sun dam-
aged skin and immunosuppresion are proved to
play a significant role [12].

As mentioned above, there are 2 types of SC —
both histology and clinically different [13]. In the
extraocular variant, with predilection for the head
and neck area, lesion ulcerations are more fre-
quently seen, as seen in our patient [14]. It can
have a basaloid growth pattern and can be mis-
taken for a basal cell carcinoma [13]. Distortion
of the overlying epithelium and infiltrative growth
are associated with a poor diagnosis [15].

The connection between SC and nevus seba-
ceous is interesting. Nevus sebaceous is a be-
nign congenital skin condition, which in adult-
hood can develop secondary benign or malig-
nant neoplasms [16]. These congenital onset
manifestations are hamartomas of the pilose-
baceous unit and are mostly seen on the scalp
[17], face and neck area [18]. The most com-
mon secondary neoplasms, which can develop
from a nevus sebaceous, are trichoblastoma,
syringocystadenoma papilliferum, sebaceous
adenoma, poroma and apocrine adenoma [19,
20, 21, 22, 23]. In adulthood different types of
tumors — of epidermal and adnexal origins, may
develop from a previous nevus sebaceous [20,
24]. Despite being a rare clinical finding, nevus
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sebaceous can present in the form of transfor-
mation into sebaceous carcinoma [24, 25]. In
this context, sebaceous carcinoma can be con-
sidered to be the result of late progression of a
pre-existing nevus sebaceous [17]. However,
we report a case with multiple solitary seba-
ceous carcinomas, which did not originated from
a single nevus sebaceous nor were associated
with any syndrome, yet arising alongside with
2 types of BCCs — one adenoid cystic and the
other one metatypical, and a sebaceous tumor
on the scalp consistent with sebaceoma. In this
case, the sebaceous carcinoma had no relation
to nevus sebaceous.

According to a population-based study, the risks
of developing basal cell or squamous cell carci-
noma in addition to SC, are not reportable to the
Surveillance, Epidemiology, and End Results
Program (SEER Program), and thus such an
analysis is not possible [26]. The overall risk of
developing new cancer following SC was esti-
mated to be more than 43% with greater risk for
developing malignancies in the colon, ovaries,
pancreas and late-onset ureter cancer [26, 27,
28, 29, 30]. The same study suggests that the
risk of all cancers combined was relatively high-
er following the extraocular variant of SC [26].
The gold standard for the treatment of this
disease is complete surgical excision, using
wide local excision or Mohs micrographic sur-
gery [31].

Other therapeutic options may include radiation
therapy, cryotherapy and topical mitomycin C,
which are mostly used in the ocular variant of
SC [32, 33].

Differential diagnosis such as keratoacanthoma,
dermoid or inclusion cysts, papilloma, keratosis
[34] should be considered when examining the
patient. Further examination should be done
when differentiating SC from other types of skin
neoplasms such as basal cell carcinoma with
tendencies of sebaceous differentiation, seba-
ceous adenoma, squamous cell carcinoma with
sebaceous differentiation and Merkel cell car-
cinomas [5, 35, 36, 37]. Pathologists and der-
matopathologists can usually distinguish those
conditions on the basis of morphology and,
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when necessary, using histochemical and im-
munohistochemical techniques [37].

Despite different therapeutic approaches, we
believe that the surgical approach remains as
the most adequate option whenever possible.
Our patient underwent a surgical procedure with
multiple excisions for the suspected lesions,
which resulted in overall good outcome. A sec-
ond surgical procedure was appointed following
the histopathological verification for the lesions
in the left nasal ala area and the one in the right
supraorbital region to guarantee free surgical
margins.

CONCLUSIONS

Sebaceous carcinoma is a rare type of an ag-
gressive malignant skin tumor, which is pre-
dominantly seen in elderly white women with
sun-damaged skin. It can easily mimic benign

conditions and often leads to misdiagnosis and
consequently to poor and/or late treatment.
Any rapidly growing, prominent skin formation
should be considered suspicious and clinicians
of a multidisciplinary team must work together
in order to achieve an accurate diagnosis and
optimize the outcome.

We present the first reported case in the world
literature with: 1) Multiple simultaneously de-
veloping sebaceous carcinomas, alongside,
2) Two basal cell carcinomas — adenoid cyst-
ic and metatypical types, and additionally a 3)
tumorous formation of the scalp identified as
sebaceoma.

In locally invasive skin tumors, especially in ar-
eas like the head and neck, surgical excision
remains one of the best options for treatment.
Our patient was successfully treated surgically
despite the rare and serious diagnosis.
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SMALL BCCS OF THE NASAL AND PARANASAL AREA:
CASE SERIES WITH PATHOGENETIC
AND THERAPEUTIC UPDATE
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"Onkoderma — Clinic for Dermatology, Venereology and Dermatologic Surgery — Sofia
2Department of Dermatology and Venereology, Medical Institute of Ministry of Interior — Sofia

Abstract. Basal cell carcinoma (BCC) is a common non-melanoma skin cancer, often with a location preference
in the sun-exposed areas of the human body, such as the face and neck area. It is presented mostly in the
elderly population due to a numerous risk factors — genetic predisposition, history of sunburns in childhood, UV-
radiation, Fitzpatrick skin type 1&2, male sex and old age. An overview of the world literature has been done,
with a discussion mainly focused on the risk factors and the pathogenesis, which results in the development
of new therapeutic approaches. We present a case series of four selected small BCCs, located in the nasal
and paranasal areas, staged 1 TINOMO — one confirmed as a nodular type of BCC, which were successfully
removed with surgery. In 4 non-related case reports, we are discussing once again — surgery as the most
effective method in managing tumor lesions.

Key words: basal cell carcinoma, Hedgehog pathway, imiquimod, Hedgehog inhibitors, surgery

MAJTKW BA3AJIHOKITIETbYHU KAPLUMHOMWN HA HASATTHA
N MAPAHA3AJTHA OBJIACT — CEPUNA OT CITYYAU C NMATONEHETUYEH
M TEPAMEBTUYEH BMNOEUT

C. Koppea', M. ixaHapagxaH', I. YepHeB'?2

"OHKoOepma — KnuHuka no depmamorioausi, BeHeposioaus u depmamorioaudyHa xupypausi — Cogbusi
2KameOdpa no depmamorsioausi u eeHeporioeaus, MeduuyuHcku uHecmumym Ha MBP — Cogpusi

Pe3tome. BaszanHokneTbyHuAT kapumHoMm (BKK) e Hali-4yecTo cpeluaHusiT HEMeNaHOUMTEH pak Ha KoxaTta, C
npegunekums Ha pas3npoCTPaHEHNETO CU MPEAMMHO B U3NOXEHUTE Ha CITbHLUE 006nacTu Ha YOBELLKOTO THAMO,
KaTo nuueTo 1 obracTTa Ha wudTa. [NposiBsBa ce Han-BeYe Npu No-Bb3pacTHOTO HaceneHne Nopagmn MHOXECTBO
pUCKOBM (DaKTOPU — FrEeHETUYHA NPeapa3noNoXeHOCT, aHaMHe3a 3a CITbHYEBW U3rapsiHvs B AETCTBOTO, YNTPaBu-
oneToBa paguauus, koxa Tmn 1 1 2 no duynaTpurk, MBXKW MO U HanpegHana Bb3pacT. HanpaseH e nperneq Ha
CBeTOBHaTa nntepaTypa, Kato ANCKycusTa e hoKycupaHa OCHOBHO BbPXY PUCKOBUTE (hakTopy 1 natoreHe3ara,
KOSTO BOAM A0 pa3paboTBaHETO Ha HOBM TepaneBTMYHM nogxoau. MNpencraBsMe nopeguua ot cryvamn oT YeTUpK
n3bpaHun manku BKK, pasnonoxeHn B HazanHuTe n napaHasanHute obnactu, ctaguin 1 TINOMO (eguH, oT KOMTO
noTBbpAeH KaTo HogynapeH Tun BKK), kouto 6sixa ycnewHo onepaTMBHO OTCTpaHeHu. B 4 HecBbp3aHu cryyas
OTHOBO LLe 06CBAMM XUPYPrusTa KaTo Har-ehekTUBEH METOA Ha fleYeHne 3a TYMOPHM Ne3unn.

KntouoBu aymu: 6asanHoknetTbyeH kapunHom, Hedgehog nbT, ummkeumog, Hedgehog nHxmbutopu, xupyprms

INTRODUCTION this type of skin cancer remains the UV-expo-
Basal cell carcinoma (BCC) is the most common  sure in aged fair-skinned population (2, 3).

skin malignancy among non-melanoma skin  This non-melanoma skin cancer has a slow
cancers with incidence rates rapidly increasing  progression with metastatic incidence between
every year (1). Proven risk factor for developing  0.0028-0.55% (4). Distant metastasis are ex-
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tremely rare, therefore BCC has a reputation of
a cancer with good prognostic data, although
in some histopathological subtypes, as in the
metatypical type of BCC, it can have a poor
prognosis and outcome (5).

BCC located in the nasal and paranasal areas
are with a higher risk of local recurrence (6).
Pathogenesis, mainly the activation of the
Hedgehog signaling pathway, plays a huge role
in the development of this non-melanoma skin
cancer (7).

Dermatoscopy and reflectance confocal micros-
copy (RCM) are used nowadays in the diagnosis
of BCC (7).

Surgery remains the first-line therapy, although
new therapeutic approaches are set on the ho-
rizon (7). Sometimes the difficult tumor location,
as in located on face and neck areas, requires
a more precise technique, which will result later
on with a more aesthetically pleasant outcome
for the patient (8).

We present 4 non-related cases of basal cell car-
cinomas, developed in the nasal and paranasal
areas, in elderly patients with long term sun-ex-
posure. The early diagnosis lead to the success-
ful surgical treatment of the lesions resulting in a
more define clinical outcome. An overview of the
world literature and possible therapeutic options
are being discussed.

CASE REPORT 1

A 56-year-old female reported to the dermatol-
ogy department primary complaints of a tumor
formation located on the right nasal area, which
was gradually increasing in size for the last 2
months.

The patient underwent multiple surgical exci-
sions over the past couple of months due to
two recurrent basal cell carcinoma lesions. She
reported four radical excisions of BCCs in the
past; two of them located in the nasal area (first
excision was 7 years prior to the consult located
on the left nasal area and the other was a more
recently excised one — couple of months prior
to the examination) and another excision, which
resulted in a re-excision due to an unclear re-
section margins. The patient was presented with
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a request for a dermatological examination and
determination of further diagnostic and thera-
peutic approach.

No allergies or any forms of skin cancer in any
family member were reported, and the patient
declared no past history of trauma or malignancy
in the area. Otherwise — a woman of visible age
corresponding to the real one, adequate, afe-
brile. Skin and visible mucous membranes were
pale pink, and no enlarged lymph nodes were
palpable. Onychomycosis was noted. Systemic
medication: Tibolone 2,5 mg administrated once
daily.

The dermatological examination showed an
erythematous eroded infiltrated tumor formation
with a rounded shape and a pronounced periph-
eral pearl-like edge on the right side of the nose,
0.8 mm — 1 cm in size (Fig. 1a-c).

Routine laboratory data, including liver and kid-
ney function, complete blood counts and a cardi-
ology consultation were done, resulting without
abnormalities.

Surgical excision of the lesion was recommended.
After thorough disinfection of the operative field
with povidone iodine, the lesion was preopera-
tively marked (Fig. 1¢) and under local anesthe-
sia with lidocaine 2% and adrenaline, an opera-
tive intervention was performed to remove the
tumor formation in the area of the right side of the
nose, by elliptical excision (Fig. 1d). The defect
was closed by single interrupted stitches (Fig.
1e, f). A dressing was made with povidone io-
dine. The material was sent for histological veri-
fication. The result showed basal cell carcinoma
stage TINOMO, with flare-up and infiltration in
one of the resection lines. Smooth postoperative
period with primary wound healing took place.
No subsequent complications occurred (Fig. 1f).
Outpatient follow-up and removal of the sutures
14 days after the surgery were performed, com-
bined with daily dressings with povidone iodine
10%. After hospitalization scar removal silicone
gel 2 times a day for 2 months was prescribed.
Reoperation was planned, but after the patient's
refusal, she was discharged with recommenda-
tions for reoperation, radiotherapy and was re-
ferred to an oncocommittee.
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Fig. 1. Erythematous eroded infiltrated tumor forma-
tion with a rounded shape and a pronounced periph-
eral pearl-like edge on the right side of the nose, 0.8
mm — 1 cmin size

1a: Preoperative picture of the tumor formation be-
fore surgical excision

1b: Intraoperative view of the tumor formation before
surgical excision

1c: Preoperative marking of the lesion

1d: Intraoperative view: the tumor formation is re-
moved by an elliptical excision

1e: Intraoperative view: closure of the defect using
single interrupted stitches

1f: Postoperative photograph of the patient with
closed defect and good aesthetic result

CASE REPORT 2

A 70-year-old male reported to the dermatol-
ogy department primary complaints of a tumor
formation located on the left nasal area, which
was gradually increasing in size for the last 3
years.

The patient’s comorbidities include arterial hy-
pertension, for which he takes Amlodipine 5 mg
once daily. No allergies or any forms of skin can-
cer in any family member were reported, and
the patient declared no past history of trauma
or malignancy in the area. Otherwise the patient
is of visible age corresponding to the real one,
adequate, afebrile. Skin and visible mucous

membranes were pale pink, and
no enlarged lymph nodes were
palpable.

Routine laboratory data, includ-
ing liver and kidney function,
complete blood counts were done
with slight abnormalities: MCV —
99.1 fl (normal range 79.0-93.3
fl), MCH — 33.5 pg (normal range
26.7-31.9 pg), granulocytes —
72.2% (normal range 50-70%),
lymphocytes — 18.5% (normal
range 20-40%), cholesterol 7.22
mmol/l (normal range less than
5.17 mmol/l), LDL — 4.8 mmol/l
(normal range less than 2.6
mmol/l), glucose — 6.36 mmol/l (normal range
3.9-5.6 mmol/l), alkaline phosphatase — 38.0 [U/I
(normal range 44-147 [U/1).

The dermatological examination showed an
oval tumor-like lesion, 1.5 cm in size, with pro-
nounced peripheral edge and slight desquama-
tion on the left side of nasal area (Fig. 2a).
Surgical management by excision of the lesion
was recommended.

The patient agreed and underwent surgery with
local anesthesia using lidocaine 2% and adren-
aline. The lesion was removed by an elliptical
excision (Fig. 2b) and the defect was closed by
single interrupted stitches (Fig. 2c). A dressing
was made with povidone iodine. The material
was sent for histological verification. The result
showed nodular type of basal cell carcinoma
stage 1 TINOMO, with clear on the 2nd and 1st
resection margins. Smooth postoperative pe-
riod with primary wound healing took place. No
subsequent complications occurred (Fig. 2d).
Outpatient follow-up and removal of the sutures
14 days after the surgery were performed, com-
bined with daily dressings with povidone iodine
10%. After hospitalization scar removal silicone
gel two times a day for two months was pre-
scribed. The patient was referred to an oncology
hospital for a follow-up.
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Fig. 2. An oval tumor-like lesion, 1,5 cm in size, with
pronounced peripheral edge and slight desquama-
tion on the left side of nasal area

2a: Preoperative picture of the tumor formation be-
fore surgical excision

2b: Intraoperative view: the tumor formation is re-
moved by an elliptical excision

2c: Intraoperative view: closure of the defect using
single interrupted stitches

2d: Postoperative picture of the patient with closed
defect and good aesthetic result

CASE REPORT 3

A 67-year-old female reported to the dermatol-
ogy department with primary complaints of a
tumor formation located on the left nasal area,
which was gradually increasing in size for the
last one year and a half.

The patient has a history of basal cell carcinoma
lesion, confirmed with histopathology, located
on the right nasal area. Post brachytherapy for
ocular melanoma located in the left eye. She
also reported thyroid nodules in the past.

The patient’s comorbidities include ocular mela-
noma, hypertensive heart without congestive
heart failure, for which she takes Bisoprolol fu-
marate 5 mg half a tablet twice daily. Other sys-
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temic medications taken: Ibandronic acid 150
mg once a month. The patient declared no al-
lergies or any form of skin cancer in any family
member. Otherwise, the patient was of a visible
age corresponding to the real one, adequate,
afebrile. Skin and visible mucous membranes
were pale pink.

The dermatological examination showed an
oval tumor-like lesion, 1.5 cm in size, with pro-
nounced peripheral pearl-like edge and slight
desquamation on the left side of nasal area (Fig.
3a).

Routine laboratory test were done, resulting
without abnormalities. A cardiologist and a sur-
geon were consulted. The patient was without
data for coronary insufficiency. Enlarged lymph
nodes were not palpable. Surgical removal of
the lesion was recommended.

Due to the typical clinical and dermatoscopical
morphology in favor of BCC, the patient under-
went surgical removal of the tumor formation
without preliminary biopsy. The lesion was pre-
operatively marked (Fig. 3a). Under local anes-
thesia using lidocaine 2% and adrenaline, the
tumor formation was removed by an elliptical ex-
cision (Fig. 3b) and the defect was closed by sin-
gle interrupted stitches (Fig. 3c). A dressing was
made with povidone iodine. The material was
sent for histological verification. The result con-
firmed basal cell carcinoma stage 1 T1NOMO,
with superficial development. Smooth postop-
erative period with primary wound healing took
place. No subsequent complications occurred
(Fig. 3d). Outpatient follow-up and removal of
the sutures 10-14 days after the surgery were
performed, combined with daily dressings with
povidone iodine 10%. After hospitalization scar
removal silicone gel two times a day for two
months was prescribed. The patient was re-
ferred to an oncology hospital for follow-up.

CASE REPORT 4

A 58-year-old male reported to the dermatologi-
cal clinic primary complaints of a tumor formation
located on the right paranasal area. The patient
noticed an increase in size over the past couple
of months. He was presented with a request for
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a dermatological examination and determination
of further diagnostic and therapeutic approach.
No allergies or any form of skin cancer in any
family member were reported, and the patient
declared no past history of trauma or malignan-
cy in the area. No comorbidities or administrated
systemic medications were reported. The rou-
tine blood tests also showed no signs of abnor-
malities. Otherwise, a male patient of a visible
age corresponding to the real one, adequate,
afebrile. Skin and visible mucous membranes
were pale pink, and no enlarged lymph nodes
were palpable.

The dermatological examination showed a nod-
ular tumor formation, located on the right para-
nasal area, which was elevated, with exophytic
shape on the surface and periphery without ul-
ceration (Fig. 4a,b).

Fig. 3. An oval tumor-like lesion, 1,5 cm in size, with
pronounced peripheral pearl-like edge and slight des-
quamation on the left side of nasal area

3a: Preoperative marking of the tumor formation

3b: Intraoperative view: the tumor formation is re-
moved by an elliptical excision

3c: Intraoperative view: closure of the defect using
single interrupted stitches

3d: Postoperative picture of the patient with closed
defect and good aesthetic result
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The patient underwent surgical removal of the
tumor formation. The lesion was preoperatively
marked (Fig. 4b) and removed with an elliptical
excision under local anesthesia (Fig. 4c). The
defect was closed by single interrupted stitches
(Fig. 4d, e). Adressing was made with povidone
iodine. The material was sent for histological
verification. The result confirmed nodular basal
cell carcinoma stage 1 TINOMO. Smooth post-
operative period with primary wound healing
and good aesthetic result were noted (Fig. 4f).
No subsequent complications occurred. Out-
patient follow-up and removal of the sutures
10-14 days after the surgery were performed,
combined with daily dressings with povidone
iodine 10%. After hospitalization scar removal
silicone gel two times a day for two months was
prescribed.

