PE3IOMETA
HA HAYYHHUTE TPYJAOBE HA
JOII. JI-P BAJIEPHA HTHATOBA KAJIEBA, IM,
MpeacTABEHM 32 YYAaCTHe B KOHKYPC 3a 3aemaHe Ha AJl “npodgecop”
B 00J1aCcT Ha BHCIIETO 0Opa3oBaHHe 7. 3apaBeona3BaHe u crnopT,
npogecuonanno nanpasaenue 7.1. Meguuuna, cnenuansoct [eguaTpus

IlpencraBeHUTE pe3roMeTa Ha HAYYHHU TPyaoBe ca 06mo 189, rpynupanu B 18e
HACTH:

I. Bxiroyenu B cripaBka nmo odpasen, 10Ka3Bama H3MbJIHEHHE HA
MHHHMAJTHHTE H3HCKBAHHA 32 3aemMaHe Ha A/l “npodecop”, cbrinacuo 3PACPB
ot 2018 r. — 060 28 opon

Kpurepuii B

ITOKA3ATEJI 4. ExBUBa/eHT Ha XaOWIMTALMOHEH TPY/: HAYYHH MyOIMKAIMU B
U3/1aHUs1, KOUTO ca pedepupaH U HHACKCHPAHH B CBETOBHOM3BECTHM 0a3u JJAHHH C
Hay4Ha uHpopmanus — 10 6pos

Kpurepuii I’
ITOKA3ATEJI 7. ITybnukauuu v OKIaaH, MyONUKYBaHH B HAYYHH U3IaHHS,

pedepupaHy U MHIEKCHPAaHH B CBETOBHOM3BECTHH 0a3H JaHHH C HAy4Ha
UH(pOpMaLUs:

- IIBJIHOTEKCTOBH IMyONUKauu — 9 6pos

- nyOnuKyBaHHU pe3toMeTta — 4 Opos

ITOKA3ATEIJI 8. ITybnvkauuu 1 g0KIaIH, ITyOIUKYBaHH B HepeeprpaHu CIIHCaHus
C HAY4HO PELEH3UPaHe WIH MyOJUKYBaHH B pelaKTUPaHHU KOJIEKTUBHH TOMOBE:

- II'bJIHOTEKCTOBM MyOIHKaLuu — 5 6pos

II. M3BBLH yyacTBaILMTE B JOKA3ATEICTBEHUS] MATEPUAJI 34 IOKPHBAHE HA
MHHHMAJIHMTE H3MCKBaHUs 32 3aemane Ha A/l “npodecop” — o6mo 161 Gpos
- KOJEKTHBHH MOHOTrpaduH, yueOHUIH, PBKOBOJICTBA — 14 Opos

- IBJHOTEKCTOBU MyONIMKaLMU B ObATApCKH criucanus — 33 Opos

- IIbJIHOTEKCTOBU NyOIUKAlMU B YyXKIECTPaHHU criMcaHus — 1 Gpoii

- NyOIMKyBaHHM pe3loMeTa B ObIrapcku cricanus — 16 Gpost

- NyOIMKYBaHM pe3lOMeTa B YYHKJIECTPAHHM CrHcaHus — 1 Opoi

- yuacTHe B ObArapcku Hay4HH (Gopymu ¢ nyOIMKyBaHH pe3toMeTa/I0KIaId B
cOopHuH — 63 Hpost

- y4acTHe B UyXKJeCTPaHHH Hay4HU GOPYMH C MyOTHKYBaHH PE3FOMETA/TOKIAIN B
cOopuutm — 33 Opost



L. BriiodeHH B cIpaBKa Nno odpasew, A0KA3BAA H3NbJAHEHHE HA MMHHMAJIHHTE
H3HCKBaHUA 3a 3aemaHe Ha AJl “nipodecop”, curaacuo 3PACPE ot 2018 r. —
o6mo 28 dpos

Kpurepuii B

TTOKA3ATEJI 4. EkBHBaNeHT Ha Xa0WJIHTALIHOHEH TPYA: HAYYHM MyOMMKAIHHA
B M314HNA, KOUTO ¢4 PedepUpPaHU M MHIEKCUPAHH B CBETOBHOU3BECTHH 0a31
NAHHHU € HAYYHA HH(OPMAUHA

B-1. Iletxos I'., I1. Yaksposa, . Crosuora, M. Pauremora, B. Kaaesa, A.
Crosnosa, IO. Mapunosa, K. Tleesa, B. Ilapamkesosa, JK. 3npaekosa, I'. ﬁopﬂaHOB,
M. Jlasapos, T. PaneBcka. MynTHLEHTPUYHO IPOYYBaHEe HA KAUECTBOTO HA JICICHHE
Ha OonHu ot Oeta-TasaceMus B bonarapus. Heduampun 2008; 2: 41-45

Peszome

IlenTa Ha TOBa MHOI'OLICHTPOBO NPOYUBAHE € 42 CE OLICHH KAaYeCTBOTO HA JIeYSHHE Ha
nanpedTuTe ¢ OeTa-TanaceMus B buarapus u TaxHara mpexubiaemMoct. Hacneasanero
BKII04Ba 167 ciyuas Ha GeTa-tamacemus ot 6onauny B Cotdusi, Bapua, [Tnosaus u
Crapa 3aropa. MenuiuHcKkuTe JOKYMEHTH Ha NatMenTHTe 61Xa H3I0NI3BaHd KaTo
H3TOYHHK Ha HH(OpMAIIH, KAKTO H eKCePTHATA OLEHKA Ha eKHIIA, PHKOBOIEI TOBA
nedenue. Ilpunarasau ca NOAXOIAMIM METOAM 33 CTATHCTHYECKH 4HAIH3 H I10-
CIIELIMAIHO aHa/IK3 32 IPEXHBAEMOCT. XeMOTPaHChY3HOHHATA TEPAIKs Cpea
[10BEYETO IPOYYBAHU ClIydad € NPOBEKIAHA PEIOBHO, HO IIPHIATAHETO Ha
3aMECTHTE/IHO H X€IaTHPALIO JEUCHHUE € HeocTaThuH0, CpejiHaTa NPe)KHBICMOCT Ha
H3CJIEIBAHATE NalUeHTH € 34.5 TOUHY U ChIIECTRYBA NPSKA BPB3Ka C KCIIEpTHATA
OlleHKa. ABTODUTE [IPABAT 3aKIIOUCHHE, Ye HHBOTO HA MEAMUMHCKHTE YCIyTH BCE
OLlle He € ONTUMAIIHO H ciadocTure, ocobeHo oT cy0eKTHBEH XapaKkTep, ca IpHYHHA
3a TNIPOIIYCKH B 3aMECTHTEIHOTO JIcUeHHUEe 1 XeTaTupanero. Pesynrarture oT
[IPOYYBAHETO Cca CPAaBHEHU C MOJOOHU MPOYYBAHHMS, BOLEHH OT H3THKHATH
U3CIEA0BATENH B Lienus cBAT. [Ipeanara ce ch3aaBaHe Ha HAIMOHAIHA TPOrpama 3a
nopoOpsiBaHe Ha JEYEHUETO U TIpodHIakTHKATA Ha Oera-TajaceMusTa B Buarapus.

Abstract: Multicenter Study of the Quality of the b-Thalassemia Treatment for
Bulgaria Patients.

The aim of this multicenter study was to assess the treatment quality of the b-
thalassemia patients and their survival. The study includes 167 b-thalassemia cases
from hospitals in Sofia, Varna, Plovdiv and Stara Zagora. Patients’ medical records
from hospitals pointed above were used as a source of information as well as expert
assessment of the team led this treatment. Appropriate methods of statistical analyses
were applied and especially survival analysis. The haemotransfusion therapy among
most of the cases studied was received regularly but receiving substitutive and
chelation therapy were insufficient. Survival rate among studied cases was 34.5 years
and there was a direct relation with the shown expert assessment. The level of
medical services had been not optimal yet. The weaknesses especialy from subjective



nature were considered as a main reason for the presented situation with substitutive
and chelation therapy. The study results were compared with such from similar
studies led by distinguished research workers world-wide. The need to initiate the
National Program for improvement of treatment and prevention of the b-thalassemia
in Bulgaria was obvious.

B-2. Beaer M., U. Xpucroszora, 1. lllspbanoe, dp. bobes, Cr. Kiwopkuuesa, JI.
Mapunosa, M. bermuesa, B. Kanesa, M. Cniacosa, A. CrosHosa. bearapckusr 10-
rOJIMIICH ONHKT B JIEUEHUETO Ha HedpobiaacToM. ITeduampusn 2010; 2: 46-48
Pesziome:

3a nepuoy or 10 rogunn (1997-2007) ca npoygenn 63 nena ¢ Tymop ua Wilms,
KOUTO Ca JIeKyBaHH H [IpOoc/IeNsBaHy B KIIMHUKUTE 110 IETCKa QHKOXEMATOJOTHS B
Codwms, [Tnosnue 1 BapHa. Ot 51X 51 nena ca npexusenu sabomssanero (81%), a 12
ca nounHam (19%). YceraHoBeHa € CTaTHCTHYECKA 3aBUCHMOCT MEXITy
NPEMKHBIEMOCTTA H KIMHHYHHS CTa ¥, XUCTONIOTHYHHS THII H BEB3PacTTa Ha
narenTure (p < 0.001). PesyaraTure oT 1€4eHHETO CHOTBETCTBAT Ha PE3yITATHTE,
CHOOIABaHH OT BOJIEIIUTE OHKOJIOTHYHM IIEHTPOBE.

Abstract: Bulgarian 10 Years Treatment Experience of Nephroblastoma.

For a period of 10 years (1997 - 2007), 63 children with Wilms’ Tumor are treated
complexly and followed up in Children’s Oncohaematological Hospitals in Sofia,
Plovdiv and Varna. From 63 children survived 51 pts — 81 % and 12 pts — 19 % died.
There is a statistical significance for the survival according to clinical stage,
histological type and patient’ age (p < 0.001). There is no statistical significance
according to sex and localisation (p > 0.05). Our treatment results correspond with
the resulits, reported from the leading oncological centers.

B-3. Tzoukeva A., A. Kaprelyan, V. Kaleva, Ch. Bachvarov, R. Georgiev, E. Peteva.
Abducens nerve palsy and thrombosis of the cerebral veins and sinuses - a diagnostic
pitfall. Journal of IMAB 2012; 18 (3): 349-352

Pezome: Hapanusa na n. abducens u mpombosa na yepebparnume 6eHu U CUHYCY -
QUAZHOCMUYEH KaNaH.

TpombGozaTa Ha nepeOpalHUTE BEHH K CHHYCH € PLIKO CPellaHo HepeGpoBacKyiapHo
pa3cTpoHcTBO. Thil KaTo KIMHHYHATE CUMIITOMH HE ca CHeUpHYHN, KIF0H0BA POJIT
3a JIJarHo3aTa UMaT ChbBPEMEHHUTE 00pasHH M3CICIBaHU Ha LIEHTPaJIHaTa HepBHA
cucrema. [Ipu Te3n mauyeHTH mapanusaTa Ha 7. abducens, KaTo OTHHIIEH
HEBPOIOTHYEH Je(HUINT, € psKa KITHHAYHA nposBa. [Ipexcrasst ce qBa ciyyas ¢
BHE3aIHO Haualo Ha JUIUIONHUS U IIaBobOoHe.

Cnyuait 1: 3-ropuniao Momude ¢ B-kineTryHa TuMQoOIacTHa JEBKEMHES € Pa3BUIIO
AByCTpaHeH Je(HINUT Ha /1. abducens ¥ ABYCTPaHEH OTOK HA 3PUTEIHUIA HEPB CIIE]
neuenue ¢ [-asparaginase. Upes MarauTeH pezoHanc (MRI) u MarHuTHO-pe3oHaNCHA
peHorpadus (MRV) e Busyanuzupana tpom003a Ha AACHA IOTyIapHa BeHa,
CaruTaleH U JeceH CHIMOMAEH cHHycH. CHMITOMHTE MOCTENEHHO ca OTCTPaHCHU
cien nedenre ¢ enoxaparin. Konrponsara MRV nemMoHcTpupa pexananuzanus.



Cnyuyait 2: 75-rojuinna jsxeHa ¢ aHaMHe3a 32 apTepHaIHa XHIIEPTOHUS, [IPECTaBEHA C
riaapo0onke M BHe3arieH neUluT Ha n. abducens B nsaBo. KoMmmioTspHaTta
tomorpagus (KT) e HopMansa, Ho ypes MRI u MRV ce ycTaHOBsIBa HapylaBaHe HA
BEHO3HUA [IOTOK B JIABATa BbTPELIHA IOTYIapHa BeHa, CUITHO MMOJO3PUTENICH 3a
HanuyHa TpoMOo3a. Upes excrpakpaHHaTHa LBeTHa AyMekcHa coHorpagusa n KT-
aHruorpadus e J0Ka3aH xeMOJ(MHaMHYeH eKBHBAICHT Ha TpoMb03a Ha naBaTta
BBTPELIHA FOTY/IapHa BEHa, JIbJKAILa ce Ha CKNepOTHYHA NaTONOTHA Ha a0pTHATa
apka.

IIEpBUAT Cyuail HIOCTPUPA POIISTA HA YChBBPILISHCTBAHHTE HEBPOBH3YAIHH
TEXHUKH KaTO Hal-1o0sp METO/ 32 JIMarHOCTHLUpaHe Ha TpoMO03a Ha Lepebpantu
BEHHU U CHHYCH, NIPE/ICTABEHU 4pe3 Napanuza Ha n. abducens. BBB BTOpHS cliydaii ce
00CEKAAT MOTEHIUATHHTE HEBPOBU3YAJIHH KJIOIIKM OTHOCHO TOYHATa MarHo3a Ha
nepe6poBacKyIapHUTE HAPYUIEHHA ¢ HEBPO-O(TAIMOTIOrHYHO MPOsBIEHHE.

Abstract:

Thrombosis of the cerebral veins and sinuses is an infrequent cerebrovascular
disorder. Because the highly variable symptoms, recent neuroimaging plays a key
role in the diagnosis. Abducens nerve palsy as a focal neurological deficit is a rare
clinical manifestation in these patients. We present two cases with sudden onset of
diplopia and headache.

Case 1: A 3-year old girl with B cell lymphoblastic leukemia developed bilateral
abducens deficit and bilateral optic disc edema after treatment including L-
asparaginase. Thrombosis of the right jugular vein, sagittal and right sigmoid sinuses
was visualized on magnetic resonance imaging (MRI) and magnetic resonance
venography (MRV). Symptoms gradually resolved after treatment with enoxaparin
and MRV demonstrated recanalization.

Case 2: A 75-year old female with medical history of arterial hypertension presented
with headache and sudden left abduction deficit. Computerized tomography (CT)
scanwas normal. MRI and MRYV revealed aging brain and disruption of venous flow
at the left internal jugular vein, suspecting thrombosis. Extracranial colour duplex
sonography and CT angiography proved haemodinamic equivalent of left internal
jugular vein thrombosis due tosclerotic pathology of aortic arch.

Our first case illustrates the role of improved neuroimaging techniques as the best
method for diagnosis of cerebral veins and sinuses thrombosis, presenting with
abducens nerve palsy. With second case the potential neuroimaging pitfalls
concerning the accurate diagnosis of the se cerebrovascular disorders with neuro-
ophthalmologic manifestation are discussed.

B-4. Beauesa M., U. Xpucrozora, O. bpaukos, [p. bobes, H. Ymesa, JI. Mapunosa,
W. lfspbanos, M. Benes, B. Kanesa, Xp. Xpucrozosa, A. CrosHosa, M. Cniacosa,
W. MyMmxueB. KInHHYHA XapakTepUCTHKA, TEPAaCBTHYHO MTOBEACHHUE U
TPEKUBIEMOCT MPH MAIHEHTH ¢ HEBpoOIacToM (0000ICHH JaHHK OT LIEHTPOBETE I10
JEeTCKa OHKOIOrHA H XeMaroorks B buirapud 3a neproga 1997-2008 r.).
Heouampun 2013, 53 (3): 26-32



Pezrome:

IIpoy4ysaHeTO nIpeNcTaBs 3a NEPBH BT 00OOMIEHH JIAHHH 33 MMALHEHTHTE C
HEBpOOIAcTOM, TeKyBaHH B buirapus 3a 12-roguuien nepuo, BKIIOMBAIIH
KIMHHYHATa XapaKTepHCTHKA Ha 3a00IMBaHETO, METOIMTE HA JICYCHHE U PE3yITATUTE
OT KOMILIEKCHATa KOHBEHIMOHAIHA Tepallts, OpHeHTHpaHa Ha 6a3zaTa Ha KIHHHIHH
(hakTOpH Ha MPOTHO3aTA.

Abstract: Clinical characteristics, therapeutic behavior and survival in patients with
neuroblastoma (summary data from pediatric oncohematology centers in Bulgaria
for the period 1997-2008)

This study presents for the first time summarized data for patients with
neuroblastoma treated in Bulgaria for a 12-year history of clinical disease
characteristics, treatment modalities, and outcomes of complex conventional therapy
based on clinical prognosis factors.

B-5. bemuesa M., B. Kanera, Xp. Xpucrozosa, [1. Pauesa, JI. Mapunoea, H. Ymiesa.
KnuanyHa XapakTepycTuka, TEpaeBTHYEH IOAX0M U ieyeGHI Pe3yaTaTH IpH Aela ¢
XouxuHoB muMboM. Heduampus 2013; 53 (4): 54-58

Pesiome:

IIpoy4yBaHeTo MpeaCTaRs KIMHUYHATA XapaKTePHCTHKA H [IOCTUTHATHTE
TEPANEBTHYHH Pe3yNTaTH npH genara ¢ nuMdbom Ha Hodgkin, THardOCTHLHPAHHA H
nexkysaHH B KiMHMKaTa 110 JieTcka 0HKoxeMaroorud, Bapua npes nocneguute 20
TOHHH.

Abstract: Clinical characteristics, therapeutic approach and therapeutic results in
children with Hodgkin's lymphoma

This study presents the clinical features and the achieved therapeutic results in
children with Hodgkin’ lymphoma diagnosed and treated at the Clinic of Pediatric
Oncohematology, Varna in the last 20 years.

B-6. Banuer A., [I. Crosnoea, b. ABpamora, M. ﬁop,uarrosa, H. Il{spbanos, A.
Crosnora, K. Camynaposa, M. Crniacopa, B. Kaaesa, 1. Uruaarosa, /.
Kouncrantnnos. Bpoaen nehuuut Ha dakrop XIH B bearapus — KIMHUYHY U
TEPANEBTHYHH Npear3BuKaTencTsa. [leduampun 2015; 1: 50-52

Pezwome:

Hen: Hacrosmusar noknan o6xBaiiia BCHUIKH ciry4dan ¢ neduuut Ha daxtop XIII,
KOMTO ca 6uaM neKyBaHu npes nocuexuure 10 rogunu (2004-2014) B TpuTte nenThpa
o AeTCKa oHKoxeMaTosorus B benrapus.

Meroau: [IpoBeneH e peTpocneKkTHReH aHANy3 Ha 4 caydas. [IpoMeHTHBHATE
BKJIK4BAT Bb3pacT, o, N6pBU cumntomy, PT, aPTT, TpombonuTen Opoit,
OxoHuaTenHaTa qyarHo3a ¢ OCTaBAHA Upes KOMMYECTBEH aHAIIM3 HA HHBOTO Ha
¢axtop XIII B mnazmara. [Ipy n8a OT clnydauTe € OCHIECTBEH MEHETHUCH AHANN3 Ha
ceMeHCTBOTO.



Pesyaratu: 3 mauueHTa ca OT )K€HCKH 0N (IBE OT TAX CECTPH) U €IUH OT MBXKKH.
CpeaHaTa BB3pacT Ha IOCTaBAHE Ha JuarHosara € 7.15 rogunu. JeboTHuTe
CUMIITOMH Ca HHTpaKpaHHaIHU XxeMaToMH (3 ciydas), oTok U Gonka B TazobenpeHaTa
crasa. JIpyrd KIHHUYHH [IPOSBYU ca KOKHH H MEKOTBKAHHH KPbBOHU3IHBY —
eXKHMO3H U XeMaTOMH, KbPBEHE OT IBIHUA OCTAThK, HHTpalepHTOHEealeH
KPBBOM3IIHB, KedalXxeMaToM, ncoac xemMaroM. ['nodanHuTe xeMocTa3eo0rHyHH
TeCTOBE 10 BpeMe Ha Juarnosata ca Omin B Hopma. CpenHoro HUBO Ha daxrop XIII e
12.5%. TeHeTHYHOTO U3CIeIBAHE Ha CECTPHTE B KOXOpTaTa A0Ka3Ba MyTauud B
F13A-rena. EAUH manyeHT ¢ Ha Tepanud ,,[ipy Hyxcaa®, TpuMa ca Ha npodunakTHiHa
tepanus ¢ riazMeH ¢pakxtop XIII. Enun oT nauMeHTHTE MOYHHA KPATKO CIIEN
3aro4YBaHe Ha NPOQUIIAKTHYHATA TEPAIKs CIejl HEBPOXUPYPTHYHA OMEepaLus 110
[IOBOJ| HA MHTPAKpaHUAaJIEH KPHBOH3IUB.

Abstract: Congenital Factor XIII Deficiency in Bulgaria — Clinical and Therapeutic
Challenges

Objective: The current report comprises the all cases of factor XIII deficiency that
have been treated in the last 10 years (2004-2014) in the three centers for pediatric
hematology in Bulgaria.

Methods: The retrospective analysis consists of 4 cases. Data variables include age,
seX, clinical presentation, PT, aPTT, platelet count. The final diagnosis was made by
factor XIII quantitative test. In 2 of the patients genetical testing of the family has
been performed.

Results: 3 patients are females (2 of them sisters) and 1 male. Median age of
diagnosis is 7.15 years. Onset symptoms were intracranial hematomas (3 cases) and
swelling and pain in the hip. Other clinical features included skin and soft tissues
ecchymoses and hematomas, umbilical stump bleeding, intraperitoneal bleeding,
cephalhematoma, psoas hematoma. Global hemostatic tests by time of diagnosis
were within normal ranges. Estimated median level of FXIII is 12.5 %. Genetical
testing of two sisters shows mutation in F13A-Gene. Two of the patients are on “on
demand” therapy and three on prophylaxis with fibrogammin. One patient died after
neurosurgery due to intracerebral hemorrhage, shortly after beginning of prophylaxis.

B-7. Kanepa B. [Ipunspixaue ksM nekapereeo Jieuenue. IHeduampus 2015; 2: 68-
69

Peziome:

[punbpskaHeTo KbM JEKapCTBEHOTO JiedeHHe 0OHKHOBEHO ce ONpeeNs KaTo CTeleH,
B KOATO [TAIMEHTHTE IPUEMAT JICKAPCTRA KAKTO Ca IPEITUCAHHA OT TEXHHTE JIEKAPH.
HenpuaspikaneTo KbM CXEMHTE HA ICUEHHE € YECTO CPENIAHO ABIEHHE, KOETO BOJH
10 3HAYUTEJHO BIOLIABAHE HA 3a00NABAHMATA M CMBDTTA, KAKTO K IO YBEIIHYABAHE
Ha pa3sxoJUTe 3a 3[[paBeONa3BaHE.

Ta3u cTaTHs MpEACTaBs OCHOBHHUTE aCNEKTH Ha npobiieMa ¢ IPUABPKAHETO,
BKIIOUHUTETHO JCHUHHIIHY, NPUYMXHY 32 BE3HUKBAaHE M METOAM 3a OLEHKA.
CrieqianHo BHUMaHHE ce 00pBILa Ha METOIUTE 38 T0J00pABaHE Ha NPUIBPKAHETO



qpes 06pa30|3aHueT0 Ha ManueHTHUTC, ONITHMH3HPAHE HA PCKHUMHTE Ha JICUCHHE H
HOHOﬁpﬂBaHe Ha KOMYHHKaNAATa MCHKIOY JICKAPHTES U NALMCHTHTE.

Abstract: Adherence to medication

Adherence to (or compliance with) a medication regimen is generally defined as the
extent to which patients take medications as prescribed by their health care providers.
Poor adherence to medication regimens is common, contributing to substantial
worsening of disease, death, and increased health care costs.

This article presents the main aspects of adherence problem, including definitions,
causes of occurrence and assessment methods. Special attention is paid to methods
improving adherence regarding to patient education, treatment regimens optimization
and improving communications between physicians and patients.

B-8. Cemosa I',, 1. rnatoea, B. Kanesa. Panuonanno xpaunene npH NalUMeHTH ¢
Geta-ranacemus. IHeduampus 2015; 2: 70-72

Pezsiome:

XpaHHTENTHHUAT JE(QULNT € 9eCTO CPellaH PH MAlHeHTH ¢ feTa-TanaceMus Maiiop.
[TaenTuTe TpAOBRA ia CC OLIEHABAT EXKETONHO OT JUETOJIOT OTHOCHO a/ICKBATCH
XpaHHUTENECH IpHEM Ha Kallui, BUTaMHH D, (ogaTi, MUKpOeIeMeHTH (Me]l, UMHK U
ceneH) ¥ anTroKCHAaHTHH BUTaMuuH (E u C). Exeroanure naboparopHu
u3CIeABaHus TpsAOBa Ja BKIIOYBAT an0yMuH, 25-XUAPOKCH BHTAMUH D, rmoko3a ua
rJIaIHo, IIa3MEH HHK Ha IIAaJHO, CEPYMHA ME, UEPYIOIUIA3MHUH, CEPYMEH CCIICH,
anda- 1 ramMa-Tokoepot, asMeH ackopbar u cepyMeH ¢onar. B tasu cratus ca
IIPEICTaBEHH CEBPEMEHHUTE ACEKTH Ha PallMOHATHOTO XpaHeHe [IpH ela u
BB3PacTHH C TPAHCPY3HOHHO 3aBUCHMA TAIACEMUA H IIPETOPHKY 32 MONLIHHTEICH
BHOC KbM XpaHaTa Ha CIeHHU(UIHN BUTAMMHH U MHKPOEIEMEHTH.

ABTOpHTE NPABAT 3aKMIOYECHUETO, Y€ CHRETHTE 32 IPABHIIHO XpAHEHE Ca YacT OT
KOMILIEKCHATA TPH3KA 32 MAUHCHTHTE C TANACEMUA H Y€ PANHOHATIHOTO XPAaHEHE
JonpHHacs 3a noAoOpsABaHe Ha 3APABOCIOBHOTO CHCTOSHHE M KAYECTBOTO HA JKHBOT.

Abstract: Rational nutrition in patients with beta-thalassemia

Nutritional deficiencies are common in beta-thalassemia, due to hemolytic anemia,
increased nutritional requirements, and morbidities such as iron overload, diabetes,
and chelator use. Patients should be evaluated annually by a registered dietitian
regarding adequate dietary tntake of calcium, vitamin D, folate, trace minerals
(copper, zinc, and selenium) and antioxidant vitamins (E and C). Annual nutritional
laboratory testing should include albumin, 25-hydroxy vitamin D, fasting glucose,
fasting plasma zinc, serum copper, ceruloplasmin, serum selenium, alpha and gamma
tocopherol, plasma ascorbate, and serum folate. The present review outlines the
modern aspects of healthy nutrition in children and adults with transfusion dependent
thalassemia and recommendations for food supplementation with vitamins and
microelements. The authors conclude that the proper diet must be part of
comprehensive care for patients with thalassemia and that the rational nutrition
contributes improving of health and quality of life.



B-9. Burnusuzov H.A., M.L. Spasova, M.A. Murdjeva, A.A. Stoyanova, LN.
Mumdziev, V.I. Kaleva, M.L Belcheva, M.N. Bosheva. Immunophenotypic
Modulation of the Blast Cells in Childhood Acute Lymphoblastic Leukemia Minimal
Residual Disease Detection. Folia Medica 2016; 58 (1): 28-35

Peswome: Huynogernomunia modynayusa Ha bnacmuume KAemxy npu MURUMATHA
pesudyanna bonecm npu demcka ocmpa 1um@pooaacmHa 1eereMus

PaHHUAT KTUPHHC HA TEBKEMUYHHUTE KIETKYU [10 BpEME HAa MHAYKLIHOHHA TEPATHs Ha
Jiercka octpa muMdobnactHa gesxkeMus (ALL) e ocHOBa 3a ONTUMH3UPAHE HA
neuenreto. [loHacToAIIEM HAH-IITHPOKO U3MON3BAHMTE METOIH 33 OTKPUBAHE HA
OCTATHYHH 3IOKAYCCTREHY KIIETKH B KOCTHHUA MO3BK W/HUIK Nepu{EpHA KPbB,
muHHMaliHa pesuayanHa 6onect (MRD), ca PCR u notouna uuromerpus (FCM).
Umynodenorunnara Mmoxynamus (IM) e nobpe usBecteH (aktop, KOHTO MOXKE 1a
noripeyd Ha ToUHUS FCM-aHanus.

Len: Ha ce uzcnensa IM upes 8-usetHa FCM no Bpeme na BEM-unaykuus Ha
pemucus B 24 nocnegoparenay MRD-nonoxuTtennu npoby Ha fena ¢ B-kiaeTsuna
npexypcopHa ALL 1 BE3MOYKHOCTHUTE 32 OTKpHBaHe Ha MRD.

MMaruenTtd u Metoau: Mexay 2010 u 2012 r. ca npocnenesu npocrnekTheHO MRD Ha
15-1 1 33-M JeH OT HHAYKLMOHHO JIedyeHHe B poOH 0T KocTeH MO3bK (BM) 1 Ha 8-1
JeH — B npobu or rnepudepHa KpeB (PB). IM e oLeHsBaHa upe3 CpaBHUTEIHH
AHAIM3M HA POMEHHTE B cpeHaTa HHTCH3MBHOCT Ha (TyopeclieHIMATa Ha 7 BUCOKO
PeICBAHTHH AQHTUIEeHa, eKCIIPECHPAHH OT JISBKEMUYHHUTE KIETKH U HOpMalHUTe B-
UM OUMTH,

Pesynratu: IM ce ycTaHOBABA B pa3/IMYHY EKCTEHIHH [IPU BCHUKH MpobH of BM Ha
15-u aeH u npu noseyeto BM npobu ot 33-tu nen. HabaronaBaHu ca cTaTUCTHYECKH
3HaYMMH npomenn B HuBara Ha MFI Ha uetupu CD, excripecpaHu OT J€BKEMUYHHTE
KIeTKH: moHmkaeaue Ha CD10, CD19 u CD34 u cepbxperynanus Ha CD20. He ce
3abenasBaT npoMeny B ekcnipecuara Ha CD38, CD58 u CD45.

W3somu: Mamepsanero wa MRD upes crangapTusupana 8-1iBeTHa (QIoynuTOMETPHA
noMara 3a nono0psieaHe Ha MOHHTOPHHTA Ha 3a00/BaHETO, KOETO BOAU A0 HO-A00pH
TEpaleBTHYHM pe3yiraTi. Benpexu ToBa, IM Ha pa3sTuuHUTE aHTHICHHU, H3PAa3€HH OT
JaeBKeMU4HHUTE OnacTy, TpAOBa 1a ObJAT B3€TH 0K BHHMAHHE H BHUMATEIHO
aHaMM3UpaHH.

Abstract: Early clearance of leukemic cells during induction therapy of childhood
acute lymphoblastic leukemia (ALL) is a basis for treatment optimization. Currently,
the most widely used methods for the detection of minute residual malignant cells in
the bone marrow and/or peripheral blood, minimal residual disease (MRD), are PCR
and fl ow cytometry (FCM). Immunophenotypic modulation (IM) is a well known
factor that can hamper the accurate FCM analysis.

Aim: To report the IM detected by 8-color FCM during the BFM-type remission
induction in 24 consecutive MRD-positive samples of children with B-cell precursor
ALL and the possible implications for MRD detection.



Patients and methods: Between 2010 and 2012 we prospectively followed up the
MRD on days 15 and 33 ofinduction treatment in bone marrow (BM) sampies and on
day 8 in peripheral blood (PB). The IM was assessed by comparative analyses of the
changes in the mean fl uorescence intensity of 7 highly relevant antigens expressed
by the leukemic cells and normal B-lymphocytes.

Results: IM occurred, to diff erent extents, in all analyzed day 15 BM and in most day
33 BM samples. Statistically signifi cant changes in the MFI-levels of four CDs
expressed by the leukemic blasts were observed: downmodulation of CD10, CD19
and CD34 and upmodulation of CD20. No changes in the expression of CD38, CD58
and CD45 were noticed.