Fig. 4. Nodular tumor formation, located on the right
paranasal area; elevated, with exophytic shape on
the surface and periphery, without ulceration

4a: Preoperative picture of the tumor formation
before surgical excision

4b: Intraoperative view of the tumor formation be-
fore surgical excision. Preoperative marking of the
lesion

4c: Intraoperative view: the tumor formation is re-
moved by an elliptical excision

4d,e: Intraoperative view: closure of the defect us-
ing single interrupted stitches

4f: Postoperative picture of the patient with closed
defect and good aesthetic result
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DISCUSSION

Basal cell carcinoma (BCC) is the most common
type of non-melanoma skin cancer (NMSC) in
the Caucasian population, with higher incidence
rate in the elderly population (9). Gender preva-
lence was being observed, with around 39% in-
creased risk for the men developing BCC and
around 28% for the women (10).

NMSC is being diagnosed every year with a total
of 3.5 million new cases, in which BCC incidenc-
es are accountable for 80% of all cases (11). An
increase of BCC cases by 10% each year is be-
ing observed (12). A prognosis of 40-50% of all
patients with a primary malignancy developing
one or multiple BCC within 5§ years, was being
observed (11, 12).

As we age, our body slows down its physiologi-
cal functions which can be seen in our decreased
DNA repair capacity, resulting in cellular damage
and risk of cancer (13). Although aging and can-
cer formation may seem opposite events, they
may share a rather relevant connection (13).
Fair-skinned patients aged 65 and above, with
life-long cumulative sun exposure, are at high-
est risk for developing BCC (14). Some studies
implicate that UVB radiation of a wavelength
of 280-320 nm, with some additional risk fac-
tors, may play a role in the pathogenesis of the
BCC formation (15). UVB radiation can poten-
tially generate point mutations in the p53 gene,
located in the chromosome 17p, resulting in
40-50% of all BCCs incidences (15). UVA and
UVB are proved to have a strong accelerating
point in the cancer formation mainly because of
its direct cell damage and induction of oxidative
stress and chronic inflammatory processes (16).
Therefore, a history of sun-burns in childhood
are established to be critical points, resulting in
the development of skin cancer formations in
adulthood (17).

The p53 protein and Melnocortin-1 receptor
(MC1R) are also considered high risk factors for
the development of BCC (18, 19). Mutations in
the p53 gene are resulting in a defect gene ex-
pression of the p53 protein, which in combina-
tion with sun exposure are leading to the BCC
formation (20).
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Besides family history, old age and male sex,
indoor tanning devices, with an estimated risk
of 29% for BCC, are another proven risk factor
for a later-on manifestation of non-melanoma
skin cancer (21). They are even listed as class
1 carcinogen by the International Agency for Re-
search on Cancer (22). Although UV radiation is
a known risk factor in the pathogenesis of BCC,
high doses of psoralen and ultraviolet A (PUVA)
therapy used in the treatment for psoriasis, are
with insignificance (23).

Another high risk for developing BCC is set due
to the location of the lesions — nasal and para-
nasal areas mostly (24). High recurrence rate is
mostly seen in this so-called H-zones of the face
(24). Head and neck regions are showed to be
mostly affected (25).

BCC is derived from the basal cell layer of the
epidermis, which is linked to a constant cell di-
viding in order to replace the lost ones (26). The
lesions can be described as small oval basaloid
cells, gathered within trabeculae or nests with
peripheral palisading cells and centrally located
cells (26). If we observe the growth pattern, we
can clearly differentiate morphologically the sub-
types — superficial, pigmented, cystic, nodular,
adenoid and the ones with more aggressive
outcome — micronodular, infiltrative, basosqua-
mous and sclerosing form (26).

In order to understand the nature of the BCC for-
mations, we must discus the pathogenesis.
There are numerous risk factors contributing to
the tumor formation — UV light exposure, espe-
cially in low Fitzpatrick skin phototypes, inherit-
ed diseases or syndromes, such as Gorlin-Goltz
syndrome, Gardner’s syndrome, history of skin
cancer in the family, DNA repair deficiencies, im-
munosuppresion; poisons, such as arsenic, ion-
izing radiation and a possible skin trauma are all
linked to the BCC development (27, 28).

A key role in the pathogenesis of the BCC plays
the dysregulation of the Hedgehog (Hh) path-
way, which is responsible for the embryonic de-
velopment (29). In adults its functions are limited
to skin repair and maintaining the somatic stem
cells and pluripotent cells (30). The develop-
ment of the inherited or sporadic types of BCC
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is being linked to a mutation in Patched (PTC), a
Hh transmembrane receptor gene (31). PTCH1
gene encodes a protein which acts as a recep-
tor for Hh ligands Sonic (Shh), Indian (Ihh) and
Desert (Dhh) (26). The Sonic hedgehog pro-
tein (Shh) is responsible for the growth during
the vertebrate development (32). It binds to the
PTC, which has an important role in the regu-
lation, as it works as a tumor-suppressor pro-
tein in basal cell carcinoma (32). By inactivating
PTC function, the overexpression of the Sonic
Hedgehog (Shh) in the epidermis is increasing
resulting in the loss of PTC function, or in other
words — it has a carcinogenic effect (31). Abnor-
mal Hh signaling, resulted from a deletion in the
PTCH1 gene, is observed in 95% of the sporad-
ic BCC (33, 34).

The Hh pathway is well known in the pathogen-
esis of BCC, but with the recent technological
achievements, more light has been put in some
additional signaling molecules — inactivating
mutations of the Hippo-YAP pathway, mutations
in the promoter regions of TERT and DPH3-
OXNAD1 genes (typically seen in a lot of skin
cancers, including BCC) or MYCN, PPP6C and
STK19 (observed in the melanoma develop-
ment) (35), (36). Small cases of reported BCCs
have mutations in the PTCH2 gene, a homo-
logue of PTCH1 (36).

Photosensitivity caused by medications are by
any means adverse drug reactions (37). With the
help of UV-radiation or visible light, the skin reacts
abnormally, resulting in photoallergy or phototox-
icity (38). Photosensitizing drugs are radiation-
absorbing compunds combining UV light (with
180-380 nm wave length), visible light (380-700
nm) and infrared rays (700 nm — 3 ym) (39).
Many substances, chemicals or drugs can pro-
voke this types of skin reactions (38). Some
medications are known for their properties to in-
crease the skin perception to the UV-light, result-
ing in skin damage that can lead to non-melano-
ma skin cancer (NMSC) — including basal cell
carcinoma (40). Different types of drug classes
can induce this kind of reaction, such as medi-
cations prescribed for bacterial infections or ar-
terial hypertension (41). In a population-based

follow-up study, the increased risk of BCCs has
been linked to a cumulative use of high-ceiling
diuretics with an even stronger effect in patients
with a predisposition to sunburn (42).
Non-steroidal anti-inflammatory drugs (NSAIDs),
antimicrobials, antihypertensives and antineo-
plastic drugs are summarized as some of the
most reported photosensitizing drugs on the
market (43, 44, 45).

Some of the drug classes, which will not be a
part of the discussion, but should be noted are
the nonsteroidal anti-inflammatory drugs, anti-
hyperlipidemic drugs, psychotropic drugs, anti-
fungals, antibacterials, antimalarials, antiretro-
virals, antineoplastic agents, systemic retinoids,
hormonal contraceptives, ranitidine, esomepra-
zole and the antihypertensive drugs, which will
be our main focus (39).

A briefly summary of these medications inducing
photosensitivity will be mentioned (39).

The thiazide medications have phototoxic char-
acteristics alone, and in combination with the
UVA radiation as a trigger factor, for a DNA dam-
age (46). Calcium channel blockers absorb UVA
radiation, resulting in the accumulation of reac-
tive oxygen species (ROS) (47).

1-100 per 100,000 patients treated with thia-
zide diuretics are estimated to be experiencing
photosensitivity, with hydrochlorothiazide use
causing pseudoporphyria, cutaneous lupus er-
ythematosus, erythema, eczema, etc. (48, 39,
49, 50).

Photosensitive lichenoid eruption and erythema-
tous rash with pruritus are linked to the ACE in-
hibitors use (51); valsartan (an ARB drug class)
induces pruritic rash (52); facial telangiectasia is
linked with with amlodipine and nifedipine, cal-
cium channel blockers (53); diltiazem causes
photoallergic dermatitis with hyperpigmentation
manifestation (54), tilisolol (a beta blocker) is
linked to photoallergic reaction after UVA expo-
sure (55), amiodarone — with manifestations of
erythema, edema, blue-grey pigmentation and
retinal phototoxicity (39, 56, 57, 58).
Drug-induced photocarcinogenesis is a result
of a long-term use of photosensitizing medica-
tions, which remains to this date a very debat-
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able topic among the clinicians, due to several
non-medical-related issues (43).

Blood pressure-lowering agents, such as an-
giotensin-converting enzyme inhibitors (ACEI),
angiotensin 2 receptor blockers (ARBs), direct
rennin inhibitors (DRI), alpha- and beta-block-
ers, aldosterone antagonists, calcium-channel
blockers and diuretics are used for the treatment
of different medical conditions, in particular hy-
pertension, sometimes with the requirement of
combination therapy (59).

ARBEs, in particular valsartan, losartan, irbesar-
tan, telmisartan, olmesartan, are used in the
everyday practice for conditions such as arte-
rial hypertension, heart failure and diabetic ne-
phropathy (60). Angiotensin 2 type-1 (AT1R)
and type-2 (AT2R) receptors are now proved to
be involved in the cell proliferation regulation,
inflammation, angiogenesis, tissue remodeling
which all have a role in the cancer manifesta-
tion (61). Further investigation has been done,
linking the ACE inhibitors and AT1R antagonists
to tumor progression, vascularization and tumor
metastasis, and AT2R with a similar role on the
matter (61).

The development of various neoplasms is al-
ready being observed after introducing some
drug therapies (62). Based on the randomize
controlled trials, ARBs are being linked to a
modestly increased risk of new cancer diagno-
sis (63). First traces of valsartan-contaminated
products with traces of N-nitrosodimethylamine
(NDMA) found in the active ingredient was done
in 2018 (64). NDMA is classified as a potent car-
cinogen used in the rocket fuel production with
detected risks for different tumor development
(65). This resulted in product withdrawal from the
market (66). Later on, another carcinogen was
found in the valsartan products — N-nitrosodieth-
ylamine (NDEA) (67). The mechanism of action
of the ARBs, in the face of losartan, has been
done, which proves the inhibition of the Na+/H+
exchanger isoform 1 (NHE1) and the migration
of human melanoma cells (MV3), but promotes
the MV3 cell adhesion and invasion (68).

Case of possible drug-induced high-risk epithe-
lial tumor — basal cell carcinoma located near
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the eye area, has been carried out, providing
the consideration of the role of nitrosamines as
inducers for various types of skin malignancies,
including basal cell carcinoma (69). Due to the
reported cases in the world literature and with
the above mentioned information, we can con-
clude that sartans must be acknowledged as po-
tential triggers for the development of cutaneous
cancers (70, 71).

In conclusion, drug-mediated carcinogenesis is
not a myth, but rather reality (63). Antihyperten-
sive medications, and in particular the sartans,
have been associated in the scientific literature
since 2010 with a “modestly high incidence” of
all types of cancer (63).

In modern days, as the technology progresses,
many photosensitizing and carcinogenic medi-
cations are being produced, some of which in-
tended for mass production. When unwanted
side effects occur, as clinicians we are obligated
to warn the patient of a potential drug-related
side effect. Prescribing a medication with a po-
tential (and now proven) risk, without previously
informing the patient is a serious matter and
should be carefully discussed.

The diagnosis of basal cell carcinoma is based
on clinical, dermatoscopical features and histo-
pathological verification, especially in high risk ar-
eas (72). Trichoepithelioma, a benign skin tumor,
can sometimes mimic the clinical and histological
findings in BCC lesions (73). In this case, a CD34
staining pattern can distinguish those two condi-
tions (73). Differential diagnosis can be done also
with trichoblastoma, basaloid SCC, melanocytic
lesion, actinic keratosis, basaloid follicular ham-
artoma, some adnexal neoplasms and malignant
tumors such as Merkel cell carcinoma and seba-
ceous carcinoma (36, 74, 75). Clinicians should
be aware of these conditions as it sometimes
can be hard to distinguish those, resulting in in-
adequate treatment and even fatal outcome for
the patient. Therefore few steps must be done,
before taking a decision for a therapeutic option —
1) full dermatological examination, 2) palpation of
the lymph nodes or/and 3) ultrasound of the local,
distant and abdominal lymph nodes. A noninva-
sive option for basal cell carcinoma detection is
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the reflectance confocal microscopy (RCM) with
endogenous backscattered contrast (76). Biopsy
remains the gold standard for the verification of
melanoma and non-melanoma skin cancers (77).
Nowadays with the technological modernization,
the skin cancers can not only be detected via nu-
merous imaging techniques but also used in the
differential diagnosis, for example: high wave-
number Raman spectroscopy (78), fluorescence
polarization (79), multiphoton laser scanning mi-
croscopy (80), fluorescence lifetime imaging (81)
and optical coherence tomography (77).

Several different types of treatments are avail-
able for managing BCCs — surgical approach
with Mohs surgery or margin control techniques,
topical therapies with 5% imiquimod, 5% fluoro-
uracil, cryotherapy, curettage, electrocautery, la-
ser ablation, photodynamic therapy, Hedgehog
inhibitors, immunotherapy, radiotherapy and in
patients with the nevoid basal cell carcinoma
syndrome — an additional close surveillance with
often dermatological examinations are recom-
mended (72). Therapy options besides the more
scientifically proven ones, with a promising fu-
ture profile, will be also mentioned.

Clinical trials are being made for a future im-
munotherapy with anti-programmed cell death 1
(PD-1) antibodies (72).

Treatment options for locally advanced and met-
astatic BCCs are limited (82). Understanding
the Hedgehog pathway leads to the creation of
Hedgehog inhibitors (HPI), often used in BCCs
when surgery or radiation therapy are not pos-
sible (83). Topical administration of Patidegib, a
HPI, has shown to be effective regarding the tu-
mor shrinkage (84). Despite its limitations — Vis-
modegib, another Hedgehog pathway inhibitor,
has shown to be effective regarding spontane-
ous BCC and Gorlin-Golz syndrome (82). How-
ever, because of the side effects, such as taste
and hair loss, many patients are discontinuing
the oral hedgehog inhibitors, which results in the
recurrence of BCCs (84). Regarding the Vismo-
degib therapy, an increased risk for developing
squamous cell carcinomas (SCCs) are being
demonstrated (85).

Adults with superficial BCC can benefit from
topical treatment with Imiquimod 5% cream (86).
The anti-tumor effect of the medication is a re-
sult from the possible nature of the drug — a toll-
like receptor-7 agonist which acts as a trigger for
the apoptosis in the BCC cells (86). Imiquimod
can also be an alternative for a nodular BCC
(nBCC) in patients contraindicated for a surgi-
cal treatment or simply declining it (87). Topical
5% Fluorouracil can be used in small superficial
BCCs with low risk locations, which again can-
not benefit from a more reliable treatment (88).
High rates of side effects are observed in both
topical monotherapies (88).

Cryosurgery and curettage-cryosurgery can be
used in low-risk BCCs when standard surgical
excision cannot be done due to technical diffi-
culties regarding the tumor location, like in the
mid-face area (89). In some cases it can have
results equivalent to those accomplished with
photodynamic therapy or surgery (90). Overall,
cryosurgery should not be a first choice therapy
for BCCs located in the face area due to the high
recurrence risk and eventually poor cosmetic
outcome (91).

Curettage is another used method, in which the
clinician uses a curette to scrape off the tumor
and then with the combination of electrocautery
(to control the bleeding) the wound margins are
treated for any residual tumor cells (91). As the
cryosurgical method, this too must be avoided due
to the high recurrence rates in the face area (92).

A nonsurgical option for low-risk basal cell car-
cinoma is the carbon dioxide laser ablation (93).
However, due to the destruction of the tumor
formation, a histopathological verification of the
lesion is not possible. Post-laser BCCs patients
with a more aggressive histological recurrence
rates are reported (94).

Photodynamic therapy (PDT) is an innova-
tive medical procedure, which uses molecules,
called photosensitizers, for their capacity to con-
centrate selectively in the tumorous cells (95).
These molecules are carrying energy which will
be discharged in the tissue, resulting in photo-
dynamic reactions and further tumor destruction
(95). Although it has good cosmetic outcome, it
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remains as a less effective option than the surgi-
cal treatment (96).

Radiation therapy, or radiotherapy, can be used
in Stage 1 and 2 basal cell carcinomas or in re-
current BCCs, with cure rates only lower to the
Mohs micrographic surgical technique (97).

A couple of honorable mentions regarding future
BCC treatment, some of which need further in-
vestigation and research, are mentioned below.
Retinoids are an “old school” medications, used
for skin cancer therapy (98). 13-cis retinoic acid
(isotretinoin), etretinate or acitretin, administrat-
ed systemically at high doses in the treatment
for Gorlin-Golz syndrome and other conditions,
have shown to have a preventive effect regard-
ing newly developed BCCs lesions (98, 99,
100). The down sides of the therapy are mainly
related to the systemic toxicities linked with the
long-term use (99, 100).

Tazarotene, an approved medication for acne,
psoriasis and photoaging, applied topically, ac-
cording to some studies, can be used as chemo-
prevention for Hh-pathway-induced BCCs with
some additional mutations in the p53 (98, 101).
However, this can be applied for very selective
cases of superficial and nodular undifferentiated
BCCs (102).

Data for nonsteroidal anti-inflammatory drugs
(NSAIDs) for a possible chemopreventive ef-
fect in BCC seems to be weak and inconsis-
tent (103).

A future therapy with alpha-difluoromethylorni-
thine (DFMO) has shown promising data, sug-
gesting a decreased incidence of BCC by 30%
(98, 104).

Photochemoprevention in skin cancer with natu-
ral products, such as curcumin, seems a very
easy and cheap therapeutic approach but still
need further evaluation (105, 106, 107). Promis-
ing studies has been done with curcumin, a po-
tent antioxidant and chemopreventive agent in-
ducing curcumin-mediated apoptotic cell death
in human basal cell carcinoma cells (107).
There are multiple other therapeutic approaches
and possibilities described in the world literature,
but will not be mentioned due to limited data or
required further investigation.
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Despite the different types of treatment options
mentioned above, we believe that the surgical
treatment is the most reliable approach for man-
aging tumor formations.

Metatypical basal cell carcinoma (MTBCC) or
basosquamous carcinoma, can be described
as a histopathological mixture of both basal and
squamous cell carcinomas, in which transition
zone between them is not always present (108).
It has high recurrence local rate and potential for
distant metastatic spread, therefore complete
resection with wide negative surgical margins
should be the option clinicians go for (108, 109).
Traditional surgical excision is the commonly
used technique for all types of BCCs, which in-
cludes excision of the tumor formation until nor-
mal surgical tissue is achieved to ensure clear
surgical margins and reduced chances for can-
cer recurrences (110).

Mohs micrographic surgery is a surgical ap-
proach which incorporates color coding the
edges first, before the actual removal of the
skin tumor (110). Under microscope evaluation,
the excised lesion is viewed and if any residue
is present, further excision is being made only
in the colored area and again examined under
microscope (110). The procedure is done un-
til clean surgical margins are detected (110). It
is considered the better alternative because it
has the highest chances for disease curing with
minimal wound defect (110). Mohs surgery is an
option in high-risk lesions located mostly in the
middle face or when a better cosmetic outcome
is preferred by the patient (109, 111).

In more complicated cases of BCC, surgery
alone is not always the optimal treatment. In
more advanced or location-wise difficult to man-
age lesions, surgery followed by reconstruction
flaps for direct wound closure combined with
simple interrupted sutures are often used (112).
This approach guaranties a more acceptable
cosmetic outcome (112).

Scalping surgery can be used in more advanced
cases of BCC, within radical removal of multi-
ple lesions is required (113). Meshed skin graft
transplantation can be used in order to close the
remaining full-thickness defect (113). For ex-
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ample in Gorlin—Golz syndrome, this method al-
lows clinicians to remove multiple BCCs with an
advantage of three-dimensional surgical margin
control (113, 114). The overall cure rate was
shown to be between 94-98% (113).

For small and medium-size defects, a more pref-
erable approaches are the local flaps with rota-
tional techniques, Limberg flap, island flaps and
V-Y advancement flaps (115, 116).

CONCLUSION

Basal cell carcinoma is a non-melanoma skin can-
cer, with a rather good prognosis. Multiple risk fac-
tors may contribute to the development, resulting
in different clinical and histopathological subtypes.

Multidisciplinary approach with a well-aware
team of clinicians should be involved in the
treatment of the condition in order to achieve
the best possible outcome for each presented
patient.

As clinicians, we must emphasize the importance
of the outpatient follow-up. Often dermatologi-
cal examinations can be of a huge significance
in an early malignancy detection, resulting in a
more adequate and even personal therapeutic
approach.

Despite the innovative new therapeutic options,
the surgical removal, especially with the Mohs mi-
crographic surgical approach, once again, proves
to be the better option for tumor eradication.
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MNOormea HAAQ CbPAEYHO-CbOOBUTE PUCKOBW
®AKTOPU, CbOBPA3HO MNMOCJIEOHUTE MNMPEMNOPBKHU
B NMPEBAHTUBHATA KAPONOINOTI NA

K. FocnoauHoB, . MnageHoBa, C. Tuwesa
MeduuuHcku yHugsepcumem — lNneeeH

Pe3rome. CbpaedHo-cbaoBuTe 3abonsaBaHna ca BOAELA NpMymnHa 3a 3ab0nsaMOCT U CMbPTHOCT B CBETOBEH
MaLLLaﬁ. |_|pOLleHT'I:T Ha CMbPTHOCT Mnpe3 nocrneaHnTe roanHn Hamarnaea B CTpaHUTe C BUCOKM JoXo4u, HO ce
yBenn4yaBa B CTpaHUTE C HUCBK U cpeaeH aoxon. ToBa onpenena aHa4nMMmocCTTa Ha no,u,o6ps:|BaHe npeseHUn-
sATa Ha Te3n 3abonsBaHNs Ype3 afekBaTeH KOHTPON BbPXy OCHOBHUTE CbpAeYHO-CbAO0BU PUCKOBU (DaKToOpW,
KaTo: AMCnMnNuaemMusi, TIOTIOHOMNYLLEHe, apTepuarnHa XMnepToHus, 3axapeH anabert. B To3n npouec LeHTpanHa
ponsi 3aema naumMeHTbT, a 0bLLONPaKTUKYBALUST Nekap U KapauornorbT paboTsT 3aedHO 3a OCbLUEeCTBsABaHe-
TO Ha nNpodunakTukara u ynpasrneHMeTo Ha Te3n PUCKOBU pakTopu.

KnioyoBu AYyMU: NpeBaHTUBHA Kapanonormnd, puckoeu (baKTOpI/I, CbpAEe4YHO-CbA0B PUCK

REVIEW OF CARDIOVASCULAR RISK FACTORS ACCORDING TO THE
LATEST RECOMMENDATIONS OF PREVENTIVE CARDIOLOGY

K. Gospodinoy, Y. Mladenova, S. Tisheva
Medical University — Pleven

Abstract. Cardiovascular diseases are the leading cause of morbidity and mortality worldwide. Mortality rates
have been decreasing in recent years in high-income countries, but increasing in the low- and middle-income
countries. This determines the importance of improving the prevention of these diseases through adequate
control of major cardiovascular risk factors such as: dyslipidemia, smoking, hypertension, diabetes. The patient
plays a central role in this process, and the general practitioner and the cardiologist work together to prevent

and manage these risk factors.

Key words: preventive cardiology, risk factors, cardio-vascular risk

MpeBaHTMBHaTa kapguonorns obxealla BCUYKM
acnekTN Ha NO3HAHWETO, CBbP3aHN C NPEBEHLM-
ATa Ha NPEXAEBPEMEHHOTO CbPAEYHO-CHOOBO
3abongeBaHe — 6GUNoO HeroBaTta nposiea, Guno
HeroBaTta nporpecus — ¢ Len npegorespaTsaBaHe
Ha >kMBOTO3acTpallaBaliM CbpAeYHO-CbA0BM
cbOUTUSA N HamansiBaHe Ha cbpaevHaTa CMbpT-
HocT. CbpaeyHo-cbaoBuTe 3abonsaeaHms (CC3)
ocTaBaT HauW-ronsiMata npuynMHa 3a CMbPT B
cBeToBeH Mawab. Moseyve oT 17 MunuoHa gyLin
ca nounHanu ot CC3 npe3 2008 . n 10% ot rno-
GanHaTta TexecT Ha 3abonsiBaHusTa, M3MepeHa
B roOOMHW >KMBOT C YBpeXaaHusi, ce npunuceat
Ha CC3. NoBeye 0T 3 MUNMOHa OT TE3N CMbPTHN
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Cry4au ca HaCcTbNUM NPKU Xopa Ha Bb3pacT NoAa
60 roguHn n go ronamMa cteneH dmuxa mornun ga
6baat npegorepateHu [1]. MNpoueHTHT Ha Npex-
AeBpeMeHHUTe CMbPTHU cny4dan ot CC3 Bapu-
pa oT 4% B cTpaHuUTe C BUCOKM goxoamn Ao 42%
B CTpPaHMUTE C HUCKN JOXOAM M MMa HapacTBaLLm
HepaBeHCTBa B nosieata u nsxoga ot CC3 mex-
Ay cTpaHuTe n coumanHute knacu. Npes no-
crnegHUTe OeceTuneTus CMbPTHUTE cryvaun oT
CCS3 HamansiBaT B CTpaHuUTE C BMCOKM O0XOOM,
HO ce yBenu4yaeaTt 6bp30 B CTPAHUTE C HUCKMN U
cpeaHn goxoau [2].

ATepocKnepoTU4HUTE CbpAeyYHO-CbO0BU 3ab0-
nsaBaHns (ASCVD) 3aemat ueHTpanHo MSACTO,
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Korato ce obcbxaa npodunakTukata Ha Cbp-
AeYyHo-cbaoBuTe 3abonsiBaHus B KIWMHWYHATa
npakTtuka. [lokasarencrsea 3a aTepockreposa ca
OTKPUTW NpY ayTONCUnN Ha TUAHENIKbPU U MNa-
au xopa [3], koeTo npegnornara, 4e atTepomaTtos-
HUAT Npouec, 3aBbpLUBALL, C KIMUHUYHO U3SIBEHU
KOpOHapHM CbBbUTUSA, MOXe [a 3arnovyHe paHo B
xnBota [4]. OcBeH ToBa HapacTBall 6pon go-
KasaTerncrBa, CBbp3BaT PaHHOTO pa3BUTUE Ha
XMBOTa Ha Y0OBeKa, AEeTCTBOTO W HOHOLLECTBOTO,
C HMBaTa Ha pUCKOBUTE haKTOpPW NpU Bb3pacT-
HW. ToBa npeanonara, Ye KOpoHapHaTa 6onect
ce pasByvBa Npe3 Lenus XMBOT U Ye nsnaraHeTo
Ha NpUYNHHM PAKTOPU B paHHa Bb3pacT CbLUO
€ BaXHo [5].

PACKOBU ®AKTOPU

lMpe3 nocnegHuTe HAKOMKO AeceTtunetus b6sxa
NOeHTUMULMPaHN OCHOBHW PUCKOBKU hakTopu
3a ASCVD. OCHOBHUTE MPUUYNHHO-CNEOCTBEHN U
moandmumpyemm puckosmu caktopm 3a ASCVD
ca nMNonpoTEMHMW, CbObPXaly anonunonpo-
TeuH-B B KpbBTa, OT KOUTO NUMONPOTEUHUTE C
Hucka nnbTHOCT (LDL) ca Han-pa3npocTpaHeHu,
BMCOKO apTepuanHo HansraHe, TOTIOHOMyLEHe
1 3axapeH guabert (3[1). Puckosute dakTopu ce
OensT Ha: MoaMdpuuupyemmn n Hemogmuduumpy-
emMMu.

I. Modughuyupyemu puckoeu ¢hakmopu

1. KpbeHu nunudu u ducnunudemusi

MnasmaTta cbabpXa HAKONKO Buaa NUNUAW:

Tpurnuuepungun, dochonunuan, Xonectepon,

XONecTepOoNnHN ecTepy U CBOGOAHN MACTHWU Ku-

cenuHu. Mima gBa HaynHa 3a TpaHcnopTupaHe

Ha nunuan B TanoTto. OcbluecTBABa Ce €K30-

reHeH TPaHCMOPT Ha XPaHWUTENHW nuUnNuan ot

TbHKUTE YepBa A0 nepudepHuTe ThKaHu 1 Yep-

H1a apo6. EHOOreHHUAT NbT 3anoyea B YepHUS

apo6, npemnHaBa npes KpbBHUSE MOTOK U Nepu-

dhepHaTa TbKaH U 3aBbpLUBa OTHOBO B YepHUSA
apo6.

e OBWMAT cepyMeH XOonecTepon € sICHO CBbp-
3aH ¢ pucka ot MBC, kaTo HamansaBaHeTo Ha
obwuna xonectepon ¢ 1 mmol/L e cBbp3aHO
C HamangBaHe Ha cmbpTHOCTTa oT MBC, Ba-
pupawo okono 50% Npyv MbXe U XEeHU Ha

Bb3pacTt 40-49 roanHn n 17% npu Te3n Ha
Bb3pacT 70-79 roguHu [6]. CTatuHuTe edbek-
TMBHO HamansBeaT HMBaTa Ha xornecrtepona ¢
mexagy 1,0 n 2,8 mmol/L (B 3aBMCMMOCT OT
neKkapcTBOTO, fo3aTa M NpuabpXaHETO KbM
TepanusaTa).

e LDL-C e OCHOBHMAT NUMNOMPOTEVH, TpPaHC-
noptupaLy xorecrtepon B nnasmarta, u e
dopakumdaTa, KOSTO Han-MHOro yyacTBa B aTe-
poreHesaTa. [poobmKUTENHOTO MOHMXaBa-
He Ha LDL-C e cBbp3aHO C MO-HUCHK PUCK OT
ASCVD wu pesyntatute oT paHOOMU3MPaAHU
KoHTponupaxu npoyysaHusa (RCT) nokasear,
Yye noHmxkasaHeTo Ha LDL-C 6esonacHo Ha-
Mansiea pucka ot CC3 gopu npu HUCKM HMBaA
Ha LDL-C, Hanp. LDL-C < 1,4 mmol/L (55 mg/
dL) [7]. NMna3smenunsaTt LDL-C moxe ga 6bvae
n3mMepeH AUPEKTHO C NOMOLLTaA Ha EH3UMHHU
TEXHUKM UNU ynTpaueHTpodyrmpaHe, HO B
KNWHUYHaTa MeguumHa Han-4ecTo ce U3dunc-
nsea no goopmynara Ha Friedewald:

LDL-C = 06w xonectpon — HDL-C —
(Tpurnuuepnan/5) B mg/dL

Mpenopbkn Ha ESC 3a npodunaktuka Ha CC3

crnopepq HmBaTta Ha LDL-C (19):

» [lpn naumMeHT ¢ MHOrO BMCOK PUCK MpU NMbp-
BMYHA UM BTOPMYHA NpodhmnakTumka:

M3nonaea ce TepaneBTUYEH PEXUM, KOMTO MO-

ctura = 50% HamaneHue Ha LDL-C cnpsamo uns-

XogHoTo HuBo. Llen 3a LDL-C ot < 1,4 mmol/L

(< 55 mg/dL).

Mpn nauuneHT, KOUTO He ynoTpebsiBa CTaTWUHMW,

TOoBa LLe n3nckea BucokomHTeHamsHa LDL-C no-

HwkaBalla Tepanus. NMpy Tekywo nedyeHne 3a

noHmkasaHe Ha LDL e HeoOxoguma nosuLLeHa

WHTEH3MBHOCT Ha NIe4EHNETO.

» [Mpn naumeHT ¢ BUCOK puck: snonaea ce Te-
paneBTUYEH PEXNM, KOUTO noctura = 50% Ha-
mManeHue Ha LDL-C cnpsiMo n3x0gHOTO HMBO.
Llen 3a LDL-C < 1,8 mmol/L (<70 mg/dL).

» [pu nauyneHT ¢ ymepeH puck: uen 3a LDL-C
< 2,6 mmol/L (< 100 mg/dL).

» [pu naumeHT ¢ HUCHLK puck: uen 3a LDL-C <
3,0 mmol/L (< 116 mg/dL).

e HDL-C e Han-mankusT Bug NUNOMNPOTENH U
TpaHcnoptupa npubnuantenHo 20-30% ot
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nnasmeHus xornecrtepon. Tom uma 3awuTHa
N cunHa obpaTHa Bpb3ka CbC CbOMTUATA C
MBC. Mo 1031 HaunH nosuasaHeTo Ha HDL
¢ 1 mg/dl e cBbp3aHo ¢ HamansiBaHe ¢ 2-3%
Ha o6wwus puck ot CC3 [8].

o TpurnuuepuanTe ce CBbP3BaT C PUCK OT Cbp-
OEe4YHO-CbOoBK 3abonsiBaHWsl, HO TEXHUTe
HMBa Ca CKMNOHHM Aa 6baaT peumnpoyHn Ha
KoHueHTpauunte Ha HDL-C. TaxHata pons
KaTo He3aBWCUM PUCKOB aKTop oOcTaBa
CMopHa M HaCTOSALMUTE CTpaTEerMmn 3a KOHTPON
Cca HacovyeHu KbM TSX CaMO B creumanHu
cnyyaum [9].

e JlunonpotemHoBUAT xomnecTtepon 6e3 BuUCO-
ka nnbTHOCT (non-HDL-C) obxBalwia BCUYKK
ateporeHHu (ano-B-cbobpkalim) nmnonpo-
TeMHU N ce msumcnaea karto: non-HDL-C =
o6, xonecrepon — HDL-C. Bpb3kata mexay
non-HDL-C n cbpae4HO-CbO0BUSA PUCK € NMOHE
TONKOBA CUITHA, KONKOTO Bpb3kaTta ¢ LDL-C.

2. AnonunonpomeuHu

» Apo-B oCHOBEH nuMNoOnNpoTEWH OT CeMen-
CTBOTO Ha aTeporeHHUTE mnUMNONPOTENHN
(VLDL, IDL, LDL). AHanusbT Ha ApoB ce
npenopbyBa 3a OLEHKa Ha pucka, ocobeHo
npu xopa C BMCOKN HWBA Ha Tpurnvuepuamn
(TI), 3axapeH auabet (3[]), 3atnbCcTABaHE,
mMeTabonuTeH CUHOPOM WIIM MHOIO HUCKM
HmBa Ha LDL-C. Moxe ga ce nanonsea karto
antepHatuea Ha LDL-C, ako nma Bb3MOX-
HOCT 3a HEroBOTO onpeaensHe, Kato OCHOB-
HO M3MepBaHe 3a CKPUHWHI, AMarHOCTUKa m
ynpaerneHue, n Moxe ga 6bae npegnovmTtaH
npen non-HDL-C npu xopa ¢ BUCOKM HUMBaA
Ha TI, 3[], 3aTnbCcTABaHE UM MHOFO HUCKMU
HuBa Ha LDL-C.

» JlnnonpoteunsT (a) — Lp(a), e LDL yactmua
¢ Apo(a) JacT, KoBaneHTHO CBbp3aHa C He-
roBust ApoB kOMnoHeHT. Lp(a) nma nogobHa
CTPYKTypa Ha nrasMmHOreHa u ce CBbp3Ba
C peLenTopa Ha nrasMuMHoreHa, Koeto Boau
00 noBuweHa Tpombosa (npoTpomboTnyeH
dakTop). NamepBaHeTo Ha Lp(a) Tpsibea ga
ce obMuCnn NoHe BEAHBX B XXMBOTA Ha BCEKU
YOBEK, ako € Bb3MOXHO, 3a naeHTudpuumpaHe
Ha Xopa, KOUTO ca Hacneaunun N3KNIYUTENHO
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noBuMLLEHO HMBO Ha Lp(a) = 180 mg/dL (= 430

mmol/L) n cnegosatenHo nMmaT MHOIMO BUCOK

puck oT ASCVD nipes uenus »xusot [10].
VHTEepBEHUUM B Ha4yMHa Ha >XMBOT 3a Hamarns-
BaHe HMBaTa Ha obwwms xonectepon u LDL-C:
u3zbsiceaHe Ha XpPaHUTENHUTE TPaAHCMAa3HUHU;
HaMasisieaHe Ha. HAaCUTEHW MAa3HWHWU, MNPEKo-
MEPHOTO TENEeCHO Terno; yeesiudasaHe Ha: On-
eTnyHnTe punbpun, Ha obuyanHaTa dmamyecka
aKTUBHOCT.
VHTEpBEHUUM B Ha4YMHA Ha XMBOT 3a Hamarns-
BaHe HMBATa Ha NUNonpoTenHu, Goratn Ha T
— HamaJsisieaHe Ha: NPEKOMEPHOTO TENECHO Te-
rno, npMema Ha ankoxos, OBLLIOTO KONMYEeCTBO
Bbrnexuapartn, npuemMa Ha MOHO- U Au3axapu-
Ou; yeesiuyaeaHe Ha: obvnyanHata dumsnyecka
aKTUBHOCT, uU3non3eaHe Ha gobaBku OT Nn-3 no-
NMNHEHACUTEHN Ma3HUHMN.
MHTepBEHUUM B Ha4YMHA Ha XXMBOT 3a MoBuLUIA-
BaHe HuBaTa Ha HDL-C — u36sizeaHe Ha TpaH-
CMa3HUHK;,  yeesiuyaeaHe Ha. obu4danHaTta
dursmyecka aKkTUBHOCT, HamasisseaHe Ha: npe-
KOMEPHOTO TEMEeCHO Terno, Bbrnexugpatute u
TSIXHaTa 3aMsHa C HEHACUTEHW MasHWHW; yMe-
peHaTa KOHCcymauusi npu Tesu, KOUTo npuemart
arkoxorl, MoXe Oa NpodbikKKu; CupaHe Ha Tio-
THOHOMYLLIEHETO.
JlekapcTBa 3a neyeHne Ha ANCIMNMaemMun - cTa-
TUHWN, NHXMOUTOPK Ha abcopbumaTa Ha xorec-
TEPOr, CEKBECTPAHTU HAa >XMbYHU KUCESMHMU,
PCSK9 nHxunbutopn, Mipomersen, Lomitapide,
Inclisiran, Fibrates, HuKoTHoBa kmMcenuHa.