Conclusions: Measuring the MRD by standardized 8-color fl ow cytometry helps
improve the monitoring of the disease, leading to better therapeutic results. However,
the IM of the diff erent antigens expressed by the leukemic blasts should be taken
into consideration and cautiously analyzed.

B-10. Kanesa B., K. Iletposa, M. lumoBa. Tpanc@y3nonHo-He3aBHCHMA
tanacemus. IHeouampun 2017; 57(1): 21-27

Pesrome:

CraTusra pa3riexsza B AeTaliy enuIeMHONOTUATa, NaTOhH3HONOTHATA, KITHHHIHHTE
XapaKTePUCTHUKH U YCIOKHEHUATA, METOANTE 32 JHAarHOCTUKA U JIEYeHHE Ha
NalMeHTHTe ¢ HeTpaHc(py3UOHHO 3aBUcHMa Tanacemus. [loHsTruero
HeTpaHc]y3uoHHO 3aBucuMa TanaceMus (HT3T) e BbBeneHo 0T CKOPO U ¢ U3MON3BA
32 OIMCAHUE HA TANACEMUYHM (DEHOTUNOBE, KOUTO HEe M3UCKBAT NpUIaraHe Ha
PEMOBHM XeMOTpaHcPy3uu, HeoOX0MMH 3a NOANBPIKAHE Ha KHUBOTA HIIH 3a
M3MBJIHEHHE Ha ©XKEIHEBHH AeiHOCTH. [lalneHTUTE pa3sBUBaT YHUKAIIHA KOMOWHAIIHS
OT KJIMHUYHH YCJIOKHEHHUA, KOUTO C€ IBIDKAT Ha XPOHHUHA aHeMHS, HeedeKTHBHA
CPHTPOIIOE3a M NMORKIICHA abcopObuwa Ha xenazo npes [ MT. HaBpemennara
JIMArHO3da MOXKE 3HAYUTEHO JIa MOI00PH NPeXXHBAEMOCTTa, A4 OTJIOKH BBB BPEMETO
WM Ja HaMaJl TEeXKECTTa Ha CBIIBTCTBALIUTE YCIOKHEHHS, TOpajl KOETO €
HEOOXOIUMO [IPU BCHYKY MALMEHTH ¢ aHeMHA Ja OBJaT IpoBexIaHH JIabopaTopHH
U3C/IEBaHUs, BKIIOYBALIHY K HATPHBKA OT nepudepHa KpbB. JJHarHocTUIMPaHEeTo Ha
MUKPOLUTHA XUIOXPOMHA dHEMHA U3KMCKBA JOMBIHUTENHU U3CISABAHNUA,
BKJIIOYBAILM aHanyu3 Ha xemornodbuua, JJHK-ananus, 3a na ce onpenenu KoOHKpeTHaTa
TanaceMHuHa KaTeropus, ocobeHo B ciyuau Ha anda-TaJaceMUIHH CHHAPOMH.
TepaneBTHUHHUTE NOAXOAM MOrar Aa BKI0YBAT MHTEPMUTEHTHH XeMOTpaHC(hy3UH,
[IpUjaraHe Ha XUAPOKCH-Ypesl, XKeA30-Xenupalla Tepanusl.

Abstract: Non-transfusion dependent thalassemia

The article makes a review in details about the epidemiology, pathophisiology,
clinical presentation and complications, diagnostic methods and treatment of patients
with non-transfusion dependent thlassemia. The name “non-transfusion dependent
thalassemia’ is recently introduced in the medical literature and serves to define
thalassemic phenotypes that do not need regular haemotransfusions necessary for life
or daily activities. With time patients develop unique combination of clinical




complications due to chronic anemia, non-effective erithtrpoesis and increased iron
absorption. Early diagnosis can improve prognosis, to delay and diminish
complications which makes it necessary every patient with anemia to be examined in
depth and to perform a peripheral blood smear test. The exact diagnosis of
microcytic hypochromic anemia needs additional tests including hemoglobin
electrophoresis, DNA-analysis for defining the type of thalassemia, and especially in
cases of alf-thalassemia. Therapeutic approaches could include intermittent
hemotransfusions, hydroksiurea, iron-helation therapy.

Kpurepuii '

MMOKA3ATEJI 7. Ily0nukaiun ¥ foxaAaad, Ny0IHKYBAHH B HAYYHH H3TaHUS,
pedepupanu 1 HHAEKCHPAHU B CBETOBHOH3BEeCTHH 0a3u AaHHH C HAYYHA
uHdopmauun

ITBJIHOTEKCTOBH ITVBJIHKALIHH

I'-11. Burnusuzov H., M. Yordanova, B. Avramova, N. Yurukova, K. Bachvarov, A.
Muchinova, 1. Vlahova, A. Stoyanova, I. Mumdzhiev, L. Ivanova, N. Spasov, E.
Peteva, M. Belcheva, H. Hristozova, M. Spasova, V. Kaleva, D. Bobev, D.
Konstantinov. Treatment of Childhood Acute Myeloid Leukemia in Bulgaria. Folia
Medica 2018; 60 (2): 234-240

Pesiome: Jlewenue na ocmpa muerobaacmua neekemusn npu oeya 8 bvazapus

Ipe3 mocneaHnTE YETUPH JECETHISTHS MPOrHO3aTa 3a JETCKATa OCTPa MUEIOH/IHA
neBkemus (AML) e 3HAaUMTENHO NMogoOpeHa Nopay YBEIMYABAHE HA OTHOCHTEHUS
Isu Ha neaHara pemucus (CR), npexxusiemoctta 6e3 cuOutud (EFS) 1 HamanssaHe
Ha paHHaTa cMBpTHOCT. Peruausupaiiara AML Bce ole ocTaBa TEpaneBTHHHO
IPEeIU3BHKATENICTBO.

Llen: Ja ce mpoyuar pesynraTtute oT JeueHuneTo Ha AML B 6snrapckure
NeAHaTPUYHY OHKOXEMATOJOTHYHH LIEHTPOBE.

Marepuanu u MeToau: HanpaseH € peTpocleKTUBEH aHANH3 Ha PE3YATaTHTE OT
JeYeHHETO Ha Aelia H FoHOIIHM (BB3pact oT 0 1o 20 roguHK) ¢ nbpBU4Ha AML,
TIPOBEIKAAIIH JiedeHHe o yHHuUIpaH npotokor AML BFM.

PesynTaru: B mpoy4BaHeTo ca BKIKOUYEHU 97 HOBOAMArHOCTHLMPAHH MauuenTH (44
MoMuyeTa H 53 MoMueTa) ¢ AML B brnrapus mexay 2003 u 2016 r. Cpeanara
BB3pacT nmpu auarnoszara e 10.2 roaunu. Hali-uectuar FAB-mopdonoruyen nogrun e
M2, mocnensan ot M4. [Irpsara menHa pemucus (CR1) e mocturnara npu 83
nanuenTy (85.6%). 13-rogumnusat EFS e 49%, nokaro o6inara npexussiemoct (OS)
e 54.6%. Meagecet u cegem (27.8%) malHeHTH ca peLlHIUBHPAIH, KATO CaMO S OT
TSAX C2 BCE OLLE JKUBHM KbM Kpas Ha NepHoia Ha H3cleIBaHe.

3akmouenue: EFS u OS 3a genara ¢ AML B brirapus ca cpaBHHMH © Te3H,
JOKIaJBaHK OT ApYry eBpormeiicku rpynu. IIporuosara 3a peunaus Ha AML ocrasa
Bce Olle HebnaronpuATHA 3a ocaeaHuTe 13 rogunH.

Abstract: During the last four decades the prognosis of childhood acute myeloid
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leukemia (AML) has been substantially improved due to an increase in complete
remission (CR) rates, event-free survival (EFS) and reduced early mortality. The
relapsed AML still remains a therapeutic challenge.

Aim: To report the AML treatment results of the Bulgarian pediatric
oncohematological centers.

Materials and methods: Retrospective analysis of the treatment results of children and
adolescents (age from O to 20 years) with primary AML. Unified AML BFM-
backbone type treatment protocol is used.

Results: This study included 97 newly diagnosed patients (44 girls and 53 boys) with
AML in Bulgaria between 2003 and 2016. The median age at diagnosis was 10.2
years. The most frequent FAB-morphologic subtype was M2 followed by M4. First
complete remission (CR1) was achieved in 83 patients (85.6 %). The 13-year EFS
was 49 %, while the overall survival (OS) was 54.6 %. Twenty seven (27.8 %)
patients relapsed, with only 5 of them being still alive towards the end of the study
period.

Conclusion: The EFS and OS for the children with AML in Bulgaria are comparable
with those reported by other European groups. The prognosis of relapsed AML
remains still unfavorable for the past 13 years.

I-12. benuepa M., H. Vinesa, X. Xpucrozora, B. Kanesa, B. HMoTosa. MeTabonuren
CHHJPOM CIIE[ 3aBBPILEHO JIeUeHHE 110 MTOBOA ocTpa MuM(poOIacTHA JCBKEMHS B
AETCKa Bb3pacT: pe3yaTaTy OT eIUH KIHHUYeH UeHTsp B benrapus. Heduampus
2019; 1: 37-41

Pesiome:

ToBa nmpoyuBaHe aHaNKU3MPa YECTOTATA U XAPAKTEPHCTHKATE HA METabOIHTHHS
cuaapom (MS) cpen 47 ouenenu gena ¢ octpa mumdbodiaactHa neskeMus (ALL),
JIEKyBaHH B €IMH UeHTHp. CpeHaTa BB3pacT npu ouenkara e 20.6 roguns (IpanazoHn
9-32), a cpenHaTa NPOIBLKUTEIHOCT Ha NpocienasaHero € 13.2 rogquny (quana3od
5-25). Koutponsara rpyna BijIOYBa 35 10OpOBOILM, OTIOBapAIIM Ha BL3pacTTa U
noja. 3Mepenu ca aykconordunu (BMCOUMHA, Terno, BMI u 06HKoIKa Ha TalHATa
(WC) u duznonoruysy napameTpy (apTepuanHo Hausrane). BHOXUMHYHHTE TECTOBE
BKJTKOUBAT CEpyMHa TIII0K03a U JuuaeH npodun. MS ce onpenens B CLOTBETCTBHE C
KoHceHcyca Ha MexnyHaponHara ¢eepanys 3a quader.

MS e no-4ecTo cpen ABITCCPOUHO IIPEKUBENH Aenia ¢ ALL B cpaBHeHMe che 3ApaBu
koHTponH — 14.9% cpeuty 0% (p < 0.007). IpexxuBennure Meike Hajx ¥ nmox 18 ronunum
ca [TO-CKJIOHHH fa ce npeactasar ¢ MC, 0TKONKOTO MEBKKH KOHTPONH OT CHIUTE
BB3pacToBU rpynH (24% cpemy 0%, p < 0.007 u 17% cpetry 0%, p < 0.02)
choTBeTHO. Hali-pasnpocTpanenuTe koMitoHeHTH Ha MC KakTo IpH OLUeNe/n, Taka |
npu koutpomu ca WC (31.9% cpeiny 5.7%, p < 0.001) u (53.25% cpemy 14.3%, p <
0.001). Yectotara Ha WC 1 HDL-xonecTepon ChII0 € 3HAYUTEITHO [10-BUCOKA CPel
no-mnapute (ox 18) u mo-eu3pacTHUTE (Hax 18) owelneny B CpaBHEHHUE ¢
KoHTponuTe. OLenenuTe UMaT eqUH, IBa WX TpH npusHaka Ha MS no-uecto,
OTKONIKOTO KOHTpoNuTe (ChOTBETHO 34% cpemy 14.3%, 17% cpenty 8.6% u 12.8%
cperry 0%). MiMa cnaba monoxuTe/HA HECHIECTBEHA BPh3Ka MEX Y KpaHHAIHATA
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nbueTepanui U MS (p = 0.097) npu MBxKETE.

MS e mo-4ecT cpel BCHHKH OLleNeNy NalieHTH, ocobeHo cpel MLKeTe U Te3u Hap 18
roguHu. MS npu3sHaiure ce nosgBsABaT CKOPO clel JeYSHHETO, 0OHKHOBEHO KaTo
abOMHMHAIHO 3aTIBCTABAHE M HAPYLIGHHS B IHNHAHNA Npodui. PyTHHHOTO
poCieIIBaHe Ha MALMEHTH B ABArocpodHa peMucus cieg ALL B AeTcKa Bn3pacT
TpsA0Ba [la BK/IIOYBA OLIEHKA HA MeTabOIMTHUA PUCK.

Abstract: Metabolitic Syndrome in Childhood Acute Lymphoblastic Leukemia
Survivors: results from a Single Center in Bulgaria

This study analyzes the frequency and characteristics of metabolic syndrome (MS)
among 47 survivors of childhood acute lymphoblastic leukemia (ALL) treated at a
single center. Mean age at evaluation was 20.6 years (range 9-32) and mean follow-
up duration was 13.2 years (range 5-25). The control groupmincluded 35 age- and
sex-matched healthy volunteers. Auxologic (height, weight, BMI and waist
circumference (WC) and physiological parameters (arterial pressure) were measured.
Biochemical tests included serum glucose and lipid profile. The MS was defined
according to the International Diabetes Federation’s consensus.

MS was more frequent among long-term ALL survivors as compared with healthy
controls — 14.9 % vs 0% (p < 0.007). Male survivors above and under 18 years of age
were more likely to present with MS than male controls of the same age groups (24%
vs 0%, p < 0.007 and 17% vs 0%, p < 0.02) respectively. Most prevalent components
of MS in both survivors and controls were WC (31.9% vs 5.7%, p < 0.001) and
(53.25% vs 14.3%, p < 0.001). The frequency rates of WC and HDL-cholesterol were
also significantly higher among younger (under 18) and older (above 18) survivors as
compared to controls. Survivors presented with one, two, or three MS signs
frequently than controls (34% vs 14.3%, 17% vs 8.6% and 12.8% vs 0%,
respectively). There was a weak positive nonsignificant relationship between cranial
radiotherapy and MS (p = 0.097) in males.

MS is more frequent among childhood ALL survivors, especially among men and
those above 18 years of age. MC signs appear shortly after treatment, usually
throught abdominal obesity and lipid profile abnormalities. Routine follow-up of
childhood ALL patients in long-term remission should include an assessment of
metabolic risk.

I'-13. Raynova L., V. Kaleva. Report on clinical manifestations and treatment
difficulties of toxocara infection in six children in Bulgaria. Journal of Pediatric
Infectious Diseases 2010; 5: 111-113

Pesiome: Knunuunu nposgu u mpyoHoCmy Hpu Je4eHUemo Ha MOKCOKApa UHpexyys
npu wecm deya 6 borzapus

TokcoxapuazaTa 0OMKHOBEHO C€ IIPOSIBABA KATO BUCLIEpAJIHA 1apBa MUIPAHC U €
panko cpobuasano 3abogBane B pa3IMdHATE CTPaHHU MO cBeTa. B To3u noknap ce
OIHCBAT LUECT CIy4ad Ha /I, KOUTO ¢a XOCIHUTATH3HPAHH TTopay
xKeaa3oaeduunTHA aHeMud. B Xxoaa Ha TAXHATa XOCIUTANH3ALMS € OTKPHTAa BUCOKA
€03MHO(UIIHA TJIEOLMTO32 B epU(epHaTa KPBB U [IOCHEABALIUTE CEPOIOTHYHI
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#3c/IeIBalud 3a TOKCOKapHas3a pasKpHBaT NOJIOKUTENHH pe3yaTatd. IIpoeenemu ca
nabopaTOpHH TECTOBE NPH BCUYKY 6 MALMEHTH C JIBA METOMA — CH3HUMHO CBBP3aH
umyHocopbenTeH TecT IgG u Western blot. [TonoOpsiane Ha KIUHHYHUTE H
nabopaTOpHHU pe3yNTaTH ¢ IOCTUTHATO ¢ NOMOLITA Ha JIBA Kypea ¢ albendazole,
aHTHAaHEeMHYHH JIEKapCTBA ¥ BUTaMHHU. [lo OTHOIIEHHE Ha TO3M BBIPOC CUMTAME, Ue
B JH(epeHIaTHaTa JUarHo3a Ha TeKKa aHEMUs ¢ e03HHOGMIMS 1IpH ena TpsabBa Ia
CE BKJIKOYHM H TOKCOKapuasa.

Abstract: Toxocariasis is usually manifested as a visceral larva migrans and is a
rarely reported disease in many countries worldwide. In this report, we describe six
cases of children, who were hospitalized due to iron deficiency anemia. In the course
of their hospitalization, high eosinophilic pleocytosis in peripheral blood was
detected and subsequent serological testing for toxocariasis revealed positive results.
Laboratory tests were carried out for all 6 patients with two methods-enzyme-linked
immunosorbent assay IgG and Western blot. Improvement in the clinical and
laboratory results was achieved using two courses of albendazole, anti-anemic drugs
and vitamins. Regarding this issue, we consider that in the differential diagnosis of
severe anemia in children toxocariasis should be included.

I'-14. Balatzenko G., M, Guenova, 1. Kalinova, M. Belcheva, H. Hristozova, V.
Kaleva. Simultaneous occurrence of ETV6-RUNX1 and BCR-ABLI (ela2)
transcripts in a child with B-cell acute lymphoblastic leukemia. Carncer Genetics,
2013; 206 (3): 97-101. doi: 10.1016/j.cancergen.2013.01.004 (IF 2.417)

Peziome: Eonoepemenna nossa na ETV6-RUNXI u BCR-ABLI (ela2) ¢ysuonnu
mpanckpunmy npu deme ¢ B-xnemvuna ocmpa sum@obracmua neeremiis
IIpencraped € psAabk cay4ait Ha 3-roguinHo MoMyue ¢ B-kinersuna octpa
AumdobdaacTHa aeBxeMus (B-ALL), koliTo ce XapaKkTepuzHpa eJHOBPEMEHHO C B
pasanuey §y3HoHHH TpaHckpunTi: ETV6-RUNX1 Q2 u BCR-ABLI (ela2).
[lalHeHTET € ¢ BHCOKA TeMIlepaTypa, IMaApKs, HOPMAaJIHH CTOHHOCTIH Ha GenuTe
KpPBBHH KIIETKH OT 5.9 X 109/L, 6e3 aOHOPMHU KIIETKH, aHEMHS B TPOMOOIUTONCHNS,
KaKTO M yBeNHYEeH YepeH Jipod Ge3 crenoMeranysa. KocTHUAT MO3BK € MoadepTaHo
XUIepeTy/IapeH ¢ TOTallHa HHQHUITPAIKs Ha arpaHynapHd THMOOUIHY O1aCTHH
kietky ¢ B-1I (npe-B) sumdobnacten denotun: cyCD79a (+), CD19 (+), sCD22 (+),
CD10 (+), CD20 (-), CD34 (+) u sIgM (-), c HesscHa abepaHTHA KOSKCIIPECHS Ha
MEenouAHO-acotnupanute Mapkepu CD13 (+) u CD33 (+). KOHBEHITHOHATHHAT
LUHTOTEHETHYEH aHallu3 € HeyCIelleH. Brlpeku ToBa, MONEKYISPHUSLT aHAIH3
paskpusa BCR-ABLI (p190) u ETV6-RUNX]1 tpauckpunta. [locTaBena e guaruosa
BCR-ABLI (p190) nonoxkurenna u ETV6-RUNX 1 -onoskurenna B-ALL u
nedenueTo e 3anogHano cerinacHo Q3 AIEOP-BFM-ALL2000 npotokon. [IsnHa
PEMHUCHS € IOCTHIHATA CIel IBPBUS MHAYKIMOHEH KypC Ha XUMHOTEPANHA.
JBaHageceT Mecelia clef] MOCTABIHETO Ha THATHO3ATa IETETO € XKHBO ¢ HHBA Ha
ocTarbuHO 3abonseane < 0.05%, OLICHESHH KaKTO upe3 8-1IBeTHA MOTOYHA
UuTOMETpHA, Taka 1 ¢ PCR.
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Abstract: We report on a rare case of a 3-year-old boy with B-cell acute
lymphoblastic leukemia (B-ALL), which was characterized simultaneously with two
different fusion transcripts: ETV6-RUNX1 Q2 and BCR-ABLI (ela2). The patient
presented with fever, diarrhea, normal white blood cell counts of 5.9x109/L without
circulating abnormal cells, anemia, and thrombocytopenia, as well as an enlarged
liver without splenomegaly. The bone marrow was markedly hypercellular with a
total infiltration of agranular lymphoid blast cells with a B-II (pre-B) lymphoblastic
phenotype: cyCD79%a(+), CD19(+), sCD22(+), CD10(+), CD20(-), CDD34(+), and
sIgM(-), with dim aberrant co-expression of the myeloid-associated markers CD13(+)
and CD33(+). Conventional cytogenetic analysis was unsuccessful; however,
molecular analysis revealed the BCR-ABL1I (p190) and ETV6-RUNXI1 transcripts. A
diagnosis of BCR-ABLI (p190)-positive and ETV6-RUNX1-positive B-ALL was
made, and treatment was initiated according to the Q3 AIEOP-BFM-ALL2000
protocol. A complete remission was achieved after the first induction course of
chemotherapy. Twelve months after the diagnosis, the child is alive with levels of
residual disease of < 0.05 % estimated both by 8-color flow cytometry and real-time
quantitative reverse transcription-polymerase chain reaction.

I'-15. Carpenter JP, RM. Pennell, T. He, P. Kirk, L. Anderson, J. Porter, J. Walker, R.
Galanello, F. Danjou, G. Forni, A. Kattamis, V. Ladis, M. Drossou, D. Vini, A.
Michos, V. Perifanis, T. Hazirolan, A. Almeida, Y. Aydinok, S. Bayraktaroglu, M.
Rangelova, D. Stoyanova, V. Kaleva, G. Tonev, A. El-Beshlawy, M. Elalfy, I. Al-
Nasser, W-Y Au, S-Y Ha, Ch-K Li, W. Chu, L. Chan, M-Y Lu, L. Wahidiyat, M.
Merelles-Pulcini, J. de Lara Fernandes, F. Kay, P.J. Ho, J. Hankins, M. Cappellini, S.
Daar, J. Sathar, A. Taher, G. Kontoghiorges, K. Belhoul, A. Thompson, J.
Kwiatkowski, Ru-San Tan, I. Thuret, C. Badens. International survey of T2*
cardiovascular magnetic resonance in Beta-thalassaemia major. Haematologica,
2013; 98 (9): 1368-1374 (IF 5.868)

Peszrome: Mexcoynapoodrno uscnedsane ra T2* copdeyHo-cv008 MAzHUMEH PEIOHAHC
npu b-manacemus matiop

HarpyrnsaHeTo Ha MHOKAp/IHO XKENA30 € IPUIKHA 32 ChPJEeYHa HENOCTATEYHOCT H
PaHHA CMBLPT [IPH MOBEYETO AHEHTH ¢ TpaHC()Y3HOHHO-3aBHCHMA Tajacemust. T2*
ChPAEHHO-CHOB MarHuTeH pesoHarc (T2*) ocurypssa KanudpupaHy,
BB3[POM3BO(MMH M3MEPBAHHA Ha MHOKapIHOTO *eJIa30. BeIpeKy ToBa, MMa MajIKo
IOaHHHA OTHOCHO HATPYIAHOTO XKENA30 B MUOKap/Ia ¥ BPB3KATa My € PE3YATATUTE B
uenus cear, Crobinasa ce 3a nmpoyusane Ha 3095 mauueHTH B 27 LEHTBPA B CBETA,
usnomsBamm T2%, Ananusupany ca H3XOAHOTO HUBO Ha T2* u Opost Ha MalUeHTH
ChC CHMITTOMH Ha ChPeUHa HENOCTATHYHOCT MIPH IIHPBO CKaHKpaHe (AehHHHpaHu
KATO CHMITTOMH M IPH3HAIN Ha ChpAedHa HEeIOCTaTHYHOCT ¢ OOEKTHBHU
AOKa3zaTencTBa 3a JucYHKHHA Ha JIABaTa KaMepa) 3aeHO ¢ [o-MoApobHa
MH(OOPMALK 38 TE3H NAIHEHTH, KOUTO BIIOCIEICTBHE Ca Pa3BUIIM ChpJAEYHA
HEJOCTATHRYHOCT MIIK €& IIOYHHANH. B Ta3H CBETOBHA KOXOPTA OT IAIIUEHTH C
TanaceMus Maliop Hag 43% ca uManu yMepeHo/Te)XXKo HaTOBapBaHe Ha MUOKapAa C
HKETA30 ChC 3HAYMTENIHM reorpad)cki pazankH, a cTolHHocTUTe Ha T2* no-manko ot
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10 ms ca cuaHO CBBD3AHH CBC CHP/JCHHA HEJIOCTATEYHOCT H CMEPT.

Abstract: Accumulation of myocardial iron is the cause of heart failure and early
death in most transfused thalassemia major patients. T2* cardiovascular magnetic
resonance provides calibrated, reproducible measurements of myocardial iron.
However, there are few data regarding myocardial iron loading and its relation to
outcome across the world. A survey is reported of 3.095 patients in 27 worldwide
centers using T2* cardiovascular magnetic resonance. Data on baseline T2* and
numbers of patients with symptoms of heart failure at first scan (defined as symptoms
and signs of heart failure with objective evidence of left ventricular dysfunction) were
requested together with more detailed information about patients who subsequently
developed heart failure or died. In this worldwide cohort of thalassemia major
patients, over 43% had moderate/severe myocardial iron loading with significant
geographical differences, and myocardial T2* values less than 10 ms were strongly
associated with heart failure and death.

I'-16. Ljung R., G. Kenet, M.E. Mancuso, V. Kaleva, L. Rusen, D. Tsenekiidou-
Stoeter, L.A. Michaels, A. Shah, W. Hong, M. Maas Enriquez.BAY 81-8973 safety
and efficacy for prophylaxis and treatment of bleeds in previously treated children
with severe haemophilia A: results of the LEOPOLD Kids Trial. Haemophilia 2016;
22 (3): 354-360 (IF 3.569)

Peszwome: Besonacnocm u egpuxacnocm na BAY 81-8973 za npogunaxmura u nevenue
HA KPoBOUITUSY HPU NO-PAHO EKY8aHY 0eya ¢ medcka xemounusn A: peyimamu om
LEQPOLD Kids Trial

BAY 81-8973, nemoauduuupas, MbIHOBEpHKEH, peKoMOMHaHTeH (akTop VIII
(FVIIY), paspaboreH 3a neyeHue Ha xeMopuiIua A, Ma ChLIaTa IBPBHYHA
AMUHOKHCENHHHA TOCIIEI0BATENHOCT KaTo 3axapo3a-GopMyIupaHua PeKOMOMHAHTEH
FVIII, Ho ce npoussexiia ¢ 10-MOCPHH [IPOU3BOACTBEHH TEXHOJIOTHH.

Len: Ha ce nemoncrpupa OezonacHocT U epukacHocT Ha BAY 81-8973 za
NPOQUIaKTHKA U JeYSHHE Ha KPHROU3IUBH IIPH JCKYBaHH ela ¢ XeMOUIHs.
Merou: B Tasu ¢asza I, MEOTOLEHTPOBO, OTKPHTO, HEPAHIOMH3HPAHO IPOYUBAHE
MOMUYETA Ha BB3pacT < 12 rojmuH ¢ Texka xeModunusa A 1 > 50 JHH Ha eKCIIO3UIHS
(ED) va npoxyxru ¢ FVIII ca monyuywnu npodunaxtuka ¢ BAY 81 8973 25-50 IU
kg'1 > 2 meTH ceaMuyHO 3a = 50 EDs. KpaiinaTta Touka Ha e(h)UKacHOCT € TONHIICH
Opo#i Ha KpbBOM3NMBY. OLEeHEHH ca HesxenanuTe ceOuTui (AEs) 4 HMMyHOTSHHOCTTA.
Hspomu: Ilpodunaxtrkara ¢ BAY 81-8973 ¢ moMoliTa Ha HEIHBUIYATH3UPAHH
CXeMH 32 NpoHIaKTHKA OT 2 X Ha CeIMHUIIa, 3 X Ha CeIMHUIA U IIpe3 JIeH ¢ cHKacHa
3a Npo(UIAKTHKA K IeueHHe Ha KPBBOU3IMBH IIPH JIENa C TexKa XeModunus A.
JIeuennero c BAY 81-8973 ce noHaca modpe.

Abstract: BAY 81-8973, a full-length, unmodified, recombinant factor VIIT (FVIII)
in development for treatment of haemophilia A, has the same primary amino acid
sequence as Bayer’s sucrose-formulated recombinant FVIII but is produced with
more advanced manufacturing technologies. Aim: To demonstrate safety and efficacy
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of BAY 81-8973 for prophylaxis and treatment of bleeds in previously treated
children. Methods: In this phase III, multicentre, open-label, nonrandomized study,
boys aged < 12 years with severe haemophilia A and > 50 exposure days (EDs) to
FVIII products received prophylaxis with BAY 81 8973 25-50 IU kg'I > 2 times
weekly for > 50 EDs. The efficacy endpoint was annualized number of total bleeds.
Adverse events (AEs) and immunogenicity were assessed. No drug-related serious
AEs or inhibitors were reported. Conclusions: Prophylaxis with BAY 81-8973 using
individualized prophylaxis regimens of 2 x per week, 3 x per week and every other-
day infusions was efficacious in prevention and treatment of bleeds in children with
severe haemophilia A. Treatment with BAY 81-8973 was well tolerated.

I'-17. De Sanctis V., Soliman AT., Canatan D,, Elsedfy H., Karimi M., Daar S.,
Rimawi H., Christou S., Skordis N., Tzoulis P., Sobti P., Kakkar S., Kilinc Y., Khater
D., Alyaarubi SA., Kaleva V., Lum SH., Yassin MA., Saki F., Obiedat M., Anastasi
S., Galati MC., Raiola G., Campisi S., Soliman N., Elshinawy M., Jaouni SA., Di
Maio S., Wali Y., Elhakim [Z., Kattamis C. An ICET-A survey on
Hypoparathyroidism in Patients with Thalassaemia Major and Intermedia: A
preliminary report. Acta Biomed 2017, 88 (4): 435-444. doi:
10.23750/abm.v88i4.6837

Pesiome: ICET — npoyusane 3a Xunonapamupeoudusom Hpu RayueHmu ¢ maiacemus
matiop u unmepmedus

XunonapatupeouausMbT (HPT) e psanko 3aonssane ¢ BOJEIM CHMITOMH Ha
XHIIOKANLEMHUsA, CBBP3aHO ¢ BHCOKM HHBA Ha cepymen (ocdop ¥ OTCHCTBAILH KK
MHOTO HHCKHM HUBa Ha mapatupeoneH xopmoH (PTH). IIpu namuenTu ¢ TaraceMus
HPT ce o6scHsABa ITABHO ¢ TPaHC(Y3HOHHOTO [IPETOBAPBAHE € XeENs30 U
HEOMITUMAHA JKeTsA30-XenaTupania Tepanus. OCHOBHUTE LIE/IM Ha TOBA NPOYUBAHE ca
A4 Ce [PeIoCcTaBsAT JaHHH 32 PasIpOCTPaHEHHETO, AeMOrpadcKUTe H KIHHHYHUTE
ocobenoctyn Ha HPT npu nauuenty ¢ tanacemus maitop (TM) ¥ untepmenua (T1),
JKHBECIIH B PA3IUUHH CTPaHH, U Ja CE OLCHH Bb3JSHCTBHETO MY B KIMHAYHATA
MEIHIMICKA NPaKTHKA. B mpoyuBanero ca BkirodeHH 18 uedTspa, neKyBaliy obmo
3023 naumentn ¢ TM, 1 739 — ¢ TU. HPT e chobmeno npu 206 (6.8%) nauneHTH ¢
TM u 33 (4.4%) nanpentu ¢ TU. Brnpexkn ye eHZOKPUHHUTE YCIOMKHEHHU €A I10-
yecTH npH nanueHTH ¢ TM, HeTpaHchy3upaHK HIX PJIKO TpaHcdy3upaHH MaLKUEeHTH
¢ TU mpersprsBat nog00eH CHEKTHP OT YCAOKHEHH, HO C HO-HUCKA YECTOTA B
CpaBHEHME ¢ pejoBHO TpaHchy3UPaHHTE AIMEHTH. B 3aKoueHue, BRIIPEKH Ye
TONIIM MEKAYHAPOJAEH PerucThp OH MOMOrHAI 33 TO-100pOoTO ONpeiensHe Ha
PasnpOCTPaHeHUETO, CHIBTCTBAILNTE 3a00ABaHUs U Hail-1o6poro neuenue Ha HPT,
4pe3 pe3ynTaTHTe OT TOBA [POyUYBaHE aBTOPUTE CE HaIsABaT Aa JaNaT IO-ACHO
pasz0upaHe Ha Te)KeCTTa Ha TOBa 3a00/IIBaHe U HETOBUTE HEYNOBIETBOPEHH HYMKIH.