3. ApmepuarnHa xuriepmoHusi (AX)

MHorobpoviHu HabniogaTtenHn u ekcnepume-
TanHW nNpoy4YBaHWsi CBbP3BAT BUCOKOTO apTe-
puanHo HansiraHe (AH) ¢ HebnaronpusTHUTE
CbpOeYHO-CbA0BU pe3ynTatn 1 Bpb3kaTa € Xa-
pakTepusnpaHa Kakto Ha MeTabornuTHK, Taka u
Ha dyHKUMOHanHW Huea [11]. MNoBuweHoTo AH
€ PUCKOB (paKTop 3a pasBUTUETO HA KOPOHapHa
aptepuanHa 6onect (KAB), cbpaeyHa HegocTa-
TbyHoCT (CH), mo3byHOCHOoOBa Gonect (MCB),
aptepuanHo 3abonsiBaHe Ha OONHUTE KpavHK-
LW, XpOHMYHO Gb6peyvHo 3abonssaHe (XBH) un
npeacbpaHo mbxaeHe (MM). Hakonko daktopa
onpeaenaT HuBaTta Ha AH, BKMOYNTENHO XPOHK-
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yeH cTpec [12], dm3nyecka akTUBHOCT U Tenec-
HO Terno; HoO auMeTtata U 0COBeHO NpUeMbT Ha
con urpasat ocHosHa pons [13]. NoHwxaBaHeTo
Ha cpegHoTto AH ¢ 10 mm Hg HamansiBa pucka
ot cMbpT oT KAB ¢ 30% un pucka oT CcMbpT OT
nHeynT ¢ 40%. Mpenopbkn Ha ESC 3a npodu-
naktnka Ha CC3: < 140/90 mm Hg. lNpuem Ha
con: <5 g obw, npuem Ha con Ha geH [19].

4. TromioHonyweHe

EovH nyway npes uenus cn xkueot nma 50%
BEpPOSATHOCT Aa yMmpe nopaau THTHHoNyLe-
He 1 cpedHo we 3arybu 10 roanHn XmMBOT BbB
Bpb3ka c ToBa. PuckbT or CC3 npu nywayu
noa 50 roguHu € NeT MbTU NMO-BUCOK, OTKOJKOTO
npu Henywa4vn. MNpoobMKUTENHOTO NyLleHe e
No-oMnacHO 3a XEeHUTE, OTKOSIKOTO 3a MbXeTe.
B ceeTtoBeH mawab cneg AX THOTHOHOMYLIEHETO
€ BOAeLUAT pUCKOB hakTop 3a FOAMHU Ha XU-
BOT, CBbp3aHu Cc yBpexaaHus [14]. MNMpenopbku
Ha ESC 3a npeeHunsa Ha CC3: MNaymMeHTbT He
TpsAGBa Aa ce nanara Ha THTHOH MOA KakBaTo U
na e cdopma [19].

5. SamnbcmseaHe

WHpoekc Ha TenecHa maca (MUTM) — unamepeH
kaTo Terno (B kg), pasgeneHo Ha BUCOYMHA Ha
kBagpat (B m?) — ce e yBenu4uun 3Ha4nmTenHo B
cBeToBeH MalLab npu geua, HOHOLWM M Bb3pacT-
HW. 3aTNbCTABAHETO € CUMHO CBbp3aHo C Aua-
0eT 1 noBuwaea pucka 3a CC3. HezaBucummar
edeKT OT 3aTNbCTABAHETO BEPOSITHO € ManbK,
KOoeTo npepgnonara, 4e no-ronsgmara 4acT OT
CBbP3aHUs C HETO PUCK Ce Megumpa oT no-6mnms-
KN prcKoBKM hakTopu, Kato cuctonHo AH, nosu-
weH xonectepon u 3[ [15]. MNMpenopbkn Ha ESC
3a npeBeHuns Ha CC3: BMI 20-25 kg/m? n o6u-
Konka Ha Tanusta < 94 cm (Mbxe) n < 80 cm
(xenn) [19].

6. SaxapeH duabem

30 tvn 1, Tvn 2 n nNpepgonabeTsT ca He3aBUCK-
MU PUCKOBM (haKTopW, yBenu4aBamku pucka oT
ASCVD c okorno gBa MbTy B 3aBMCMMOCT OT Mony-
naupsaTa u TepanesBTUYHUSA KOHTpos. MexaHnuamu-
Te, BOOELLM 0 3aCUNEHO pa3BUTME Ha aTepoCkKIie-
po3a npu xopa ¢ AnabeT, ca CNOXHN U BEPOATHO
BKIMKOYBAT eHgoTenHata AncyHKuMs, Bb3nanu-
TENHWUTE MeamaTopu, MogndmrkaumsTa Ha nnna-

HUst MeTabonmnabm, AX n 6L6PEeUHOTO yBpeEXOaHe
[16]. Mpenopbkn Ha ESC 3a npodmnaktnka Ha
CC8: HbA1c: < 7% (< 53 mmol/mol) [19].

7. AQuHamusi

dusnyeckaTa akTMBHOCT MOXe Aa npegoTepaTtu
CCS3 ypes nbTyLLa, MeaunpaHn OT Apyru pUCKo-
B/ pakTopW, KaTo MoBuLLABaHe Ha HMBaTa Ha
HDL-C, HamansBaHe Ha AH, nogobpsiBaHe Ha
WHCYNUHOBAaTa PE3NCTEHTHOCT U MIOKO3HUA TO-
nepaHc, KakTo 1 HamansBaHe Ha pucka ot 3[
Tmn 2. MNpenopbkn 3a npodunaktuka Ha CC3:
noHe 150-300 muHyTW/CEOMUYHO pUsnyvecka
aKTUBHOCT C yMepeHa WHTEH3WBHOCT unn 75-
150 MUHYTK/CeaMMYHO aepobHa nandecka ak-
TMBHOCT C yMepeHa UHTeH3uBHocCT [17, 19].

8. Juemu4yHu modenu u Opyau XpaHumesiHu
hakmopu

Mpenopbku 3a npeeeHumst Ha CC3: Bbnpekn ye
MHOrO OT JaHHUTE ca HabntogaTenHu, Moxe aa ce
yCTaHOBW NPUYNHHO-CNEACTBEHA Bpb3Kka 3a bna-
ronpusaTHUTE edekTn OT nNpvema Ha No4oBe U
3eneHYyLm, SOKU, MbIIHO3bPHECTM XpaHu 1 puba,
KaKTO 1 3a BpeaHuTe edhekTn Ha TpaHCMacTHUTE
KUCENUHW, XPaHU N HANWUTKM C BUCOK MMMKEMUYEH
nHOekc n npepaboteHo meco. OceeH ToBa cpe-
AN3EMHOMOPCKUAT XpaHUTerneH mMogen u aneta-
Ta DASH ca nokasanu GnaronpusiTHn egekTu,
NOTBbPAEHN B PaHAOMM3NPAHO KOHTPONMpaHO
npoy4dsaHe [18]. MNpenopbkM 3a nNpeBeHUUa Ha
CC3: HacuteHuTte mMacTHU kucenvHmn tpsbea aa
npeacraengaeat < 10% OT obLwns eHeprmeH npu-
eM, Ype3 3aMeCcTBaHe C NOSIMHEHACUTEHN MAaCTHU
KUCENUHW, MOHOHEHACUTEHN 1 BbImexnapaTtn ot
MbIHO3bPHECTU XpaHu; Hag > 200 g nnogose Ha
AeH (> 2-3 nopuun), Hag > 200 g 3eneHYyLM Ha
AeH (> 2-3 nopuun); YepBeHOTO Meco Tpsbea aa
ce Hamanu go makcumym 350-500 g ceammnyHo,
no-cneyunanHo npepaboTeHOTO Meco TpsibBa Aa
ce ceege Ao MMHUMyM. Pubata ce npenopbysa
1-2 MbTU CegMUYHO, No-crneumanHo MasHa puba,
MoacnageHnTe CbC 3axap HanuTku, kato 6es-
arnKoXOIMHW HanuTKN 1 NIOJOBM COKOBe, TpsibBa
cblo aa 6baat pegyumpanm [19].

9. Ankoxon

Bpb3kaTta mexagy npyema Ha ankoxon u puc-
ka oT MUBC e cnoxHa. Bpb3kaTa e onucaHa
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kato ,J“-06pasHa, ¢ NMOBMULUEH PUCK NpK BU-
COKa KOHCYMauMsa Ha ankoxosl U HyrneBa KOH-
cymauusi, M MNO-HUCBK PUCK MPU HUCBK A0
ymepeH npuem. lNpenopbkn 3a npeBeHUUus
Ha CC3: KoHcymauunaTa Ha ankoxon TtpsibBa
Aa 6bae orpaHndeHa oo makcumym 100 g Ha
cegmumua [19].

ll. Hemodugpuuyupyemu puckosu chakmopu

Mon, Bb3pacT 1 paca
MbxeTe Hag 45 roguHn 1 XXeHuTe cneg MeHona-
y3a nmat Bucok puck ot KAB.

lll. Modughukamopu Ha nomeHyuasIHuUsi puckK

» ®amunHata aHamHesa 3a npexgeBpeMeHHO
CC3 e npocT nHgukatop 3a pucka ot CCS3,
OTpassiBaLy reHeTUYHOTO B3aUMOOENCTBME U
B3aMMOLENCTBMETO Ha OKoMHaTa cpeaa
ETHM4ecka npuHagnexHocT
McuxocounanHn akTopu

OueHsiBaHETO Ha Kanuus Ha KOpoHapHUTe ap-
Tepun (CAC) moxe ga npeknacudpuumpa pu-
cka ot CC3 Harope v Hagony B JOMbIIHEHME
KbM KOHBEHLMOHANMHUTE PUCKOBU (haKTOpu

» CoumanHo-uKOHOMUYECKN OeTepMUHaHTN —
HUCKMAT COUManHO-MKOHOMMUYECKM CTaTyC u
CTpecbT Ha paboTa ca He3aBUCUMMO CBbp3a-
HW C pa3BUTUETO K NporHo3aTta Ha ASCVD u
npv Aearta nona.

XpoHn4HO Bb6peYHOo 3abonsBaHe
MosbyHOCBHOOBa Oonect

3abonaBaHe Ha nepudepHUTE apTepun
Bb3nanuTtenHu cbCTosHUS

MHdekumm (BMPYC Ha YOBELUKUS MMyHoAe-
PULMT, rpun, NapOLOHTUT)

» HapyleHus Ha CbHA 1 0OCTPYKTMBHA CbHHA
anHes

McnxunyHn pascTponcTea

HeankoxonHa mactHa YepHogpobHa Gonect
[19].

Y V V

YVVVVYVY

Y VY

CTPATUPUKALUNA HA PUCKA

Mma MHOro cumctemm 3a OLeHKa Ha pucka oT
ACVD karto Framingham, ASSIGN (mogen Ha
Scottish Intercollegiate Guidelines Network),
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Q-Risk 1 SCORE. B npeguwHnte npenopbku
Ha ESC 3a npeseHuusa (2016) n ynpasneHue
Ha gucnmnugemmnnte (2019) ce nanonsea cuc-
Temata SCORE. Crnopen HoBaTta npenopbka
Ha ESC 3a npeseHuunsa Ha CC3 (2021) 3a npu-
BMOHO 34paBu xopa Ha Bb3pacT 40-69 rogmHm
anroputbmMbT SCORE2 ce nsnonsea 3a ouUeH-
Ka Ha 10-roguiuH1s puUck oT ¢aTtanHo u Heda-
TanHo (MHMapkT Ha Muokapga, nHeynt) CCS3.
3a npuBnaHO 34paBn xopa Ha Bb3pacT > 70 ro-
anHn ce nsnon3sa SCORE2-OP. MNocnegHute
ca KanubpupaHu KbM YeTUpWu rpynu Obp>Kasu
(HMCBK, YMEpEH, BUCOK U MHOTFO BMCOK PUCK OT
CC3), kouTo ca rpynvpaHu Bb3 OCHOBA Ha Ha-
LMOHanHMTe HMBa Ha cMbpTHOCT oT CC3, ny6-
nukyBaHu ot C30.

MpepoTtBpaTtaBaHeTo Ha CC3 upes nevyeHne Ha
puckoBu pakTopy 0BMKHOBEHO Ce U3BBbPLLBA C
nepcnektMea 3a usan xmeot. PuckbT or CC3
npes uenus XmnBoT Moxe aa 6bae npubnusn-
TEIHO OLUEHEH 4Ypes KNMHMYEH OMUT C KITMHWY-
HW KpUTEPUKN KaTo Bb3pacT, (MpoMsiHa B) H1BaA
Ha pUCKOBU hakTopu, MOAUMUKaATOPU Ha pu-
cka v Aap., N1 OueHeH Npu O4YeBMAHO 34paBu
Xxopa, naumeHTun ¢ yctaHoeeHa ASCVD u nuua
cbe 3 TMn 2 cbC CKOp 3a OLEHKa Ha pucka
npes uenuvsi XnMBoT Ha nauueHTa. PuckbT npes
uenusa XuMBOT € OueHKa Ha Bb3pacTTa, npu
kKoaTo uma 50% BepoATHOCT JafdeHo nuue
wnu ga e npetbpnano CC3, nnu ga e novnHa-
no. JoxnBoTHa nonsa e 4ucrneHata pasnuka
Mexay nporHosvpaHata Bb3pacT, Npu KOATO
mma 50% BepOoATHOCT AadeHo nuue unu aa e
npetbpnsno CC3, nnm ga e novYnHano cbC n
©6e3 npeanoxeHo neyeHne [20]. Becuyko ToBa
nokassa, 4Ye KOHTPONbT Ha pUCKOBUTE dak-
TOpM € OT OCHOBHO 3HA4YeHMe 3a HaMansiBaHe
Ha pucka oT 6onegyBaHe M MHBanMau3auus,
KoeTo 61 JoBeNno A0 HamansiBaHe Ha couumarn-
HO-MKOHOMUYECKUTE U 34paBHUTE pas3xoaun B
HaweTo obuwecTBo. 3Ha4YMmMa ponsa B OCUryps-
BaHe npocrneasBaHETO M KOHTpona BbpXy pu-
ckoBute daktopun 3a CC3 nma npaBunHata u
cBoeBpeMeHHa konabopauusaTta
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MYNTUCUCTEMEH MH®JITAMATOPEH CUHOPOM
NP OEUA — KAKBO HAYYMXME 3A ABE rOgnNHU

M. B. NaHeBa
KnuHuka no peemamornoausi u kapduonozaus, CBASIABL ,[Mpog. NeaH Mumes*®, MY — Cogpusi

Pestome. MynTtucucteMHusAT nHdnamaropeH cuHapom (Multisystem inflammatory syndrome — MIS-C), Habnioga-
BaLL ce nNpu aeua 2-6 ceammum cneg npekapad COVID-19, e xunepuHdpnamaTopHO CbCTOAHME, XapaKTepuanpaLLo
ce ¢ pebpunuTeT U MynTHMopraHHa OUCcAYHKLMS, 3acaralla Koxa, NMMraBuLmM, CbpLe, raCTPOUHTECTMHANEH TPaKT,
HepBHa cuUcTeMa, KaKTo 1 rlabopaTopHu AaHHWU Ha Bb3narneHue. Yectotata My ce paBHsiBa Ha okorio 316/1 000
000 nHdekTpaHn cbec SARS-CoV-2 nHamemam Ha Bb3pacT < 21 rognHun. CpefHata Bb3pacT Ha mnssea Ha MIS-C
e 9 roamHn. Cpep naumeHtute ¢ MIS-C ce goknaaea M3pa3eHo CbpAevHO-CbA0BO 3acsiraHe noa chopmMara Ha Mu-
OKapAaMuT, LLOK, exokapamorpadCki AaHHM 3a peayLmpana pakums Ha U3TnacksaHe 1 Hanuyme B 4acT OT criyvanTe
Ha KopoHapHM aHeBpu3mMU. Tosa 1 cxoacTeoTo Ha MIS-C ¢ bonectTta Ha KaBasaku (BackynuT Ha cpegHuUTe Cb0BE,
HabnogaBaH B AeTcka Bb3pacT U CBbp3aH C pasBUTME Ha aHEBPU3MM Ha KOPOHApHWUTE apTepuu) Hanara 6bp3
OVarHoCTUYEH M TepaneBTUYEH anropuUTbM, BKITHOYBALL, MPUINOXKEHNE HA UHTPABEHO3EH MMYHOTTIO0YMH, KOPTMKOC-
Tepoud, MHOTPOMHM MeanKamMeHTy 1 Apyrn. CBOEBPEMEHHOTO Pa3no3HaBaHe Ha TOBa CPaBHUTENTHO HOBO XUMNEPWH-
hramaTopHO CbCTOSIHUE W 3anoYBaHETO Ha Tepanusi ca OT KIMKYOBO 3HaYeHVe 3a GnaronpusiTHata My eBOIOLMS.

KnrouoBu gymum: myntucmucteMeH nHdnamatopeH cuHgpom, geua, COVID-19

MULTISYSTEM INFLAMMATORY SYNDROME IN CHILDREN -
WHAT HAVE WE LEARNED FOR THE LAST TWO YEARS?

M. V. Ganeva

Department of Rheumatology and Cardiology, University Children’s Hospital “Prof. Ivan Mitev”,
MU - Sofia

Abstract. Multisystem inflammatory syndrome in children (MIS-C), observed 2-6 weeks after COVID-19 is a
hyperinflammatory condition, characterized by fever, multiorgan dysfunction involving skin, mucous membranes,
heart, gastrointestinal tract, nervous system, and laboratory evidence of inflammation. Its incidence is around
316/1 000 000 SARS-CoV-2 infections in patients < 21 years of age. The median age of onset is 9 years. Patients
with MIS-C might have prominent cardiovascular involvement, including myocarditis, shock, echocardiographic
findings of decreased function, and coronary-artery aneurysms. Given the abovementioned and the similarities
between MIS-C and Kawasaki’s disease, a vasculitis of childhood that can cause coronary-artery aneurysms, most
patients with MIS-C are treated with intravenous immune globulin, glucocorticoids, inotropes. Timely recognition
and initiation of treatment of this relatively new hyperinflammatory condition are crucial for its favorable evolution.

Key words: multisystem inflammatory syndrome, children, COVID-19

Manpgemusata COVID-19, obsBeHa B Ha4yanoTo
Ha mapT 2020 r. ot CBeToBHaTa 34paBHa oOp-
raHnsaumsa (C30), noctaBu peavua npegn3su-
KaTenctea npen BCUYKM 30paBHM CUCTEMU MO
cBeTa.