Abstract: Hypoparathyroidism (HPT) is a rare disease with leading symptoms of
hypocalcemia, associated with high serum phosphorus levels and absent or
inappropriately low levels of parathyroid hormone (PTH). In patients with
thalassemias it is mainly attributed to transfusional iron overload, and suboptimal
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iron chelation therapy. The main objectives of this survey were to provide data on the
prevalence, demographic and clinical features of HPT in thalassemia major (TM) and
intermedia (TT) patients living in different countries, and to assess its impact in
clinical medical practice. Seventeen centers, treating a total of 3023 TM and 739 TI
patients, participated to the study. HPT was reported in 206 (6.8%) TM patients and
33 (4.4%) TI patients. Although endocrine complications were more common in
patients with TM, non transfused or infrequently transfused patients with TT suffered
a similar spectrum of complications but at a lower rate than their regularly transfused
counterparts. In conclusion, although a large international registry would help to
better define the prevalence, comorbidities and best treatment of HPT, through the
result of this survey we hope to give a clearer understanding of the burden of this
disease and its unmet needs.

I'-18. Banchev A., D. Stoyanova, D. Konstantinov, I. Ignatova, E. Peteva, V. Kaleva,
S. Kostova, N. Petkova, A. Dineva, A. Pavlova. Beyond the bleeding rates — HEAD-
US joint assessment in patients treated by late prophylaxis. Haemophilia 2019; 25
(00): 1-4 (IF 2.768)

Pesrome: HEAD-US oyenka Ha cmagrus anapam npu RAYUEHMU ¢ XeMopuaus,
JEKYEanY C KbCHA RPOpUIAKMUKA

IIepBu4HaTa Mpo@UIaKTHKA Ce CUUTA 32 "3IaTE€H CTAHAAPT" 3a JISUSHHE Ha NAalHEHTH
c xemodunua A (HA). Benpexu ToBa, kbcHaTa HPOMUIAKTHKA OCTaBa LIHPOKO
H3II0I3BaHa METOMKA 32 JICUSHHEe Ha Iella W MIIaJI Bh3PAaCTHH B MHOTO CTPaHH.
Ienu: [la ce olleHAT NIPOMEHUTE B CTABUTE Upe3 YATPA3IBYK [IPH MapaielieH aHaau3
Ha CHOOIIEHATa YeCTOTa Ha KLPBEHE B KOXOPTA, [IOJYYaBAIHA BTOPHYHA/KBCHA

PO HIAKTHKA.

Meroan: MHOTOLEHTPOBO MPOYUBaHe, BKNIOYBAIO 42 MAlUeHTH Ha 6—28 OJUHH ©
HA. I'ne3eHHuTE, KONEHHNUTE U TAaKETHUTE CTABH €4 OIICHSHH C TOMOIITA Ha
yarpasBykoB 11poTokoa HEAD-US u perpocniekTHBHO ¢hOpana uHpopMaLua 3a
cpefHa yecToTa Ha KbpBeHe (jBR) B crOTBETHUTE CTaBH 32 3-TOAUIIEH IEPHOI.
Pesynrarn: OneHeHn ca 252 crapu Ha 38 nelia U Miaid Bb3pacTHH ¢ Texkka HA u 4
nena c ymepena XA. Cpennara jBR 3a 3 ronunu e 17.6 (+16.4). YiTpasByKbT
OTKpHBA aHOManuu B 54.7% oT rnezeHHute crasu (mean HEAD US 2.2 +2.4),
47.8% ot konenere (mean HEAD US 0.96 + 1) u 19.5% ot u3cnenBaHuTe JaKeTHH
(mean HEAD US 0.73 + 1.6). YcTaHOBEHH Ca YMEPEHH 0 CHIIHH KOPEIALHH MEXIY
pesynrata Ha HEAD US B pasnuunuTe crasu 1 jBR.

3akmouenue: PesynTtatsT Ha HEAD US edexTHBHO OUEHSABA apTPONAaTHYHHTE
OTKIIOHEHHUs TIPH NALMEHTH, NPOBSKIANM KbcHA npodumakTuka. Jobparta
Kopealys Ha OTKpuTHsTA ¢ jJBR nara oueBnaHO obsicHeHHE 32 BpB3KaTa MEXIY
OTKIIOHEHUATa ¥ TIOJUIeXKANIOTO HAPYIHISHHE Ha KoaryaanusaTa.

Abstract: Primary prophylaxis is considered "gold standard" for the treatment of
patients with Haemophilia A (HA). Nevertheless, prophylaxis, initiated late in life
remains widely utilised treatment modality for children and young adults in many
countries. Objectives: To assess the joint changes through ultrasound in parallel
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analysis with the bleeding rates reported in a cohort receiving secondary/late
prophylaxis. Methods: Multi-centre study involving 42 patients aged 6-28 years
with a HA. Ankles, knees and elbows were evaluated using HEAD-US ultrasound
protocol and 3-year-joint bleeding rates (jBR) for the respected joints retrospectively
collected. Results: Assessed were 252 joints of 38 children and young adults with
severe HA and 4 children with moderate HA. The mean jBR for 3 years was 17.6
(+16.4). In 183 no bleeding was reported. Ultrasound detected abnormalities in
54,7% of the ankles {(mean HEAD US of 2.2 + 2.4), 47.8% of the knees (mean HEAD
US of 0.96 + 1) and 19.5% of the elbows (mean HEAD US (.73 + 1.6) examined.
Moderate to strong correlations were found between HEAD US score in different
joints and jBR. Conclusion: HEAD US score effectively evaluates arthropathic
abnormalities in patients on late prophylaxis. The good correlation of the findings
with the jBR grants obvious explanation for the link between the abnormalities and
the underlying coagulation disorder.

T'-19. De Sanctis V., Scliman A., El-Hakim 1., Christou S., Mariannis D., Karimi M.,
Ladis V., Kattamis A., Daar S., Yassin M., Canatan D., Galati MC., Raiola G.,
Campisi S., Kakkar S., Kaleva V., Saki F., Ellinides A., Pikis G., Di Maio S.,
Theodoridis C., Elsedfy H., Kattamis H. Marital status and Paternity in Patients with
Transfusion-Dependent Thalassemia (TDT) and Non Transfusion-Dependent
Thalassemia (NTDT): An CET-A multicenter survey in different countries. Acta
Biomed 2019; 90 (3): 000-000. doi: 10.23750/abm.v90i3.8586

Peszrome: Cemeiino nonodicerue u bauuHcmeo npyu NAYUeHmy ¢ MpaHcQY3UOHHO-
3asucuma manacemust (TDT) u nempancysuonno-sasucuma manacemusn (NTDT):
ICET Ilpoyueane 6 paznuyuru cmpani.

Pesiome. [TonoOpenara npeskupsieMocT rnpy Tanacemus maop (TM) noseae o
HapacTBail Opoit BE3pacTHH, KOUTO €€ HYXKIAAT OT CHELHATU3HPAHU TPHKU U
KOHCYJTAIMH 33 KOHKPETHH JKUTeHCKH CHOUTHSI, KaTO CeKCyalHa 3paIocT U
Ch3JaBaHe Ha CeMEHCTRO.

Henu Ha u3cnensanero; OCHOBHATA LEJ € Ja ¢e PEACTABAT Pe3yNTATUTE OT
[IPOy4BaHe, KOETO H3cleABa CeMefHOTO MOTI0KeHHe H ChCTOSHHETO Ha DaIllHHCTBO
[IPH TONIsIMa NOyJauus oT Be3pacTHH MExke ¢ TDT 1 NTDT, xxuBeeld B CTpal# ¢
BHCOKO paslpOCTPaHEHHE HA TallaceMus, U Nperne; Ha HaCTOsLaTa JUuTepaTypa,
M3I0/3Balld CHCTEMATHYHO ThPCEeHE Ha IYONUKYBaHH H3CNeIBaHUs.

Pesyararn: O6xBanaru ca obwe 966 nauuenTH oT 10 HeHTHpa 1o TanaceMus oT
MBIKKH 11071, Hax 18 rojuuu ¢ B-ranacemuu (738 TDT u 228 NTDT). Ot Tax 240
(24.8%) ca OUIH KEHEHH MJIM Ca XKHBENH € TAPTHROPH, a 726 (75.2%) ca
HeoMmxeHH. OT 240 nauuentn 184 (76.6%) ca uMaiy fena B paMKuTe Ha IbPBUTE
IBe roauHu oT 6paka. Cpennuar Opoit nena e 1.32 = 0.06 (1.27 = 0.07 npu naupenTH
¢ TAT u 1.47 £0.15 npu nauuenTd ¢ NTDT; p > 0.05). Or 184 nanuentu 150
(81.5%) umar ectecTBeHO 3aueBane, 23 (12.5%) H3UCKBAT HHOYKLUA Ha
criepmarorenesa ¢ ronagorponuHu (hCG u hMG), 8 (4.3%) ce HyxpasT oT
HHTpalTOmIa3Mena Hkekys Ha cnepMa (ICSI), a 3 umar ocunoBeHO nere. 39
maupedTd ¢ TDT v NTDT ca nouckaiyd MeauUHHCKA TOMOL, Thid KaTo He ¢a OHIH B
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CBCTOSHHE Aa 0allla 110 eCTECTBCH HaYMH.

Hzsomn: Hanlero uscnensane npenocrass noapodHa HHGOpMalKg B HOBa obnacr,
KBJAETO HMa MaNKo ChbBpeMEHHN NaHHK. Pa3dupanero Ha acleKTHTE Ha MBAKKOTO
PETIPOAYKTHBHO 3/IpaBE € BaXKHO 32 JICKapHTE, aHTKUPAHH C TPHXKHUTE 32 MBXKe C
TaNaceMHUH, 12 NpeiafaT IIOCIaHUETO, Te NePCIICKTHBHUTE 33 GAIUHCTRO ca
NOTEHUUATHO A00pU MOPaIH IPOrPECHBHUTE IOIOOPEHHS B CXEMUTE Ha JICUCHUC H
NOAABPHKAIIATE TPHKH.

Abstract: Improved survival has led to a growing number of adults requiring
specialised care and counselling for specific life events, such as sexual maturity and
acquisition of a family. Aims of the study: The main aim is to present the results of a
survey that investigated the marital and paternity status in a large population of adult
males with TDT and NTDT living in countries with a high prevalence of thalassemia
and to review of current literature using a systematic search for published studies.
Resuits: Ten out of 16 Thalassemia Centres (62.5%) of the ICET-A Network, treating
a total of 966 male patients, aged above 18 years with B-thalassemias (738 TDT and
228 NTDT), participated in the study. Of the 966 patients, 240 (24.8%) were married
or lived with partners, and 726 (75.2%) unmarried. The mean age at marriage was
29.7 + 0.3 years. Of 240 patients, 184 (76.6%) had children within the first two years
of marriage (2.1 + (.1 years, median 2 years, range 1.8 - 2.3 years). The average
number of children was 1.32 + 0.06 (1.27 + 0.07 in TDT patients and 1.47 +0.15 in
NTDT patients; p > 0.05). Of 184 patients, 150 (81.5%) had natural conception, 23
(12.5%) required induction of spermatogenesis with gonadotropins (hCG and hMG),
8 (4.3 %) needed intracytoplasmic sperm injection (ICSI) and 3 adopted a child. 39
patients with TDT and NTDT asked for medical help as they were unable to father
naturally: Conclusions: Our study provides detailed information in a novel area where
there are few contemporary data. Understanding the aspects of male reproductive
health is important for physicians involved in the care of men with thalassemias to
convey the message that prospects for fatherhood are potentially good due to
progressive improvements in treatment regimens and supportive care.

IIYB/THKYBAHH PE3FOMETA

I'-20. Ljung R., G. Kenet, E. Santagostino, V. Kaleva, L. Rusen, D. Tseneklidou-
Stoeter, LA. Michaels, A. Shah, W. Hong. Safety and Efficacy of BAY 81-8973 for
Prophylaxis and Treatment of Bleeds in Previously Treated Children With Severe
Hemophilia A: Results of the LEOPOLD Kids Study, Part A. P-T-016, WFH 2014
World Congress, 11-15 May 2014 Melbourne, Australia. Haemophilia 2014; 20
(Suppl. 3): 22 (IF 2.603)

Pesiome: Bezonacnocm u epuxacrocm na BAY 81-8973 3a npogunaxmura u neuerue
HA KpBeOU3NUBH NPU NO-DAHO JEKYEAHU Oeyd ¢ meicka xeMoguausa A: pesynmamu om
npoyusanemo LEOPOLD Kids, uvacm A

Boeeaenue u uenu: BAY 81-8973 e HoB pexomOunanten gaxrtop VII (FVIII) 3a
nevyeHue Ha xemohunust A. Llenta Ha ToBa NpoydyBaHe € Ja MoKaxe 0€30IMacHOCTTA i
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eduxacHocTTa Ha BAY 81 8973 3a mpodunakTHKa K IeueHHE HA KbPBEHE U [0 BPEME
HA OIIEpalUH IIpH Jiena ¢ Texka xeMohunus A.

Marepnanu 1 metonu: Tazu dasa I, MHOTOLIEHTPOBO, OTBOPEHO, HEPAHJOMH3HPAHO
Mpoy4YBaHe € yacT OT Iporpamara 3a KIMHH4HO usnursade LEOPOLD. Yact A ot
TOBA JBYETAIHO [POYUBAaHE BK/IIOYBA MOMYETA Ha BB3pacT < 12 roquHHU C TexKa
xemotunusa A ¢ > 50 guu Ha excriosuuus (EDs) Ha npoayktu Ha FVIII 6e3 anamHes3a
3a uHxuOuTopH. Ilanmentute nomydapar BAY 81-8973 npodunaxtuka 25-50 [U/kg
> 2 neTH ceaMU4HoO. [IpoyyBaHeTo npoaLIkaBa A0 gocturane Ha > 50 E]l Ha
nauueHT (npubnusurento 6-8 meceua) u nabmonenue 3a > 100 EJI. 3anuceanero Ha
NALMCHTUTE € MOCTANHe, KATO CE 3a[l04YBa C [TALMEHTH Ha BB3pacT 6-12 roauHy,
NOCNeIBaHK OT MalMeHTH Ha Bb3pacT < 6 rogunu. OCHOBHATA KpaliHa TOYKa Ha
etuxacHoCT € cpeneH roguiuet 0poii Ha CTaBHU KPBBOW3IMBH, BE3HUKHANH B
paMkuTe Ha 48 yaca crnes npeguiIHaTa HHKEKIHS 3a IpodHIaKTHKA.

Pesyntatu: Cpenuusar roauiies Opoil Ha KPbBOM3IMBUTE B paMKUTe Ha 48 yaca oT
MpeUnIHATA MHKEKIH 3a npopunakrika € 1.88 (0-3.97) 3a rpynara Ha BB3pacT < 6
ropuny, 0 (0-1.96) 3a rpymnara Ha Bb3pact 6-12 roaunu u 0 (0-3.95) 3a
KoMOuHUpaHuTe BE3pacToBy rpymu. Cpeauusar (IQR) roguiuen 6poit Ha cEBMECTHH
KPBBOM3IHUBH W CITOHTAHHH KPBBOU3/IKMBHU B pamkuTe Ha 48-uacos nmepuon ca 0 (0-0)
3a KOMOUMHMpaHuTe Bp3pacToBu rpyry. Cpeguust (IQR) roaumien 6poit
KPBBOM3IHBH 32 KOMOMHHPAaHUTE Bh3pacToBH rpymu e 1.90 (0-6.02) 3a obiu
kpseousnuey, O (0-2.01) 3a crasuu kpbBouzmuBU U 0 (0 0) 3a cnonTannu
KpBbBOM2nHBH. He ce crobliaBa 3a CBBp3any ¢ IEYCHMETO cepHo3HM AL unu
UHXHOUTOPH.

Uzsogu: YcraHoBeHo ¢, 4e npoduiIakTHHHOTO Jedenue ¢ BAY 81-8973 e edukacHo
3a Mpo(HNakTHKa K JTeYeHNe Ha KPbBOU3INBH IIPH Jclia ¢ TEKKA XeMOQHIHA A.
BAY 81-8973 coiio nokaspa gobpa IOHOCHMOCT.

Abstract: Introduction and Objectives: BAY 81-8973 is a new full-length
recombinant factor VIII (FVIII) product in development for treatment of hemophilia
A. The aim of this study was to demonstrate the safety and efficacy of BAY 81 8973
for prophylaxis and treatment of bleeds and during surgeries in children with severe
hemophilia A.

Materials and Methods: This phase 3, multicentre, open-label, nonrandomized study
was part of the LEOPOLD clinical trial program. Part A of this 2-part study included
boys aged < 12 years with severe hemophilia A with > 50 exposure days (EDs) to any
FVII product and no history of FVIII inhibitors. Patients received BAY 81-8973
prophylaxis 25-50 IU/kg > 2 times weekly. The primary efficacy endpoint was the
annualized number of total bleeds that occurred within 48 hours of the previous
prophylaxis injection. Additional efficacy variables included the annualized number
of total bleeds, joint bleeds, and spontaneous bleeds. Safety endpoints included
adverse events (AEs) and immunogenicity. The main study results from part A are
presented here.

Results: The median (interquartile range [IQR]) annualized number of total bleeds
within 48 hours of the previous prophylaxis injection was 1.88 (0-3.97) for the group
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aged < 6 years, 0 (0-1.96) for the group aged 6—12 years, and 0 (0-3.95) for the
combined age groups. The median (IQR) annualized numbers of joint bleeds and
spontaneous bleeds within the 48-hour period were both 0 (0-0) for the combined age
groups. Median (IQR) annualized number of bleeds for the combined age groups was
1.90 {0-6.02) for total bleeds, 0 (0-2.01) for joint bleeds, and 0 (0 0) for spontaneous
bleeds, No treatment-related serious AEs or inhibitors were reported.

Conclusions: Prophylactic treatment with BAY 81-8973 was found to be efficacious
in prevention and treatment of bleeds in children with severe hemophilia A. BAY 81-
8973 also exhibited good tolerability.

I'-21. Dimova M., B. Kanazirev, V. Kaleva, S. Gercheva, L. Gercheva, K. Petrova, V.
Zlateva. NT-proBNP correlates with LAVi and LVMMIi in patients with f-thalassemia
major. European Congress of Heart Failure, 2017 Paris 29.04.-02.05.2017, P2267,
European Journal of Heart Failure 2017; 19 (Suppl. S1): 585-585 (IF 10.683)
Pesiome: NT-proBNP ropenupa ¢ LAVi u LVMMi npu nayuenmu ¢ f-manacemus
Mmatiop

Braenenue: OcHOBHATa IPHYHHA 32 CMBPT [IPH MALMEHTH ¢ B-TamaceMus mMaitop
(TM) ca paHO HaCTBLIBAIIHM CHPACUHH YCIOKHEHU U 0COOEHO ChpIeUHa
HEJNOCTaThYHOCT, KOHTO CC OL/KAT HA BTOPHYHO 3aCATAHE Ha CHPLIETO, CICACTBUE OT
HpPETOBAPBAHE C KEIA30.

Ilen: na ce pasrpaHH4H BECOKOAEOHTHOTO ChCTOAHHE OT BHCOKOAEOUTHATA ChpIeUHa
HETOCTATBYHCOT NPH NalKeHTH ¢ OeTa-TM upes GHoMapKepH 3a ChpacuHa
HegocTaTsuHCOT — NT-proBNP 1 exokapiuorpadcky napaMeTpH.

Metomu: Ilpy 32 namuenty (18-62 rogunn) ¢ B-ranacemus ca uscnensann NT-pro
BNP u exoxapauorpadcki mapamMeTpH 3a JJMarHOCTHIUPaHe Ha ChpAedHa
HENOCTATHYHOCT. M3II0I3BaHa € H KOHTPOIHA FPYyMa OT 28 37paBy UHIMBHIH,
cpaBHeHu ¢ nanuenTy ¢ ysenuueH NT-proBNP (9 namwentu ¢ TM NT-pro-BNP+), u
¢ HopmaiieH NT-pro-BNP (TM ¢ NT-pro-BNP-),

Pesynratu: UHnekcupaHaTta neBokaMepHa MycKyiaHa maca (LVMi), nugexcupanusT
obeM Ha naBoTo npeackpane (LAVi) u oTHOCKTENHaTa AebenHa Ha crenaTa (RWT)
Ha nanuentute ¢ TM ca no-ronemMu B cpaBHeHHe ¢ KOHTponuTe u LAVie
3HAYMTENHO MMO-roJisiM B rpynara Ha TM NT-proBNP+. Kopenanuure 6sxa kakTo
cnenpa: NT-pro-BNP ¢ LAVi 0.672 1 0.399 ¢ LVMMI. Crpeiin, cucronuara ckopocTt
Ha MHOKapja (Sm) u kpaifHusaT guacroiaudeH quaMersp (EDD) ce yemnuasar
3HAYMTECIHO B CPABHEHHE C KOHTPOJMTE, HO HEe U MexxAy TM NT pro-BNP- u TM NT
pro-BNP+ rpymute. NT-proBNP kopemupa nowo ¢ MRI narosapsane Ha skera30
T2%* - 0.199.

Hspoau: Xuneprpodus Ha jisBaTa KaMepa H CTPYKTYPHO PEMOICIUPAHE Ha TABOTO
NpeAChPINe ca Hak-3HAYHMHUTE PAa3HKH MEXKIY 3ApaBH KOHTPOJH M MaiuedTH ¢ TM.
CrpeiiHa 1 cHCTONHAaTa MHOKapAHa CKOPOCT ca CBINO HaManeHu. EquHcTBeHaTa
3HaYnMa pasjauka Mexay naudeHTuTe ¢ TM NT-proBNP—u TM NT-proBNP+ e
obembT Ha LA.
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Abstract: Background: The main cause of death of B-thalassemia major patients is
early cardiac complications and especially heart failure that have been attributed to
secondary iron overload despite optimal chelation.

Purpose: To discriminate high output state from high output failure in patients with B-
thalassemia major by means of heart failure biomarkers — NT-proBNP and
echocardiographic parameters.

Methods: In 32 treated adult patients (18-62 years) with B-thalassemia major NT-pro
BNP was investigated together with echocardiographic parameters to diagnose
presence of heart failure. A control group of 28 healthy individuals was also used to
compare with patients with both increased (9 patients) (TM NT-pro-BNP+) and
normal NT-pro-BNP (TM NT-pro-BNP-).

Results: Left ventricular mass index (LVMi) and left atrial volume index (LAVi) and
relative wall thickness (RWT) of TM patients were bigger compared to controls and,
and LAVi was significantly greater in TM NT-proBNP+ group. Correlations were as
follow: NT-pro-BNP with LAVi- (.672 and 0.399 with LVMMIi. Strain, Systolic
myocardial velocity (Sm) and end-diastolic diameter (EDD) were increased
significantly compared to controls, but not between TM NT pro-BNP—-and TM NT
pro-BNP+ groups. NT-proBNP correlated poorly with MRI iron loading T2%- 0.199.
Conclusions: Left ventricular hypertrophy, structural remodeling and LA volumes
were the most significant differences between healthy controls and TM patients.
Strain and systolic myocardial velocity were also diminished. The only significant
difference between TM NT-proBNP- and TM NT-proBNP+ patients were LA
volumes.

I'-22. Banchev A., D. Stoyanova, D. Konstantinov, L. Ignatova, E. Peteva, V. Kaleva,
S. Kostova, A. Pavlova. Correlating Joint Bleeding Rates and HEAD US score in
Haemophilia A patients treated by late/secondary prophylaxis. P034, / 2" Annual
Congress of EAHAD, 6-8 February 2019, Prague, Czech Republic. Haemophilia
2019; 25 (Suppl. 1): 52-53 (IF 2.768)

Pesiome: Koperayus mexncdy vecmomama nHa cmasuu kpwveousnueu u HEAD US score
APYU IEKYBAHY RAYUEHMY ¢ XeMopumin A Upe3 KbCHA/8MOPUIHG NPOPUAAKIMUKG

Len: Jla ce olleHH CTAaBHOTO 3[[paBe ¢ ITOMOILLTA Ha YATPa3BYKOBO U3CIEABAHE
AHAJIM3 Ha JOKJIaIBaHH KPbBOU3IHBH B KOXOPTA, NOIy4aBallil KbCHa/BTOpPHYHA
npoduIaKkTHKA.

Mertonu: Hacneapsanero Bratousa 42 mauuenTu ¢ xemohumusa A (HA) (6-28 roauun),
MeKyBaHH B 3 LeHThpa 3a XeMoQuaus B bbijrapusa. ['e3eHHuTe, KONCHHUTE U
JTAKETHUTE CTABH CE OLICHSBAT C IIOMOILTA Ha yITpa3Bykos npoTokoal HEAD-US u
npenXoKIaliy CTaBHA KphBoU3NUBH (JBR) 3a 3-roswien nepHom.

Pesyaratu: Ouenenu ca 252 craBd Ha 38 Jeua ¥ MiIaiH BB3pacTHH ¢ Texkka HA u 4
neta ¢ ymepena HA. YntpassyksT uaeHTH(HIMpa tedexTy B 54.7% rie3eHHH
crae, 47.8% koneHHH cTaBd ¥ 19.5% nakeTHHU CTAaBH. Y CTAHOBEHH Ca YMEPEHH 10
CUJIHH KOpeniauuu Mexny pesyarata Ha HEAD US B pasnuunu crasy u jJBR.
Bakmouenue: PezynararsT Ha HEAD US edekxTHBHO 0OLeHsARA apTPONATHIHHTE
OTKJIOHEHHsI TIPH TALHCHTH, IPOBEKIAIIH KbCHA/BTOPUYHA NPOdrIakTHKA.
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Abstract: Aim: To evaluate the joint health using ultrasound examination along with
analysis of the reported bleeding events in a cohort receiving late/secondary
prophylaxis.

Methods: The study comprises 42 patients with Haemophilia A (HA) (6-28 years old)
treated in 3 haemophilia centres in Bulgaria. Ankles, knees and elbows were
evaluated using HEAD-US ultrasound protocol and 3-year-joint bleeding rates (jBR)
for the respected joints retrospectively collected.

Results: Assessed were 252 joints of 38 children and young adults with severe HA
and 4 children with moderate HA. Ultrasound identified defects in 54.7% ankles,
47.8% knees and 19.5% elbows. Moderate to strong correlations were found between
HEAD US score in different joints and jBR.

Conclusion: HEAD US score effectively evaluates arthropathic abnormalities in
patients on late/secondary prophylaxis.

I'-23. Dimova M., B. Kanazirev, V. Kaleva, K. Petrova, V. Zlateva, Y. Bocheva, S.
Nikolova. Iron deposition in the heart does not completely predict cardiac structural
or functional impairment in patients with beta-thalassemia major. European Congress
of Heart Failure, 2018 Vienna 26.05.-29.05.2018, P1028. European Journal of
Heart Failure 2018; 20: 250-250 (IF 10.683)

Pesiome: Ompazanemo na jicenaso 6 Copyemo He NPoZHOIUPA HANBAHO ChPOSUHOMO
CIMPYKMYPHO URY QYHKYUOHATHO YEPeXcoane npu nayuersmy ¢ bema-manacemus
CepaedHOCHIOBHTE YCIIONKHEHUS H 0cO6EHO Chp/iedHarTa HEAOCTATEUHOCT ¢a
BOJEINaTa IPHYNHA 3a 3a0016BaeMOCT H CMBPTHOCT IIPH TPaHC(HY3HOHHO 3aBHCHMA
tanaceMus Maiop (TM). OcHOBHUAT HATOMUIHONOTHYCH MEXaHU3BM CE CHHTA
OTJIATAHETO HA KENA30 B MHOKapaa.

Len: la ce mpoy4uu BIMAHHETO HA HKEIA3HOTO HATOBAPBAHE IPU TPAHCHYIHOHHO
3aBHcHMa TM BEPXY CTPYKTYPHU M (PYHKIIMOHAHHU CHPACTHH [2PAMETPH KaTO
PAHHU NPU3HALM Ha CHPJACUHA HENOCTATHYHOCT.

IMamuentd u meronn: Uscnenpaxme 37 mamuent ¢ TM, cpenna B3pacr 32,35 =
10.93 roauun, 54% wxenu, ¢ exokapauorpadus, CMR (T2*) u NT-proBNP,
Pesynraru: Cpennara croitHoct Ha T2* e 24.7 + 11.8, kato 6 manuenTa umar T2% <
10, 3 manmenta — 10-20 u 24 nanuenTa > 20. CpliecTBYBa KOpeTaLyst MEKLY
OTNAraHeTo Ha )Kena30 U ceoTHomenunero E/e': crolinocrra Ha T2* namainsasa B
ropuus Tepumi Ha E/e’, 1okaTo MakCUManHUAT My € B cpeHHs Auana3oH. [lpu
MHOI'0()aKTOpHMS JIMHEEH PErPECHOHEH aHAIH3 ¢ TOCTAITHO MoAGUpane Ha
NPOMEHIHBUTE CE YCTAHOBSBA, Y€ SAMHCTBEHUAT BayKeH eXOKapHorpapcku
NIpeAMKTOp 3a MHOKapEH kene3eH ToBap € E/e'. Yeenuuarsanero Ha E/e'c 1 emunuma
€ CBbP3aHO C HaMallABaHe Ha cToiiHocTTa Ha T2* ¢ 3.46 (95% CI -6.45-0.465, p =
0.026), cnen kopurupane 3a oy, InBNP, Bp3pact, ®U, LAVi, LVMMIi, TDISm,
cTpelid ¥ cpenno AH. He oTkpuBaMe Apyry 3Ha4MMH Kopenauu Mexay T2* u
IPYTU CEPAEYHH U XEMOAUHAMUYHH TAPAMETPH.

Hzsoau: Bpeakara Mex Iy oTnaraHeTo Ha xels30 U Efe nmokassa pasHo BIONIABAKE .
Ha guacToaHara QyHKuuA. [IpeToBapBaHeTO ¢ KeI130 Ha MUOKAp/a HE €
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€IUHCTBEHATA PUYKHA 34 ChPAEUHHU YCIOKHEHUs, a pudbposara 1 XpOHUIHOTO
MCXEMHYHO ChCTOSHUE CBLIO €2 BaXXHH [1aTOT€HETHYHH (PAKTOPH 32 pasBUTHETO Ha
ChbpAeYHa HEAOCTATBYHOCT NpH TM.

Abstract: Cardiovascular complications and especially the heart failure are the
leading cause of morbidity and mortality in transfusion dependent Thalassemia Major
(TM). The main pathophysiological mechanism is considered to be iron deposition in
the myocardium.

Aim: Toinvestigate the impact of cardiac iron load in transfusion dependent TM on
structural and functional cardiac parameters as carly signs of heart failure.

Patients and methods: We studyed 37 TM patients, mean age 32.35 + 10.93 yrs, 54%
female, with echocardiography, CMR (T2*) and NT-proBNP.

Results: Mean value of T2% is 24.7 + 11.8, median 27.17; 6 pts have T2* < 10, 3 pts
10-20, and 24 pts > 20. There is a correlation between iron deposition and E/e' ratio:
T2* value decreases in the upper tertile of E/e’ while its maximum is in the middle
range. In multifactor linear regression analysis with stepwise selection of the
variables we find that the only significant echocardiographic predictor of myocardial
iron load is E/e'. Increase of E/e' with 1 unit is related to decrease of the value of T2*
with 3.46 (95% Cl=-6.45-0.465, p = 0.026), after adjusting for sex, InBNP, age, EF,
LAVi, LVMMI, TDISm, strain, and mean SBP. We find no other significant
correlations between T2* and other cardiac and hemodynamic parameters.
Conclustons: The relation between iron deposition and E/e’ shows early deterioration
of diastolic function. Myocardial iron overload is not the only cause of cardiac
complication and fibrosis and chronic ischemic condition are also important
pathogenethic factors for the development of heart failure in TM.