N3BecTHO €, 4ye cpea geuaTta ce Habnwoga-
Ba no-neko npotnyaHe Ha COVID-19. Kbm
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23 toHn 2022 r. goknagBaHuTe cryvyaum Ha
COVID-19 cpeg aeua B CALL ca 13 692 213,
koeTo npeactasnasa 18.8% oT Bcuukn cny-
yau (1). B bbvnrapusa kbm 26 toHn 2022 r. go-
KnagBaHute cnyyau cpepg nuua nog 19 ro-
OnHu ca 94 661, nnn 8.09% ot BCUYKM cny-
yau (2).
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HesaBMCMMO OT MO-NIEKOTO MPOTUYAHE Ha WH-
dekunaTa cpea geuara, CKopo crnepj onoBecTs-
BaHeETO Ha naHgemusTa nocnegsaxa NbpBute
OnuncaHus Ha psiaKo, HO CEPUO3HO, HOBOHAONMIO-
AaBaHO  XunepuHdnamaTopHO  CbCTOsIHME,
cBbp3aHo ¢ COVID-19. Mpe3 anpun 2020 r.
Bsxa goknagBaHu MbpBUTE Cnyyaun cpeq geua
1 nogpactBawim BbB Benukobputanus n Uta-
nus (3, 4). MNMo-kbecHO bsxa gageHn n HaMMeHo-
BaHUA 1 AedUHMLMN Ha TOBa CbCTosiHME. Ha 1
man 2020 r. KpanckuaT konex BbB Benvkobpu-
TaHuA ro Hapuya neguaTpuyveH WHdramaro-
peH MyNnTUCUCTEMEH CUHAPOM, BPEMEHHO aco-
ummpaH cbc SARS-CoV-2 (PIMS - Pediatric
Inflammatory Multisystem Syndrome), a C30
n LleHTbpbT 3a NpeBeHUMs N KOHTPON Ha 3a-
b6onssaHuara (CDC) ro Hapuyat mynTtucuc-
TeMeH WHdnamaTopeH CUHAPOM nNpu Jdeua

(MIS-C — Multisystem Inflammatory Syndrome
in Children) (5, 6, 7).

[edurHnumaTa Ha ToBa CbCTOSIHME BKIMOYBA KNa-
cuyeckn benesn Ha Bb3nanenune, kato pebpunu-
TETHLT e BoAeL, 6ener n e Hanvue MynTunopraHHa
AncyHKUMSA, 3acsrala Koxa, nuraBuum, cbpue,
raCTpOMHTECTUHANEH TPaKT, HepBHa CUCTeMa,
KakTo M nabopaTopHM AaHHM Ha Bb3narneHue.
OcHoBHaTa pasnvka B AeUHULUNTE Ha TpuUTe
WHCTUTYLUUN € HeobxooumocTTa OT doKasaTters-
CTBO 3a npedlwlecTtsalla uHpekuusa. KpanckmaT
Konex BbB BenvkobputaHus He nsmckea TakoBa
pokasarterncTteo, gokato C30 n LleHTbpbT 3a KOH-
TPON Y NpeBeHUMs Ha 3abonsaBaHNSATa N3NCKBAT
TakoBa [oKasaTerncTeo, NnoTebpaeHo yupes PCR,
aHTUreHEeH TECT UNN Ceporiorvs, UM OaHHU 3a
KOHTaKT ¢ 6oneH ¢ COVID-19 npe3 nocnegHute
4 cegmunum (Tabnmua 1).

Tabnuua 1. CpasHeHue Ha kpumepuume 3a duazHosa MIS-C

RCPCH5 C306 CDC7
Bbapact Bcuuku geua, He e yTou- 0-19 rognHun < 21 roguHmn
HEHOo
Ddebpunutet Mepcuctupawy = 38.5°C debpunuter = 3 gHK > 38.0°C 3a = 24 yaca nnu cy-
OEeKTMBHO ycellaHe 3a Temnepa-
Typa =24 vyaca
KnuHmnyHm OpraHHO 3acsraHe lMoHe 2 oT cnepgHuTe: Texko cbcTosHME
CMMMNTOMMU 7 e O6puB, KOHIOHKTUBUT U KOXK- 7
HonbnHutenHn 6enesun — HO-NMraBUYHO Bb3naneHne | 3acsraHe Ha = 2 opraHa
KopeMHa 6orka, 06bpkBa- | © XMMNOTOHUS UMM LLOK — Bb3moxun EKI™ npomeHn — npo-
He, KOHIOHKTMBWT, Kawwmnuua, | ¢ CbpaeyHo 3acsraHe — Mu- BOOHMW HapyLieHus, ST-enesa-
Avapws, rmasobonue, num- oKapaHa ANCAyHKUMS, LUSI, UCXEMUS, HUCKM BOMNTaXu
dageHonatvs, NpomMeHn B nepukapaut, Bansynut unn | — BeamoxHu exoKl™ npomenmn —
MYKO3H/ MeMBpaHu, OTOK aHoManun Ha KOpoHapHU z-score = 2 B NPOKCUMarHnTe
Ha wusaTa, obpus, pecnupa- cbaose; T TponoHuH/BNP/ KOpOHapHW apTepun, BEHTPK-
TOPHU CUMMNTOMM, OTOK Ha NTproBNP KyJiHa AMCAYHKUMS, MUTpanHa
AnaHu 1 cTbnana, cuHkon, | e Koarynonatusi VHCYULMEHUUSA, NepukapanT
noBpbLLaHe e [acTpovHTECTUHAmNEeH TpakT
JTabopaTtopHu Bcuykm ns3bpoeru: Koeto u na e ot n3bpoerute: | 1 nnm noseve:
06enesn Ha Bb3na- | HeyTpounms 1 CYE; 1CRP; 1CYE; 1dubpurHoreH;
nexve 1 CRP 1 CRP; TNPOKanuUUTOHWH;
numdoneHns 1 NpoKanuUTOHWH 1D-anmep; tdepuTtuH; TLDH;
t1L-6; HeyTpodhmnung; numdone-
HWS; XMnoandbymmnHemusi
SARS-CoV-2 (+) vnm (-) PCR (+) PCR; (+) ceponorus; (+) (+) PCR; (+) ceponorus; (+) aH-
aHTUreHeH TeCT; BeposiTHa TUrEHEH TeCT; eKCno3uums B noc-
CKOpOLLIHA eKCro3nLus nepHwTe 4 cegmuum

Jlezenda: RCPCH — Royal College of Paediatrics and Child Health; CDC — Centers for Disease Control and Prevention; CYE — ckopocT
Ha yTasiBaHe Ha epuTpouutuTe; LDH — nakratgexvaporeHasa; IL-6 — nHTeprneBkuH-6
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MIS-C ce Habnogasa Hal-4ecTo cpeaHo 4 cea-
MUUM (MHTepBan 2-6 cegmuuu) crneg nuka Ha
COVID-19 3a gageH panoH. ianon3eankn gax-
HUTe OT AoknagsaHuTte crnydam Ha MIS-C B 7 pe-
rmoHa B CALL, n cebp3Bariki rv ¢ goknagBaHuTe
No3NTUBHU pe3ynTaTu npu TecTBaHe 3a SARS-
CoV-2 B CbLUUTE PErMoHU, € U34MCIIEHA YeCcToTa
Ha MIS-C okono 316/1 000 000 wHdekTnpaHn
cbc SARS-CoV-2 nHanemngm Ha Bb3pacT < 21 ro-
OnHK (8). bpoaT Ha goknagBaHUTE KbM 27 tOHU
2022 r. cnyyaun Ha MIS-C B CALL, e 8639, kato ca
pernctpupanu 70 cMbpTHY crnydad cpef Tax (9).
CpegHaTta Bb3pacT Ha naumeHTuTe € 9 roguHun
n 98% OT TAX ca MManu NonoXuTerneH TecT 3a
SARS-CoV-2, a octaHanute 2% ca 6unu B KOH-
TakT ¢ 6oneH ¢ COVID-19.

Bce oule He e HanbNHO M3sacHeHa naToumano-
norvaTa Ha MyMATUCUCTEMHUS MHGNamMaTopeH
CVYHAPOM U 3aL0 Ce pa3BuBa Npu HAKoW feua, a
npv Apyru He ce Habnogaea. PasnuyHm Teopum
CbLLECTBYBaT BbB Bpb3ka C natoguanonorvaTa
My — TOBa NpeacTaBnsBa equH XxunepuHgnama-
TOPEH OTroBOp, pe3ynTaTt Ha Npouec, MeanpaH
ypes cynepaHTureH (10), akTmBaumsa Ha crneum-
dudeH Bug T-numdoumtn (11) n/mnn Hannune
Ha Mo-BMUCOK TUTBP aHTuTena (12).

Mpe3 nponetTta Ha 2020 roguHa ¢ HapacTBaLms
Opow onucaHna 1 OOoKNaaBaHWUA Ha MynTUcucTe-
MeH WHdnamartopeH cuHgpom cneg COVID-19
npu Aeua ce HanoXxu B3eMaHeTo Ha Gbp3un pe-
LUEeHNs1 OTHOCHO MMyHOMoOZynupalata Tepanus
0e3 HeobX0OMMOTO KONMMYECTBO AaHHW, basunpa-
HM Ha gokasaTerncTBa, U 0e3 Aa 6baaT HanmbIHO
pa3bupaHn NaToU3MONOTNYHUTE XapaKTepuc-
Tk Ha MIS-C. Bnocneacteune ce paspaboTtmxa
N CbLUECTBYBAT HSIKOMKO MEeXOyHapOOHW pernc-
Tbpa, B ABa OT KOMTO yyacTtBa u bwnrapus (ekvn
Ha KnuHuka no pesBmartonorvs v kapamonorusi
kbm CBAINOB ,Mpod. MBaH MuteBs*), nncdopma-
ums 3a gemorpadpckm, KNMHUYHU 1 nabopatopHu
XapaKTepUCTUKW, Tepanus 1 1u3xod npu Myntu-
CUCTEMHUS MHpNaMaTopeH CMHAPOM cpef Aeua.
Toea ca HyperPED-COVID pervctbpbT KbM
PRINTO (Paediatric Rheumatology INternationa
| Trials Organisation) ¢ BkntoueHn 59 LeHTbpa oT
USan CBSAT, BKMOYMTENHO U Bbnrapus, n nosedve
ot 1100 naumMeHTn 4O MOMEHTa, KOHCOPLMYMUTE
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BATS (Best Available Treatment Study, Bkntou-
Balll LieHTpoBe oT ABCTpus, ApxXeHTunHa, benrus,
bpasunus, benrapus, Nepmanng, Mpuns, Erm-
net, 3umbaoee, NHausa, Ncnannsa, Utanusa, KaHa-
na, Kenus, Kocta Puka, Manta, Mekcuko, Hop-
Berus, O6egnHeHoOTO KpancTeo, lNaHama, MNapar-
Baw, lNMepy, MNMonwa, Pycns, CALL, Typuwns, Ykpan-
Ha, YHrapus, ®vHnaHgus, ®paHums, XonaHavs,
XOHKOHI, XoHaypac, Yunu, Leeuus, Llsenua-
pusi) n Overcoming COVID-19 Investigators
(BkntoyBaLy yyeHum ot 30 wata ot CALL).

[o HacToswma momeHT B KnnHukata no peema-
Tonorna n kapauororna kem CBAJIOB ,lMNpod.
MBaH MwuteB“ ca Ounu xocnutanuaupaHun 31
feua ¢ MIS-C — 15 momuyeta n 16 momyeta
Ha cpegHa Bb3pacT 7.35 roguHn. debpunutert
e HabntogasaH Npy BCUYKK TAX, @ raCTPOUHTEC-
TMHaNHa cuMnToMaTMka U CbpAeYHO 3acsraHe
(MyokapauT) — npu 22 cboTBeTHO (70.9%) n 19
(61.3%) ot geuara. lNpeacron gaHHWTe ga 6baat
06paboTeHn cTaTUCTUYECKM 1 Aa ce NnybnuKyBar.
B npectmxHoTO cnucaHve The New England
Journal of Medicine, 6pon 385(1) ot tonn 2021 r.
ce OTKpMBaT ABe eqHOBPEMEHHUN Nybnvkaumm Ha
BATS n Ha Overcoming COVID-19 Investigators
(13, 14). CbBcem ckopoluHa Nybnmkaums oT kpas
Ha toHK 2022 r. B o(pmumManHoOTO cnucaHue Ha
AmepuikaHckaTa konernsa no peesmatonorus (ACR
Open Rheumatology Journal) pasrnexga v cpas-
HABa pesynTatute oT ABeTe KoxopTn — BATS un
Overcoming COVID-19 Investigators (15).
KoHcopumymbT BATS agemoHcTpupa M pesto-
Mupa gaHHuTe 3a 614 pgeua ot 32 Abpxasu 3a
nepuoga toHn 2020-cpespyapu 2021 . (13). Mpwn
490 pgeua ca M3MbIHEHU KpUTepuuTe 3a guar-
Ho3a MIS-C Ha C30 (7). CpegHaTa Bb3pacT Ha
peuata ¢ MIS-C e 8.6 (4.7-12) roguHu, a 62.7%
oT Tax ca momyeTa. NMpun 390 (80.6%) oT geuata
ca yctaHoBeHn SARS-CoV2 aHTuTena, npu 42
(8.68%) He ca ycTaHOBEHW aHTUTENA, a NpU OC-
TaBawmte 10.7% He ca mnacnenpaHu. Nonoxu-
TeneH SARS-CoV-2 PCR ce pgoknagea B 23%
oT cnyyaute Ha MIS-C. lMo4tn BCUYkM Jeua
(96.3%) ca 6unn c cebpunuteT Npu NOCTHLN-
BaHeTo. ABQOMMHaNHa cumnTomartvka e onu-
caHa npu 67.7% — anapvsa cpeq 243 (51.3%) n
noepbLiaHe cpeq 275 (58.8%) peua. Obpus e
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HabntogaeaH npu 323 (65.9%) geua. benean,
Hanogob6sBaLM BacKynuT Ha cpegHuTe Cbao-
Be Ha KaBasaku, CbLLO ca JoKraaBaHM 4YecTo —
55% ot geuara ¢ MIS-C ca 6unu ¢ npoMeHn B
opanHarta mykosa, 62% — C MHEeKUMSI Ha KOHIOHK-
TmBun, a 40.6% — c egem nnu eputeM Ha AnaHu u
cTbnana, a npu 37.6% e peructpupaHa numda-
aeHonatus. Kawnvua n pecnupaTtopeH guctpec
ca onucaHu cboTBeTHO npu 22% n 15.4% ot
naumeHTtute. CpegHute ctomHocTn Ha CRP npu
NOCTbNBAHETO KaTo nokasaTen Ha nogrexaiia
XxvnepuHgpnamaums ca 6unu nosuweHn — 150
(90-230) mg/L. HaGntogaBaHn ca MOBULLEHMU
ctonHoctn Ha D-gmmep 2300 (1000-4300) ng/
mL. Mpn 192 peua e npunoxeHa MOHOTepa-
nnsa ¢ MHTpPaBeHo3eH nmyHornobynuH (MBUD).
MoHoTepanusa ¢ rnokokopTukoctepouns (MKC)
e nposegeHa npu 78 ot geuata. KombuHaumsa
ot IBUI n TKC e nsnonseana npu 186 nauneH-
Tn. Kucnopogortepanus ce e Hanoxuna npu 41
(8.37%) peua, a HOTpPOMHa NOAAPbBXKKA — Npwu
68 (13.9%). AnapaTtHa BeHTUnauus e ocbLLecT-
BeHa npu 6 (1.22%) peua. Cratuctudeckata
obpaboTka Ha JaHHMTe, CBbP3aHn C TepanusTa
Ha BCUYKM 614 naumeHTn, He ycTaHOBSABa pas-
nnuunsa B 6bp3vHaTa Ha Bb3CTaHOBABAHE MeXay
nogrpynute, nekyBaHu ¢ MoHoTepanusa ¢ UBUT,
¢ moHoTepanua ¢ N'KC u nogrpynata, npu Kosi-
TO e npunaraHa komouHaumsa MBUIM nntoc MKC.
Cpeg geuarta, nokpmeawm kputepumte Ha C30
3a MIS-C, e ycTtaHOBEHO YMEPEHO HMBO Ha A0-
KasaTericTBo 3a nornsa OT NPUNoOXKeHNEeTo Ha MO-
HoTepanus ¢ TKC B cpaBHeHMe ¢ MOHOTEpanusa
¢ MBUI no oTHolwleHMe Ha OBeTe MNOCTaBEHU
MbPBUYHN KPaWHW LENW — Hy)Kaa OT MHOTPOMHA
noaapbXKa UNu anapatHa BeHTUNaumst Ha unm
cneq 2-pus AeH OT Ha4yanoTo Ha Tepanusata u
HamansaBaHe Ha TexecTtTa Ha MIS-C.

[Mo-pa3nuyHn ca 3aknodeHunsaTa B nybnvkaum-
ata Ha Overcoming COVID-19 Investigators,
onuceaula 518 geua Ha cpegHa Bb3pacT 8.7
rognHun (58% momyeta) ¢ MIS-C, xocnutanuau-
paHu B CALL 3a neproga 15 mapTt-31 oktoMBpH
2020 r. (14). OvarHosata MIS-C e noctaseHa
Ha B6asaTa Ha kpuTepunte Ha LleHTbpa 3a KOH-
Tpon v npeBeHuus Ha 3abonaBaHusaTa (6). MNpu
Had nonoBuHaTa oT nauneHTute — 286 (55%),

ca BbBNneYeHu net unu noee4ye opraHa, a 196
(38%) oT pgeuarta OTroBapsAT Ha NbJIHUTE UMK
HenbnHUTE KpuTepun 3a Gonectta Ha Kasa-
3aku (16). BasonpecopHn MeamkameHTU ca
nanonssaHu npu 245 (47%) ot nauneHTuTe. B
WHTEH3MBEH CEeKTop ca NnekyBaHun 385 (74%) ot
feuata ¢ MIS-C, a npu 9 (2%) e peructpupaH
CMbpTeH u3xod. Exokapauorpadus e u3sbp-
weHa npn 501 geua, a gUCyHKUMA Ha nsiBa
Kamepa M aHeBpuU3MM Ha KOpOHapHUTe apTe-
pUn ca yCTaHOBEHU CbOTBETHO Npu 212 (47%)
n 64 (13%) naumeHtn. lMbpBMYHATaA KparHa
uen Ha ToBa Npoy4yBaHe e Ja ce onpenenu Ha-
NMNYMETO Ha CbPAEYHO-CbOOBA AUCHYHKLMS
(neBokamepHa ancdyHKumns — dpakuma Ha us-
TnackBaHe < 55% npu npoBeXxgaHe Ha exokap-
anorpadus nnu LWOKOBO CbCTOSIHUE M HYXAa
OT Ba3onpecopun) Ha unu cneg 2-pus AeH ot 3a-
noysaHe Ha neyenue. MNMpn N3BbPLLUBAHE HA Cb-
yeTaH aHanu3 Ha KoeMuUNEHT Ha BEPOSATHOCT
ce yCTaHOBsIBa, Ye MbpBOHA4anHa Tepanus C
MBUI nntoc MKC (npoesegeHa npu 103 geua)
ce acoummpa € No-HUCHK PUCK OT CbpAEeYHO-Chb-
A0Ba ANCHYHKUMA Ha unu cneq 2-pusa OeH OT
Ha4yanoTo Ha TepanusaTa B CpaBHEHUE C MOHO-
Tepanua ¢ UBUI (npoesegeHa npu 103 geua)
—17% (18/103) cpewwy 31% (32/103); oTHOLWE-
Hue Ha puckoBeTe 0.56; 95% noBepuTeneH MH-
Tepsan [Cl] 0.34 go 0.94. BkntouyBaHeTo Ha go-
NMbNHUTENEH MeaukameHT (BTopa fosa VIBUIT,
FKC wvnun 6uonornyeH areHT) CbLO MNO-PSAKO
ce Habnogaea cped nNauneHTuTe, NekyBaHu C
komonHaumata UBUI nntoc MNKC, B cpaBHeHne
C Tesun, nekyesaHu camo ¢ UBUI — 34% cpeLuy
70%; cboTHoweHue Ha puckoBete 0.49; 95%
C1 0.36 po 0.65.