ITOKA3ATEJI 8. Ilyb.mmxkauuu u qoxkaaau, ny0ARKyBaHHn B Hepedepupann
CHMCAHUS C HAYYHO PeleH3HpaHe HiH Ny0JIMKYBAHH B PEAAKTHPAHH
KOJIEKTHBHH TOMOBE

IIBJIHOTEKCTOBH HYBIIHKALHH

I'-24. Kanesa B. XapakTepHcTHKa Ha HHPCKIMO3HUTE YeIoxkHeHUs npH debpunHa
HEeYTPOIIEHHA ¥ Jlella ChC 3II0KaYeCcTBeHH 3abonsasauud. Hughexmonozus 2006; 2: 11-
13

Pesiome:

VYCBBBPILCHCTBAHETO HA aHTHTYMOpHATa XuMHoTepanus (ATXT), cBbp3aHUTE ¢ Hes
uMmyHocyrpecus 1 ¢pedpunHa HeyrponeHus (OH) ch3nasar HOBA M TEXKOIIPOTHHALA
uH(eKLUO2Ha TaTONOTHS.

Ilen Ha T0o3u 0030p € Aa aHATH3Hpa ChBPEMEHHUTE KIWHHUYHY [IPEJICTABH 32
3oKavecTeeHuTe 3abonsBanus v OH npu Jena, KaTo pUCK 3a CEPUO3HI
HHQEeKLUUO38H yeaoxHenus (V).

ITuTtupar ce 1 ce nucKyTHpar Kateropuute MY cnopen knacHpuKauuaATa Ha
EBponelickaTa opraHi3aiiis 3a H3caenBane | eueHue Ha paka (EORTC).
AHanusupar ce JOMHHHpAIMTE MECTA HA HHDEKIMH IIPH MAJIMTHEHH XEMOTIATHH
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(MX) 1 comanu TymopH (CT). CrieLlHanHoO ce pasriex/aT ChbBpeMEHHUTE
NPOYYBAHHA BBPXY YECTOTA, KNACH(BHKALKA U IPOTHO3a Ha DaKTepUEMHS M ce
JAUCKYTHPA LEIHAT HO30J0THYEH ClriekThp oT UY.

B zakmouenue ce opMyIHpaT H3BOAHM 33 KIMHHUEH [OAXON U POrHO3a IIPH
nH(pexuun, cbp3anu ¢ @H npu oHKONIOrHYHO GONHHE Oela.

Abstract: Characterization of infectious complications by febrile neutropenia in
children with malignant diseases

Improvement of antitumour hemotherapy, associated immunosuppression and febrile
neutropenia (FN) provide the opportunity for new and serious infections. The aim of
this article is to analyze contemporary clinical concepts for malignant diseases and
FN in children as a risk factor for serious infectious complications (IC). Categories IC
according to the classifications of the European Organization for Research and
Treatment of Cancer (EORTC) are cited and discussed. Dominating sites of infection
in malignant hemopathies and solid tumours are analyzed. Special considerations
about present-day studies on the frequency, classification and prognosis of
bacteriemia are included. There is a discussion of the whole nosological specter of
IC. Conclusions at the end concern a clinical approach and prognosis in FN
associated infections in children with malignant diseases.

I'-25. Kanesa B., M. Beiruesa, X. Xpuctozosa, U. Pauesa, Ct. Keprrkosa.
Crpykrypa Ha HHOEKIHO3HATE YCIOXXHEeHHA IpH (Hebpuiiia HEYTPOEH s ¥ JeLa ¢
MalHIHEHH XEMOIIATHH U coluay TyMopH. Hrgpexmonozua 2006; 2: 14-18
Pezome:

Oukonoru4Ho 6onHUTE Jena ¢ GpebpuiaHa HeyTponenus (OH) B xoma Ha
aHTATYMOpHA XUMHoTepanust (ATXT) uecTo ce MpencTaBAT ¢ HHGMEKITHO3HM
yenoxkaeHusa (MY).

ITen Ha MpOy4BaHETO € Ja Ce aHAIM3MPA YECTOTaTa M HO30JIOTHYHATA CTPYKTYpa Ha
Y npu ®H y nena ¢ manuraesy xemonatud (MX) u conmumau tymopu (CT).
Hscensanero sknrousa 382 enusozna Ha ©H, peructpupanu npu 174 geua (132 ¢
MX u 42 ¢ne CT). [IpoyupaHusT nepron e pasfeieH Ha asa noanepronaa (1990-94 u
1995-2003 1.), a IV ca xnacuduuupany B TpHA KaTerOPHU: MHKPOOHOIOTHIHO-
aokymeHTHpaHa HHOexnus (MIHW), knuanuHO-HokyMenTHpana uadexuus (KJIW) u
¢ebpunnret ¢ HesceH npousxon (OHII). Haii-uect e oTHOCHTENHHAT 15T HA
enuzoaute ¢ MJAH (42%), cneapan ot enuzoaute ¢ KAW (31%) u ©HII (27%). B
rpymnara cb¢ CT curHudukanTao nomunupat enuzonu ¢ ®HII npex Takuea ¢ KA
(42% cpemry 23%). Haii-uecTo ce perucrpupa opanet Myko3ut (24.8%), cinengas oT
ITHEBMOHHUA U eHTepOKONHT (1o 10.6%), MHOEKIHH Ha TOPHU AHXATEHK T THILA
(UI"OII) (9.9%), cencuc (9.1%), undekips Ha nukounnTe nxTHIEA (MUITT) 1
esodarur (o 5.9%), nHeKuHs Ha KoXa 1 MeKH ThKaHH (5.3%), undexuus Ha TpacH
BeHo3eH 1wT (4.3%) u ap. 3a pasziauka ot rpynara ¢se CT, npu meua ¢ MX
CUrHU(MKAHTHO TO-YECTH ca e30(haruT U HHPEKIHUH, CBHP3aHH C TPASH BEHO3EH ITBT
u no-peaku — MIIII u UT/IL lipes no-kbcHUA NepHon Ha NpOydYBaHe
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CUrHA(MKAHTHO ce CHHYKABa YeCTOTaTa Ha HH(MEKLHNTE Ha KOYKa ¥ MEKH ThKaHH, a
nensT Ha eodarut u UIIII HapacTsa.

B szaxmouenue ce popMynupart ciegHuTe H3Boau: (i) oT Beuuxw MY Hali-yect e
OTHOCHTEJIHUAT s/l Ha enu3oaute ¢ MU, (i) npu neua cbe CT curnudukantHO
nomuHupar ciysau ¢ OHIT; (iii) oT BeHuky HHMEKIHH Hali-4eCT € OpaTHHUAT
MYKO3uT; (1V) CencuchT e CHTHU(MKaHTHO mo-uecT npu MX; (v) mpu MX HapactBa
yecToTaTa Ha e3ogparut i UIITL

Abstract: Structure of infectious complications by febrile neutropenia in children
with malignant hemopathies and solid tumours

Children with malignant diseases and febrile neutropenia (FN) present frequently
with infectious complications (IC) in the course of hemotherapy (HT). The aim of the
study is to analyze the frequency and nosological structure of IC by FN in children
with malignant hemopathies (MH) and solid tumours (ST). The study includes 382
episodes of FN, which were registered in 174 children (132 with MH and 42 with
ST). The investigated period was devided into two subperiods (1990-94 and 1995-
2003). IC are classified in three categories: microbiologically documented infections
(MDI), clinically documented infections (CDI) and fever of unknown origin (FUO).
The biggest part of episodes with IC are these of MDI (42%), followed by CDI (31%)
and FUO (27%). In the group of patients with ST, FUO significantly dominates over
CDI (42% and 23% respectively). Oral mucositis is most frequently encountered
(24.8%), followed by pneumonia and enterocollitis (10.6% each of them), upper
respiratory tract infections (URTI) (9.9%), sepsis (9.1%), urinary tract infections (UI)
and esophagitis (5.9% each), skin and soft tissue infections (5.3%), intravenous line
infections (4.3%) and others. In contrast to the group of patients with ST, children
with MH suffer significantly more often from esophagitis and intravenous line
infections and less often from UI and URTL There is a significant reduction of the
rate of skin and soft tissue infections during the later subperiod of the study. In the
same time esophagitis and UT are becoming more frequent. The following
conclusions are made at the end: (i) among all IC episodes with MDI are the biggest
part; (ii) patients with FUO are significantly more among children with ST; (ii1) most
frequent infection is oral mucositis; (iv) sepsis is significantly more frequent in MH;
(v) frequency of esophagitis and Ul in MH is growing.

I'-26. Kanesa B. Hauandu CeMHOTHYHH MOJISTH IPH HAl-4€CTO CpelllaHuTe
37I0KauecTBEHH 3a00NABaHUA B IeTCKaTa Be3pacT. Hpaxmuuecka nednampua 2006;
4: 6-13

Pesiome:

[Ipes nocneguure 20 rOOUHH NPEXKHBAEMOCTTA Ha OHKOJOTHYHO OONHHTE Jela e
curHudukanTHO nogobpeHa OaarogapeHue Ha YCbBBPIUCHCTBAHUA THATHOCTHYEH
HOAXO0I ¥ PHIOKEHHETO HA KOMOMHHPaHU TEPAaNleBTUYHU PEKHUMH, BKIFOYBAILIN
XHPYpPTHs, THYEICYEHNE H BHCOKO030Ba XUMUoTepanus. [IHec ce npuema, 4e Haj
70% OT meTCKUTE HEOTINA3HK ca JISUHMH U TO3H IIPOLIEHT 3aBHCH KAKTO 0T
OHONMOTHYHHSA BHA, TaKa U OT KNHHUYHUA CTaAull Ha 3a007ABaHETO 110 BpeMe Ha
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HCTOBOTO JHarHOCTHIMpPAaHE. OTHOCHTEIHO HHCKATA YeCTOTa Ha JETCKHUTE
3MIOKAYCCTBCHH 3a00NABaHHS U (I)&KT’E:T, U¢ HATAJIHHATE UM IIPU3HALH Ca
HCCHGHH@I/I'—IHH, Ca IIpHYHHa 38 HUCHK HHICKC HA MOOO3PEHHE OT CTpaHa Ha
POAMTENNA H JICKapPH B ,E{OGOIIHH'-IH&T& IMpaKTHKA. Bcuuko ToBa BOAH 00 KBECHO
HOCTaBCHA AHArHo3a M ¢ ¢Ha OT OCHOBHHMTE NPHYHHH 38 JHCCMUHHPAHC Ha
MaUIMTHCHU ITPOLEC H BJIOIIABAHC Ha TEPANCETHYHHUTES PE3YITATH. HpeﬂCTaBHT cc
HAYaIHUTE CEMUOTHYHH MOACTH Ha Hal-uecTo CPEIAHUTC MAJIUTHEHH 3a00IIIBaAHUS
B JI€TCKaA BB3PacCT H HAKOHU I'€HETHYHH CHHAPOMH, U3HCKBAIIH ITOBHILICHO BHHMAaHHC
384 pasBHTHC Ha HEOIIIA3MH.

Abstract: Initial semiotic patterns in the most common childhood malignancies

In the last 20 years, the survival rate of cancer patients has been significantly
improved thanks to an advanced diagnostic approach and the use of combination
therapies including surgery, radiation and high-dose chemotherapy. Today it is
assumed that over 70% of childhood neoplasias are treatable and this percentage
depends on both the biological type and the clinical stage of the disease at the time of
its diagnosis. The relatively low incidence of childhood malignancies and the fact that
their initial signs are nonspecific are the reason for the low index of suspicion on the
part of parents and doctors in pre-hospital practice. All this leads to a late diagnosis
and is one of the main causes of dissemination of the malignancy process and
worsening of therapeutic results. The initial semiotic models of the most common
childhood malignancies and some genetic syndromes requiring caution for the
development of neoplasms are presented.

[-27. Kanepa B. Mndexnuo3Hu yCIOXHEHNS PH U2 CHC 3I0KAYECTBEHH
3abonsaBaHus U ebpunHa HeyTponeHus. Cnucanue na Bviazapcrko onxonozuuno
opyacecmeo 2008; 1: 2-9

Pesrome:

Hudexupnosnure yernoxuenus (1Y) ca eqHn 0T Hal-uyecTHTE IPUYHHK 32
DONECTHOCT H CMBPTHOCT IPH JELa ChC 3N0KauecTBeHH 3a00maeanud. Llen na to3n
0030p € #a npejcTaBy KIMHUYHATA 1 MUKPOOUONOTHYHA XapakTepuctuka Ha MY npu
OHKOJIOTHYHO 60NMHH nena ¢ ¢pebGpunHa HeyTponeHus. L{uTHpar ce U ce AUCKyTHpar
kateropunre Y u noMuHMpanuTe Mecta Ha HHOEKIHH IPH MATHTHEHW XeMOTIRTHH
(MX) u comayan tymopu (CT). CrienuanHo ce pasriie)koar CEBpeMeHHHTe
NpPOYYBAHHUS BEPXY YECTOTA, KIacH(HKaLKs 1 IporHo3a Ha baxrepueMus. [oapoduo
ce MpeAcTaBs MHKPOOHONOTHYHUAT cIeKThp Ha MY, aucKkyTHpaT ce mocnesHuTe
TEH/ICHIIMM 34 IPOMSAHATA MY, CBBP3aHH € reorpad)cKoTo MECTOONOKEHHE H
J0KanHaTa cnenr(pyKa Ha pa3IHuHHTE MEAHUMHCKH HEHTpoBe. OnMcRar ce
XapaKTEpHUTE 0COOCHOCTH Ha Pa3NMYHUTE MeCTa Ha MHGEKIHS U Hali-4yecTHTe
HHGEKIHMO3HN IPHYHHUTENH B TAX.

Abstract: Infectious complications in children with malignant diseases and febrile
neutropenia

Infections often worsen the course and treatment of malignant diseases especially in
cases with febrile neutropenia (FN). The aim of this reviewis to analyze the
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contemporary models and epidemiology and microbiology of infectious
complications in the course of malignant hemopathies and solid tumors in adults and
children. The microbiological spectrum of malignant diseases and FN are analized in
details and the up-to-date tendencies are discussed, regarding their changes connected
with the geographic location and local specificity of the different medical centres.
The peculiar differencies of the different places of infection and the most frequent
infectious agents are described. Conclusions are made about the clinical evaluation of
different agents of local infectious and sepsis in patients with malignant diseases and
FN.

I'-28. Kanepa B. Hauanna xJ1MHHYHA OLIEHKA HA JELA ChC 3]I0KAYECTBEHH
3abomaBaHus ¥ GedpunHa HeyTponeHus. Crucanue Ha bvazapcko OHKOROZUYHO
opyacecmeo 2008; 1: 10-12

Pesiome:

Gebpunna Heyrponienus (OH) e ejHo 0T Hali-yecTHTE YCIOXKHEHUS TIPH Jella Che
3moKadecTBeHU 3abonsasanns. Tlosiara Ha GpebpuiinTer 110 BpeMe Ha HEYTPOIEHHSI Ce
NpHEMa KaTO KPUTHYEH MapKep 3a Bb3MOKHa OGakTepuanaa uiH (yHraaiHa
WH(pEKUYs 1 BCEKH MALMEHT Ce M0/1J1ara Ha KIMHHYEH TIPeryie/l ¥ U3clie/IBaHus,
npecneBaliyd HEHHOTO KIMHUYHO M MUKPOOHOIIOrHYHO NOTBEPHKICHHE, B
HACTOSLIHS NHTEPaTypeH 0030p ca NPeACTaBEHH CHbBPEMEHHHTE NPENOPBKH 32
IIPOBEXKAAHE HA HAYaIHa KIMHUYHA oleHKa ripy feua ¢ OH. Ilpu BcHukK nauueHTH
ce NPOBEKa 3aAbIDKUTENCH QH3UKAICH Nperiiesl U pa3iuyHy o0pasHu,
MUKPOOHOTOTHYHH U CEPOJIOTUYHH H3CACABAHMS B 3aBUCHMOCT OT BH/J1A B TEXKECTTA
Ha KIIMHWYHATA MaHH(pecTaLus.

Abstract: Initial clinical evaluation in children with malignant diseases and febrile
neutropenia

One of the most frequent complications in children with malignant diseases is the
febrile neutropenia (FN). The appearance of febrile status during neutropenia has
been accepted as a critical marker for a possible bacterial and fungal infection and
every patient has to pass clinical and other examinations, monitoring its clinical and
microbiological verification.

The up-to-date recommendations for the fulfillment of the initial clinical evaluation
in children with FN have been presented in this literary review. Mandatory clinical
examination and different imaging, microbiological and serological examinations
depending on the type and grade of the clinical manifestation are conducted to every
patient.

II. HM3pbH yyacTBaLUTE B JOKA3ATEJCTBEHHA MATEPHAJ 32 MOKPHBAHe HA
MHHHMAJIHNTE M3NCKBAHNUS 3a 3aeMaHe Ha A/l “npodecop” — om0 161 Spos

KOJIEKTHBHH MOHOI'PA®HH, YYESHHUI[H, PBKOBO/]CTBA
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1. Kanaesa B., A. Crosnosa, M. Panrenoga, /[. CtosHosa. OGpeMensBane Ha
OpraHH3Ma C XeIA30 U XKeII30-Xenatupaa repanus. Hapovunur 3a kaunuuno
noeedenue npu 6ema manacemus. GHIKTX, 2007; 39-50

Pesziome:

TexcThT HA TO3K HAPBUHMK MPEICTaBIABA CHBPEMEHEH JINTEPATYPEH 0030p HA Hali-
aKTyallHy JUArHOCTHYHH, TEPANEBTHYHH U NPOQUIaKTHYHU TPOTPaMH IPH
TagaceMHs oT Hayanoro Ha XXI Bex. CecTaseH € oT paborHa rpymna Ha bearapcko
MEIMLIMHCKO CAPYKEHHE IO XEMATOJIOT s, BKIIOYBAIIA HALMOHAIHY CIIELIMATICTH C
PasITU4HY NPOoQUIH ¥ HANPABJICHHUA — XEMATOI03H, IICANATPH, Kap/IMOJI03M,
CHIOKPHHOJIO3M, TACTPOSHTEPOIIO3M, IICHXO0T03H, TeHeTHIH | Ap. LlennTe My ca ma
ouepTac pasHOOOpasHKM MOJETH 3a IPHXKH U Aa Je)HHHpPa HAKOW ANTOPHTMH 32
NoBeeHNE IPH O0MHH oT Tanacemuss. OOpEMEHBAHETO HA OPTAHH3MA C SKEIA30 €
HaH-3HAYMMOTO YCIIOXKHEHHE NpH TanaceMust maitop (TM) u ako He ce
npoduIaKkTHpa U JEKYBa aIeKBaTHO, TO ONpeAes (aTaTHUI H3X0 IPH MAMHEHTUTE,
ABTOpHTE Ca NpeACTaBHIIM Hall-uecTHTe OPraHHH JTOKATU3ALMK Ha JKEIIE3eH
CBPBXTOBAp (YepeH Apo0d, chplle, KOCTH H SHIOKPHHHH KJIC3HU), allOPUTHMA 34
HEroBaTa EPHOAMYHA OLEHKA U CBhP3aHHA ¢ TORA H300p HA MOHO- HIIH
KOMOKMHHPaHA XKeJIA30-XEIaTHpallla TEPAIHs, BKIIOUBAILA MEAHKAMEHTHTE
desferrioxamine, deferiprone u deferasirox.

Abstract: Iron overload and iron-chelation therapy

The text of this guide is a contemporary literary overview of the most current
diagnostic, therapeutic and prophylactic programs in thalassemia since the beginning
of the 21st century. It is composed of a working group of the Bulgarian Association
for Hematology, comprising national specialists with different profiles and fields -
hematologists, pediatricians, cardiologists, endocrinologists, gastroenterologists,
psychologists, geneticists and others. Its goals are to outline a variety of care models
and to define some behavior algorithms for patients with thalassemia.

Burdening the body with iron is the most significant complication in thalassemia
major (TM) and if not properly prevented and treated, share the fatal outcome in
patients. The authors presented the most common organ localization of iron overload
(liver, heart, bones, and endocrine glands), the algorithm for its periodic evaluation,
and the associated choice of mono- or combination iron-chelating therapy, including
desferrioxamine, deferiprone and deferasirox.

2. Kaneea B. CrinenexToMus npy tanaceMus maiiop. Hapvunuk 3a knunuuno
noeedenue npu 6ema manacemus, GHIKTX, 2007; 68-70

Pestome:

TeKCTHT Ha TO3H HapBYHHK NPE/ICTABIIABA CHBPEMEHEH JUTEpaTypeH 0630p Ha Haii-
aKTyallHH JUarHOCTHYHH, TEPANEBTHYHU U NPOQHIAKTHYHY IPOrPaMH IIpH
TanaceMus 0T Hauanoro Ha XXI Bek. CecraBeH ¢ oT padoTHa rpyra Ha BMJIKTX,
BKJIIOYBALIA HAMOHAIHH CIIELHATHCTH ¢ PasIHYHU MPOGUITH U HANPABJIEHHS —
XEMATOJIO3H, IEIUATPH, KapIHOIO3H, €HIAOKPUHOI03H, TACTPOSHTEPOJIO3H,
TICHXOJIO3H, TeHETHIM M Ap. IlemuTe My ca na odepTae pa3HooOpasHu MOIEIH 32
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TPHIKH U A2 Jie(pMHUPa HAKOW aNTOPUTMH 32 [10BEJCHUE [IPH DONHH OT TaJaceMusl.
Ilpu maumenTy, nonyYaBalid peIOBHH XeMOTpaHC(hY3HH 1 XKesI30-XenaTupaia
TepanMs, CJe3Kara e TapreTeH opraH 3a IeCTPYKIUA Ha YBPEACHH EpPUTPOLIUTH,
KeNsA3Ha PeAUCTPUOYIUS U CKIaHpaHe Ha OCBODOJEHO HKEIA30 B MOTCHUHANIHO
HETOKCHYHK Jena. MacuBHA CIIeHOMeranus ¢ XUIepClIeHU3bM, H3pa3sBalll ce C
JIEBKONEHHS, TPOMOOLMTONIEHUS ¥ HEOOXOIMMOCT OT MMO-YECTH XeMOTpaHchy3HH ce
perucTpupa OOMKHOBEHO NPK NMallMeHTH C HeaJeKBaTeH TpaHCHY3HOHEH PEXKHM H
H3HCKBA MPOBEXAAHETO Ha criieHeKToMHs. I10 Ta3u Tema aBTOPHTE NMPEACTaBAT
abCOMIOTHUTE K OTHOCHTENIHU HHJIMKALUM 32 CTUIEHEKTOMHUS, TIpEeAOYHTaHaTa
BB3PAcT 33 HEHHOTO OChUIECTBsIBAHE, BB3MOKHHTE YCIOMHEHUS, CBBP3aHH ChC
CIJIEHEKTOMMUSI, ¥ TAXHATA [IpeBeHIIU Upes [IpUIaraHe Ha HMYHO- H
XUMHUONIPOQUIAKTHKA.

Abstract: Splenectomy in thalassemia major

The text of this guide is a contemporary literary review of the most current
diagnostic, therapeutic and prophylactic programs in thalassemia since the beginning
of the 21st century. It is composed of a working group of Bulgarian Association for
Hematology, comprising national specialists with different profiles and fields -
hematologists, pediatricians, cardiologists, endocrinologists, gastroenterologists,
psychologists, geneticists and others. Its goals are to outline a variety of care models
and to define some behavior algorithms for patients with thalassemia. In patients
receiving regular haemotransfusions and iron chelation therapy, the spleen is a target
organ for the destruction of damaged erythrocytes, iron redistribution, and storage of
released iron in potentially non-toxic depots. Massive splenomegaly with
hypersplenism, expressed with leukopenia, thrombocytopenia and the need for more
frequent haemotransfusions, is usually recorded in patients with inadequate
transfusion regimens and requires splenectomy. On this topic, the authors presented
the absolute and relative indications for splenectomy, the preferred age for its
implementation, the possible complications associated with splenectomy and their
prevention through the use of immuno- and chemoprophylaxis.

3. Kanesa B., B aBTOpcKH KOJISKTHB. MeIMIMHCKH CTaHAAPTH 32 CHCTEMHO
JIEKapCTBEHO JISYSHHE Ha COTMIHYU 3710Ka4eCTBeHH TymMOpH. Crucanue na
Bwaeapcko ouronozuuno opyacecmeo 2009; 1:1

Peziome:

CHCTeMHOTO JIEKApCTBEHO JIEUCHHE HA CONMIHHU 3710KA4YECTBEHH TYMOPH € YTBBPICH
npuifoM Hapex ¢ ApyruTe JBa OCHOBHH METOJa (XMpyprus, Js4enedenue), Ha
ChbBpEeMeHHHUS €Tall 0T pa3sBUTHE Ha KIHHUYHATA OHKOJIOTH JICKAPCTREHOTO JICYEHHE
THPIH HAH-OBP30 pa3BUTHE, KATO BB3MOKHOCTUTE MY HENPEKLCHATO Ce& 0foraTsBaT ¢
HoBH (hapMaKoIOTHYHK U OHONOTHYHH CPEACTBA, BOACINU SO NOACOPABAHE HA
TepaneBTHYHUTE pe3yntatd. C ToBa pacTe U OTTOBOPHOCTTa HA XHMHOTEPAIICBTHTE
(MEOUMUMHCKH OHKONIO3H) 38 H300p Ha JieueHHe C Half-BHcoka e(eKTHBHOCT H C I10-
MaJIKa TOKCHYHOCT.

H3110138aHETO HA METHITMHCKH CTAHIAPTH 32 CHCTEMHO JIEKAPCTBEHO JICUCHHUE ©
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HeoOXOAMMO, 32 Ia CE OCUT'YPH eeKTHBHA U yHH(MUIEPAHA TEPAIIHA HA BCHIKH
pakoBo O0IHH B BbArapus, He3aBHCHMO B KO€ CIIELHATHAZHPAHO OHKOJIOTHYHO
neuebHO 3aBecHHE ce NeKyBaT. MapaboTRaHeTO Ha Te3d CTAHIAPTH € OCHOBAHO Ha
yxazanus ua EBporneiickoro obmecTro no MeguiHceka oukoaorusa (ESMO),
Harmmonannara onkonoruuna mpexa Ha CAILL (NCCN) u AMepHKaHCKOTO 0OMIECTRO
34 KIHHHYHA OHKOJIOTHA (ASCO). Paznukure B OTACIHUTE CTPAHU Ca B 3aBUCHMOCT
OT HKOHOMHYECKOTO UM ChCTOSHHUE U OIOKeTa HA 3/[paBHOOCUIYPUTEIHUTE
cucreMu. B Brarapus crannaptute ce akryanuzupar exeronHo. Tosa ce
OCBILICCTBSBA [0 HHHI[HATHBA Ha BEIrapckoTO OHKOJNOrHYHO apyxkecTBo (BOI).
Hacrogmpuar MequnuHCcKu cTaHaapt ¢ u3rotsed no [lecro uzgarne Ha TNM
knacuukauuara Ha C30.

Abstract: Medical standards for systemic drug treatment of solid malignancies
Systemic drug treatment for solid malignancies is a well-established admission along
with the other two main methods (surgery, radiation). At the present stage of the
development of clinical oncology, drug therapy is rapidly developing, with its
capabilities constantly being enhanced with new pharmacological and biological
agents leading to improved therapeutic results. With this, the responsibility of
chemotherapists (medical oncologists) for choosing the most effective and less toxic
treatment is growing.

The use of medical standards for systemic drug treatment is necessary to ensure
effective and uniform treatment of all cancer patients in Bulgaria, regardless of which
specialized oncology facility they are treating. The development of these standards is
based on guidelines from the European Society of Medical Oncology (ESMO), the
US National Oncology Network (NSSN) and the American Society of Clinical
Oncology (ASCO). Differences between countries depend on their economic status
and the budget of health insurance systems. In Bulgaria, standards are updated
annually. This is done at the initiative of the Bulgarian Oncology Society (BOD).
This medical standard is based on the Sixth Edition of the WHO TNM Classification.

4. lIlerxor I',, Cr. KepTtukora, B. Kanesa, I18. Yakopor. 3abonseanus Ha KpBETa H
KPBBOTBOPHATA cucTeMa. Ilpakmuuecku napvunuk no neduampus. U3parencrso
Koma. Ct. 3aropa, 2010; 472-548

Peziome:

Hapvunuxvem no Ileduampus e yaedHO OMarano 3a CTYJEHTH 110 ME/IHIHHA,

e/ MaTpy 1 00IONPaKTHKYBAILM IEKapH 110 BCHYKH HATIPABIIEHHS! HA JETCKUTE
Oonectr. CheTaBeH € 0T MalabeH KOJICKTHB, BIUTIOUBAL CHEIHATHCTH C PA3IHYHH
npo(dHIH 1 HalpaBleHus B IeAHATPHATA — IEAUATPH, KAPAHOJIO3H, TYIMOJIO3H,
€HJIOKPHHOJIO3H, TaCTPOSHTEPOI03H, XeMaToJIo31 U Ap. Pasnenst 3abonseanus na
KPBema u KpoueomeopHAMA cucmemd ¢ N3TOTBEH OT HETUPHAMA CIICIIHAITHCTH T10
JIeTcKa OHKOXEeMAaTOJI0THs, KaTo yacTTa OHKOXEeMATOIOTHS € HallMCcaHa OT JIOL.
Banepus Kanesa. B Hes aBTopkara e npelicraBuiia CbBpEMEHHUTE MO3HAHUS U
KIIMHUYEH OIHT, CBBLP3aHH ¢ eMHIEMHONOIUsTa, €THOI0IHUATA, IaTOTEHEe34aTa,
KJIMHUYHATA KapTHHA, IAarHo3aTa, IudepeHnuantaTa JMarHo3a 1 JedeH1e Ha To-
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YECTO CPEILEAHUTE 3TOKAYeCTBEHH OOJIECTH IIPH ELaTa — OCTPH JIEBKEMHH, HOJIECT Ha
Hodgkin w nexouxkrHoBM TuMdomu, Tymopu Ha LITHC, HeBpobaactoM,
HehpobiiacToM, CAPKOMH Ha MEKH ThLKAaHH M KOCTH, PETHHOOIACTOM, TEPMHHATHBHO-
KJIETBYHK TYMOpPH U Langerhans-KIeTb4iHa XUCTUOLUNTO3a. JJONBIHHTEIHO ¢a
NpeacTaBeHy npoblieMUTe, CBBP3aHM ChC CTPAHWYHHITE epeKTH Ha AHTHTYMOPHATA
XHMHOTEpanus 1 (PpedpUIHa HEYTPOTIEHH.

Abstract: Blood and hematopoietic diseases

The Pediatrics Handbook is a teaching tool for medical students, pediatricians and
general practitioners in all areas of childhood discases. It is composed of a large team
of specialists with different profiles and fields in pediatrics — pediatricians,
cardiologists, pulmonologists, endocrinologists, gastroenterologists, hematologists
and others. The section Diseases of the blood and the blood-forming system was
prepared by four specialists in pediatric oncohematology, with the section
Oncohematology written by Assoc. Prof. Valeria Kaleva. In it the author presented
the current knowledge and clinical experience related to the epidemiology, etiology,
pathogenesis, clinical picture, diagnosis, differential diagnosis and treatment of more
common malignancies in children - acute leukemia, Hochkin's disease and non-
Hucchino lymphomas, CNS, neuroblastoma, nephroblastoma, soft tissue and bone
sarcomas, retinoblastoma, germ cell tumors and Langerhans-cell histiocytosis. In
addition, problems related to the side effects of antitumor chemotherapy and febrile
neutropenia are presented.