Pesyntatute Ha ABeTe onucaHuW Mpoy4YBaHUS
ca CpaBHeHM 1 0006LeHN B CbBMECTHa nyo-
nukauma Ha BATS m Overcoming COVID-19
Investigators (15). O6sicHsiBa ce kakBu ca npu-
YMHUTE 3a HabnopgaBaHUTe pasnuuna B pe-
3yntatute, cBbp3aHu ¢ TepanusaTta Ha MIS-C.
MauymeHtnte B koxopTtata Ha Overcoming
COVID-19 Investigators ca ¢ no-4yecTto 3acsra-
He Ha CbpAeYHO-CbaOBaTa cMCTeEMa B CpaBHe-
HMe c nauueHTuTe, BkMtodeHn B BATS, cboT-
BeTHO 87.1% cpewy 79.4%, p = 0.008. OcseH
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ToBa BKNOYeHMTe B koxopTtata Overcoming
COVID-19 Investigators geua no-4ecTto ca xoc-
nuTanusanpaHn B UHTeH3MBeH cekTop (61.0%
cpelly 44.8% B BATS koxopTtaTta, p < 0.001)
N NO-4eCTO Ce Hamnara NPUIIoXKeHWe Ha MHOT-
ponHu mMeamkameHTn npu Tax (39.5% cpewy
22.9%, p < 0.001).

BaxxeH eTan B TexecTTa Ha NpoTu4aHe u npe-
porBpataBaHe Ha passutnero Ha MIS-C un
CBbp3aHaTa C TOBa XOocnutanusauus U B He-
Marnka 4acT OT cnyyYyauTe MHTEeH3UBHa Tepanus
e BakcuHaumaTta. Ot man 2021 r. e paspelleHa
BakcuMHaumaTa cpewy SARS-CoV-2 npu geua
Hag 12 roganHu, a ot oktomBpu 2021 . — 1 nNpun
Jeua Hag 5-roguwHa Bb3pacT. MNMybnukaumsa ot
Hayanoto Ha 2022 roguHa Ha ekun ot CALL,
obxBawalla nepuoga tonu-gekemepu 2021 r.,
nokasea, 4e NpPUIOXKEHNETO Ha ABe [03U Ha
BakcuMHata Ha Pfizer-BioNTech ce cBbp3Ba C
BUCOKO HMBO Ha npotekuus [(91% edekTus-
HoCT Ha BakcuHata 91% (95% Cl = 78-97%)]
cpeLy passutme Ha MIS-C cpep nogpacTealim
Ha Bb3pacT 12-18 rogmHu (17). Onucann ca
102 cnyyasa Ha MIS-C, kaTto 62 (61%) oT Tax
ca 3a XOCnUTanuanpaHm B WHTEH3UBEH Cek-
Top. Mpn 38 oT Te3n 62 geua ca npunaraHu
CaMOCTOATENHO UM B KOMOMHaUMS unm mexa-
HU4YHa BeHTunauusa (9/38), unn Ba30aAKTUBHMU
cybetaHumm (35/38), unn ekcTpakopnopanHa
MembpaHHa okcureHaumsa (1/38). Hiuto egHo ot
Tesn 38 geua, npu KOUTO Ce € HaroXuna WH-
TEH3MBHa Tepanusi, He € BUNo BaKCUHUPaHO.
Cpen naumeHTuTe ¢ MyNnTUCUCTEMEH MHGna-
mMaTopeH cuHgpom camo 5 (5%) ca 6unu cbe
3aBbpLUEH BaKCMHALMOHEH KypC, @ ocTaHanuTe
97 (95%) He ca 6unu BakcMHMpaHu. CxogHu ca
N 3aKnoyeHuaTa Ha ekun oT dpaHunsa, KOMTo
Aoknagea 33 nogpacTBaliM Ha Bb3pacT Hag
12 rognHn ¢ MIS-C (18). Hito egHo oT geuara,
passunn MIS-C, He e 6uno cbc 3aBbpLLEH Bak-
CMHaLUMOHEH KypcC, a Npu cegem oT Tax e buna
noctaBeHa camMo efHa 403a BaKCuHa.
MynTucncTteMHMAT MHpNamaTopeH CMHAPOM €
CpaBHUTENHO HOBOHAbNoAaBaHO CHLCTOSAHUE U
e HY>XXHO BpeMe 3a oboratsiBaHe Ha MO3HaHU-
AaTa HU. VI Ha TO3M eTan cbliecTByBaT peauua
npoy4BaHus, onucealiM M npocneasiBalin B

42

TeyeHue Ha BpemeTo gdeuarta ¢ MIS-C. EgHo
oT Tsx e Ha Feldstein n craBTOpK N 06GXxBaLa
539 pgeua ¢ mMynTUCUCTEMEH MHpNamaTopeH
cuHgpom (19). [oknagBaHaTa CMBPTHOCT €
1.9%, nnn 10 ot 539 peua. Cpen naumeHTu-
Te (34.2%), npn KOMTO e onucaHa peaykums
Ha cucTonHata (PyHKUMS Ha naBa Kamepa, e
HabnogaBaHO HopManuanpaHe Ha yHKUuATa
Ha naBa kamepa cpeq 91% OT Tax B pamkute
Ha 30 gHwu. MNMpu 13.4% ca gokasaHu aHeBpPU3-
MW Ha KOPOHapHWUTE CbaoBe, a Npu 79% oT TaX
ce Habnogaesa HopmManusnpaHe B paMKUTe Ha
30 gHu. [pyro npoyyBaHe, pasrnexgalo cbp-
nevHna nsxog npu naunenTtn ¢ MIS-C, goknag-
Ba HOpmanuavpaHe Ha cbpaedHata (pyHKUns
Ha 6-8-a cegMmuua cpeq BCUYKM, MPU KOUTO €
6una 3acerHarta (20). NMbnHO obpaTHO pa3Bu-
TMe Ha HabniogaBaHWTe Aunataumm Ha Kopo-
HapHUTE apTepuu € OnNucaHo Npu BCUYKK, 6e3
edVH NaumneHT, KonTo B AebroTa cun e ¢ ronama
aHeBpu3ma.

B momeHTa Habupa nauveHTM M npoy4yBa-
Heto MUSIC (Long-terM OUtcomes after
the Multisystem Inflammatory Syndrome In
Children) — MynTMUEHTPOBO S5-rOAULLIHO MNpPO-
yyBaHe 0o gekemspu 2025 r. ¢ npeaBapuTte-
neH nnaH ga ce Bknwoyat mmHumMym 600 naum-
€HTN Ha Bb3pacT nog 21 roguHun (21). Lenta
My € [a ce onuwaT yecToTata u eBonwoumaTa
Ha OCTpPUTE U ABATOCPOYHUTE CbPLEYHO-Cb-
OOBU 1 OApYry NOCnNeacTBUSA HA MYNTUCUCTEM-
HUA WHNaMaTtopeH CUHAPOM, acouumpaH C
COVID-19 npu geua.

MynTUCUCTEMHUAT CUHOPOM € PSAKO, HO ce-
puo3HO ycnoxHeHne Ha COVID-19. Bogewn
f6enesn Ha ToBa CbCTOSIHME Ca racTPOUHTEC-
TMHanNHaTa cMMnToMaTuMka U CbpAevyHOTO 3a-
cdraHe, obxeawawo o 80% ot cnyvaute
(22). YecToTata Ha Heobxo4MMOCT OT XOCMU-
Tanusauusi B UHTEH3MBEH CEKTOP U MHOTpOn-
Ha noagpbXKa € OKONo 5 MbTWM No-BUCOKA
cpea ageuata ¢ MIS-C B cpaBHeEHME C Te3un C
COVID-19. CBOeBpeMEHHOTO pasno3HaBaHe
Ha TOBa CpPaBHMUTENTHO HOBO XuUnepuHdpnama-
TOPHO CbCTOSIHME M 3ano4YBaHETO Ha Tepanus
ca OT KMN4YOBO 3HayeHue 3a bnaronpuaTHaTa
MY €BONIOLUS.



MYNTUCNCTEMEH MH®NAMATOPEH CUHOPOM MPW OELA...
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CbPOEYHO-CbAOBW 3ABOJIABAHNA B BbJITAPUA —
COUMAITHA N MKOHOMWNYECKA SHA4YNMOCT

Cs.. LleHoB
®akynmem 3a obwecmeeHo 30pase, MeduyuHcku yHusepcumem — Cogpusi

Pe3tome. CbpaeyHo-cbaoBuTe 3abonssaHusa (CC3) ca 3HaunTeneH 3gpaBeH Npobnem B eBpONencknTe ctpa-
HW, BKNOYMTENHO U B Bbnrapus. Besika roamHa mcxemudHata 6onect Ha cbpueto (MBC), BUA KOpoHapHa
6onect Ha cbpueTo (KBC), e otroBopHa 3a 1,8 MunuoHa cmbpTHU cnydas (20% OT BCUYKM CMBPTHM Cryyaw)
B EBpona. B bbnrapus 3abonsiBaHuaTa Ha KpbBOHOCHATa cuctemMa (BKIOYMTENHO MCXeMUYHa 6onecT Ha Cbp-
LeTo 1 MO3bYHOCBHAOBA GonecTt) npuyunHaBat noseye ot 71 000 cMbPTHM criydas roguiiHo (66% OT BCUYKK
CMBPTHU crniyyvan). MNpes3 2014 r. B Ta3mn cTpaHa ca ot4yeTeHn 197 CMBPTHU Cnydas Ha OeH, AbMKallm ce Ha
CC8. MawabHy enmaemMmnonorMyHn NpoyyYBaHuns Nokasear, Ye MNOBULLEHUAT XONeCcTepPOos B NINMONPOTENHUTE C
Hucka nnbTHOCT (LDL-C) e ocHoBHa npuyMHa 3a cbpaeyHo-cbaoB puck. Pasxognte 3a CC3 B EC Bb3nusaT Ha
196 MMnvapga eBpo roanLHo, kato NpubnuanTenHo 54% (106 Munrapaa eBpo) ce AbikaT Ha NPekn pasxoaun
3a 3gpaBeonasBaHe, a 46% Ha Henpeku pasxoaun, BKIIOUMTENHO 24% 3a 3arybu Ha Npom3BoANTENHOCT U 22%
3a HeoULManHo neyexHve (Hanp. anTepHaTUBHM pa3xoau 3a 6e3nnartHo edeHune) Ha xopa cbe CC3. Pasxo-
aute, cebp3aHu cbe CC3, ce ovakBa fa HapacHaT, Tbil KaTo YecToTaTa Ha pasnpocTpaHeHue ce yBenvyasa.
lMNoanwHuTe pasxoam 3a CC3 B bbnrapusi ce oueHsBaT Ha NpubnuanTtenHo 1,5 munvapaa neea.

KnrouoBu gymu: cbpgeyHo-cbaoBu 3abonsaBaHus, LDL-C, nkoHomMu4ecka TexecT

CARDIOVASCULAR DISEASES IN BULGARIA —
SOCIAL AND ECONOMIC BURDEN

Sv. Tsenov
Faculty of Public Health, Medical University — Sofia

Abstract. Cardiovascular diseases (CVD) are a significant health problem in European countries, including
Bulgaria. Every year, ischemic heart disease, a type of coronary artery disease, is responsible for 1.8 million
deaths (20% of all deaths) in Europe. In Bulgaria, diseases of the circulatory system (including ischemic heart
disease and cerebrovascular disease) cause more than 71,000 deaths per year (66% of all deaths). In 2014,
197 CVD deaths were reported per day in the country. Large-scale epidemiological studies have shown that
elevated low-density lipoprotein cholesterol (LDL-C) is a major cause of cardiovascular risk. CVD costs in the
EU amount to € 196 billion per year, with approximately 54% (€ 106 billion) attributable to direct healthcare
costs and 46% to indirect costs, including 24% for lost productivity and 22% for informal treatment (e.g., cost
of out of pocket treatment) of patients with CVD. Costs associated with CHD are expected to increase as
prevalence increases. Annual costs for CVD in Bulgaria are estimated at approximately BGN 1.5 billion.

Key words: cardiovascular diseases, LDL-C, economic burden

B Esponenickuna cvto3 (EC) ncxemmnyHata 6o-
nect Ha cbpueto MBC (Bug CC3 B pesyntar
OT aTepocknepos3a) octaBa cama no cebe cu
Han-yecTaTa NpUYMHa 3a CMBbPT, NPUYMHABANKM
npuénmanTenHo 1,8 MUNNOHA CMbPTHM Cry4yas
(20% OT BCMYKM CMBPTHWU Criyvaun) roguLIHO B
Espona.
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Mpu mMbXETe cbpaedHo-cbaoBMTE 3abonsasa-
HUA ca OTroBOpHM 3a 42% OT BCUYKM CMBPT-
HU cnyyaun. KopoHapHata 6onect Ha cbpueTo
npUYMHABa NoNoBMHaTa OT CbpAevHO-CbA0Ba-
Ta CMbPTHOCT.

Mpwu xeHuTe OenbT Ha CbpAEYHO-CbO0BUTE 3a-
bonsiBaHua B obulata CMbPTHOCT € MO-BUCOK,



CbPOEYHO-CBHOOBW SABONTABAHNA B BBIITAPUA. ..

OTKOJIKOTO Mpu MbXeTe — B 52% OoT cnydvauTe,
KaTo KopoHapHaTa 6onecTt Ha CbpLUETO Npeans-
BUKBa 22% OT crnyyauTe Ha CMbpT.

KopoxapHa 6onecr Ha cbpLeTo 20%

‘ WHcynT 10%

Npyrv CbpaeuHOCHIOBM
3abonsBanma 12 %

BCAKaKBI IPYrY NPUYMHY 20%

HapaHaeaHna v oTpaeaHe 10%

LuxaTenHu 3a6onaaHng 7%

Jlpyrv BuioBe pak 13% Pak Ha cToMaxa 2 %

Pak Ha Genute npo6ose 4% / \ KonopextaneH pak 2%

Que. 1. lNpuduHu 3a cmbpmHocm 6 Espona, Mbxe
(AdanmupaHo om: Andreadis, E. Hypertension and
Cardiovascular Disease, 2016)

BcsikakBy ApYrii NpU4HM 20% KopoHapHa Gonect Ha CbpueTo 22%

HapaHsBaHA 11 oTpaBsHe 4%

[MxaTenHu 3a60n9BaHNA 6%
WHcynT 15%

Opyrv Buaoee pak 10%

Pak Ha repaaTa 3%

- [pyr1 CbpAeYHOCHA0BM
Pak Ha 6enuTe apo6oBe 2% v LN 3abonaeaHna 15%
KonopekTaneH pak 2% Pak Ha cTomaxa 1%
Que. 2. [lpuyuHu 3a cMmbpmHocm 8 Eepona, xeHu

(AdanmupaHo om: European cardiovascular disease
statistics, 2012)

Kato usano ce HabniogaeBa ycTomumBa TEHOEH-
UMs 3a HamarnsiBaHe Ha CMbPTHOCTTA OT Cbp-
[Ee4YHO-CbA0oBM 3abonsBaHWst NMpe3 nocregHuTe
rogMHn. HamaneHvmeto € no-CUiHO M3paseHo B
ObpXKaBu C NO-BUCOK BpyTEH BbTPELLEH NPOaYKT
1 CbOTBETHO MO-BUCOK NyGnmnyeH pasxof 3a 3gpa-
BeonasBaHe Ha rrnaBa OT HaceneHUeTo. TunuyeH
npuMmep B ToBa OTHoLWeHWe ca PpaHuus n Benu-
KobpuTaHus. JIorniHo obsicHeHne Ha TeHOEHUNS-
Ta € MHBECTMPAHETO B NpoduakTmka v NpeBeH-
LUMS Ha CbpAeYHO-CbAoBUTE 3ab0nsBaHUS.

B bbnrapus, He3aBUCUMO OT HaMareHneTo Ha
CMBPTHOCTTA OT CbpAEYHO-CbAOBKU 3abonsBa-
HUS NPOLIEHTHO, TO € MO-HUCKO OT OCTaHanuTe
CpaBHsIBaHW ObpPXXaBWU M OCTaBa e4HO OT Hal-BU-

cokuTe B EBponenckms cuios, BUAHO OT churypm
3-6. [InHamunkaTta e cxogHa v npu geata nona.

CwmbpTHY Cyuay / 100 000

R
— Op2HIMA
= Hrapun

T e aaaH

Pyosa Oenepaum

- Of

1
e 03

Que. 3. CmbpmHu cnydau ecredcmeue Ha KBC,
mbxe nod 65 2., om 1980 do 2010

300

250 i

aw /100 000

nyy

CwmvpThi ¢

— Gerapin
— gyt

— Yirapn
— asarcra

ProaDesepau

Que. 4. CmvbpmHu criydau ecnedcmeue Ha KBC,
JKeHu nod 65 2., om 1980 do 2010

CwmpTHI Cryuan /100 000

e BLITaPHA
= QpHHA

— Ytz
.= KasaxaH
Pycka Desepaunn

e et Kpancreo

Que. 5. CmbpmHu cnydau ecriedcmeue Ha KBC,
JXKeHu Had 65 e., om 1980 do 2010
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— GLrapin
— Opaty

— Vi

= faaaan
Pycxa Oenepaia

Que. 6. CvbpmHu criyqau ecnedcmeue Ha KBC,
MBXe Hao 65 2., om 1980 do 2010

B Bvnrapms CC3 cblio npeactaBnsiear cepu-
03eH 3apaBeH Npobnem, NpuYMHABaKKU nose-
ye oT 71 000 cMbpTHM cnyyasa roguiuHo. Npes
2014 r. CC3 ca 6unu npuymHa 3a 197 cMbpTHU
cny4dasa Ha geH. lNMpu HanpedHocpe3oBo obcep-
BaLMOHHO npoy4yBaHe ca oueHeHn 3810 nuua
oT bvnrapusa ¢ aHamHesa 3a CC3. ABTopuTe Ha
Npoy4YBaHETO Ca M3non3Banu Metoga 3a cucTe-
MaTu4Ha oLeHKa Ha kopoHapHus puck (SCORE)
n EBponerickata anarpama 3a BUCOK PUCK, 3a Aa
n34mcnaT obwmsa 10-rogueH puck oT dpatarnHo
cbpaedHo-cbaoBo (CC) cvbutne. Pesyntatute
nokaseat, Ye npubnuantenHo 11% oT naumex-
TUTE ca B NpeKkomepeH puck, a noseve ot 13%
ca B MHOI0O BUCOK pUCK (MPEKOMEPHUST PUCK Ce
onpegens kato SCORE = 15%; MHOro BMCOKM-
AT puck ce onpegens kato SCORE ot 10% go
14%) [1, 2].

CepunosHO yBenuyeHme Ha CMbPTHOCTTA OT
ncxemmnyHa 6onecT Ha CbpueTOo MpU XeHu ce
HabntogaBa cneq 65-roguMwHa Bb3pacT, AoKa-
TO NpU MBbXe ToBa ce cny4ysa okono 10 roguHu
no-paHo, KaTo pasnukata € CBbp3aHa C npo-
TEeKTUBHATa pPoris Ha eCTPOreHnTe Npu XeHuTe.
HesaBucumo oT TOBa, 4ecTtoTaTa Ha CMbPT-
HOCTTa ce m3paBHsBa cnen 75-roguiHa Bb3-
pacT. [InHammMkaTa B CMbpPTHOCTTa € nokasaHa
Ha cur. 7 n 8.

Pasnukata B CbpAeyHO-CbAoBaTa CMbPTHOCT
npv ABaTta nona Ha roguwHa 6asa e nokasaHa
Ha Tabn.1. No-paHHOTO Havano Ha nposiBa Ha
ncxeMmyHa 6onecT Ha CbpLETOo Npy MbXe 065C-
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HSABa 1 No-ronemuns 6pov CMbPTHM CyYaun Ha ro-
OnwHa 6asa — 6944 cnpsimo 5734 npu xeHuTe.

) T

Ha 100 D00 maconewee
3000

[ —2000r, —2013rT.
2500 4

2000
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BBIPACTOBM MRy

Que. 7. CMbpmHOCM om ucxemuyHa 6orecm Ha
Ccbpuemo npu xeHu 8 bvrzapus

or Ha CHPUETO — Mbwe

—2000r. —2013 1.

04 55 1094 1519 024 529 30 BB 4044 4545 505 550 6064 565 078 7579 8084
BLIpAcTOBK rRyTR

Que. 8. CMbpmHOCM om ucxemu4yHa 6orecm Ha
cbpuemo rnpu Mmuxe 8 borzapusi

Tabnuua 1. CbpdeyHo-cbOoB8a CMBPMHOCM MpU
MbXXe U XeHu 8 bvneapus, 2013 e.
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NAUMEHTU C HAN-BUCOK PUCK

3A CEPUO3HO

CbPAOEYHO-CBHAOBO CbBUTUE

Obwmsat CC puck npencraensiBa CbYeTaHUe
OT PUCKOBM (PaKTOPWU C PasnMYHO MPOrHOCTUY-
HO 3HayeHue. B gonbrHEHUe KbM MOBULLEHUTE
HuBa Ha LDL-C ca u3BeCcTHM n Opyrn puckoBu
dakTopn 3a CC cbbutnA, KOUTO BKIIHOYBAT, HO
He ce orpaHuyaBaT camoO A0 FeHEeTU4YHO npen-
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pasnonoXeHne KbM Xunepxonecreponemus (T.e.
FH); cbwecteyBawa VBC; 3axapeH guabeT; Ha-
npegHana Bb3pacT; MBbXKU MOr; TIOTIOHOMYyLWe-
He N XpOoHMYHO 6LOpeyHo 3abonsBaHe (XB3).
[MaumMeHTnTe C HamM-BMCOK PUCK 3@ CEpPUO3HO
CbpAEeYHO-CbA0BO CbOUTME, OCOBEHO KoraTto
HuBaTta Ha LDL-C octaBaT XpOHW4YHO noBuLLIE-
HW, BKNIOYBAT:

1) nnua ¢ FH (HeFH n HoFH);

2) naumeHTM C BTOpWUYHA nNpodunakTuka

(T.e., yctaHoBeHo CC3);

3) nuua cbe 3abonsBaHus, npeapasnonara-

wu kbm CC3 (Hanp. gnaber).
KoHceHcycHOTO cTaHoBulLe Ha EBponenckoTo
OpyXecTBO no arepockneposa (EAS), nybnuky-
BaHO OT KOHCEHCYCHMA NaHen Ha EAS noHacTtos-
lwem crtpatuduumpa naunmeHTuTe ¢ BTOPUYHA
npodmnakTnka v nuuata ¢ npegpasnonaraiim
3abonsaBaHNA KaTto TakmBa C MHOMO BUCOK PUCK.
KoHceHcycHMAT naHen Ha EAS oTtuuTa cbLuo, Ye
HenekyBaHuTe naumeHTn ¢ FH Ha Bb3pacT Hag
40 roguHu TpsibBa Oa ce cumTaT KaTo TakmBa C
MHOIO BMCOK PUCK Mopaan MNpoabIiKUTernHaTa
eKkcrno3numa Ha nosulleHn Huea Ha LDL-C ot
paxgaHeTo [3].
HamansiBaHeTo Ha HuBaTta Ha LDL-C e ocHo-
BEH TepaneBTUYEH MOOXOA 3a MOHMXKaBaHe Ha
CC pvck npu nvua ¢ BUCOK PUCK, OCOBEHO ako
ca Hanuue OOMbIHUTENHU PUCKOBU (PaKTOpPMU.
OT rpynute ¢ BUCOK pUCK OT 0COBEHO 3HaYeHne
ca Te3n C HEMnOHOCUMOCT KbM WS MPOTMBOMO-
KasaHue 3a ynotpeba Ha cTaTuHM (HAacToALLOTO
CTaHOapTHO JlevYeHMe 3a XunepxonecTepore-
mus) [4, 5].
CbpOeyHO-CbO0BUAT PUCK O3HavYaBa BeposAT-
HOCT OT pasBUTME Ha aTEpPOCKNEPOTUYEH Cbp-
AEYHO-CHOOB MHLUMAEHT NO Bpeme Ha AeUHK-
paH nepuos oT BpeMe.
Bcuykn cbBpemMeHHM YyKasaHus Bbpxy npe-
BeHUMsaTa Ha CC3 B KNUHMYHATA npakTuka
npenopbyBaT OLeHKa Ha ObLMs PUCK OT KO-
POHapHO apTepuanHo WUNn CbpaeyHO-CbA0BO
3abonsaBaHe, Tbi KaTto Mpu NOBEYETO UHOUBK-
an atepockrnepotuyHoto CC3 e pesyntat ot
Bb3OENCTBMETO Ha ronsm Opor puckoBu hak-
Topu. Hanuue ca MHOrobpovHu n AeTamnnHo
npepasrnefaHy cUCTeMM 3a OLlEeHKa Ha pucka,

B TOBa ymcno tasu Ha Framingham, cuctema-
TUYHaTa OLEeHKa Ha KopoHapHus puck (Systemic
Coronary Risk Estimation, SCORE), moge-
NbT 32 OUEHKa Ha CbpAEYHO-CbAOBUSI PUCK Ha
Scottish Intercollegiate Guidelines Network (CV
risk estimation model from the Scottish Intercol-
legiate Guidelines Network, ASSIGN), Q-Risk,
PROCAM (Prospective Cardiovascular Mun-
ster Study) n C30 (World Health Organization,
WHO). NoBeyeTo ykaszaHusi M3non3eaTt CUCTEMM
3a OLEHKa Ha pucka, OCHOBaHW Ha MPOEKTUTE
Framingham unn SCORE.

B npakTMkata noBe4eTO CUCTEMM 3a OLIEHKA
Ha pucka ce npeacTaBAT Mo 4OCTa CXOOeH Ha-
YWMH, KOraTo ce npunaraT KbM nonynauun, pas-
no3HaBaeMo MNoAobOHN Ha Tasu, Bb3 OCHOBA Ha
YMUTO OJaHHM € MoryvYeHa cuctemara 3a OLeHKa
Ha pucka, n morat ga GbaaT MOBTOPHO Kanu-
OpupaHu 3a npunaraHe Npu pasnuyHK nonyna-
unn. HacroawmTte ykasanus Ha ObeguHeHute
eBponenckn obuecTea 3a nNpeaoTBpaTaABaHETO
Ha CC3 B KnNUHM4YHATa MpakTuka npenopbyBaT
npunaraHe Ha cuctemata SCORE, Tbi KaTo T4
ce ocHOBaBa Ha Habopu OT OaHHW 3a roremu,
npencrasuTenHun 3a Espona rpynu xopa.
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@ue. 9. OueHka Ha KopoHapHusi puck, SCORE (adarn-
mupaHo om: Reiner et al., ESC/EAS Guidelines for
the management of dyslipidaemias, 2011)

Onarpamute 3a pucka, kato SCORE, ca npea-
Has3Ha4YeHN Oa YNEeCHAT OUEHsIBAHETO My npu
NpMBMAHO 3apaBu nuua 6e3 6enesn Ha KNMHNY-
HO UNW NPeaKNMHUYHO 3abonsBaHe. MauneHTu-
Te, KOUTO ca MPEeXMUBENU KIMUHUYEH MHUMAEHT,
KaTo OCTbp KOPOHAPEH CMHAPOM UINWN UHCYNT, ca
C NOBWULLIEH PUCK OT 6baeLLo cCbOMTME U aBTOMa-
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TUYHO ce KBanuduumupaTt 3a UHTEH3MBHA OLEH-
Ka Ha puckoBuTe DaKTOpU 1 OBMAASIBAHETO UM.
Taka moraT ga ce geduHUpaT cnegHUTe MHOro
ONPOCTEHM NPUHLIAMK 3a OLIEHKA Ha pu1CKa.
NHagvBmanTe cbe:

* YCTaHOBEHO CbpAEYHO-CbA0BO 3abonsBaHe

» anabet Tmn 2 nnu gruabet Tmn 1 ¢ MMkpoan-

OyMUHYpUS

* MHOrO BMCOKW HMBaA Ha WHAWBMAYanNHUTE

puckoBu dakTopu

* XpOHMYHO 6BLOpeYHO 3abonsaBaHe
ca aBTOMaTMYHO C MHOIO BUCOK MU C BUCOK 00LLL
CbpPAEYHO-CBbA0B PUCK N CE HYXKOAAT OT aKTUBHO
OBnagsiBaHe Ha BCUYKN PUCKOBU haKTOPMW.
3a BCUYKM OCTaHanuM MHAMBUAWN Ce MpPenopby-
Ba npuraraHe Ha cucTemMa 3a OLeHKa Ha pucka
kato SCORE 3a oueHsiBaHe Ha 06K cbpaey-
HO-Cb[JOB PUCK, TbI KaTo MHOroO Xopa numaT pe-
Ouua puckoBU hakTopu, KOMTO B KOMOBMHaALMSA
MoraT Ja goBefaT 40 HeoYakBaHO BMCOKM HUBA
Ha 00K CbpAEYHO-CHA0B PUCK.
Cucremara SCORE ce pasnuyaBa oT no-paHHu-
TE CMCTEMM 3a OLIEHKA Ha p1cKa No peauvua Bax-
HW NokasaTtenu 1 e moauduLmnpaHa Ao N3BecT-
Ha CTerneH 3a UennTe Ha HacTosAWwuTe ykasaHus
3a npakTukara.
Cuctemata SCORE oueHsiBa 10-roguiuHus
puUcKk OT MbpBM baTaneH aTepoCKNepoTUYEH
WHUMOEHT, He3aBMCMMO [JanvM e MuokapaeH
WMH(apKT, MO3bY€H WHCYNT, WUNW OpYyro OKny-
3MBHO apTepuanHo 3abonsiBaHe, BKITHOYUTENHO
BHe3amnHa cbpaeyvHa cMmbpT. [MpnbnusntenHute
OLEHKM Ha pucka ca paspaboTeHu KaTo Ana-
rpamMmu 3a BUCOKO- N HUCKOPUCKOBUTE PETVMOHM B
EBpona [6]. Bcuykn kopgose Ha MexayHapogHa-
Ta knacudukaums Ha 6onectute (International
Classification of Diseases, ICD), 3a kouTo ¢ oc-
HOBaHWe ce Npuema, Ye ca aTepOCKIEPOTUYHN,
ca BKITHOYEHW.
lMoBeyeTo Apyrm CUCTEMM OLEHSBAT €AWH-
CTBEHO puUCKa OT KOpoHapHa apTtepuanHa 6o-
nect (KBC).
HoeaTa HoMeHKknaTtypa B ykasaHuaTa ot 2007 r.
NnocTaHoBsiBa, Ye Bcekn nHanena ¢ 10-roguileH
pUCK 3a CbpAeYHO-CbAoBa CMBbPT > 5% € ¢ NoBu-
LWeH puck. MNpuunHMTE 3a 3anasBaHe Ha cucTe-
Ma, KOSITO oLeHsiBa haTtanHuTe crnpsiMo ooLms
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Opon dhatanHu n HedaTanHn MHUWOEHTH, ca,
ye HedhaTanHuUTe 3aBUCAT OT AedmHuLmnTe,
pa3paboTkMTe Ha AMarHOCTUYHM TeCcToBe U
METOON Ha NOTBbPXXAaBaHE, BCUYKM Te NoAa-
nexaly Ha U3MeHeHMs N CbOTBETHO BOAELLN
00 TBbpAe MNPOMEHNMBU KOEULMEHTU MpU
npeepbLLaHuATa Ha 6posa datanHn KbM 06-
wma 6pon nHungeHtn. OcBeH ToBa gmarpa-
MUTE Ha o6LWKnsa BPON MHUMAEHTM 3a pasnuka
OT Te€3W, OCHOBaHM Ha BPOS CMBbPTHM Crnyyau,
He moraT ga ObaaTr NecHO MOBTOPHO Kanwu-
OpupaHn Taka, Ye Aa nacHaTt Ha pasnuyHuTe
nonynaumm.

EcTtecTtBeHO, pucKkbT OT 06Lwma 6pon catan-
HU N HedaTanHW UHUMAEHTU € NO-BUCOK U
KIMHULMCTUTE YECTO U3NCKBAT KONMYECTBE-
HOTO MYy onpegensHe. JaHHute Ha SCORE
nokaseat, Ye pUCKbT OT obuwms 6pon cbp-
OE4YHO-CHOO0BU NHUNOEHTU € OKOMO TPU MbTU
NMo-BMUCOK, OTKOSIKOTO puUCKa OT aTtanHu
CC3 npu MbXxeTe, Taka Ye OLEHEHUNAT Ype3
SCORE puck ot 5% ce npeBpblia B Cbp-
Oe4vHo-CcbaoB puck ot 15% Ha obwute (da-
TanHu NAc HedaTanHn) CepuosHN cbpaey-
HO-CbJOBU KpahHW TOYKK; KOE(PUUMNEHTBLT €
MaJiko NMO-BUCOK MPU XXEHUTE N MO-HUCHK Npu
Nno-Bb3pacTHUTE NHANBUAMN.

KnuHnuuctnte 4ecto wm3ncKBaT nparosu
CTOMHOCTK, 3a fa 3ajenctBaTt onpeneneHu
WHTEPBEHLMN, HO TOoBa € npobrnemaTnyHo,
TbI KaTo PUCKBLT € NPOABbIKUTENEH NpoLec
N HAMa nparoBa CTOMHOCT, MPW KOATO Hanp.
4a ce MnocoYnm aBTOMATUYHO JleKapCTBO,
KaTo TOBa BaXkun 3a BCMYKN PUCKOBU (PaKTO-
pU C NPOABIMKUTENHO AENCTBME, KaTo cepy-
MEH XONeCTepos NN CUCTONHO KPbBHO Ha-
narane. Mva eguH cneundmnyeH npobnem,
KOMTO ce oTHacsa Ao MnaguTte MHAUBMAM C
BMCOKM HUBA Ha pUCKOBUTE (hakTopu; HU-
CKMAT abCONOTEH PUCK MOXe Aa npukpue
MHOr0O BUCOK OTHOCUTENEH PUCK, N3NUCKBaLY,
WHTEH3MBHM HanMbTCTBUSA OTHOCHO HayuHa
Ha *wuBoT. Mopagn TOoBa KbM guarpamuTe
Ha abconTHUS puck € gobaeeHa M gua-
rpama Ha OTHOCMUTENHMS PUCK, 3a Aa noka-
Xe, Yye crneumanHo npu mrnagute UHOMBUAN
NPOMEHNTE B Ha4MHa Ha XXMBOT MOraTt Cb-
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LLIeCTBEHO Aa HamansT KakTo OTHOCUTENHUS
PpUCK, Taka M NOBULLEHMETO Ha abconTHUS
pPUCK, KONTO HacTbnBa CbC cTapeeHeTo. Cb-
LecTtByBa apyr npobnem, KOMTO ce oTHacs o
XopaTta B cTapyecka Bb3pacT. [1pn HsKkou Bb3-
pacToBM KaTeropum OrpOMHOTO MHO3UHCTBO
OT MHAMBUAW, OCOBEHO MbXeTe, We umat
OLleHKa Ha pucka oT CbpAevYHO-CbaoBa CMbPT,
HagBuwagau, HMBoto oT 5-10% Bb3 OCHOBa
camo Ha Bb3pacTTa (M Ha nona), 4opu KoraTo
HmBaTa Ha gpyrute CC puckosu chakTopu ca
CpaBHWUTENHO HUCKU. ToBa 6u mMorno ga goee-
Ae Jo npekomepHa ynoTtpeba Ha nekapcTtsa
npu xoparta B cTapyecka Bb3pacT 1 Tpsabea ga
Obae BHUMAaTenHo NpeLeHeHo OT KNMHUUucTa.
MocnepBawarta paborta Bbpxy 6asata gaHHM
SCORE obOaye e nokasana, 4ye CTOMHOCTUTE
Ha HDL-C moraT ga gonpuHecar B CblLUeCTBe-
Ha CTeneH 3a N34NCnsaBaHeTo Ha pUcKa, ako ce
BbBegaT kaTo oTAenHa npoMeHnuea, obpatHo-
nponopuMoHanHa. Hanpmumep CTOMHOCTUTE Ha
HDL-C moguduumpat pucka Ha BCUYKU HMBA
Ha pucka, nsuncnenu no guarpammte SCORE
3a xonectepona. Hewo noeeye, 1031 edekT
ce Habniogasa npwu ABarta nona v BbB BCUY-
K1 Bb3pacTOBW rpynu, BKMOYMTENHO U Ta3n Ha
Nno-Bb3pacTHUTE XeHU. ToBa € 0cOBEeHO BaXXHO
npu HUBa Ha pucka manko nog 5%-ta nparo-
Ba CTOMHOCT 3a UHTEH3MBHa Moaudukauma Ha
pucka; MHOro oT Te3n MHOUBUAW e Ce KBa-
nuuumpar 3a UHTEH3MBHA MOMOLL, akO CTOM-
HocTuTe uMm Ha HDL-C ca Hucku [7].

Puckbt ot CC3 ce 3apgenctBa B Han-rons-
Ma cTeneH OT Bb3pacTTa, KOATO MOXe Aa ce
pasrnexaga kato “BpemMe Ha ekcno3muust” KbM
¢dakTopuTe Ha pucka. ToBa noBgura cneg-
HUA BbNpPOC: 6K MOrNo Aa ce NPeanosnoXu, ve
noBeyeTo MO-Bb3pacTHM MbXe Nylayn BbB
BMUCOKOPWUCKOBUTE AbpxaBu Ouxa Ounun Kau-
AnaaTtv 3a nekapcTBeHO NneveHune, gopu n aa
nMart 3a40BONMUTENTHM CTOMHOCTU Ha KPBBHOTO
HansraHe n nunuauTe. [locera ToBa He e NoAa-
KpeneHo ¢ gokasaTencrtBa OT M3NUTBaHMATA,
nopagu KOeto e CTPOro NpenopbyYnTESHO Kin-
HULMCTBT Aa npunara KnMHU4HaTa cu npeueHx-
Ka npu B3emMaHe Ha TepaneBTUYHU peLLEeHUs

npu No-Bb3pacTHUTE Xopa, NPUAbPXKaWKN ce
HEOTKITOHHO KbM MEPKUTE OTHOCHO Ha4MHa Ha
XMBOT, HA NBbPBO MACTO NpeKpaTsiBaHe Ha THo-
TIOHONYyLWeHeTo [7].