5. Kaneea B., B aBTOPCKH KONEKTHB. MEAHLIMHCKH CTAHAAPTH 32 CHCTEMHO
JIEKAPCTBEHO JIEUEHHE HA 30KaYECTBEHH CONHUAHH TyMOpH. Chucanue na
Bvnzapcxo onkonozuuno opyncecmeo 2010; 1:1

Peziome:

Pak®T ce npueMa 3a cucremMHa foect, KOATO YITHMATHBHO [1OCTABA
HEOOXO0JUMOCTTA OT CUCTEMHO JIEKapCTBEHO JieyeHHe. Ha ceBpeMeHHHs eTamn oOT
pasBUTHE HA KJIMHHUYHATA OHKOJIOIHS JIEKAPCTBEHOTO JICYECHHE ThPITH Hal-0bp30
pa3BUTHE, KATO BH3MOXKHOCTHTE My HENIPEKBCHATO ce 000raTABaT ¢ HOBH
(hapMaKONOTHYHU U OHONIOIHYHH CPeJICTBA, BOAEILH A0 MoA00pABaHe Ha
TeparneBTHIHUTE pe3ynTaTu. C TOBa pacTe M OTrOBOPHOCTTA Ha XHMHOTEPATIEBTUTE
(MEIMIMHCKH OHKOJIO3K) 3a H300p Ha JIeueHue ¢ Hali-BUCOKa E(EKTHBHOCT H C I10-
MaJika TOKCHYIHOCT. M3MoN3BaHeTO HA MEJIMIIMHCKH CTAHIAPTH 33 CUCTEMHO
JIEKAPCTBEHO JIeUeH e ¢ He00X0AUMO, 32 JIa ce OCUTYPH e(EKTHBHA 1 YHU(HUIMpaHa
Tepanus Ha BCHIKH pakoBo 00MHU B Bearapus. Te ca 3aBIDKATENHH 3a BCHUKH
CTIELMATTMCTH, IpHIIaraiy xuMuoTepanus. M3paboTsaHeTo Ha TE3H CTAHJAPTH €
OCHOBAaHO Ha yKa3aHus Ha EBponeHcKoTo 06IIECTBO M0 MEAMIIHHCKA OHKOIOrHs
(ESMO), Hanpounanuara oukonoruyna Mpexa va CAILl (NCCN) u AMepHKaHCKOTO
obirecTso 3a KIMHHYHA OHKONMOTHA (ASCQ). Paznukure B OTIETHATE CTPaHH Ca B
3aBUCHMOCT OT HKOHOMHYECKOTO MM CBCTOSHUE K OHO/DKETa Ha
3/IPABHOOCUTYPHUTEIHUTE cHcTeMH. B Bearapus crannaprure ce akTyalTu3HpaT
exeroaHo. ToBa ce OCBIIECTBABA IT0 MHUIMATHRA HA BhJIrapcKOTO OHKOIOIMYHO
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apyxectso (BOJ). HacToamusar MenuyHCK cTaHmapT € u3rotser mo CeamMa
penaxuu Ha TNM cragupalara cucreMa Ha MexayHapoIHUs Cbi03 NPOTHB paka
(IUAC).

Abstract: Medical standards for systemic drug treatment of malignant solid tumors
Cancer is considered a systemic disease that ultimately puts the need for systemic
drug treatment. At the present stage of the development of clinical oncology, drug
therapy is rapidly developing, with its capabilities constantly being enhanced with
new pharmacological and biological agents leading to improved therapeutic results.
With this, the responsibility of chemotherapists (medical oncologists) for choosing
the most effective and less toxic treatment is growing. The use of medical standards
for systemic drug treatment is necessary to ensure effective and uniform treatment of
all cancer patients in Bulgaria. They are mandatory for all chemotherapy
professionals. The development of these standards is based on guidelines from the
European Society of Medical Oncology (ESMO), the US National Oncology
Network (NSSN) and the American Society of Clinical Oncology (ASCO).
Differences between countries depend on their economic status and the budget of
health insurance systems. In Bulgaria, standards are updated annually. This is done at
the initiative of the Bulgarian Oncology Society (BOD). This medical standard is
based on the Seventh Edition of the International Union Against Cancer (IUAC)
TNM staging system.

6. Kanepa B., B aBTOpCcKH KONeKTHB. METOIUYHY YKa3aHUs 32 JHATHOCTHIMPAHE,
JedeHHE U MpocaeIBaHe Ha NalMeHTH Che 3a00MIBaHNS Ha KPBBTA H
KPBBOTBOPHHTE OpTraHu. Burzapcko nayuno opyrcecmeo no KIUHUYHA |
mpancgyzuonna xemamonozusn, 2011: 1

Pesiome:

Hacrosuioto Memoduuro ykasanue ce yIBbpkaaBa 0T MUHHCTEPA Ha
3[paBEONa3BaHETO 3a CPOK OT 1 roANUHA, KaTO HEOTMEHHA YACT OT CTAHJAPTA I10
Knunuyuna xemaTonorus, 4 MOAIEKH Ha KOPEKLHH ITpe3 12 Mecena npu
HeoOXOUMOCT OT BHBEKAAHE Ha HOBH JHATHOCTHYHH MIPOLELYPH, JTeUeOHH METOIM
H/UIy eKapcTBEHH MPOAYKTH. MeTOAUYHOTO yKasaHHe e H3rpajieHo Ha 0a3ara Ha
Hali-HOBUTE TEOPETHYHH ITO3HAHH 32 OHONIOTHATA Ha NATONIOTHYHHS NPOLIEC MpU
OTAEIHUTE HO30IOTHYHM €AMHHUIIH, CHBPEMEHHHTE JHATHOCTHYHH BH3MOXKHOCTH M
TepaleBTHYHU MIOAXO0IH, METOJ0IOTHATA Ha PEHOMHPAHHUTE €BPOMEHCKH M CBETOBHU
PBKOBOJICTBA 10 XEMATOIOTH U € CH0OpazeHo ¢ 0cODEHOCTUTE Ha HALLIATA CHCTEMA
Ha 3apaBeonaspane. B mogobeH acnekT MeToAHYHOTO yKa3aHEHUE UMa TeOPETHIHO-
HH(pOPMALMOHEH U [IPENIOPBUNTEIICH XapaKTep.

Abstract: Guidelines for the diagnosis, treatment and follow-up of patients with
diseases of the blood and blood-forming organs

This Guideline is approved by the Minister of Health for a period of one year as an
integral part of the standard in Clinical Hematology, and is subject to correction every
12 months as necessary to introduce new diagnostic procedures, therapeutic methods
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and / or medicinal products. The methodological instruction is based on the latest
theoretical knowledge about the biology of the pathological process in the individual
nosological units, the modern diagnostic possibilities and therapeutic approaches, the
methodology of the renowned European and world hematology guidelines and is in
accordance with the peculiarities of our health care system. In this aspect, the
Methodological Guidelines are theoretical, informative and advisory.

7. Kanera B., B aBTOpckH KONEKTHB. MeTONMYHHN HACOKY 3a AMarHOCTHKA U
JIEYCHHE HA XeMATOIOrHYHH 3abongsauud. Xemamonozus 2015; 3-4: 1

Peziome:

Hacrosmoro Memoduuno ykazanue € akTyanusupaH BapuanT Ha Memooduurnomo
ykazanue or 2011 r. u e U3rpageHo Ha 6a3ara Ha CbBPEMEHHUTE TEOPETHYHH
MO3HAHMS 32 OMOIOTHATA HA MATOJOTHYHHA MIPOLIEC IIPHU OTACTHUTE HO30MIOTHYHU
€JIMHALH, IHATHOCTHUHH Bb3MOXKHOCTH H TEPANEBTHYHY noaxoau. To e cbo0paseHo
¢ 0COOEHOCTHTE HA HallaTa CUCTEMA Ha 3ApaBeona3BaHe i HMa TCOPETUHHO-
MH(OPMALMOHEH U NPENOPBYUTENCH XapaKTep.

Abstract: Guidelines for the diagnosis and treatment of hematological diseases

This Guideline is an updated version of the Guideline since 2011 and is based on
current theoretical knowledge of the biology of the pathological process in individual
nosological units, diagnostic options and therapeutic approaches. It is tailored to the
specificities of our healthcare system and has theoretical, informational and advisory
character.

8. Kanera B. Bpojenu xemaTonornuny 3abonssanus. Pedku zenemuunu
bonecmu, nox pepaxupsita Ha npod. dpara Towndesa. M3parencka kpia Cumennpec,
Codmsa, 2014, 873-881

Pestome: Penkure 601ecTH ca XHUBOTO3aCTpaIIaBaIIK WM XPOHHYHH
MHBAIHIU3HUPAIILH 3a00JI1BaHUA CbC c1ab0 pasnpoCTpaHEHHE U BUCOKA CTEIEH Ha
caoxHocT. Hag 80% ot TAX HMAaT reHeTHYHA CTHOIOTH, ONpeleeHa OT MOHOTCHRH
AedEeKTH, MOJTUreHHH GakTopH HIK XPOMO3OMHHU aHoManuu. Bpoaennre
XEMATOJIOTHYHH 3a00IBAHHA 3a¢MaT 3HAYMTE/IHA YACT OT HO30JIOMMYHATA CTPYKTYpd
Ha 1OOPOKAYECTBEHUTE KPBHBHU OONECTH U ce MPEACTABAT IPEJUMHO OT
KOJNHMYECTBSHH MM KAQYECTBEHY HapYIIeHHs Ha KIICTKHTE Ha EpUTPOLIMTHATA peaulia
1 Ha KpbBockcHpBaiuTe pakropu. B pasnena Bpodenu xemamonozuunu
3aB0nA6aHYUA ABTOPKATA MIPEICTABA [I0JPOOHO CHBPEMEHHITE KOHLENMIIMHM OTHOCHO
pasmpOCTpaHEeHHETO, KIMHHYHOTO IIPeICTaBAHe U JICYCHUETO Ha TaJaCEMUYHHTE
CHHPOMH C aKIEHT BhPXY MOJIEKYIAPHO-TEeHETHYHMA aHAIM3 M ApeHaTanHaTa
IHATHOCTHKA.

Abstract: Congenital hematologic diseases

Rare diseases are life-threatening or chronic disabling conditions with low prevalence
and high complexity. Over 80% of them have a genetic etiology, determined by
monogenic defects, polygenic factors, or chromosomal abnormalities. Congenital
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hematologic discases occupy a significant part of the nosological structure of benign
blood diseases and are predominantly represented by quantitative or qualitative
disorders of the erythrocyte cell series and of blood clotting factors. In the section on
Congenital Hematological Diseases, the author presents in detail the modern concepts
regarding the spread, clinical presentation and treatment of thalassemic syndromes
with an emphasis on molecular genetic analysis and prenatal diagnosis.

9. Xpucroszosa H., B. Kanesa. Ouesxa Ha 0010 ¢eeTosHue (IBPGOPMANC CTTyc).
Knunuuno nosedenue npu nespodnacmom y deua — ppKoeoocmeo, OCHOGAHO HA
dokazamencmea. Bapua, Apm Tpeiicop OO/, 2015; 72-74

Pezrome:

Hyxaara 0T HaMOHANIHO PBKOBOACTBO 32 IOBEIEHHE IPU HEBPOGIACTOM ¥ Jela e
00yclloBeHa OT KIMHUYHATA MY aKTYaJIHOCT 3a CBETOBHATA U Objrapekara
eIHaTpHYHa OHKOJOrHs. YecToTara Ha TyMOpa € OKOIIO 7% OT BCHYKH
3OKa4eCTBEHH OoJiecTH Ha Bh3pacT OT () 70 14 roguHH ¥ € Ha TPETO MACTO CEH
MaITUTHEHHUTE XEMOIIATHH H 3J0KaYECTBEHHUTE HEOIIa3MH1 Ha IIEHTpa/IHA HepBHA
cucreMa. Llen Ha pBKOBO/CTBOTO € Ja IPEICTaBH CHBPEMEHHH ATOPUTMH 34
KIMHHYHO [OBEIEHHE 1P HEBPOOIACTOM B eceHIHanHa GopMa, afanTupana 34a
MEIHIMHCKATA PaKTHKa B bearapus. PEKOBOACTRBOTO € MIpeIHA3HAUEHO 38 BCHUKH
METHUIMHCKH CIELHAIHOCTH B Bbarapus, KOUTO ¢ 3aHHMABAT C PasiugHKi
HAMPABICHNA Ha IIOBENEHHUE ITPH HEBPOOIacTOM: JETCKH OHKOXHPYP3H, HETCKH
OHKOXEMATOJIO3H, NTATONO3H, PAJHON03Y, HYKIEAPHH MEANIH, MEIULIHHCKH
TeHETHILIH, TFYETEPANEBTH, 0ONIONPAKTHKYBALIH JIeKapH, hapMaleBTH |
METULHHCKH CECTPH. PEKOBOJICTEOTO 38 KIMHUYHO [TOBEACHHE [IPU HeBPOOIacTOM y
Je1la € OCHOBAHO Ha IOKA3aTeNCTBA U € CTPYKTYPHPAHO B 0CeM pasferna, Beekn ot
TSIX € CHCTABCH HAl-Malko OT JBaMa eKCIIEPTH, CHALPIKA PEIIOMHUPaH JIUTEPATYPEH
0030p BBPXY CBOTBETHHUS NPOOIECM K H3LAIO CE I1030BABA HA METUIMHA, OCHOBAHA Ha
AoKa3aTencTsa. B kpas Ha Bcexu paszzen ca febHHUPaHH IPETIOPHKH, OITHCAHH ¢
YETHPH CTCIIEHH Ha NpenopbuauTeaHocT (A, B, C u D) cnopea Oxcdopiackus LEHTHD
32 MEJHLKHA, OCHOBaHa Ha JokazarenctBa (CEBM), H KbM TAX ca 100aBeHH aKUEHTH
3a nobpa npaktrka. [ou. Banepus Kanesa e equu ot qsaMara eKCIEpTH, y4aCTBAIM
B HAIIMCBAUETO Ha pasnena Oyenka Ha obujo cvcmosnue (nepdopmanc cmamyc).

Abstract: Performance status

The need for a national guide to the behavior of neuroblastoma in children is
conditioned by its clinical relevance for world and Bulgarian pediatric oncology. The
incidence of tumors is about 7% of all malignancies between the ages of 0 and 14
years and is third after malignant haemopathies and malignant neoplasms of the
central nervous system. The purpose of the guide is to present modern algorithms for
clinical behavior in neuroblastoma in essential form, adapted for medical practice in
Bulgaria. The guide is intended for all medical specialties in Bulgaria, dealing with
different areas of behavior in neuroblastoma: pediatric oncologists, pediatric onco-
hematologists, pathologists, radiologists, nuclear medicine, medical geneticists,
radiotherapists, general practitioners, pharmacists and nurses. The guideline for
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clinical behavior in neuroblastoma in children is evidence-based and structured into
eight sections. Each is composed of at least two experts, contains a summary of the
literature on the problem and fully relies on evidence-based medicine. At the end of
each section, recommendations outlined in four levels of recommendation (A, B, C,
and D) by the Oxford Center for Evidence-Based Medicine (CEBM) are defined and
good practice highlights are added. Assoc. Prof. Valery Kaleva is one of the two
experts who participated in the writing of the General Assessment (Performance
Status) section.

10. Kanesa B., M. Cnacosa. Kontpon Ha cuMintomu. Knunuuno nogedenue npu
neepobaacmom y deya — prKo8oOCngo, OCHOGARO Ha Jokazamencmea. Bapua, Apm
Tpericop OO/, 2015; 133-138

Pesiome:

Len Ha ppKOBOICTBOTO € 12 IPEACTAaBH ChBPEMEHHHM allrOPUTMH 34 KITMHHYHO
MIOBEICHHE TIPH HeBpoOIacTOM B eceHUMaNHa GopMa, afanTHpaHa 3a MEOHLMHCKATA
npakTHKa B brarapus. PEKOBOACTBOTO € NPE/HA3HAYEHO 33 BCHYKH MEIHLIHHCKH
CTICIIHANHOCTH B BBIrapus, KOUTO C€ 3aHKUMABAT ¢ Pa3jiMYHY HaTIPaBICHHA Ha
HMOBEACHHUE MPH HEBPOOIACTOM: IETCKH OHKOXUPYP3H, JIETCKH OHKOXEMATONO3H,
MATOJIO3H, PATHUOIO3H, HYKIEAPHH MEIUIY, MEIHIIMHCKH TEHETHLIM, ThUETEPareBTH,
0BILIOTIPAKTHKYBALIH JIEKapH, hapMaleBTH 1 MEAMLMHCKH ceCTpH. PBKOBOICTBOTO 32
KJIHHHYHO TIOBEICHUE IIPU HEBPOOIACTOM Y Jelia € OCHOBAHO Ha JIOKA3aTENCTBA U €
CTPYKTYPHpaHO B 0ceM pasjgena. BcekH OT TAX € ¢heTaBeH Hal-MaJIko OT HBaMa
eKCIIepTa, ChABPIKA PE3IOMUPAH IUTEPaTYpeH 0030p BEPXY ChOTBETHUA MPODIEM H
H3LANO ce [T030BaBa Ha MeJHIHHA, OCHOBaHa Ha IOKA3aTelCcTBa. B kpad Ha BCEKH
paszen ca aedUHUpaHH IPENOPBKH, OIHCAHH € YSTUPH CTEIICHH HA
npenopsuHTenHOCT (A, B, C u D) criopen OxcdopacKus LEHTBD 3a MEJULUHA,
ocHoBaHa Ha gokazarencrsa (CEBM), u kbM TaX ca 1o0aBeHH aklEHTH 3a 1o0pa
nipaktika. Jlou. Banepus Kanepa e enud ot n1paMarta eKCIEPTH, y4acTsany B
HAITMCBAHETO Ha pasnena KoHmpon Ha CUMNIMOM.

Abstract: Symptoms control

The purpose of the guide is to present modern algorithms for clinical behavior in
neuroblastoma in essential form, adapted for medical practice in Bulgaria. The guide
is intended for all medical specialties in Bulgaria, dealing with different areas of
behavior in neuroblastoma: pediatric oncologists, pediatric onco-hematologists,
pathologists, radiologists, nuclear medicine, medical geneticists, radiotherapists,
general practitioners, pharmacists and nurses. The guideline for clinical behavior in
neuroblastoma in children is evidence-based and structured into eight sections. Each
is composed of at least two experts, contains a summary of the literature on the
problem and fully relies on evidence-based medicine. At the end of each section,
recommendations outlined in four levels of recommendation (A, B, C, and D) by the
Oxford Center for Evidence-Based Medicine (CEBM) are defined and good practice
highlights are added. Assoc. Valeria Kaleva is one of the two experts involved in
writing the Symptom Control section.
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11. Kanesa B., M. Cnacopa. Kontpon Ha ¢pebpunna ueyrponenus. Krunuuno
noeedenue npu HEGPOOAACIOM Y Oeld — PHKOBOOCHEO, OCHOSAHO HA
doxazamencmen. Bapua, Apm mpeiicop OO/, 2015; 139-145

Peztome:

Llen Ha pBEKOBOACTBOTO € Ja IIPEICTABH ChBPEMEHHHM allTOPHTMH 32 KIIHHHIHO
IOBE/ICHUE IIPH HEBPOOIACTOM B eceHLHaliHa (HOopMa, aAanTHpaHa 3a MEIHIUHCKATA
npakTHKa B bearapus. PRKOBOACTBOTO € IMpeaHa3HAYEHO 38 BCHUKH MEIMIUHCKH
CIIENUATHOCTH B BbArapHs, KOUTO ce 3aHMMAaBaT ¢ Pa3NUYHH HAlIPABICHUS Ha
IOBEIEHNE IPH HEBPOOIacTOM: AETCKH OHKOXHPYP3H, JETCKH OHKOXEMATOI03H,
NaToNIO3H, PANHOI03H, HyKJIEAPHH MEAULM, METUIIMHCKH 'eHETHLH, JIFYETEPAIIEBTH,
00IONpaKTHKYBAIIY JeKapH, GapMaleBTH W MEIHIMHCKH ¢ceCcTpH. PBKOBOACTBOTO 32
KIMHUYHO [TOBEJEHUE IIPH HeBpoOIacTOM Yy Jella € OCHOBAHQ Ha JOKA3aTEICTBA U €
CTPYKTYPHpPaHO B O0ceM paszena. Beeku oT TAX € cheTaBeH Hali-Majiko OT IBaMa
€KCIIEPTH, ChABPKA PE3IOMHPAH NHTEpaTypeH 0030p BEPXY CHOTBETHHS PODIEM H
U3LAIO ce [1030BaBa Ha MEIMI[MHA, OCHOBaHA Ha JOKa3aTeNcTBa. B Kpas Ha BCeKH
paszen ca Je(UHHUpaHU NPETIOPHKH, OMHCAHH C YETHPH CTENeHH Ha
npenopbuutentoct (A, B, C u D) cnopen OxcdopIcKkus HEeHTEp 2a MEJULIMHA,
ocHOBaHa Ha JokasarencTsa (CEBM), u kpM TiX ca nobaBeHH akLIeHTH 3a Jobpa
npaktuka. JJou. Banepusa Kanesa e enui oT ABaMaTa eKCIEPTH, YYACTBAIH B
HAMUCBAaHETO Ha pasfaena Koumpon na gebpuinna neymponernus.

Abstract: Control ofFebrile neutropenia

The purpose of the guide is to present modern algorithms for clinical behavior in
neuroblastoma in essential form, adapted for medical practice in Bulgaria. The guide
is intended for all medical specialties in Bulgaria, dealing with ditferent areas of
behavior in neuroblastoma: pediatric oncologists, pediatric onco-hematologists,
pathologists, radiologists, nuclear medicine, medical geneticists, radiotherapists,
general practitioners, pharmacists and nurses. The guideline for clinical behavior in
neuroblastoma in children is evidence-based and structured into eight sections. Each
is composed of at least two experts, contains a summary of the literature on the
problem and fully relies on evidence-based medicine. At the end of each section,
recommendations outlined in four levels of recommendation (A, B, C, and D) by the
Oxford Center for Evidence-Based Medicine (CEBM) are defined and good practice
highlights are added. Assoc. Prof. Valeria Kaleva is one of the two experts who
participated in the writing of the Control of Febrile Neutropenia section.

12. B. Kanesa. Penxu BpoaeHH HapyIeHU Ha KpBbBOChCHpRAHE, CHPAGOUHUK 34
Krunuuno nosedenue. BMCX, BapHa, Apm Tpeiicvp 00/, 2018

Pesiome:

Penxute Bpomenn HapyieHus Ha kpspocheuprane (PBHK) BKIOUBAT CBCTOSHYMA,
KOWTO Ce OB/DKAT Ha BPOAEHA HENBJIHOIEHHOCT WM NepHIMT Ha KOaryIaluOHHHUTE
dakropu V (FV), VII (FVID), X (FX), XI (FXI), XIII (FXIII), dubpusores (hakrop
1, FI), npotpom6us (daxtop II, FII), komOuuupan neduuut Ha FV u FVIIL
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(FV+FVIID) u gedpuunr na suraMmul K-3aBucumure paxropu (BK3D). B
CTpPaBOYHMKA C2 TPEJICTABEHH OCHOBHUTE OHOMOTMYHM U TEHETHYHH
XapaKTepUCTHKH Ha [TOCOUYEHHTE KoarynaudoHHH (hakTopH, KakTo H 0bobuIcHa
uH(hOpMaLIHs 3a TAXHOTO KIHHHYHO NpeACTaBsaHe, TadopaTOpHa JqHArHO3a 1
TepareBTHYHH OMIIHMH B ChCTOSHME Ha Aepuuut. KHurara e npejiHazHaueHa 3a
CTYNEHTH, CTIELHATIH3AHTH U CHELHAIHUCTH 10 NEAHATPHA, BETPEIIHH OONECTH H
KJIMHUYHA/IeTCKa KIIMHUYHA XEMaTOIOTHAL.

Abstract: Rare congenital coagulation disorders

Rare congenital coagulation disorders (RVNA) include conditions due to congenital
deficiency or deficiency of coagulation factors V (FV), VII (FVID), X (FX), XI (FXI),
XIIT (FXIID), fibrinogen (factor 1, FI), prothrombin (factor 1I, FII), combined
deficiency of FV and FVIII (FV + FVIII), and deficiency of vitamin K-dependent
factors (HCVF). The guide presents the basic biological and genetic characteristics of
these coagulation factors, as well as a summary of their clinical presentation,
laboratory diagnosis and therapeutic options in a deficient state. The book is intended
for students, postgraduate students and specialists in pediatrics, internal diseases and
clinical/pediatric clinical hematology.

13. Kanesa B., B aBTOpCKH KONEKTHB. PoKoeodcmeo 3a duaznocmuxa i neyenue
na xemamonozuunu 3avonaeanun. Ilon penaknuata va M. I'enosa, XK. I'pynesa-
ITonoea, JI. I'epuera, B. Kanesa, I'. banauenxo, Cr. ['opaHos, YO. Paiinos. BMCX,
Bapua, Apm Tpeticop OO, 2018: 13-156

Pezome:

(dapmaxoTepanesTHIHOTO PLKOBOACTBO 10 XeMaTOJIOTHs e H3padoTeHo Ha §a3aTa Ha
Hal-HOBHTE TEOPETHYHM HO3HAHUA 32 OMONIOrHATa Ha [IATONOTHYHUA NIPOLEC DU
OTACTHUTE HO30JOTHYHY €IMHHIK, CEBPEMEHHITE JUATHOCTHYHH Bh3MOXKHOCTH H
TepaneBTHHHH NoAxoqH. [loaroTBeHo € oT YnpaBUTENHHUS CBbBET HA bharapckoro
MEIHMLIMHCKO CAPYIKEeHHEe [0 XeMaTOJI0THA U pabOTHUTE IPYIH KbM CAPYKEHHETO, B
KOMTO y4acTBAT CNELHANUCTH OT LiANaTa CTpaHa. BKIIoUeHHTe NPENOphKY 1
AJICOPMTMM Ca NPUETH C KOHCEHCYC U 0TPa3sABaT 3HAYMMH J0KA3ATEICTBA OT
nyOnuKyBany B CTICHHAIM3HpaHaTa MEIHIIHHCKA THTEpaTypa CHCTEMHH 0030pH,
KJIMHHYHH [IPOYYBAHHS U NPaKTHYECKK OIIUT, KATO CBOTBETCTBAT HA YTBBP/IEHUTE B
Eppona u cBera prKOBOACTRA, B ToBa uKcao Swerdlow SH, Campo E, Harris NL,
Jaffe ES, Pileri SA, Stein H, Thiele J (eds) WHO Classification of Tumours of
Haematopoietic and Lymphoid Tissues. WHO Classification of Tumours, Revised
4th Edition, Volume 2, IARC, ISBN-13 9789283244943; ESMO Clinical Practice
Guidelines: Haematological Malignancies; NCCN Clinical Practice Guidelines in
Oncology (NCCN Guidelines®); BSH Guidelines 1 ASBMT Practice Guidelines,
Llen Ha PHKOBOICTBOTO € Jia MIPEICTABH OCHBPEMEHEHH AITOPUTMH 38 KIMHHYHO
TIOBCACHHUE [IPH XEMATONOTHYHY 3a00NsBaHN, aZaNTHPaHH 3a MEMULIMHCKATa
IpaKTHKA B Bearapus. PEKOBOACTBOTO HMa TEOPETHYHO-HHGOPMAIIMOHEH H
IpEropbYUTENeH XapakTep, KaTo NoANeKH Ha peJOBHO OCEBPEMEHABAHE, OCHOBAHO
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Ha HOBH [IO3HaHHs, BEBEX/IAHC HA HOBXY METOAH H CPCACTEA Ha JIEYEHHE ¢ BHCOKO
HHBO Ha JOKa3aTCICTBEHOCT.

Abstract: A guide to the diagnosis and treatment of hematological diseases

The pharmacotherapeutic guide to hematology has been developed on the basis of the
most recent theoretical knowledge of the biology of the pathological process in the
individual nosological units, modern diagnostic options and therapeutic approaches.
It was prepared by the Board of Directors of the Bulgarian Medical Association for
Hematology and the working groups of the Association, which include specialists
from all over the country. The recommendations and algorithms included are
consensually accepted and reflect significant evidence from systematic reviews,
clinical studies and practical experience published in the specialist medical literature,
in line with established guidelines in Europe and worldwide, including: Swerdlow
SH, Campo E, Harris NL, Jaffe ES, Pileri SA, Stein H, Thiele J (eds) WHO
Classification of Tumors of Haematopoietic and Lymphoid Tissues. WHO
Classification of Tumors, Revised 4th Edition, Volume 2, JARC, ISBN-13
9789283244943; ESMO Clinical Practice Guidelines: Haematological Malignancies;
NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®); BSH
Guidelines and ASBMT Practice Guidelines.

The purpose of the guide is to present up-to-date algorithms for clinical behavior in
haematological diseases adapted to medical practice in Bulgaria. The manual is
theoretical, informative and advisory in nature, subject to regular updating based on
new knowledge, introduction of new methods and treatments with high level of
evidence.

14. Kanes /1., B. Kanesa. IlogxogsT GRADE ~ yHuBepcaien im e 3a OLicHKa Ha
J0Ka3aTelICTBa H 3a H3paboTBaHe Ha pbKoBoacTBa? Yuedna knuza — mekcmose 3a
npoodvicasanio meouyuncko odyyenue. Bapua, Apm Tpeiicvp OOJT, 2019
Pesrome:

Cratudra e mutepatyper 0030p 3a moaxona GRADE, kato cucTema 32 OHEHKA Ha
KaueCTBO Ha OKa3aTeNCTBa M 3a CTelIEHYBaHe Ha NPEOPBHKH B KJIMHHYHH
peroBogcTaa. Ilogpobro ce npocaensasa CTpyKTypaTa Ha MeTOAA, PerJaMeHTHPAIII
YeTHPH CTHIIKH 34 pa3paboTBaHe Ha Npenopsku: (1) paMkupane HA KIHHHUHH
BerpocH (PICO) u cucTemMaTHUeH aHAIM3 Ha JOKa3aTelIcTRa; (2) OleHKa Ha KaUecTBO
(CHT'YpHOCT) Ha NOKa3aTeNCTBaTa; (3) CTENeHYBaHe Ha IPEMOPhYHTETHOCT IO CHIA U
(4) mpezcTaBsHe HA NPENOPBKH C ONpeNeneHa CHIHU(PHKAHTHOCT (KaTEropHYHA MId
YCIIOBHA), AHANM3UpaHU ca IPEIMMCTRATA H HEAOCTATHUMTE Ha IOAX0A.
Pasrnepana e mogudukanuaTa My, IpeIokKeHa oT ekcneptausa 6opa Ha MOPE
2019. ©opmyrupanu ca H3BOAH 3a akTyanHocrta Ha GRADE B Grarapckara
KNMHHUYHA OHKOJIOTHSL.

Abstract: The GRADE Approach - Is it versatile for evaluating evidence and
developing guidance
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The article is a literary review of the GRADE approach as a system for evaluating the
quality of evidence and for grading recommendations in clinical guidelines. The
structure of the four-step method for developing recommendations is thoroughly
monitored: (1) clinical questions framework (PICO) and systematic analysis of
evidence; (2) quality assessment (security) of evidence; (3) grading the advisability
by force and (4) presenting recommendations with definite significance (categorical
or conditional), The advantages and disadvantages of the approach are analyzed. The
modification proposed by the expert board of the SEA 2019. The conclusions about
the relevance of GRADE in the Bulgarian clinical oncology are formulated.

IIBJIHOTEKCTOBH ITYE/ITUHKALTHH B BBJITAPCKH CITHCAHHA

15. Hepgen I1., B. Kanepa. Xemodunus B 1 anenoToH3unektoMus. Jiureparypen
0030p M NpejcTaBsHe Ha ciiydail. Omopunonapunzonozun 2008; 1: 43-45

Peszome:

IMocTonepaTHBHOTO KBPBEHE Cllel alCHOTOH3UTIEKTOMHA € KOMILIMKALMSA, KOATO Ce
cpewa B 0.6% clien enexTpokayrepia u 10 7.6% OT clIyyaHTe Cllejl Kiacu4ecka
onepauus. IIpejcrapaMe cnydail Ha nere Ha 9 rogunu U 11 Mecena ¢ xemodunus B,
[IPH KOETO € M3BbPILCHA aJCHOTOH3UIEKTOMHUS C MOCIeIBalla TEKKA XeMoparus.
BuuMaTeneH nperie;/ Ha JUTepaTypaTa [10Kasa ¢ H3BECTHA YCJIOBHOCT, Y€
XHpYprusiTa Moke jia 66/1e 6e30nacHo U3BEPIIEHA TIPH MALKMEHTH ¢ XeMOpHIus.

Abstract: Hemophilia B and adenotonsillectomy

Postoperative bleeding after adenotonsillectomy is a complication that occurs in 0.6%
after electrocautery and in 7.6% of cases after classic surgery. We present a case of a
child of 9 years and 11 months with hemophilia B, in which adenotonsillectomy was
performed with subsequent severe hemorrhage. A careful review of the literature
showed with some convention that surgery can be safely performed in patients with
haemophilia.

16. Kanesa B., /. Kanes. [IneBpanuu U31MBH [IPH MaTHTHEHH XEMOITATHH.
Crnucanue na 6vazapcko onxonozusno opyscecmeo 2011; 2: 52-56

Pesome:

[lpx knuHUYHA MaHH(eCcTalus Ha TOYTH BCHYKH MAJIMIHEHY XEMOIATHH MOXE Ja
Obae peructprpa ruieepained H3mus (I1M). HacTosumuar nutepatypen 0630p
pasriexnJa YecTOTaTa, IPOTHYAHETO, crienuduYHITe 1ab0PaTOPHH H MOP(OIOTUYHH
TIPU3HAIM HA IUIEBPAIHO BHBIWYAHE TIPH MATHTHEHH THM(OMH, OCTPH M XpPOHHYHH
JEBKEMHMH, MYJITHILIEH MHeIoM i Oostect Ha Castleman. YonpobHo ce omucBat
[aToreHesara U KIMHu4HuTe 1posisu Ha [TV, cBbp3anu ¢ mpueTepanus 1 KOCTHO-
MO3b4HA TpaHcmnanTalusa. O6CeHIAT ce CHBPEMEHIHTE NPEACTABH 34 HAKOM PEIKH
smbonpondepaTHBHY HapyLUEHHs Ha IJIEBPATa, KaTo IbPBHYEH MIEBPAlICH
numdomM | TuMpoM, CBEP3aH ¢ IHOTOpaKe. 3a neyennero Ha [ mpu Besaka oTnenHa
MaJMIHEHa XEMOMATHS Ce II0CoYBaT creudUUHY ie4eOHH MOJX0AH U Cce JHCKYTHPa
TepaneBTHYHATA UM €(QEKTHBHOCT.
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Abstract: Pleural effusions in hematologic malignancies

Pleural effusion (PE) could be observed at clinical presentation of almost all
hematologic malignancies. The aim of the following article is to describe the
frequency, clinical course, specific laboratory and morphologic signs of pleural
involvement in malignant lymphomas, acute and chronic leukemia, multiple
myeloma and Castleman disease. Pathogenesis and clinical manifestations of PE
associated with radiotherapy and bone marrow transplantation are thoroughly
described. Contemporary concepts for some rare lymphoproliferative pleural
disturbances like primary pleural lymphoma and lymphoma associated pyothorax are
discussed. After each separate malignant hemopathy there are treatment options with
specific therapeutic approaches and discussion about their effectiveness.

17. Kanesa B., I'. CemoBa. [Iporpama 3a nonodpsisane Ha IPpHABPIKAHETO KBM
KeJIA30-XENaTHpALlo JIEYeHHUE TIPH [IAIMEHTH ¢ Tanacemus Maidop B Brirapust.
Ilpaxkmuuecka neouampus 2012; 11: 7-8 |

Peziome:

IIpuaspixaneTo Ha NAUMSHTHTE KBM IPEIHCAHOTO JEKAPCTBEHO JCUEHHE €
aKTyalleH MapKep 34 Ka4ecTBO Ha XKHBOT. 3a 00JHH ¢ Tanacemus maiiop (TM)
HENPUIBPIKAHETO KbM XKeIa30-xenaTupaina Tepanus (OKXT) nocroBepHo moBHInasa
pricka 3a 6OJECTHOCT U CMBPTHOCT. B cTaTHATa ca aHANM3MPAHH OCHOBHUTE IPHUMHK
33 HENPUILPIKAHE H ¢a TocoueHH cnennubuunnTe 3a Brirapus CyOexTHBHU H
obexTHRHH Gapuepu 3a ToBa. [IpencraBeny ca MOAXOOUTE M METOJHTE 3a
nofoOpABaHE U €a TIPEANOKEHN KOHKPETHH MEPOIPHATUS 33 ONTHMU3MPAHE B
pamkure Ha HaupoHnanua nporpaMa.

Abstract: A program to improve adherence to iron chelation therapy in patients with
thalassemia major in Bulgaria

Patient adherence to prescribed medication is a current marker of quality of life. For
patients with thalassemia major (TM), failure to adhere to iron chelation therapy
(HRT) significantly increases the risk of morbidity and mortality. The main reasons
for non-adherence are analyzed in the article and the specific for Bulgaria subjective
and objective barriers are stated. Improvement approaches and methods are presented
and specific optimization activities are proposed within the National Program.

18. Tzoukeva A., A. Kaprelyan, V. Kaleva, D. Georgiev, D.D. Georgiev. Optic
nerve infiltration as an initial manifestation of T-cell Lymphoma’s relapse. Scripta
Scientifica Medica 2012; 44 (2): 93-95

Pestome: Hudpunmpayus na onmudnis Hepe kamo RbPEOHAYATHA HPOABA HA Peyuous
Ha T-xnemvuen numpom

JHpeKTHATa UHBA3Ks B OpOKTATa Ha HEOIIACTHYHH KJIETKH OT cHcTeMeH T-KIeThueH
HEXOKKHHOB JIHM(OM € 4eCTO CPEeHiaHO SBICHUE, HO BEBIMUYAHETO HA 3PHTEIHHAS
HEpB, KATO IIEPBOHAYANHA IIPOsIBA HA PEIMAMBUPALIO 3a00JsSBaHE, € CPABHHTEIHO
panko. llpencraps ce 13-rogunrao MoM4e ¢ IOCTUTHATA PeMECHS Ha T-KiIeThueH
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HEXODKKHHOB JTHM(DOM, KOETO Ce OIUTaKBa OT NPOrpecHBHa 3pUTe/HAa 3aryba B
As80TO 0KO. OdranMocKonusTa OTKPHUBA OTOK Ha JIEBMS ONTHYEH JUCK M BEHO3HO
TIOMBTHSBAHE HA peTuHaTa. MarHUTHHAT pe3oHaHC TT0Ka3Ba JaHHH 328 MHQHATpaUUs
Ha JIEBHA ONTHYEH HepB, OnTHyHATA KOXEPeHTHa TOMorpadHs NoKa3Ba OTOK Ha
JeBus onTrved Heps. [locTaBeHa e JUarHo3a Ha eHOCTpaHHa HHQWITpauusa Ha
3PUTEIHUS HEPB, KATO IIBPBOHAYAIHO U30MMPAHO MPEACTaBsHEe HA peLuaus Ha T-
KJIEThYeH HEXOMKKHHOB JumpoM. [IporeseHa e cHCTeMHa XUMUOTEPATIHS K MO3bYHA
AbYETEparins, BKIOUNTEIHO H Ha JBeTe OpOUTH. OTUETEHO € HENBIHO
Bb3CTAHOBABAHE Ha 3PUTEIHATA OCTPOTA HA IIBOTO OKO. 3a ChKaIEHHE, AETETO
IOYHBA OT CUCTEMEH PELMAMB HA OCHOBHOTO 3aboMNsgBaHe 5 Mecela [10-KbCHO.
WaduntpauusaTa Ha ONTHYHHUS HEPB, KaTo MbPBOHAYAIHA NIPOsBA HA PELMAHB Ha T-
KIETHYHHA TUM(OM, € PSIIKa M M3MCKBA CNISMIHO H3CIEIBAHE 1 TCYCHHE.

Abstract:

Direct invasion of the orbit by the neoplastic cells from systemic T-cell Non-
Hodgkin’s lymphoma is common, but the involvement of the optic nerve as an initial
manifestation of relapsed disease is relatively rare. A 13-year old boy with systemic
T-cell Non-Hodgkin’s lymphoma, stage IV in remission complained of progressive
visual loss in his left eye. Ophthalmoscopy detected left optic disk edema and retinal
venous tortuosity. Magnetic resonance imaging showed evidence of left optic nerve
head infiltration. Optical coherence tomography indicated swollen left optic nerve
head. A diagnosis of unilateral optic nerve infiltration as an initial isolated
presentation of T-cell Non Hodgkin’s lymphoma relapse was made. Systemic
chemotherapy and whole brain radiotherapy including both orbits were performed.
Incomplete recovery of his left eye visual acuity was reported. Unfortunately the
child died of systemic relapse 5 months later. Optic nerve infiltration as an initial
manifestation of T-cell lymphoma’s relapse is rare and requires urgent investigation,
and treatment.

19. Kanesa B. XeMmohuiua 4 yqasiiuiHo 3ypaseonaszpane. Health 2013; 7: 54-55
Pesiome:

XemounuaTa € psaako 3abIIsiBaHE ¢ MHOIO MUTOBE U ITOTPEIIHH CXBAIaHHU, KOUTO
NpOILIKABAT Ja ce pa3lpocTpansBar cpex xopara. [TogoOHo Ha NOBEYETO MOZOOHH
TIOrPELIHY CXBALIAHHS, TE MOTAT 13 HANPaBsAT XXHBOTAa MHOTO MO-TPYJAEH KAKTO 323
YOBEKa ¢ XeMODUIIHA, TaKa U 33 XOPaTa OKOJI0 HEro, OTKOJIKOTO ChCTOSHUETO
H3HcKBa. Tasu cTaTHA € 1a MOMOTHE HA YUHTENHNTE ¥ YUSHHLIUTE, KaTo Aaje
HeobXomumMara HHGOPMALIK, 3a Ja e TapaHTHpa, Y& JETETO ¢ XeMODHIU MOXKE Ja
ce pajiBa M [a OJyyasa TONKOBa OT YYHIHIUE, KOJIKOTO BCAKO Apyro Aete. [icuara ¢
xemoduus Tpsabra qa OBJAT TPETUPAHH B YHHIUIIE KaTO BCHYKH OCTAHAIH 31paBH
nena. [IpocTo yuuTennTe ¥ BE3MNUTATENHTE TPAOBa 2 O'BJAT MANKO HO-OJUTENHH U
Jia 3HasT KaK Ja pa3lo3HaBaT [10sBaTa Ha KPHBOU3/IHBH.

Abstract: Hemophilia and school health
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Haemophilia is a rare condition. Largely because it is so rare, there are a lot of myths
and misconceptions about haemophilia firmly lodged in many people’s minds. Like
most such misconceptions, these can make life much more difficult, for both the
person with haemophilia and for those around him (or her), than the condition
warrants. This article is to help the teacher and pupils, by giving the information you
require to ensure that the child with haemophilia enjoys and gains as much from
school as any other child. Children with haemophilia should be treated just like any
other child. Just the teachers and educators need be a little extra vigilant so you can
learn to recognise bleeds.

20. bemuera M., 1. biuszHakora, B. Kaaesa. Yolk sac TyMop c aTunuuna
noxanusauus. Hpaxmuuecka neduampun 2013;11:14

Pesrome:

I'epMuHATHBHO-KIETEYHATE TYMOPH €a PA3HOPO/IHH B OHOIOTHYHO, MOPHOIOTHIHO
H KJIMHUYHO OTHOILIEHHE Heoll1asMu. [Ipu renara e ¢ca OTHOCHTENHO PEIKU U
IIpeAcTaBIaBaT OKOIO0 3 % OT BCUYKH 3NIOKAYECTREHU 3a00NABaHus, HabI0 aBany B
TO3H BB3pacTos nepuol. Cpen 14x Yolk sac rymopsT (YST, Tymop na Teilum, Tymop
Ha eHI0JEpPMAIHUA CHHYC) CE Cpellia ¢ Hait-BHCOKA YeCTOTa, XAPAKTEPeH € 32
PaHHOTO JETCTBO U 0OUHaiHO H3X0MIa OT MEBIKKHTE ronaau, [Ipencrapame ciay4daii ¢
psiKa IEPBUYHA Ta30Ba JOKANH3ALMS P IETE OT KEHCKH IO

Abstract: Yolk sac tumor with atypical localization

Germ cell tumors are heterogeneously biologically, morphologically and clinically
neoplasms. In children, they are relatively rare and represent about 3% of all
malignancies seen during this age range. Among these, the Yolk sac tumor (YST,
Teilum tumor, endodermal sinus tumor) occurs at the highest frequency, is
characteristic of early childhood and is usually derived from male gonads. We present
a case with a rare primary pelvic localization in a female child.

21. Kanesa B. L{enTsp 32 KOMAJIEKCHO JIEUECHHE Ha TAlACEMUA ¥ XeMODHIIUS B
YMBAJI ,,Cs. Mapuna* — Bapua. Hlpakmuuecka neouampusn 2015; 10: 4-7
Pezrome:

XeMo(pmIMATa U TATACEMHATA ca €AHH OT Haif-4ecTo CPenianiTe PpeAKU BpOACHH
3a00ABaHNs, KOUTO B €BPONEHCKH 1 CBETOBEH Malnal ¢a JOKa3ali MPEAUMCTBOTO
Ja ObAaT JEKYBaHH U IIPOCICAABAHN B ClleNUanu3upany uenrpose. C aMOuIuATa 1a
CE HaIpaBH MOJEN 3a IIEHTHP 32 KOMILIEKCHO T€YeHUE HA NAIMEHTH ¢ BPOJSHH
aHeMHH # xoaryronaTud B bemrapus npes 2012 r. B MY — Bapua u YMBAIJI “Cs.
Mapuna” cTapTUpa MpoeKT 32 [IHIOTeH LISHTHD 3a TATACEMHEs H XeMOQHIIMS, KOKTO ¢
3aBLPHICH €0HA FOJHHA MO-KBCHO M PaskpuT npes M. okToMBpH 2013 r. B crarusra
¢e OMICBA MOAPOOHO CTPYKTYpaTa Ha IEHTHPA, BE3MOKHOCTHTE 33 JUAaTHOCTHKA
JeYEHHE U UHTEPIAUCLUITIMHAPHHUS TOIXO NpU 00rPHKBAHETO HA MALUEHTHTC C
TanaceMus U XxeMouIus.

Abstract: Comprehensive centre for treatment of thalassemia and hemophilia in
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UMHAT “St. Marina” — Varna

Hemophilia and thalassemia are one of the most frequently met rare inherited
diseases, which in Europe and worldwide have proven their priority to be treated and
followed in comprehensive centers. With the ambition to make a model for a
Comprehensive center for treatment of patients with congenital anemias and
coagulopathies in Bulgaria, in 2012 in MU - Varna and UMHAT “St. Marina”, has
started a project for a pilot center for thalassemia and hemophilia, which has been
opened in October 2013. The article describes in detail the structure of the center, the
diagnostic and treatment options and the interdisciplinary approach in the care of
patients with thalassemia and hemophilia.

22. Kaaesa B., M. Benuesa, Y. Urnarora, E. [Terera, K. IMerposa. Xemodunus A u
B. Hpaxmuuecka neduampusn 2015; 10: 7-10

Pezjome:

B crathaTa ca npelcTaBeHH ChBPEMEHHHTE [TO3HAHHUSA OTHOCHO ENHIEMHOJIOTHATE,
npe- U MOCTHATAIHATA JHATHO3a, KIHHHYHUTE 0COOCHOCTH, YCIOMKHEHHATA U
neuecHueTo Ha Xxemoduausa A u xemouiug B.

Abstract: Haemophilia A and Haemophilia B

The article presents current knowledge of the epidemiology, pre- and postnatal
diagnosis, clinical features, complications and treatment of hemophilia A and
hemophilia B.

23. Kanesa B., E. [Teresa, . Urnarora, K [erpora. bonect na Willebrand B
Aercka pu3pacT. lpaxmuuecka neduampua 2015; 10: 10-14

Peziome:

B cratusTa ca npeacraBeHd ChbBPEMEHHHUTE MO3HAHHS OTHOCHO ETTHAEMHOIIOIHATE,
naToreHe3aTa, KIaCH(QUKALNATA, [HarHo3ara, KIHHUYHHTE 0COOEHOCTH U JIEYEHHETO
na Gonecrra na Willebrand.

Abstract: Von Willebrand Disease in Children
The article presents current knowledge of the epidemiology, pathogenesis,
classification, diagnosis, clinical features and treatment of von Willebrand disease.

24, Kaaesa B., X. Xpucrozosa, . Hruatosa, K. [terposa. beta-Tanacemus.
Hpaxmuvecka neouampun 2015; 10: 14-20

Pezrome:

B craTusita ca MpeacTaBeHH CHBPEMEHHUTE MIO3HAHUSA OTHOCHO ENMUAEMHONIOIHSATA,
NaTOreHe3ara, pe~ H MOCTHATATHATA JUArHo3a, KIMHUYHITEe 0CODEHOCTH H
JeYeHneTo Ha 0eTa-TalaCeMHYHHTE CHHIPOMH.

Abstract: Beta-thalassaemia

The article presents current knowledge of epidemiology, pathogenesis, pre- and
postnatal diagnosis, clinical features and treatment of beta-thalassemic syndromes.
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25. Ilerposa K., 1. Urnaroea, . Pauesa, B. Kanesa. Xeaszoaeduuurna anemMus
npy aeua. Hpaxmuuecka neonampun 2015; 10: 20-22

Peswme:

KenaszogeduuuTHaTa aHeMs TIPH ella € CEPUO3eH 3APaBeH IIpobieM U NpH
OIIpECICHH IONYTAIMHA PUCKBT 34 NOSBA € MHOTO BHCOK. 1 € CBhp3aHa Che
CEPHO3HH ITOCIENCTBHA B PASBHTHETO HA JIellaTa, KOUTO He ca NpOoydYeHH Aobpe H ca
00€eKT Ha MHOTOCTPAHHH H3cleBaHus. CTaTUATA € CTPYKTypUpana moj (popMaTa Ha
Hali-4ecTOo 3aJaBaHu BBIPOCH H OTIOBOPH, 0a3HpaHH BEPXY ChBPEMEHEH
nuTEpaTypeH ob3op.

Abstract: Iron deficiency anemia in children

Iron deficiency anemia in children is a serious health problem and in certain
populations the risk of developing it is very high. It has serious implications for the
development of children, which have not been well studied and are the subject of
multifaceted research. The article s structured in the form of frequently asked
questions and answers based on a contemporary literature review.

26. Kauera B., X. Xpucrozosa, M. benuesa, 1. Hruarosa, E, Tlerera. Ilopenexue
IpY Jena ¢ KepeeHe. IIpakmuvecka nedunampus 2015; 10; 22-25

Peziome:

Kpseou3muBHUTE IIpH A€Lia ca CPABHUTEIHO 9ECTO CPEIIaHO CHbCTOSHME, C KOUTO
ne{aTpuTe Ce CPEIAT BbB BCEKUIHEBHATA [IpaKTHKA. [IpHYHHKTE 32 KbPBEHE MOTAT
na O'eaT TPHBHAHH, CBBP3aHH C IBPBHYHO HAPYIUCHHE HA KPbBOCHCHPBAHE HIIH
ChC CEPHO3HO CHCTeMHO 3abomasane. Bh3 0CHOBA HA €THONOrMATA T€ MOTaT Ja 65aar
KATErOPU3HPAHH B HAPYIICHH, 3acATrallll TPOMOOUTHTE HItH KOATYIAl[MOHHATA
KackaJa, U ce pasaenaT Ha HacleICTBeHH U IpuIoOHuTH. CHCTeMAaTHUHHAT OIXO0/I
ChC CBOTBETHATA KIIMHMYHA aHAMHe3a, QH3UKATHO H3CIACIBAHE U MOAXORALIM
J260paTopHM TECTOBE IIOMarar 3a 6Bbp30To MUarHocTUIMpane. B crarusTa e
IPEJICTABEH MOAX0/[a KbM AeTe C KPBBOM3IINB, KaTo ce 00CHMKIAT IMPAKTHUECKH
BBIIPOCH, CBEP3aHHU ¢ aHaMHe3aTa, GHU3HKATHOTO H3CIeIBaHE, HAaYalHaTa
JadopaTopHa OUEHKA M KPUTEPUUTE 32 KOHCYIITAUNA C JETCKH OHKOXEMATOJIOT.

Abstract: Approach to a Child with Bleeding

A child with bleeding is a relatively common hematological emergency encountered
by pediatricians in every day practice. Causes of bleeding could be trivial or
secondary to an underlying bleeding disorder or a potentially serious systemic illness.
Based on etiology, they can be categorized into disorders affecting platelets or the
coagulation cascade and can be inherited or acquired. A systematic approach with
relevant clinical history and examination along with appropriate laboratory
investigations aid in reaching the diagnosis promptly. The review outlines the
approach to a bleeding child. Practical points in history, examination, investigations
and management are discussed.
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27. Kanesa B., M. bermyesa, X. Xpucrosora, . Uruarosa, M. Payera. [ToBenenne
npH Jena ¢ avemus. Hpakmuvecka nednampus 2015, 10: 25-28

Pezome:

B craTHsTa e NpeAcTaBeH NPaKTHIESCKHAT MOAX0 ] B IOOOIHHYHATA IOMOLL [IPH JeTe
C aHEMHUEH CHHIPOM, KaTo ce 00CHKNAT BEIPOCH, CBhP3aHH C AHAMHE3aTa,
GbHU3MKAIHES NPEerae] U HaYalHaTa 1ab0paTopHa OLEHKA.

Abstract: The approach to anemia in the pediatric patient

The article presents a practical approach to pre-hospital care for a child with anemic
syndrome, discussing issues related to history, physical examination and initial
laboratory evaluation.

28. Xenesa E., B. Kanesa, B. [Inatukanop. KateTsp-cBbpaaHa LIeHTpalHa BEHO3HA
TpoM003a B JIETCKa BB3pacT. Anecmesnonozus u unmensueno ineuenue 2016; 4: 17-
20

Pesrome:

LleHTpanHUAT BEHO3EH KAaTEThP € Hal-4ecTaTa [IPUYMHA 33 Pa3BUTHE Ha BEHO3HA
TpomGo3a B Aercka Bb3pacT. HaCTBIHIOTO ATPOreHHO YCAOKHEHHE Ce ONpeaens
KaTo KaTeThp-cBbp3aHa LeHTpanHa BeHo3Ha Tpombo3a (KCIIBT) u e ¢ wectora 10
80% e nepuozna na HoBopoaeHoTo U 50% mpu no-ronemu gena. Hapacteanioro
TIPHIIOYKEHHE HA [IEHTPATHUTE BEHO3HH KAaTETPH NPK NEAHATPHYHHM ITALHEHTH H
pasBUTHETO Ha KbeHU yenoxkHeHH kaTo KCLBT e onpenens B ronsma crenex
NPOIBIKUTENHOCTTA ¥ M3X0a Ha OCHOBHOTO 3aboasaBane. ITo3naBaneTo Ha
IaTOreHe3arta H €THOIOTHSTA Ha Mpoleca, 0cOOSHOCTHTE HA XEMOCTa3aTa B JIeTCKa
BB3pAacT AaBa Bp3MokHoCT 3a npeseHursa Ha KCIBT u nocnenpanute yCinoKHEHHs!.

Abstract: The central venous catheter is the most common cause gf venous
thrombosis during childhood

The occurrence of iatrogenic complication is defined as catheter-related central
venous thrombosis (CRCVT), and has a frequency of 80% during the neonatal period
and 50% in older children. The increazed use of central venous catheters in pediatric
patients and the related development of later complications such as CRCVT will, by
and large, determine the duration and outcome of the disease. The understanding of
the pathogenesis and etiology of the process and the characteristics of the hemostasis
in children allows preventing CRCVT and subsequent complications.

29. Immosa M., b. Kanasupeg, B. 3natera, B. Kanesa, C. I'epuesa, K. Ilerposa.
EnuaeMronoris u naToU3HoI0THS Ha ChPAECIHO-ChOBO 3acAraHe IpH MalMeHTH C
OaTta-Tanacemus Maiiop. Hayka kapouonozua 2017; 2 (102): 82-87

Pestome:

ChpaeuHOChI0BHTE YBPEKAAHHA IIPH NAlUSHTHTE ¢ TaTaceMHUsI Malop HACTBIIBAT
PaHo M B rojisiMa CrelieH ca ONpeeNally 3a KauecTBOTO U IPOIB/DKHTEIHOCTTA Ha
*HBOTA Ha nandenture. C BbBEKAAHETO HA PEIOBHUTE XEMOTPAHCDY3HH U
XeNaTHpaNOTO JIeYeHHe MPOrHo3aTa Ha Mal[HeHTUTE ¢ TaJaceMus ce noaobpu
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ApamaTi4Ho. M fokaro B cpegara Ha mieiicerte Toguay Ha XX BEK ca YMHUPAIH B
paMKHTEC Ha ¢THA NOJMHA OT NOsABaTa Ha CUMIITOMH Ha ChpJiedHa HeJocTaThuHocT, 40
TOAMHHU M0-KHCHO MPEXUBAEMOCTTA 5 FOAUHY ciell AuarHocthiupane Ha CH e 48%.
TanaceMH4Yna KapAUOMHOIIATHA CE€ PA3BHBA MMPH OONIIIMHCTBOTO OOJHU U C& CUHTA,
Ye € CJIEICTBHE OT HATPYIBAHETO HA CBOOOAHO HECBBP3aHO KENIS30 B
KapauoMuouutHTe. FiMa obaue H JaHHH, e CHPJICHHHTE YBPEXKIAHUS IPH
TaJaceMMIIH [IPOrpecupaT 1 0e3 oTIaraHe Ha Kels30, KATO Pe3yNITaT 0T pa3pacTBame
Ha (uOpo3HA THKaH, CJICACTBHE OT XPOHUYHATA XHIOKCHS. JONBIHHTENHH
[aTOreHETHYHH MEXAHH3MH 33 CHPJCYHO YBPEKJAHE €A M SHI0TeNHA THCHYHKIIHS,
MHOKAPAKUTH, HaTHYKE Ha CBOOOIHH KHCIOPOIHH pajuKaiM, BCHYKO ToBa Hamara
CBOEBPEMEHHO H PAHHO JUAarHOCTHLMPAHE HA ChPACYHUTE YBPEXIAHUS C TOMOIIITA
Ha 00pa3sHU METOIUKH, 32 Ja CE 3all0YHE HABPEMEHHO NMATOreHETHYHO JIeYeHHe Ha
pa3BUBAIATA C€ CHPAECYHA HEAOCTATHEIHOCT.

Abstract: Epidemiology and pathophysiology of cardiovascular impairment in
patientswith Beta-thalassemia major

Cardiovascular impairment in patients with thalassemia major occurs early and is
largely determining the quality and life expectancy of the patients. With the
application of regular haemotransfusions and chelation treatment, the prognosis of
patients with thalassemia has improved dramatically. And by the time they died
within one year of the onset of symptoms of heart failure in the mid-sixties, 40 years
later, the 5-year survival rate after diagnosis of heart failure is 48%. Thalassemic
cardiomyopathy develops in the majority of patients and is thought to be due to the
accumulation of free, unbound iron ions in cardiomyocytes. However, there is also
evidence that cardiac injury in thalassemics progresses without iron deposition and is
a result of fibrous tissue following chronic hypoxia.Additional pathogenetic
mechanisms for cardiac damage include endothelial dysfunction, myocarditis, the
presence of free oxygen radicals. All of this requires timely and early diagnosis of
heart damage using imaging techniques in order to begin pathogenetic treatment of
developing heartfailure,

30. dumoma M., b. Kanasupes, B. 3natesa, B. Kaaesa, C. I'epucra, K. Iletposa.
bera-ranacemus u Mapkepu 3a paHHO CBPAEYHO-CHAOBO 3acarane. Hayxa
rapouonozun 2017; 37: 112-116

Pezome:

[Monacrosinem OCHOBHATA MPUYMHA 32 3a00IEBAEMOCT B CMBPTHOCT Cpex
HAUMEHTHTE ¢ Tajacemus Mailop (TM) e pa3sBHTHETO Ha CHPIEYHA HENOCTATHIHOCT,
KOETO Hajlara CTpHKTHO TIPOCIeASBaHe Ha NAIMEHTHTE 0 OTHOLIEHHE HA
CHPIACYHOCHA0BIUTE [IOKA3aTENH H HaBPEeMEHHO JHATHOCTHIMpPaHe HA PaHHH
OTKJIOHEHMA W HapylIeHHs Ha ChpAedHaTa Jeinoct. KoMmeHcaTopHOTO
BHCOKOAEOUTHO CHCTOSHHKE, IPUYHHEHO OT XPOHHUYHATA aHEMKS, ¢ KIHHUYHHU MIPOSIBH
Ha 3alyX U yMOpa, TaXHIIHEsA ¥ TaXUKApH IPEMHHABA HEYCETHO BBB
BHCOKOJEOUTHA CHp/IeYHA HEIOCTATEYHOCT C MOSABATA HA KOHIECTHS KATO KhCHO
nposBicHHE. FI3M0N3BaHETO Ha ChpACUHUTE HATPUYPETHYHH NIENTHAM CE HaJlara B
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MpaKTUKATA 33 YCTAHOBABAHE Ha ChPACUHH NopakeHusa npy 6onauu ¢ TM. NT-pro-
BNP e no-uyecruTened or BNP 3a guarHocTuuMpaHe Ha CbPAEYHO YBPEKIAHE,
ocobeHo B epaTa Ha HaBIKM3aHE HA HOBH MEIUKAMEHTO3HH CPEACTBA 34 JICYEHHE Ha
CH kato ARNIL @paxkuusra Ha U3TIacKBaHe He e 1o0bp pareH npegukTop Ha CH,
Thil KaATO XUNIEPAEOUTHOTO CHCTOAHKE MpH JuLa ¢ TM mpoMeHs XeMOAMHAMHKATA,
(anuMeo 1 yBenu4aBa H Taka MacKHpa pa3BHBalllaTa ce ChpJe4Ha HEJOCTAThYHOCT,
CyOKITHHHYHATa CHCTONIHA AUCOYHKIHS MOJKE 1a CE€ YCTAHOBH IOCPEICTBOM
JOHIHTYAMHATIHY MHOKAPIHN CKOPOCTH Ha ThKAHEH JOINIEP U TS € N0-Ba)KHa OT
YCTaHOBSBAHETO Ha AMACTOIHA AUCHYHKLM, KOSITO ChILO MOXKE JA CE MACKHPA OT
XHNEPAeOMTHOTO CHCTOSHME; YCTAHOBIBAHETO HA AMACTONHA JUCOYHKLMA YECTO € OT
pPeCTPUKTUBEH THI. buomapkepuTte, # Hait-Beue NT-pro-BNP, Tpsabsa na ce
M3I0JI3BAT NIPH PEOBHOTO MpoCleaBaHe Ha mauuenTure ¢ TIM ¢ ornes Ha paHHO
JIHArHOCTHIMpaHe Ha pa3sBUBallia ce ChpAEYHa HeJOoCTaThuHOCT. ToBa LI MoMOorHe 3a
CBOEBPEMEHHO 3al0UBaHE Ha MEJUKAaMEHTO3HO JIeueHHe 3a MoJo0psaBaHe Ha
nporyo3arta Ha 6onuute ¢ TM.

Abstract: Beta-thalassemia and markers for early cardiovascular damage

Currently, the main cause of morbidity and mortality among patients with TM is the
development of heart failure, which requires strict monitoring of patients with regard
to cardiovascular parameters and timely diagnosis of early cardiac abnormalities. The
compensatory high-output state caused by chronic anemia, with clinical
manifestations of shortness of breath and fatigue, tachypnea and tachycardia goes
undetectably into high-output heart failure with congestion as a late manifestation.
The use of cardiac natriuretic peptides is required in the practice of detecting cardiac
lesions in patients with TM. NT-pro-BNP is more sensitive than BNP to diagnose
cardiac damage, especially in the era of the entry of new drug treatments for heart
failure, such as ARNI. The ejection fraction is not a good early predictor of heart
failure, since the high- output state in patients with TM alters the hemodynamics,
falsely increasing it, and thus masking developing heart failure. Subclinical systolic
dysfunction can be detected by longitudinal myocardial velocities of tissue Doppler,
and it is more important than the establishment of diastolic dysfunction, which can
also be masked by the high-output state; the detection of diastolic dysfunction is often
of a restrictive type. Biomarkers, and in particular NT-pro-BNP, should be used in the
regular monitoring of patients with TM with a view to early diagnosis of developing
heart failure. This will help in the timely initiation of drug treatment to improve the
prognosis of patients with TM.