Mpes 2010 r. MBC e 6una Bogewa npuyMHa
3a HeTpyaocnocobHOCT B CBETOBEH Maliab
[8]. Mocneguunte ot CC cbbuTMA BKMAOYBAT
CMBPT, XocnuTanuaaumsi, HeTpy4oCcnocoBGHOCT
1 noBuLLEH puck ot nocnegsawm CC nHumaer-
™. JanHnte ot EUROASPIRE Il nokasar, ye
nokasarenat HRQOL npu naumentn ¢ UBC e
Nno-HUCHK OT To3nM B obLliaTta nonynauusi, Kato
naumeHTnTe ¢ aHamHe3a 3a CC cbobutua mnm
anabetr uMmaT HaW-ronsiMo MOHWXaBaHe Ha
HRQOL. AHamHe3a 3a MHCYNT nnun peunansem-
pawo CC cbbutue ca CbLIECTBEHU MPOrHoC-
TUYHK pakTopm 3a HamaneHo HRQOL [9].
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KWITbP
PYMBHIA
TYPLLWMA
rMbPLWMA
FEPMAHIA
MCMAHMA
OPAHLLMA
YHEAPMA
UEXIMA
BLIATAPKA
KBPBATCKA
CrNOBEHMA
MOrIwA

PYC KA @EEPALLMA
NIATBA
NATEMA

o 50 100
EQVAS

QPuez.10. HRQOL npu nayueHmMu ¢ KOpOHapeH UHYU-
0eHm (AdanmupaHo o [9)])

Mpu cuctemaTnyeH nperneq Ha nuTepartypara e
YCTaHOBEHO, Y& CTOMHOCTUTE Ha MOMe3HOCT ca
MO-HUCKM MpW NaumMeHTn, komuto ca umanu CC
CbOUTUSA, OTKONKOTO MpPU TE3N, KOUTO HE ca UMa-
nn, 1 Te3n OLEHKN Ha NOMe3HOCT Bapupar 3Ha-
YynuTENHO B 3aBUCUMOCT OT BMaa Ha CC cbbutue
[10]. Mo cbwwusa HaumH B EC 1 B Bbnrapusa NBC
npeacTaBnsaBa 3Ha4YUTENHa TEXECT 3a 34paBeo-
nasBaHeTo KaTo BOAELLA NpUYMHa 3a CMBbPTHOCT
[11,12, 13, 14].
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MKOHOMWYECKA TEXECT
AtepocknepotnyHoto CC3, BkntountenHo NBC,
uHcynt u PAD, B MOMeHTa € eguH OT Han-Ba-
XXHUTe npobrnemn Ha obLLEecCTBEHOTO 3apaBe B
EC n npeacrtaBnsiBa Ham-roneMmnsaT pasxod B
noBse4veTo GHOMKETU 3a 3apaBeonaseaHe [15, 16,
17]. Kato ugano pasxogute 3a CC3 B EC Bb3nu-
3ar Ha 196 m1nuapga eBpo roAuLLIHO, KaTo npu-
6nusntenHo 54% (106 mununapga €) ce gbxart
Ha npekun pasxogun 3a 3gpaseonasBaHe, a 46%
— Ha Henpekn pasxoawu, BKIUnTenHo 24% 3a
3arybuv Ha npousBoguTenHocT u 22% 3a Heodu-
unanHo neveHue (Hanp. anTepHaTUBHU pasxo-
an 3a 6es3nnartHo fneyeHune) Ha xopa cbec CC3.
PasxoauTte, cBbp3aHu cbe CC, ce ovakea aa Ha-
pacHar, Tbi KaTo YecTtoTata Ha pasnpocTpaHe-
Hne Ha CCS3 ce yBennyaea [18, 19]. loguwHuTe
pasxoan 3a CC3 B bbnrapmsa ce oueHsaBaTt Ha
npnbnuantenHo 1,5 mmnunapga neea, Kato OKO-
no 54,4% OT Ta3n cyma ce ObiKM Ha Henpeku
pas3xoam — no-cneumanHo 3arybu 3a nponssoau-
TENMHOCT N pasxoam 3a HeouunanHo nevyeHme.
Ot BCcuykm xocnutanusaumm B benrapus 13,8%
(321 074) ce pgbmkat Ha CC3. O6wwmar 6pow
Ha CbpaevYHO-CbOoBUTE onepauun B bbnrapus
npe3 2014 r. e 13 805 ¢ netanutet o1 2,3% —
cpen Han-BMCOKMTE OT BCUYKM CTpaHW. Han-yec-
TaTa NpuyKHa 3a TpanHo HamarneHa paboTocno-
COBHOCT/HETPYAOCNOCOBHOCT Ce AbIKN OTHOBO
Ha cbpaevHo-cbaoBUTE 3abonsBaHus — 36,3%
oT obwma Opon Ha HOBOOTKPUTUTE Criyvyaun Ha
HeTpygocnocobHocT npes 2014 r. [20].
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Que. 13. Xocnumanu3upaHu cry4au 8 cmayuoHa-
pume Ha rieyebHuU 3agedeHusi Mo MNoeod UcCXxeMu4Ha
boriecm Ha cbpuemo U Mo3bYHOCLOO8U bonecmu;
UsmouHuk: HLJO3A

3AKNIOYEHUE

CbpaeyHo-cbooBMTE 3abonsiBaHMs npeacras-
nsaBaT Hawn-vyectata npuyMHa 3a CMbPTHOCT
B bbnrapusa, npuumHasanikm nosedye ot 200
CMBPTHU crnyvyad Ha AeH. Han-saxkHuAT moam-
duumpyem puckos daktop 3a CC3 e LDL-C.
PaHHaTa gmarHoctvka u npocneasisBaHe Ha na-
UMEHTUTE C ANCIIMNNOEMUM, KaKTO 1 NPeBeHUU-
ATa Ha pas3BUTME Ha CbPAEYHO-CbAOBO 3ab6o-
nsiBaHe npu TAX LWe goBede 4O CEepUO3HO Ha-
ManeHue Ha MeauuMHcKaTa U MKoHoOMUYeckaTa
TeXecT B CTpaHarTa.
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WU3NCKBAHMA KbM ABTOPUTE

Mpuemart ce 3a nyGnUKyBaHe: OPUrMHAMHI CTaTKM, 0630pU, KITMHUYHK Criyyan, pedhepaTh, peLeHaun, KpaTki HayuHu CbobLLeHUs (T1ema [o

penakTopa 1 Ap.). [TbpBuTE TpU XaHpa ca 0GEKT Ha peLieH3upaHe (CbC CTaHgapTU3MpaHn hopMynsipu), @ OCTaHanuTe MOAnexaT Ha ekcnepTHa
npeLieHka OT CTpaHa Ha peakonerusTa.
KopecnoHaupalynsT aBTop nocoysa CBOM [JaHHU 3a KOHTAKT (ENEKTPOHEH afpec, Mo XenaHue — NoLeHcku aapec 1 TenedoH) U Aeknapupa, vye
MaTepuanbT He e MyGnuKkyBaH Jocera, OCBEH KaTo pesioMe Ha CbOBLLEHIE, M3HECEHO Ha Hay4Ha MpOsiBa, W He € MPEeanoxXeH 3a nybnukauus
apyrage. ABTOpUTE HOCSIT OTFOBOPHOCT 3@ ChbpKaHUeTo Ha nybnukaumuTe. MpeacTaBeHuTe MaTepuank 1 OnNucaHuTe B TAX U3CTefBaHns cred-
Ba [a CbOTBETCTBAT Ha YTBbPAEHUTE ETUYHU CTAHAAPTM OTHOCHO MPOBEXAAHETO Ha KIMHUYHW WK eKcriepuMeHTanHU NpoyYBaHus ¢ Xxopa
(Bexnapaums oT XensuHkW) U OMUTHU XWBOTHU. He TpsiBa fa ce cnoMeHaBaT MaUMEHTU C TEXHUTE WMeHa, MHULMANU Unn fa ce NpefocTass
CHWUMKOB MaTepwarn, Ha KoitTo Te MoraT fja 6baaTt pasnoaHati. Cbbriofasa ce CTPUKTHOTO Cria3BaHe Ha aBTOPCKOTO MpaBo — TekcTose ¢ Hag 10%
[OCTOBHO MOBTOPEHME Ha Yyxaa nybnukaLuns ce BpbLuaT 3a npepaboTka. 3agbmKUTENHO e [eKNapupaHeTo Ha KOHGMKT Ha MHTEPECH, KaKTO 1
Hannume Ha (huHaHcoBa 0BBBP3aHOCT Ha U3CMEeABaAHETO W NPOBEXAALLMTE [0 MHCTUTYLIAM.

06em (npubnuanTeneH) Ha npeanaraHuTe nybnmkaLmm:

Bupa ny6bnukaums Bpoi aymu B oCHOBHMA TeKCT Bpon aymu B pestometo | Bpoii pechepeHuun
OpuruHanHa cratust 2500-5000 200-300 30
063op 3000-6000 100-200 50
KnuHuyeH cnyyan 1000-3000 100-200 20
KpaTko HayyHo cbobLueHue, pedepar, peLieH3us 500-1000 - 10

Mpuemart ce dainose Ha nporpama MS Word. Hsama cneumdunynm nsuckBaHus 3a pasmep 1 BUA Ha WpudTa, pa3cTosiHie Mexay pefoBeTe,
norneta 1 Apyro opopMneHme.

Bcsika cTatust 3anouBa che 3arnasue (6e3 CbkpalleHust), MeHa Ha aBTopuTe (663 NOCOYBaHE Ha akafleMUYHI W ApYrW TUTIN), TSXHaTa Mec-
Topabota, 0603HaueHa C LMdpoB MHAEKC, pestomMe B NOcoUeHWst 0bem, KioyoByM aymu. Ha aHIrMUIACKM e3nK ce NpeBexaaT 3arnasueTo, petome-
TO, KNKYOBUTE AyMU, MecTopaboTaTa, a MMeHaTa Ha aBTopuTe Ce TpaHcKpubupar.

B pe3tomeTo Ha BCska opurvHanHa CctaTtiis ce MocouBarT: Lien 1 06eKT Ha 13cneBaHeTo, OCHOBHM [JaHHW 3a MeTofukaTta, pesyntatm u U3Bo-
au. PeslomeTata kbM ApyriTe BUOOBE CTATUM BKIHOYBAT kpaTka MHopmaLms 6e3 obocobeHa cTpykTypa. KnouoBuTe gymu 3a Bceku Big nybnu-
kauus ca mexay 3 v 8 Ha 6poit, kaTo MoraT Ja OGbaaT eAUHUYHN JyMU U KPaTKM CIOBOCHYETaHMS.

OpuruHanHuTe Hay4YHU CTaTM UMart 3agbikuTenHo obocobenn pasnenv: ,BreeaeHe”, koeTo BKNKOYBA Lien Ha n3cneaBaHeTo, "Matepuan
n meToan", "Pesyntatn”, "O6cbxaane" u "3soan/3akntodenne”. Morat aa 6baat fobaseHn ,briarogapHocTi (KbM NLa UK MHCTUTYLMM, KOUTO
Ca [OMPUHECTIM MHTENEKTYarnHO UM Ca oKa3anu TeXHUYecka, MatepuanHa unn yHascosa nomoly 1 ap.). 063opuTe 06vKHOBEHO BKMtOYBaT ,Bb-
BefleHVe", TeMaTuyH1 noapasaenu u ,3aknioyeHne/n3sogmn”. KnuHnyHute cnyyam cbabpxart ,BveegeHve”, ,Onucanne Ha KIUHUYHUS Cryyai’,
,06cbxaaHe” u M3soan”. KpaTkute Hay4Hu xaHpoBe criejBaT npubnuanTenHo CTpyKTypaTa Ha opuriHanHaTa ctatus. Miucmara go pepaaktopa
obCcwKaaT KpUTUYHO HayyeH Npobnem, HepeLLeH KbM MOMEHTa, Unu AvckyTupaT Apyra nybnukaums.

Lintnpanusita Ha Gubnuorpadckute U3TOUHMLM B TEKCTa ce 0603HayaBaT ¢ Ludpyn B kKBagpaTHU Ckobu Mo peaa Ha nosisata uM. Bubnuor-
pachusATa ce nogpexaa no pefa Ha nosiBa Ha U3TOYHULMTE B TEKCTa. /I3nncBaHeTo Ha BCeKM M3TOYHMK € Ha HOB pef ¢ apabeka Homepauys. [laH-
HUTE ce 0hopMST N0 CneaHs HauuH (BaHKyBbp cTun):

— Cmamuu: AsTop(v). 3arnaBue Ha cTaTusiTa. 3arnaBsne Ha CUCaHMETO (CbKpaTeHo), rofuHa, ToM (volumen), HoMep Ha kHuxkaTta (6poit) B
ckobw, cTpaHuuy (o1-g0). Mpumep: Yakub YN, Freedman RB, Pabico RC. Renal transplantation in systemic lupus erythematosus. Nephron,
2019, 27(1):197-201.

— lNybnukayuu ot c6opHuk: ABTop(1). 3arnasue. B: (3a natuHuua In:) 3arnasue Ha cbopruka. MopeaHoCT Ha n3aaxweTo, peaaktopu. Mecto-
13naBaHe (rpag), M3naTencTeo, roanHa Ha u3paBaHeTo, cTpaHuum (o1-00). [pumep: Wilkinson AH. Evaluation of the transplant recipient. In:
Handbook of Kidney Transplantation. 6th ed. G. M. Danovitch (Ed.). Boston, Little, Brown and Co., 2019, 109-122.

— Knueu: AsTop(n). 3arnasue. Mectousnasare (rpaj), M3naTencTeo, rofvHa Ha M3naBaHeTo, cTpaHuum (0T-1o). Mpumep: Leiimaros A.
CucmemHu sackynumu. C., Med. u ¢pusk., 2019, 8-11.

— [Npw unTUpaHe Ha enekmpoHHU nybruKkayuu, NON3BaHN OT WHTEPHET, KbM aBTOpUTE W 3arnaBueTo ce [o6aBs ¥ NUHK KbM Nybnukaumsta
3aefiHo C AiaTaTa, Ha KosiTo T € B1na JocTbNHa.

AKo aBTOpMTE Ca [0 TPUMa, Ce U3NUCBaT haMunuuTe, NocneaBaHu OT MHULManuTE UM (6e3 Toukm). Korato aBTopuTE Ca NoBeye OT TpuMa, crej
MMETO Ha TpeTus ce nuwe "n gp." (3a natuHuua - "et al.").

Hacmoliyugo ce npenopbyga yumupaHemo (no3HagaHemo) u Ha 6bneapcku u3moyHuUyY. Mpn UuTMpaHe Ha BbRrapcky 3TOYHULM Crief U3M1CBaHETO
Ha M3TOYHMKA HA KpUILIA CHLLMSIT Ce W3NKcBa 1 Ha NaTvHULA, KaTo 3arnaByeTo ce NPeBekaa Ha aHImMIACKY, a UMeHaTa Ha aBTopuUTe W Ha U3naHusTa
1NV u3paTencTeata ce TpaHckpubwpart (Hanp. Bulg. sp. psihiatr. v Med. | fizk.).

WntocTpaTMBHUAT MaTepman (Tabnuuy, hurypu, CHUMKI) Ce NOCTaBs Ha CbOTBETHUTE MeCTa B TEKCTa ChC 3arnaBus U nereHau Ha Gbnrapc-
kv e3vk. 3armaBusTa Ha urypuTe He Tpsbea fa ca BKIOYeH B n3obpaxeHneto. Heobxogumo e cHumkuTe aa 6baat ¢ aobpo kavectso (noHe 300
dpi) u nogxopswy copmar (.jpg, -tif, .png). Tabmuuute Tpsbea fa GbaaT NpepocTaBeHn BLB hopMaT, KOUTO MOXe [a ce pefakTupa, a He KaTo
13006paxeHs.

/3nonaBaHuTe B TeKCTa cneludyHu ChKpaLLeHNs ce BbBEXAaT B Ckobu Npu mbpBaTa nosiBa Ha LANoTo HauMeHoBaHMe.

MepHuTe eguHnum cneasa aa ca no cuctemata Sl.

Ma'repuanme Ce usnpawuart Ha e-mail Ha rnaBHus peaakTop Unu Hay4Husa cekpeTap.
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ViamepBaHe Ha
TemnepaTtypata
C MoAyn TEpMOMETbP

MpecnywsaHe
Ha 6esinsa apob

3anuc Ha 3BYKOB pann
€ MOAyn cTeTocKon

MpecnywsaHe
Ha CbpLeTo

3anuc Ha 3ByKOB (hain
C MOAYn CTETOCKON

NNECHO " bbP30O -
KATO AETCKA UIPA:

1 Cb3aaBate npodun B MOOMAHOTO
NPUNOXEHWE, CneaBate MHCTPYKLMK,
OMWCaHN M UAKOCTPUPAHK CTBMKa MO
cTbnka. lMonbABakkM MEAULMHCKM
BbMPOCHWK Lle n3bepeTte OT KaksM

CHuMKa OT npernesaa TOYHO n3CeiBaHnAa nMate Hy>XJa.

Ha yXoTo
HanpaBeHa C Moayn
orookon Cuctemata e V3KIFUMTENHO NecHa 3a

n3nonssaHe. [eHepupaHute OT

MpecnywsaHe
Ha kopema

3anuc Ha 3BYKOB (haiin
C MOoAyn cTeTocKon
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CHMMKA Ha KOXHO
obpasyBaHue

HarnpaBseHo C
[1epMaTosiornieH Moy

MaptHbop Ha <~ Higo

3a bbarapwus:
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Codous, yn. AHrucra 6

JTrogmnna 3adupoBsa - ynpaBuTen

Ten. 0888 579 702
Izafirova@interbusiness-bg.com

MOZy/MTE Pe3yNTati Ha ayamo U BUAEO
bannoBe ca Han-BMCOKO Ka4YeCTBO.

38 Kpafa Ha nperneja uanata
MHPOPMaLMA Ce reHepupa B JWHK,
KOMTO M3npallate Ha AoBepeHusa Bu

CHumKa oT npernesa S
JieKap No Han-yaobHMAT 3a Bac HaumH.

Ha rbP/OTO
HanpaBeHa Cc Moay”n 3a

un3cnegBaHe Ha roprnoto
N3cnenBaHeTO Ha aHaMHe3saTa

4 3aMeCTBa PeanHoTO W3CaesBaHe Mo

78 BpEME Ha BM3WTa B KabuHeTa Ha
BPM Nnekapa WM nonydaBaTte pesyntar 3a

CbpaeueH putbM MUHYTU.

3anuc Ha 3BYKOB hann
C MoAay”n cTtetockon MO/J,yﬂ 3a
n3cnesaBaHe Ha
rbpAoTO

cTeTockon orockon

AEepMaToNornyeH
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o |t Higo ¢ Bcuyku moaynu e CE ceptudunumpano MeauLmMHCKO ycTporcTso knac lla.