31. Jumosa M., b. Kauasupes, B. 3naresa, B. Kanesa, C. I'epuera, K. Iletposa, C.
Huxonosa. PanHa [uarHo3a Ha JTepokaMepHa qUchyHKOMS P TaHKeHTH ¢ 6eTa-
TajlaceMus Malfop ype3 ThKaHeH JoMep, CTpeitH K cTpeiin peit. Hayka
kapouonozua 2017; 3: 159-162

Pesiome:

PannaTa quarto3a Ha ChPACYHUATE HAPYLHIEHUS [IPH MTALMEHTH ¢ OeTa-TanaceMus
maiiop (TM) e KIII0UOB MOMEHT IIPY ONpeJelsHe Ha MHTEH3UBHOCTTA Ha XENUpallaTa
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Tepanus. ToBa npenoTBpaTABa NO-HATATHILHHA YBPEXAAHUS H TOA0OPABA IPOrHo3ara
IIpH NIALKMEHTH ¢ Tanacemust maiiop (TM)

Ilexr: Jla ce oneHM IeBokaMepHara (hyHKIHA eXoKapaAuHorpadcKu 4pe3 uson3Bane Ha
nehopMallMOHHITE TEXHHKY — ThKaHEH JOIUIep, CTPeiiH u cTpeliH peiirt, npu
nauuenTH ¢ TM 6e3 u3dBeHa ChpAedHA HEJIOCTATHYHOCT U 3ana3eHa hpakips na
H3T/IACKBAHE.

Metoau: O6mo 36 nauenty ¢ deta-TM Ha cpenna se3pact 32.35 = 10.93 rogunu u
36 3npaBu KOHTpOIH Ha BE3pacT 31.06 + 8.46 rojunn Os1xa BKIIOUSHH B
npocnenssaneto. [Iposeneno 6¢ exokapanorpadceko uicaeBade, BKIIOYBAIIO
CTaHAapTHO H3MEPBaHE Ha ChPASYHUTE 00EMH U pa3MepH, Aomieporpadcko
M3CIIe/IBAHE, THKAHEH NOILIEP, JIOHTUTYAUHANICH CTPEHH U cTpeiiH peiit Ha
MEXIYKaMepHHA CENTYM Y Ha jlaTepaliHaTa CTeHa Ha JIABaTa kaMmepa.

Pesyirratu: He ce ycTaHoBsBa pasnuKa MEeXKIy ppakiisTa Ha H3TIACKBAHE MEXKIY
NalWeHTCKaTa U KOHTponHara rpyna (60 + 7.4 cpeury 62 + 5.9, p = 0.158).
Habmiogasa ce o6aue qOCTOBEPHO HAMANIABAHE Ha CHCTONHATA MUOKAPIHA CKOPOCT B
rpynara ¢ TM (10.54 + 1.51 cpeury 11.28 + 1.75, p = 0.055), TOHTHTYAMHATHHAS
crpedn (32 + 9 cpemy 37 £ 9, p =0.031) u crpeiin pedt (1.82 + (.76 cpemy 2.43 +
0.86, p = 0.004).

HsBomu: Ipu Gescumrromun nanuenty ¢ TM, nposeskpaniy pejoBHH
XeMOoTpaHCy3UH 1 XeNUpallo TeueHne, ce Hablio1aBa HapyIIeHHe B MHOKAP/HATA
(QYHKUHMSA H TOB2 € BE3MOXKHO Ja Obie HaBPEMEHHO YCTAHOBECHO IOCPEICTBOM
H3II013BAHETO HA THKAHEH JIOILIEP U CTPEHH.

Abstract: Early diagnosis of left ventricular dysfunction in patients with beta-
thalassemia major via tissue Doppler, Strain and Strain rate

The early diagnosis of cardiac disorders in patients with beta-thalassemia major (TM)
is a key point in determining the intensity of chelation therapy. This prevents further
damage and improves prognosis in patients with thalassemia major (TM).

Aim: To evaluate left ventricular echocardiographic function using deformation
techniques - tissue Doppler, Strain and Strain rate, in patients with TM without
manifested heart failure and persistent ejection fraction.

Methods: A total of 36 beta-TM patients with a mean age of 32.35 + 10.93 years and
36 healthy controls at 31.06 + 8.46 years were included in the follow-up. An
echocardiographic study was performed, including standard measurement of cardiac
volumes and dimensions, Doppler ultrasound, tissue Doppler, Longitudinal Strain,
and Strain Rate of the interventricular septum and the lateral wall of the left ventricle,
Results: No difference was found between the ejection fraction between the patient
and the control group (60 + 7.4 vs. 62 £ 5.9, p = 0.158). However, there was a
significant decrease in systolic myocardial velocity in the TM group (10.54 = 1.51 vs.
11.28 + 1.75, p = 0.055), the longitudinal stretch (32 + 9 vs. 37 £ 9, p = 0.031), and
the stress rating (1.82 = 0.76 vs 2.43 + 0.86, p = 0.004).

Conclusion: Asymptomatic patients with TM undergoing regular haemotransfusion
and chelation treatment have abnormalities in myocardial function and this may be
timely detected by tissue Doppler and strain.
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32. Humoea M., Kanesa B., Kaunos 5. Jleuenue Ha MaljMeHTH ¢ TajJaceMUs Maiop
H CBpAEYHA HenocTarpaHocT. Cupye-6an opob 2017; 23: 19-31

Pesiome:

CbBpeEMEHHOTO JICUSHHUE HA ChpeYHAaTa HEA0CTATHYHOCT IPY MTALIMEHTHTE C
TaNaceMUs 3ar0YBa ¢ NpohUNaKTHKATA HA ChPACYHHUTE YBPEHIaHUS.
KapauoMHoaTHsiTa B pe3yNTaT OT HATpYNBaHE Ha XKENA30 € Hal-TEeKKOTO U
’KHBOTO34CTPALIABAIIQ YCI0XKHEHHE Ha TpaHC(hy3UOHHO 3aBUCHMATa TalaceMHs
maitop (TM), Ho mopafy Bpb3KaTa My C OTaraHeTo Ha XKENA30 € obpaTuma.
ChInecTBYBAT TPH OCHOBHM XeIaTHpalld MeJUKaMEeHTa, KOUTO HMaT CBOUTE
[0KA3aHMs ¥ MIPOTHBOTIOKA3AHKS [IPM CHOTBETHH NalHCHTH, MOTaT Ja Ce M3I103BaT U
B KOMOMHALKs. JIeUeHHETO C& MPOBEXK /1A C XENATOPH, KAKTO M C KOHBEHIIMOHATHH
JIEKapCTBa 3a ChpAeYHa HEJIOCTATBYHOCT. TeXKo JeKoMITIeHCHpaH (OpMH ce
JIEKYBAT B CIICHHAIMIUPAHH LIEHTPOBE OT 00YUEH EKHIIL.

Abstract: Treatment of patients with thalassemia major and heart failure

The modern treatment of heart failure (HF) in patients with thalassemia is based on
the prevention of cardiac impairment. Iron overload cardiomyopathy is the most
serious and life-threatening complication of transfusion-dependent thalassemia, but
due to its association with iron deposition it is reversible. There are three main
helators that have specific indications and contraindications in different patients, they
can be used in combination. Treatment includes chelation therapy and conventional
medication for HF. Severely decompensated cases are treated in specialized centers.

33. Tpudonosa I'., B. Kanesa, E. Ilerepa. M3mMenenus B opanHaTa JIMTaBHLA TIPH
JIella ChC 3NI0KavecTBeHH 3abonsBanus. Hzeecmus na Co1o3a na yuenume — Bapna
2017; 22 (2): 47-52

Pezrome:

CucTeMHaTa XMMUOTEPANUA TIpK AelaTa ChC 3JI0KaueCTBeHu 3a00NsABaHHA
NpeAn3BUKBA TEXKKH M TPYAHO JIEMUMHM YBPEKIAHUA Ha OpaHaTa Aurapuna. lenra
Ha HACTOSANIATA CTATHA € [ia C& CHIIOCTABAT U3MEHEHNATa Ha THHTHBalIHATa H OyKailHa
JMraBHIIA TIPH JEla ¢ OHKOJMOrHMYHH 3a00M%BaHNA H 14 CE CPABHAT C KOHTPOJIHA
rpyna oT KIMHHYHO 31paBy Jela.

[IpoBepeH ¢ KIMHUYEH nperiea Ha 15 nena Ha Bbe3pacT Mexay 7 1 15 rogunu ¢ octpa
JIEBKEMUSA M COIHIHE TYMOPH, Xocnurtaiusupanu B YMBAJL ,,Cs. Mapuna“ — Bapaa
npe3 2017 r. u Ha 16 KIMHUYHO 34papy jena. OTyeTeHH ca CTOHHOCTHTE Ha
IUIAKOBUSA KHOCKC HA Silness-Loe W Ha THHIMBaIEus HHIEKC Ha Loe-Silness. Cpenyus
akoB HHaeke Ha Silness-1oe npu Gonnute neua ¢ cpexxo 1.57 + 0.90 cperny 1.82 +
0.67 nipu 3apaeute feua (t = 0.87; p > 0.10), nokaro cpejinus THHTHBIECH HHOCKC €
cpenro 1.02 + 1.16 cpenty 0.5 + 0.90 npu 3xpasuTe neua (t = 1.39; p > 0.10).
ABTOpHMTE IpPenopbUBaT PEOBEH IATENEH KOHTPOI Ha CTATyCa Ha OpajHara
JIMIaBHLA [PH JellaTa ¢ OHKOJIOTHYHY 3a00/IABaHuUs, IOLIOKEHH HA XHMHOTEPAITHS.

Abstract: Oral mucosal alterations in childrenwith oncological diseases
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Systemic chemotherapy in children with malignancies causes severe and difficult to
treat damage to the oral mucosa. The purpose of this article is to compare gingival
and buccal mucosal changes in children with cancer and to compare them with a
control group of clinically healthy children.

Clinical examination of 15 children aged between 7 and 15 years with acute leukemia
and solid tumors hospitalized at the University Hospital “St. Marina in Varna in 2017
and 16 clinically irritating children. The values of the Silness-Loe plaque index and
the Loe-Silness gingival index are reported. The mean plaque index of Silness-Loe in
sick children averaged 1.57 + 0.90 versus 1.82 £ 0.67 in healthy children (t = 0.87; p
> (1.10), while the mean gingival index averaged 1.02 + 1.16 versus 0.5 = 0.90 in
healthy children (t = 1.39; p > 0.10). Careful monitoring of oral mucosal status in
children with cancer undergoing chemotherapy is needed.

34. TpudonoraI'., B. Kanesa, E. [Teresa. JlenTaneH cTaTyc IpH JeLa C
OHKOJIOTHYHH 3a001ABaHNA. H3secmus na cvioza na yuenume — Bapua 2017; 22
(2): 53-58

Pestome:

OnxonoruysuTe 3a00/1BaHNA B JETCKATa BB3PACT NPEIM3BUKBAT CCPHO3HH
[IaTOJOTHYHH H3MEHEHHS B pEIUlla OpraHu ¥ cucTeMu. Te ca 0co0eHO CHITHO
H3pa3eHH BCIEACTBHE HA [IpHIaraHaTa cucTeMHa xumuoTepanni. [lenta Ha
HaCTOAIIOTC CHODIIEHUE € A C& aHATH3UPAT ATONIOTHYHKTE HAXOIKH Ha 350HMA
CTaTyC IIPU Jelia CbC 3J0Ka4eCTBEHH 3a00IABaHus [IPH CPABHSBAHE ¢ KIIHHUYHO
3apaBy Aetia. [IpoyueH e neHTaTHUAT cTaTyc Ha 15 fella ¢ OHKOQJIOTHYHYA
3abongBaHus U Ha 16 KIMHUYHO 37paBH ACLa.

Mexny elMH U celeM KapHECHH, TUIICBAL MITH 00TYpHpaHu 3601 ca
JUarHoCTHIHMpaHu 1pH 14 gena cbe 310KadecTBEHH 2a00NsBAHUS M MEXKIY €AHH U
OCEM YBPEIEHH 360U — IIpH 9 KTMHIYHO 3[paBH Aela. Pasnukara OTHOCHO CPCIHHTE
cToliHOCTH Ha HHAEKcUTe Ha DMF-T/dmf-t MeXny ManueHTHTe U KOHTPOJIMTE HE €
cTaTHCTH4eCKH 3HaYuMa (t = 1.59; p > 0.10). Aropure npasar U3BoaAd, 4e €
HEeo0X0UMO pefOBHO HaOIIIOICHNE Ha JEHTAIHHS CTATYC IIPH JIENa ¢ OHKOJIOTMYHH
3200J19BaHUA, [TOJT0KEHH Ha aHTHHEOILIACTHYHA XUMHOTEPAITHS,

Abstract: Dental status in children with oncological diseases

Childhood cancer causes serious pathological changes in many organs and systems.
They are particularly pronounced due to the use of systemic chemotherapy. The
purpose of this Communication is to analyze the pathological findings of dental status
in children with malignancies when compared with clinically healthy children.

The dental status of 15 children with cancer and 16 clinically healthy children was
studied. Between one and seven decayed missing or filled teeth were diagnosed in 14
children with malignant diseases but between one and eight lesioned teeth —in 9
clinically healthy children. The difference concerning the mean values of DMF-
T/dmf-t indexes between tha patients and controls was not statistically significant (t =
1.59; p > 0.10). To necessity to monitor the dental status in the children with
oncological diseases who undergo antineoplastic chemotherapy was emphasized.
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35. Bozhkova M., T. Stoeva, B. Marinska, V. Kaleva, D. Dzhenkov, 1. Resnik.
Cutaneus aspergillosis in a boy with acute leukemia: the lessons from a "simpie"
case. Scripta Scientifica Medica 2018; 50 (2): 42-46

Pesziome: Koocna acnepauioza npu Momie ¢ 0CHpa AeeKeMust: ypoyume om
"edunuuen"” cayuail

I'eOHYHETE HH(BEKUMH ca cpel] Hal-CepHo3HUTE MHOEKIMO3HH YCIOKHEHUS TPH
UMYHOCYIIPECUPaHH NauneHTH. [IbpBUYHATA KOKHA aCTIEPTUIO3d € CPABHUTENHO
psIKa NPosBa 1 OOUKHOBEHO CE OITHCBA IIPH ITaIlHEHTH CBhC 310KaYECTBEHH
xemaronoryunu 3abongasanus, CIIMH, anorenna TpaHcriaHTanus Ha CTBOJIOBH
KJIETKH, TpaHCIIaHTaus Ha oprauu u ap. [lpencrass ce kNIMHWYEH cnyuai Ha 12-
I'OJUIIHO MOMHe C OcTpa JTUM(poDIaCcTHa TEBKEMUS ¢ JHArHOCTHIMpaHa
I'5PBOHAYANIHO NBPBHYHA KOXKHA acllepriio3a, NpuduHeHa ot Aspergillus flavus.
PeTpocneKTHBHMAT aHaNN3 TI0Ka3Ba, 4e eUHUYEH MaIsK DenoapobeH HOyI MOMKe
na 6p1e BE3MOJMKHA BXOJHA BpaTa 3a AUCeMUHHpaHe Ha nHpekuus. ToBa 03HaYaBa, ye
BuxMe MOTITH Ja pasriiegaMe OolecTTa KaTo MHBa3UBHA aclEPTHIIo3a B paHeH
cra/(iif, KOATO € U3NeKyBaHa YCIeIUHo ¢ Voriconazole.

Abstract:

Fungal infections are among the most serious infectious complications in
immunosuppressed patients. Primary cutaneous aspergillosis is a relatively rare
manifestation and is usually described in patients with underlying malignant
hematological diseases, AIDS, allogenic stem cell transplantation, solid organ
transplantation, etc. We present a clinical case of a 12-year-old boy with acute
lymphoblastic leukemia initially diagnosed as primary cutaneous aspergillosis caused
by Aspergillus flavus. The retrospective analysis demonstrates that a small solitary
pulmonary nodule could be a possible portal of entry. This means that we could
consider the disease as an early stage invasive aspergillosis, which is successfully
treated with voriconazole.

36. Jdumosa M., b. Kanasupes, B. Kanesa, Cs. I'epuea, K. Ilerposa, B. 3naresa, 5.
Bouesa, C. Hukonopa. [Toxa3aTenu Ha JUACTOIHA (PYHKLIASA U OHOXUMHYHU
IIOKA3aTEIM — CPARHEHHE Ha ITAlMeHTH C TalaceMus Maliop U 30paBH KOHTPOJIH.
Buvnzapcxa kapouonozua 2018; 1: 40

Pezrome:

ChpaedHOCHIOBHTE YCIOKHEHHS TP NallMEHTHTE ¢ OeTa-Tanacemus Maiiop (TM) ca
BOJIENIA IIPHYHHA 33 3a00/IeMOCT ¥ CMBPTHOCT TIPH Te3H MaLlHeHTH.

IlenTa HA MPOCIELIBAHETO € JIa C& YCTAHOBAT paHO HACTBHIIBALIUTE CEPACIHOCHI0BH
H3MEHEeHUA NpH nagueHTtu ¢ TM, jiexyBaHd B LIeHTBpa 32 KOATryJIONAaTHH H PEIKH
aneMul KbM YMBAJI ,,Ce. Mapuna® — BapHa, KaTo ce OLIeHAT NOKa3aTelInTe Ha
auactosHata GyHKUUA 4 croitHocTHTe HA NT-proBNP npu naugentu ¢ TM cee
3anazeHa gpaxius Ha U3TIACKBAHE M C& CPABHAT C [I0KA3aTENIMTE HA 3/paBH
KOHTPOJIH.
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Marepuan u meronu: Ha 38 maumentu ¢ TM (32.35 + 10.93 rogunu) u 50 3npasn
xonTponu (31.06 £ 8.4 roguiy) ca oueHeHH AHACTOMHATA QYHKIIHS, 0GEMBT U
(pakipsTa Ha M3TIACKBAHE HA JABOTO MPEAChPIMe, B3CTH ¢a KPBLBHH MpobH 3a
onpenensHe croliHocrTa Ha NT-proBNP.

Pesynraru: [Tanmentute ¢ TM cbe 3amaseHa gpaxums Ha H3TIACKBAHE HMAT I10-
BHCOKM HuBa Ha NT-proBNP, mo-romsim unmexcupaH resonpeacepiacH odem,
HamaneHa Qpakuus Ha u3TiackBaHe Ha JIII u TeHACHINA KbM JHACTOIHA
auchyHKLuUs.

HUsponx: I[Ipu naumenty ¢ TM 6e3 cUMOTOME Ha CBPACUHO-CHAOBO 3aCATAHE U ChC
3anaseHa (ppakLUA HA M3TIACKBAHE CE YCTAHOBABAT M3MeHeHus B JIIT obemu,
TEHICHIMA KbM OUacToNHa aucdyHkuus U nosumasane Ha NT-proBNP g cpaehenue
C KOHTpOIH.

Abstract: Diastolic function and biochemical parameters — comparison of patients
with thalassemia major and healthy controls

The leading cause for morbidity and mortality among patient with beta-thalassemia
are the cardiovascular complications,

Aim: To fi nd early cardiovascular impairement in patients with beta-thalassemia by
evaluating the diastolic function and the values of NT-proBNP in beta-thalassemia
patients and compare them with age and gender matched healthy controls.

Material and Methods: We included in the study 38 patients with beta-thalassemia
major, mean age 32.35 + 10.93, attending the Center of rare anemias and
coagulopathy at the University Hospital “St. Marina” Varna and 50 healthy controls,
mean age 31.06 + 8.4. All patients and controls were examined with
echocardiography-diastolic function indexed left atrial volume and left atrial
emptying fraction, blood samples for evaluation of NT-proBNP.

Results: Patients with beta-thalassemia with preserved ejection fraction have
increased left atrial volume, diminished left atrial emptying fraction and changes in
the diastolic function consistent with decreased compliance of the left ventricle

37. Humosa M., bp. Kanasupes, B. Kanera, Cg. I'epuesa, Kp. Ilerposa, B. 3natesa,
1. bouesa, C. Hukonoba. XeMOOUHAMUYHM U €XOKapAMOrpadcky MoKa3aTelH Ha
CHCTOMHA (DYHKIMS NIPH MALIMEHTH C TallaceMHs Maliop B cpaBHeHHe ¢ KOHTPOJIH.
bvneapcka kapouonozua 2018;1:45

Pezrwome:

CepreyHochA0BOTO 3acArane NpH Gera-ranacemus maiiop (TM) e ocnoBHa IpuyHHa
32 3a00NeMOCT M CMBPTHOCT TIPH Ta3u I'PYa MalHEHTH.

Ien: Jla ce ycTaHOBAT paHO HACTHITBALINTE ChPACUHOCHIOBH H3MEHEHHS MTPH
nauuentd ¢ TM, nmacouenu kem LignThpa 3a KoaryIomaTHH U peaKH aHEMHH KbM
YMBAJIL,,Cs. Mapuna® — Bapna, ka10 ¢e OLEHAT XeMOIUHAMHYHHTE [TOKA3aTeNH,
MOPGQONOTHYHHTE eXOKAPANOrpadCKU MOKA3ATEIH M [OKA3aTETUTE Ha CHCTOIHA
(YHKIHMA ¥ Ce CPaBHAT € TE3H HA [IOJOBO H BE3PACTORO CHOTBETCTRAILM 3PABH
KOHTPOTH.
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Marepuanmu u Mmeromu: 38 maupentu ¢ TM (32.35 = 10.93 roauuu) u 50 3x1pasu
kouTpou (31.06 + 8.4 roguun) 69xa U3CICABaHH €XOKapAHOIPa(CKH.,

Pesymrraru: [Maudentute ¢ TM cbe 3anazena ¢ppaxuus Ha H3TIACKBAHE UMAT T10-
BHCOKA CBPJEYHA YECTOTA, NO-TOASIM MHHYTEH 00EM U II0-BUCOK ChPACUEH HHIEKC,
MO-TO/IAMa JIEBOKAMEPHA MYCKYIHA Maca, NO-TOJISIM HHAESKCUPaH TEeNeIHACTONEH U
TEJIECUCTONIEH 00eM Ha JIIBpaTa kamepa, HaMajJeHH MUOKapAHH CKOPOCTH H IMO-HUCKH
CTOMHOCTH Ha CTPEH H cTpelH peT B cpaBHEHHE C KOHTPOJIHTE.

W3zsoau: Hpu nanuentu ¢ TM, kouro ca 6e3 CUMOTOMH Ha ChbPASYHOCHAOBO
3acsraHe M ca ChC 3anaszeHa Qpakius Ha U3TIACKBAHE, C& YCTAHOBIBAT PAHHH
exoKapauorpadcky uameHenus B cucronnata JIK QyHKIMs npH cpaBHEHUE ChC
3[paBH KOHTPOJIH,

Abstract: Hemodynamic and echocardiographic indicators of systolic function in
patients with thalassemia major compared withcontrols

Cardiovascular complications in beta-thalassemia patients are the leading cause for
morbity and mortaliy amongthis specifi ¢ group of patients.

Aim: The aim of the study is to fi nd early cardiovascular impairment in patients with
beta-thalassemia by evaluating the hemodynamic and echocardiographic parameters
of the patients and compare them with age- and gender-matched healthy controls.
Material and methods: We included in the study 38 patients with beta-thalassemia
major, mean age 32.35 + 10.93, attending the Center of rare anemias and
coagulopathy at the University Hospital “St. Marina” — Varna and 50 healthy
controls, mean age 31.06 + 8.4 years. All patients and controls underwent
echocardiographic examination of the size and volumes of the left ventricle,
parameters of systolic function, TD], strain and strain rate. Blood pressure and heart
rate measurements were performed.

Results: Patients with beta-thalassemia with preserved ejection fraction have higher
heart rate, cardiac output and cardiac index, increased left vetricular muscle mass
indexed, increased telesystolic and telediastolic volumes of the left ventricle,
diminished myocardial velocity, diminished strain and strain rate when compared to
healthy controls.

38. Crosuosa Jl., Cs. CraiikoBa, B. Kanesa, M. lumora, E. Mapuxosa. Hosu
ypHHUY GHOMapKEPH 3a YCTAHOBABAHE HA PaHHO OBOPEYHO yBpexaaHe npy 6oHM ¢
feta-tanacemus Maiiop. Hegporozusn, ouanusa u mpaucnnanmanua 2018; 24 (2):
22-28

Peziome:

TanaceMHHUTE ca TpyTia OT TEHETHYHH 3a00JIABAHHS, KOHTO Ca PE3YyNITaT Ha
PA3CTPOICTBA B CHHTE3aTa Ha MOMUTISNTHAHNTE BEPUTH Ha xemornobuna. Te ce
XapakTEPU3NpPaT ¢ KOJIHUECTBEHHU TIPOMEHH B CHOTHOIIEHHETO Ha MOTUMIENTHIHHTE
Bepury 0e3 na ce HabIoaBaT CTPYKTYPHH aHOMJIHY U [IPOMEHH B
aMHHOKHCENHHHMS cheTaB. OCHOBHO NATo(pU3MOIOrHYHO HAPYLIEHHE €
KOCTHOMO3BYHATA H BBTPECHI0RA XEMOIUTHYHA aHEMHs1, CKLCEHMSAT XKMBOT Ha
EPUTPOLIUTUTE ¥ HY)KaTa OT PENOBHH XeMOTPaHC(y3HuH BOIAT A0 OTIATaHE HA
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W3JIMIIHO XKETA30 B TBKAHUTE H PA3BHTHE HA BTOPUYHA XEMOCHIEPO3a M ThKAHHA
XUMOKCHA. YBPEKAAT ce uepeH Apo0, cleska, TMM(OHH Bb3TH, MHOKAP, EHAOKPHHHH
xie3n 1 OpOpely.

B craTuaTa ce pasriexna HeoOXOAHMOCTTA OT BBbBENK/[AHE B KITHHHYHATA IIPAKTHKA
H3 HOBMTE YPHHHH 61OMapKkepH Ipu OOMNIHH ¢ Tamacemus maitop. Eaxa ot
BB3MOXKHHUTE UM (DYHKLHH € Ja ClIy’KaT 3a CKPHHUHT Ha NAUHEHTHTE ¢ TyOylIHa
nuchynxuns, Te chilO Taka MOTaT Ja ce IpuiaraT H NP MOHUTOPHHTA Ha XENHUpania
TEepalus U 33 [IPeBEHLIUS HAa XPOHUYHY 6BOpeunn 6oecTy.

Abstract: New urine biomarkers for the detection of early renal impairment in
patients with beta-thalassemia major

Thalassemias are group of genetic diseases which result from disorders of the
synthesis of polypeptide chains of haemoglobin. They are characterized with quantity
changes of the ratio of the polypeptide chains while no structural abnormalities and
changes in their aminoacid structure are identified. The main pathophysiological
impairement is bone marrow and intravasculr haemolitic anaemia. The shortened red
cell life span and the need for regular haemotransfusion lead to deposition of iron in
parenchimal organs and the development of secondary haemosiderosis of the liver,
spleen, lymph nodes, cardiac muscle, endocrine glands, and kidneys.

The article reviews the use of early urinary biomarkers in the cases of patients with
thallassemia major. These markers can be used to screen patients with tubular
dysfunction. They can also be applied in monitoring of chelation therapy in beta-
thalassemia major as well as for the prevention of CKD.

39. Iserxosa T., K. CrosiHoBa, L. [TayHos, B. Kaaesa. Peruaus mna Tokcokaposa
npu gete ¢ reotarus. Hayka Hugpexmonozus/Hapazumonozus 2018; 1: 45-47
Pesome:

TokcokaposaTa € reoxeIMHUHTHA 300HO034, XapaKTepHa 3a JelaTa Iopaau
Heo(OPMEHHUTE XMTUCHHY HaBHUM. B Ta3u Bh3pacT HAKOU MATONOTHYHH CHMIITOMH,
KaTo reodaruaTa, ChUIO MOraT Ja ca NpUYMHA 33 HACTHIIBAHE Ha 3apa3saBakc.

IfenTa Ha HACTOAWOTO NPOYYBAHE € [a PEICTaBHM KIMHHYEH Clyuail Ha PEIHIHB
Ha TOKCOKapo3a NpH JeTe Ha 2.5 TOMUHHA 1 MOHUTOPHPAHETO Ha eheKTa OT
neuenueto ¢ Albendazole.

Matepuann 1 MeTogu: [IallReHTET € npocieneH aHaMHECTUYHO, EMHIEMHOIOTHYHO,
KIMHK4YHO, 1aOpaTOpHO U TepaneBTHYHO 32 Nepuoa oT 8 Mecena. B momniHedue,
CBC CAHUTAPHO-TIAPA3UTOJOTHUEH METOJI ¢ U3CASABAHH U MPOOH OT OKOJIHATA Cpeia
3a giia Ha Toxocara spp.

PesynTath u o6chxkaane: Cleq MOCTABIHETO HA AUATHO3ATA ,,TOKCOKApo3a‘
nposegoxMe [4-mHeBeH TepanesTHYeH Kype ¢ Albendazole, cnen xoiTo
pETHCTpHpaxMe NabopaTopHO U KIIMHAYHO nogobpenue. [Ipes 7 mecel; oT
IPOCIEAABAHETO HA eeKTa OT NEYEHHETO YCTAHOBUXME O0OCTPSIHE Ha KIMHAYHATA
CUMIITOMATUKA, AHAMHECTHYHO Pa3KpHXME eMHU30/IM Ha reoharus, a KMHHUKO-
71abopaTOpHUTE U CEPONOTHYHUTE PE3YNATATH MOTBBPANXA peHHBasu ¢ Toxocara
spp. B ejiHa 0T M3CneBaHNUTE IIOUBEHH NPOOH OTKPHXME U SHIa Ha rapasuTa.
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[MocnenpawoTo nosTopHo JieueHue ¢ Albendazole noBeje 10 KIHHUYHO U
nabopaTopHO NMogoOpeHHE B ChCTOSHUETO HA MTALHEHTA.

3axsmoueHne: ONHCAHMAT KIIMHAYEH ClIy4Yail IeMOHCTPHpPA, Ye reodaruara e BaxeH
PHCKOB (akTop, a HHGOPMHPAHOCTTA HA POMUTEIMTE i IIPHYYaBaHETO Ha JellaTa KbM
XHTHEHHH HABUIH Ca OCHOBHH MEXaHW3MHU 33 NIPEIOTBpATsSBaHE HA MHBA3HATA H
PEMHBA3MATA C TEOXEIMHHTH, BKIIOYHTETHO H Toxocara spp.

Abstract: Recurrence of Toxocariasis in a Child with Geophagia

Introduction: Toxocariasis is a geohelminthic zoonosis more common in children due
to their underdeveloped hygienic habits. Some pathological symptoms such as
geophagia may also lead to infestation.

The aim is to present a clinical case of recurrent toxocariasis in a 2.5-year-old child
and monitoring of the treatment effect of Albendazole.

Materials and Methods: Medical and epidemiological history, clinical presentation,
laboratory results and treatment outcome of the patient have been studied for a period
of 8 months. In addition, several environmental samples were tested for eggs of
Toxocara spp.

Results and Discussion: After the initial diagnosis of toxocariasis, a 14-day course of
Albendazole was administered with recorded laboratory and clinical improvement.
On the 7-th month of the follow-up we discovered an exacerbation of clinical
symptomatology and remitting history of geophagia episodes. The laboratory and
serology results confirmed reinfection with Toxocara spp. Eggs of the parasite were
observed in one of the studied environmental soil samples. The patient’s condition
improved after subsequent re-treatment with Albendazole.

Conclusion: The reported clinical case demonstrates that geophagia is an important
risk factor, and parenting awareness and teaching children about hygiene are key
mechanisms to prevent invasion and re-invasion with gechelminths including
Toxocara spp.

40. Xamxues E., M. I'enosa, JK. I'pynesa-Ilonosa, 0. Paiigos, Ct. I'opanos, JI.
[epuera, B. Kanesa. AnroputsM 3a AUArHOCTHKA U JieueHHe Ha Gonect Ha Gaucher,
Peoru b6onecmu u nexapemea cupayu 2018, 1: 40-45

Pezome:

Bonecrra Ha Gaucher e psaka reHeTHYHa Goect, 4acT oT T.Hap. DomecTH Ha
HATPYTIBAHETO, TIPH KOUTO JIUIICATa MM HAMAJIeHaTa akTUBHOCT Ha €H3UMA
TIIoKoLepeOpo3raasa BOIM 10 HaTPYIIBAHETO Ha HEpasrpaieH cyocTpar B
JIM3030MHUTE Ha KIeTKuTe. Jlmarnosara Ha GosecTTa ce nocTass Ha Oazara Ha peuLa
KJTAHHYHY, 1ab0paTopHH, TeHETHIHH 1 00pa3Hil W3CIIeABaHMs. 3aTeH CTaHAAPT B
neyeHneTo Ha GonectTana Gaucher e eH3uM-3aMecTBalaTa Tepanus ¢ Imiglucerase.
Hoea BE3MOMKHOCT 3a ICYESHHUE [IPEICTaBIABa CYOCTpaT-peayUpallaTa TEpanys ¢
Eliglustat. T xaro 6onectta Ha Gaucher 3acara pasiindHH OpraHd U CHCTEMH €
HeOOX0MMO TaNHeHTHTe Ja ObAAT NPOCHeAsABaHY NEPHOIUYHO OT
MYJITHAMCIMIUTHHAPEH eKUIT OT CIHECLUANHCTH, C ONTUT B HAOIIONEHUETO U TepanuaTa
Ha 3a00/IBaHETO.
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Abstract: Algorithm for the diagnosis and treatment of Gaucher disease

Gaucher disease is a rare genetic disease, part of the socalled storage diseases in
which the absence or reduced activity of the enzyme glucocerebrosidase, results in
the accumulation of undigested substrate in the lysosomes of the cells. Diagnosis of
the disease is based on a number of clinical, laboratory, genetic and imaging
examinations. The gold standard in the treatment of Gaucher disease is the enzyme-
replacement therapy with Imiglucerase. Substrate-reducing therapy with Eliglustat is
a new therapeuticoption. Since Gaucher disease affects different organs and systems,
patients need to be monitored periodically by a multidisciplinary team of specialists,
with experience in monitoring and therapy ofthe disease.

41. Mapunoea E., B. Kanepa. Cbpiie4HOCHI0BO 3acAraHe NMpH MALHEHTH ¢
TaNaceMus Malop — XEIAZHOTO OT/Iarade Jiu € eAHHCTBeHUAT GakTop? CpaBHHTENHO
pasriexaaHe Ha JBa KIMHUYHY cliydas. Bapuencku meduyuncku gopym 2019; 8
(1): 44-49

Peztome:

beta-TanacemusTa € psaKo cpeniaHo reHeTHYHo 3a00sBaHe, KOETO ce
XapaKTepU3Hpa ¢ XeMOIUTHYHA aHEMH S, H3UCKBAIIA MPOBSKAAHE Ha JOKHROTHA
penoBHa xeMoTpanchysud. [laliieHTHTe ¢ TanaceMus pa3sBHBaT 0coGeH THI
CBPAECYHO YBpEXKIaHEe — TalaCeMHYHa KapIHOMHUOIIATHA, KOSTO € ONpeAeIIIo 3a
nporHosaTa Ha 3abomnaeanero. [IpeacTapaMe Ba cirydas Ha MALMEHTH ¢ TAIACEMUA
MaHop, IPH KOMTO HMa YCTAHOBEHO CHPACUHO 3acsirane. B mbpBHA ClIyyail ToBa ¢e
AB/OKH Ha OTJIATAHETO Ha XKEII30 B MHOKap/a, KOeTO € Hal-1ecTaTa MpHUILHA 33
CHPIACYHO YBPEKIAHE, a BTOpHA cIy4ail e Ha IanMeHT, IIpU KOMTO He Ce YCTAHOBABA
[IOBHLICHO OTJIATAHE HA XKEJA30 B MHOKap/a NIPU PEJOBHOTO MACHUTHO PE30OHAHCHO
u3cnensate ¢ T2* TeXHOIOrus.

Abstret: Cardiovascular impairment in patients with thalassemia major — is iron
deposition the only factor? Comparative review of two clinical cases

Beta thalassemia is a rare hereditary disease characterized by hemolytic anemia
treated with regular, monthly hemotransfusions. Patients with thalassemia develop a
specific type of cardiomyopathy, which is a crucial determinant of the morbidity and
mortality of the patients. Here we present two cases of patients with thalassemia
major with cardiac impairment. The first case is an 18-year-old boy with sever
myocardial iron deposition - the most common cause for heart failure in thalassemic
patients and the second case is that of a patient with no iron deposition, normal T2*
and yet with cardiac dysfunction.

42. Tlerposa K., B. Kanesa, E. IlereBa. Tanacemus uuTepMenHs — Hali-4ecTH
YCIOKHEHUS U TieueHue. Bapuencku meouyuncku ghopym 2019; 8 (1): 50-55
Pesrome:

beta-tamacemusa unrepmenus (TH) e 3abonspane ¢ pasnooOpaseH KIHHHYEH
(beHOTHII, KOETO MOYXKE Ja BapHpa MEky Tanacemus maiiop (TM) 1 Tanacemust
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MHHOD. BB3MOXKHO € H KIHHUYHO [IPUTIOKPHUBaHE MEX/IY T€3H TPH CHCTOAHUA.
Cnyuau va TH ca onucanu 3a MbpBY NBT npe3 1955 . kaTo ,,TBbpAE TEKKH, 34 14
ObaaT HapeueHd MEHOPHH (OopMH, U TBBPIE JIEKH, 32 14 ¢ IPUIHCTIAT KbM
TanaceMus Maiiop“ ot Rietti-Greppi-Micheli. [lauuenture MoraT ga 6b4aT HAMBIHO
ACHMIITOMATHYHH IO KbCHA BL3PACT, MPOABIBANKK caMo 1eKa aHEMHSI U
MOAEBPKANAKH CAMOCTOATEIHO XeMOT1001MHOBH HKBa okoio 70-100 g/L. B
M3BBHPEJHH CITyuau ce npunarar xemorpanchysuu. OT apyra cTpaHa, MALHEHTHTE ¢
no-Texxku ¢popmu Ha TU ce npe3eHTHpAT B [To-paHHa BB3pacT (2-6 rofuHU) K ChLIO
MOTaT Ja MpexuBeaT 6e3 pefoBHH TpaHC(y3HUH, HO TOBA ILE JOBEE 10 U30CTABAHE B
pacTexa v pu3M4eckoTo pasBHTUE Ha Te3H Aela. PazHooOpasHaTa KIHMHHYHE H351Ba
Ha TH uM3ucksa UHIMBHIOYAICH TEPANEBTHUYEH MOAX0 KbM BCEKH NalHeHT. Beopexku
HATHYHETO Ha pa3HOoOpasHHU MPENopBKH, ICYESHHETO BCE OILE IPEACTABIABA
MPEIU3BHUKATEIICTBO 32 BCEKH XEMaTOJIOT.

Abstract: Thalassaemia intermedia — the most common complications and treatment
The clinical phenotype of thalassaemia intermedia (TI) lies between those of
thalassaemia minor and major, although a clinical overlap between the three
conditions is also possible. TI was first described in 1955 by Rietti-Greppi-Micheli,
who explained that those patients are “too haematologically severe to be called
minor, but too mild to be called major”. TI has a wide clinical spectrum. Some of the
patients could be completely asymptomatic until adult life, manifesting only mild
anaemia and managing to maintain haemoglobin (Hb) levels between 7-10g/dL. At
some point they could require only occasional blood transfusions. The more severe
cases of TT usually present between 2 and 6 years. They are also able to survive
without regular transfusion therapy, but the growth and development of those chil-
dren would be delayed. The broad clinical spectrum of TI requires an individualised
treatment approach to those patients. Regardless of the fact that multiple treatment
options are possible, the treatment of T1 is still a challenging task for every
haematologist.

43. Jumosa M., B. Kanesa, K. Henosa, E. Mapunoga. [Tato¢u3no/iorHuHH
MEXaHH3MH, YECTOTA U TEPAMHS Ha PHTBMHUTE HAPYIISHMs NPH TalRCHTH ¢ beTa-
tanacemus. Hayxa Kapouonozua 2019; 1: 32-36

Peswome:

Copjie4HOCHA0BHTE 3a00NABAHUs ca [NTaBHA MPUYHHA 32 BOJNECTHOCT U
JIETEPMHHAHTH HA NPOTHO3aTa NPH MalMEeHTH ¢ XeMornobunonaruu. ['nasnara
NpUYUHA 32 CHPAEYHY YCIOKHEHHS NP NMALHEHTUTE ¢ TAJACEMHs € OTJIAraHeTo Ha
XKENA30 B MHOKApAa, KOSTO MIPEJU3BUKBA OKCHIATHBEH CTPEC H MOBJIHABA
KIETRYHATA U MUTOXOHApHANHATA GyHKUM. CTaTHATA pasTieiia YecToTaTa,
naro(U3n0oJIOTHYHHTE MEXAHH3MU Ha BE3HHKBAHE HA PHTHMHKM HAPYLIEHUS NIPH
NalMeHTH ¢ 6eTa-TagaceMus, a CbIIIO Taka U JieueHueTo. [1o MexaHH3bM Ha
BB3HHKBAHE apUTMHUTE ¢ OOHKHOBEHO TPHTEPHPAHU H PUEHTPH. AHATOMMYEH
CyOCTpaT 32 HaIKaMepPHU U KAMEPHK PUEHTPH TAXUKAPIUH U MEXIEHE € XPOHHYHOTO
06eMHO oOpeMeHsiBaHe, KOeTO NPEeIU3BHKBA YIBIKEHO NPOBEXKAAHE HA MMITYJCA U
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AWCTIEPCHA Ha penonapusanusta. YecroTara Ha IPeACHPAHOTO MBIKACHE BapHpa B
rpanunnTe 10-33%, HO ce OyaKBa Ts Jia HAPCTBA ¢ NOHOOPSBAHE HA IPCKUBAEMOCTTA
Ha ManueHTHTe ¢ TanacemMus. OcobeHoTo B Je4erHeTo Ha MalUeHTHUTE C TalaceMUs U
PUTHMHH HapyLICHHs € B TOBa, 4 OOHKHOBEHO TE3H HapyLLEHUs ca OOpAaTHMH H
JISYEHHETO HA JKENAZHOTO OOpEMEHIRAHE € KIHYOBO 34 YCIIEXa Ha TEepartusTa.
AHTHApUTMHYHHTE METUKAMEHTH OOHKHOBEHO Ce M3I10/I3BAT 33 KPAThK IEPHOI,
HPENOPBYMTEIHH €A H aHTHKOATyJIaHTH MPH NMPEeIChPIHO MBK/IEHE, KATO M2 MaJbK
OIHT ¢ HOBUTE aHTHKOATYIAHTY — rivaroxaban.

Abstract: Pathophysiological mechanisms, frequency and therapy of rhythmic
disorders in patients with beta-thalassemia

Cardiovascular complications are the most important cause for morbidity and
determinants of the prognosis of the patients with hemoglobinopathies. The main
pathophysiological role for cardiac involvement is the deposition of iron in the
myocardium, which causes oxidative stress and influence the cell and mitochondrial
function. The article presents the incidence, pathophysiological mechanisms of
triggering of the rhythm disorders and the appropriate treatment in patiets with beta-
thalassemia. The mechanisms of arrhythmias are either re-entry or triggering.

- Anatomical basis for supraventricular and ventricular re-entry tachicardias and
fibrilation is the chronic volume overload wich [causes prolonged conducting of the
impulse and dispersion of the repolarization. The incidence of atrial fibrillation varies

- between 10-33%, but it is expected to grow with improved survival of patients with
thalassemia. What is particular about the treatment of patients with thalassemia and

» thythm disorders is that these disorders are usually reversible, the treatment of iron

- burden is key to the success of therapy. Antiarrhythmic drugs are usually used for a

- short period of time, anticoagulants are also recommended in atrial fibrillation and
there is a small experience with one of the new anticoagulants — rivaroxaban.

44. Oumora M., B. Kanesa, K. Henosa, JI. CtosnoBa. UectoTa, apardosa 1 JedeHne
Ha ITyJMOHAIHATA XENEPTOHMA IIPY NanueHTH ¢ Oera-tanacemus. Hayka
Kapouonozun 2019; 2: 55-62

Pezrome:

YecrotaTa Ha mynMonanHara xunepTolus ([1X) npy xeMorJo6HHOMaTHHTE BAPUPA B
3aBHCHMOCT OT CBCTOSIHUATA M U3NON3BAHKUTE METOAHM HA H3ciensane. [Ipu
tanacemus uutepMems (TH), Hapuuana omnle HeTpaHcy3HOHHO-3aBHCHMA
TaJlaceMHUd, KakTO € 0003Ha4aBaHa U B PbKOBOJACTBATA H KOATO € oKoio 20-25% or
CIy4auTe Ha TajlaCeMHs, MyIMOHAIHATA XUIIEPTOHUS CE IIPHEeMa KaTo Hali-Texkara
IposABa Ha CBPJEYHOCHIOBO 3acATaHe U € OCHOBHATA IPHYHHA 33 ChP/IeyHa
HEeJOCTaTRYHOCT. beTa-TanaceMuATa, HAH-4€CTO CPEIIAHOTO MOHOTEHHO 3a00IsIBaHE,
Cllajia KBM TPYIaTa Ha XeMOITIOOMHONATUATE, KAaTO TYK Ae(eKTHT € KONHUECTBEH —
HaMaJIeH CHHTE3 WM ITBJIHA Jurca Ha Oera-Bepura. CTaTHATA pasriiex;ia B AeTaii
ENUAEMHOJIOTHATA, PHCKOBUTE (HaKTOPH, ETHONOTHATA U naTodu3uoorusTa Ha [1X
Ipy NAUUEHTH ¢ 6eTa-TanaceMus, KAKTO H TOCTETHUTE JAHHU 33 IPHIOKEHHE Ha
crieunduiHo nedeHue. Passutrero na [1X npu TanaceMus e ClIOXKEH,
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MYITH(AKTOPEH TPOLEC, BKIIOYBAINA KOMIINEKCHO B3aHMOAEHCTBHE MEXKILY
TPOMOOLIHTH, EPUTPOLIUTH, KOATyIalHOHHH (HaKTopH, CHIOTEIHH KIETKH H (JakTOpH
Ha BB3NAIEHUETO, KaKTO U HAJIMYHE HA ChIOBH YBpeXKJaHus. ETO 3a10 NPaBUIHOTO
paszbupase ¥ OLEHABaHE ILPBO Ha HAIMYHETO, a CJIe TOBa M Ha pHYMHaTa 3a IIX
{IpH Ta3d crelugHYHa IpyTia MAlKeHTH, ca OT U3KIIOMUTENHO 3HAYEHHE IpK n3dopa
Ha MOJXOAALIA Teparnusl.

Abstract: Frequency, diagnosis and treatment of pulmonary hypertension in patients
with beta-thalassemia

The incidence of pulmonary hypertension (PH) in hemoglobinopathies varies
depending on the specific type of the disease and the diagnostic methods. In
thalassemia intermedia (TT), also called non-transfusion-dependent thalassemia, as is
indicated in the guidelines and which is about 20-25 % of all cases of thalassemia,
pulmonary hypertension is considered as the most severe manifestation of
cardiovascular involvement and the cause for heart failure. Beta-thalassemia, the
most common monogenic disorder, belongs to the group of hemoglobinopathies. The
defect is quantitative-reduced synthesis or complete lack of beta-chain. The article
presents in detail the epidemiology, risk factors, etiology and pathophysiology of
pulmonary hypertension in patients with beta-thalassemia, as well as the latest data
on the use of specific treatment. The development of pulmonary hypertension in
thalassemia is a complex, multifactorial process involving interactions between
platelets, erythrocytes, coagulation factors, endothelial cells and inflammatory
factors, in the presence of vascular lesions. Therefore, proper understanding and
assessment of the etiology of PH in this particular patient group is of paramount
importance in the choice of appropriate therapy.

45. Tumora M., B. Kanesa, K. Henora, 5. Kauuioe, M. Koctypkosa. Yecrora,
JHATHO34 M JieyeHHe Ha TYIMOHAIHA XCIICPTOHHS IIPH ChPIIOBHIHOKIIEThYHA
anemus. Xemamonozun 2019; 1 (og neyar)

Peziome:

CoprnoeuaHoknersunara aHeMust (CKA) e paako cperiaso BpOJEHO ChCTOSHUE, IPH
KOETO ChPIASYHOCHJOBUTE YCIOKHEHHS €A YECTH U OMPEIEILIILY KaueCTBOTO U
IPOIBIKMUTETHOCTTA Ha YKUBOT Ha NalMeHTUTe. YecToTaTa Ha MYIMOHAIHA
xunepronus (ITX) npu raupenTH cbe CKA, olleHeHa exokapadorpadcku cbe
CKOPOCT Ha KpbhBOTOKA lipe3 TPUKycIHaanHaTa Kiana > 2.5 m/s, e okono 20-30% u
Ce acOLIMUpA ¢ [TOBMIEH PHCK OT CMBPTHOCT. MEeXaHU3MUTE Ha Pa3BUTUE U (POPMHTE
na ITX npu nanpentute ¢s¢ CKA ca cnoxHM U MHOT00OpasHH U cnaja KbM 5-Ta
rpyia B mogpobHaTa kiuHu4Ha wiackudukaiua Ha I1X B [Ipenopokute na ESC/ERS
ot 2015 r. 3a AMarHocTMKA M Jieuenue Ha 11X,

Abstract: Frequency, diagnosis and treatment of pulmonary hypertension in sickle
cell anemia

Sickle-cell anemia is a rare congenital condition with common cardiovascular
complications which determine the quality of life and life expectancy of the patients.
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The incidence of pulmonary hypertension in patients with sickle cell anemia
evaluated by the velocity of the regurgitant jet of the tricuspid valve above 2.5 my/s is
approximately 20-30% and is associated with an increased risk of mortality.
Mechanisms of Pulmonary Hypertension (PH) in patients with sickle cell anemia are
complex and multifactorial and this form of PH is placed in group 5 in the detailed
clinical classification of pulmonary hypertension in the European Society of
Cardiology / European Respiratory Society Recommendations (ESC/ERS) 2015 for
diagnosis and treatment of pulmonary hypertension.

46. umoBa M., B. Kanesa, K. HeHosa, 5. Kanuros. [Tuactonna GyHkius n
KapIHOMHOIIATHA IIPH CHPIIOBUHOKNETEUHA aHeMust. Xemamonozus 2019; 1 (nox
neqar)

Pesiome:

Hacnencreennte HapyIleHUs B CHHTE3aTa Ha XEMOTIOOUHA, HAPUYAHH
XeMOrIo0MHONAaTHUH, ca Hall-uecTHTe MOHOTEHHM 3a00IBaHMsI, BOJELIH 10
XEMOJHUTHYHH aHeMHMH. CHpIeYHOCHIOBUTE YCIOKHEHHS 2 TIIaBHA IPHYMHA 33
OonecTHOCT M NeTEPMHUHAHTH Ha IPOTHO3ATA MPH NMALHEHTH ChC
CHPIIOBHIHOKICTRYNA AHCMHSA. TOBa Ca NAIMEHTH, KOUTO C€ HYXJIAAT OT
MEIUIMHCKA IPHXKa, 3all0YBallia C paXCIAHETO W NPOIBIDKABAIIIA IPe3 [EeNH M
’KHBOT, H3UCKBAIIl I'OIAM MEIHLIMHCKU M conmaneH pecype. Hapymienue B
JHACTOIHATA JIEBOKAMEpHa (DYHKIIMS ce CPellla MHOTO [IO-YeCTO OT CHCTOJIHA
JUCQYHKLHUSA [IPH HALMEHTH ChC CHPIOBHIHOKIIETHYHA AHEMHUSA 1 € OLIEHEHO KaTo
He3aBUCHM PUCKOB (hakTop 3a cMBPT. Kapauomuonatuara npu
CBHPHOBHAHOKIETHYHATA AHEMHS € PECTPUKTHBHA, XapaKTepU3Hpallla ce ¢ AMACTONHA
AUCQYHKIMA U TEBONPCACHPAHA TUNATANMS B CHUETAHUE C XHUIIEPUHAMUYHO
CBCTOSHME M JUIATALEA Ha 11BaTa KaMepa ChC 3aMa3eHa CUCTONHA QYHKIIUA.

Abstrct: Diastolic function and cardiomyopathy in sickle cell anemia

Hereditary disorders in hemoglobin synthesis - hemoglobinopathies, are the most
common monogenic diseases causing haemolytic anemias. Cardiovascular
complications are the major cause of morbidity and determinants the prognosis
patients with sickle-cell anemia. These patients need permenant health care from very
beginning of their life, and they consume great medical and social resources. The
diastolic dysfunction of the left ventricle is much more common than systolic
dysfunction in patients with sickle-cell anemia and is considered to be an
independentfactor for mortality in these patients. Cardiomyopathy of sickle cell
anemia is a restrictive cardiomyopathy characterized by diastolic dysfunction and left
atrial dilation in combination with hyperdynamic state and left ventricular dilatation,

47. Crosauosa JL., Cs. Craiikosa, B. Kanera, M. [lumosa. Penanna qucdyHKIHS pu
OonHH ¢ B-Tanacemus Maiiop. Xemamonozus 2019; 1 (nox mevar)

Pezrome:

TanaceMust Malop € HAaCIIENCTBEHO MeHETHYHO 3a00IABaHe, KOETO MPOTHYA ¢
BETPECEHI0BA H HHTPaMeLy/1apHa XeMOIN3a, CKeJIeTHH Ae(hekTH H aHeMuUsl, HAJTArama
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PEOOBHHU XeMOTpaHC(Y3UU OT paHHa AeTcKa Bb3pacT. B pe3ynraT oT eKCLECHBHOTO
HATPYTBaHe Ha XKeJsI30 B OPraHW3Ma M pa3BHBAILlaTa cc BTOPUYHA XEMOCHIEPO3a CE
pasBUBAT OPraHHH YBPEIH, HacT 0T KOUTO ca U OBOpedHnTe Hapyienusa. CraTusara
pasriexaa MexaHusMuTe Ha Op0peuHuTe YBpeskaaHus NpH O0NHHTE ¢ B-TaTaceMusl
Maiiop ¥ HeoGX0IMMOCTT2 OT BBBEXIaHEeTO B KIMHUYHATA NPAKTHKA HA HOBH U
HEMHBA3UBHH OHOXMMHMUYHM MapKepy 3a peHallHa JUCHYHKLIMSL.

Abstract: Renal dysfunction in patients with f-thalassemia major

Thalassemia major is a hereditary genetic disease that presents with intramedulary
and intravascular haemolisis, skeletal defects and anemia, requiring need of regulary
performed haemotransfusions since early childhood. Excessive iron deposition in the
tissues is the cause of organ dysfunctions inclading renal impairment. The article
reviews the mechanisms, clinical presentation and the use of novel biochemical
markers of renal dysfunction in patients with p-thalassemia major.

ITBJIHOTEKCTOBH ITVR/IHKALTHH B YY)XKIECTPAHHH CHHHCAHHA

48. Kanazirev B., M. Dimova., V. Kaleva, S. Gercheva, K. Petrova, V. Zlateva, Y.
Bocheva, S. Nikolova, K. Hadjolyan. Early identification of heart failure in patients
with thalassemia major by NT-pro-BNP examination. Correlation with
echocardiographic parameters of morphology and function. International Journal of
Medical and Health Research 2017; 3 (12): 22-29

Pesiome: Panna udenmugpuxayus Ha copoeyHa HedOCmamvyHOCH NPU RAYUEHMU C
manacemus matiop upez NT-pro-BNP uzcnedearne. Kopenayus ¢ exoxapouozpapcru
napamempu Ha Mopgonoaua u Qynxkyus

Llenu: Ja ce upeHTH(GUUMPA paHHATA ChPACHHA HEAOCTATEYHOCT MIPH MALlMEHTH C
taaceMus Makiop (TM) 4pes u3cnensane #a NT-pro BNP u na ce cenocTasar
eXOKapAHOTPa(QCKUTE TAPAMETPH.

Matepuann u Meronu: OLeHeHH ca 37 MOCHeOBaTElIHH IAIHEHTH C XOMO3HIOTHa -
TagaceMus 1 50 31paBH KOHTpOH, ChO0PA3EHM ¢ Bb3pacTra, upes HuBata Ha N'T-pro-
BNP u exokapauorpagpusra.

Pezynratu: Hupara na NT-pro-BNP ca 3nauumMo no-sicokd B TM KoxopTa B
CpaBHEHHE ChC 3ApaBi KOHTpouy 169.3 + 166.3 cpemy 33 = 19.5 pg/ml. (p < 0.001).
Hma 11 (29.7%) naupenty ¢ noeumen NT-pro-BNP. VarpassyksT 1 IMP LAVi
(ml/m?) ca 3HAaYUTENHO YBEIHMYEHH ¢ IPAHUYHA AeTpecHs Ha (paKkLuaTa 3a
nampaseaie Ha 1saBo npeacspare. [ipu TM NT-proBNP+ uMa 3HaUHTERHO MO-TOIAM
wHaeKc Ha o0eM Ha JsBoTo nmpeachpaue LAVI (p = 0.025) B cpasnenne ¢ TM NT-
proBNP—, Ho BcHUKH OoCTaHanM MHAEKCH HE ce pasnuyasar. Mma ymepeHa, HO
coliecTBeHa kopenanus Mexay NT-pro-BNP u LAVi —1 = 0.44, p = 0.009 u mexny
LVMMi u LAVi-r1 = 0.480, p = 0.004.

3axmodeHue: EMHHCTBEHAaTa 3HaYUMa pa3iauka Mexny asete TM rpymu — NT-
proBNP-nonoxurencH 1 NT-proBNP-oTpuliatenes — € HHASKCHT HA NPEACHPIAHOTO
obemHo LAVi.
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Abstract:

Aims: To identify early heart faiture in patients with thalassemia major by examining
NT-pro BNP and to correlate echocardiographic parameters.

Materials and methods: We evaluated 37 consecutive patients with homozygous [
thalassemia and 50 age-matched healthy controls by NT-pro-BNP levels and
echocardiography.

Results: NT-proBNP levels were significantly higher in TM cohort compared to
healthy controls 169.3 + 166.3 versus 33 + 19.5 pg/ml (p < 0.001). There were 11
(29.7%) patients with elevated NT-pro-BNP. Ultrasound and MRI LAVi (ml/m2)
were significantly enlarged with borderline depression of left atrial emptying fraction.
TM NT-proBNP+) had significantly larger left atrial volume index LAVi (p = 0.025)
compared (0 TM NT-proBNP-, but all other indices were no different. There was a
moderate yet significant correlation between NT-pro-BNP and LAVi—-r=0.44, p =
0.009 and between LVMMIi and LAVi - r = 0.480, p = 0.004.

Conclusions: The only significant difference between the two TM groups — NT-
proBNP positive and NT-proBNP negative — was left atrial volume index LAVi.

HIYBITHKYBAHH PE3KOMETA B BBJTAPCKH CITHCAHHA

49. Ileresa E., K. Baiinopa, B. Kanesa. KinHuko-1a60paTopaa XapakTepUCTHKA Ha
, ocTparta TuMQpobIacTHa IeBKeMHA B AeTCKATa BE3pacT. FQbuaetina Hayuna cecus
n45200unu Meduyuncru yuueepcumem ,, Ilpog. 0-p II. Cmosnos” — Bapua, BapHa,

12-15.10.2006. Scr Scient Med 2006; 38 (Suppl. 1): 61
. Pesiome:

Heara Ha HACTOALIOTO M3CIIEABAHE € [la Ce AHATM3MPAT HAYATHUTE KIMHHYHA H
- maboparopHH nokasatenu Ha OJIJI B meTcka BB3pacT. B uacleBaHeTo ¢4 BKIOYCHH

43 newa ¢ OJIJI, xocmutanu3yupany B KIMHEKATA 110 JETCKA OHKOXEMATOIOTUS Ha

YMBAJI ”Cp. Mapuna” — Bapna 3a nepuona sayapu 2002 — roru 2006 r. Hpu

BCHYKH MMALMEHTH €A NPOYyYEHN HAYaTHUTE KJIHHHYHE CHMIITOMH M X€MaTOJIOTHYHH

nokasarens. C Hali-roasma gecToTa 3a60I9BaHETO CE Cpellla BhB Bh3pacTTa Mexay 1
-~ 10 roguny (31 mena, 73%) 1 € CHTHHGUKAHTHO TIO-4ECTO MPH MBKKHA 10T — 28

momuera (65%). AHaMHECTHYHO BOJCILH KIVHUYHHU IIPOABH Ca AHEMHEH CHHIPOM

(70%), xoXxHO-THraBUYHA XeMoparudHa nuaresa (51%) uiu gpebpunnter (30%).

XenaTocrieMoMeranus e perucTpupana npu seuuks gena (100%), nepudepHa

amenomMeranus — npu 36 gena (84%). Anemuuen curapom (Hb mog 110 g/l) e

yeranoser npH 30 gena (70%), tpomboruronenns — npH 36 xena (84%),

XMIIepieRKonuTo3a Hag 50 x10° — npu 13 pena. OGnoynuromerpudHo mpu 37 neua

(86.1%) e moxaszana npeKkypcopHa B-KIeTs4Ha TeBKEMUs! C IOBHPXHOCTHH MapKepy

CD19, CD20, CD24, CD22, CD21 umu CD79.

3axmoyenue: OJLI ce cpela no-yecTo BBB BE3pacTTa Mexty 1 u 10 roaunu u npu

MBKKUS 110J1. BOASIY KIMHUYHK CHMIITOMH Ca XelaTOCIIIEHOMETallns,

numbaneroMeranns, aneMus U TpoMbonutonenus, [losHapaHeTO HA CUMITOMHUTE Ha

3a00IABAHETO M XapaKTepHaTa JabopaTopHa KOHCTENALMS ¢a IPEANOCTABKA 32 PAHHO

JMArHOCTHLMPAHE M CBOSBPEMEHHO 3aMI0UBAHE HA J€YCHHE.
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Abstract: The aim of this study is to analize the initial clinical and laboratory
parameters of ALL in childhood.

In the study are included 43 children with ALL, hospitalised in the Clinic of pediatric
oncohematology in UMHAT "St. Marina" Varna, from January 2002 till June 2006.
In all the patients are studied the initial clinical symptoms and hematological results.
With highest frequency the disease occurred between 1 and 10 years (31 children,
73%) and is significantly more frequently in male sex — 28 boys (65%). From the
medical history leading clinical manifestations are anemic syndrome (70%), skin-
mucosal hemoragic diathesis (51%) and fever (30%). Hepatosplenomegaly is
registered in all children (100%), peripheral adenomegaly — on 36 children

(84%). Anemic syndrome (Hb < 110 g/1) is registered in 30 children (70%),
thrombocytopenia — in 36 children (84%), hyperleucocytosis over 50 x 10° —in 13
children. The flowcytometry in 37 children (86.1%) proved B-cell leukemia with
markers CD19, CD20, CD24, CD22, CD21 and CD79.

Conclusion: ALL is found more frequently at the ages between [ and 10 and in
males. The leading symptoms are hepatosplenomegaly, lymphadenomegaly, anemia
and thrombocytopenia. The recognition of the symptoms of the disease and the
characteristic laboratory constellation are prerequisite for early diagnostics and on
time start of treatment.

50. ITanuesa P., B. Kanera, H. Pauesa, M, benuesa, X. Xpucro3osa, M. ['eoprueea,
Cr. Keprukosa, B. ITanera. BuramoxHOCTH 32 npoOHOTHYHA NpodUIaKTHKA Ha
OpajHKS ¥ FaCTPOUHTECTHHAHUA MYKO3MT [IpU Jena Ha Be3pacT oT 0 1o 7 rOAUHU ¢
ManurHeHu 3abonsaBanus. Kouzpec no 2acmpoenmeponozus, Codus, 2006.
Buwazapcka xenamozacmpoernmeponozun 2006; 2: 103

Peziome:

Llen Ha npoyyBaHeTo € ja ce OleHH npouaKTHIHUS edeKT Ha MpoOHOTHKA
Bifidobacterium bifidum no OTHONICHHE HA PA3BUTUETO HA MYKO3HUT IpPHU Jela ¢
OJIJL, nexysanu no npotokon ALL-BFM 2000. BxitoyeHH ca 25 nauMeHTH Ha
BB3pacT o1 0 go 7 ronuHu. IIpoGuoTHKET € ripunarald B go3a 3 X 10'° B mpoaBmKCHHE
Ha 7 aHu npH 8/25, a ocrananuTe 17/25 ne ca ro nonyyaranu KaTo AOMBIHEHHE KbM
OCHOBHATA Teparnus. B mbpBaTa rpyra opajlieH MyKo3uT e HabatogasaH rpu 2/7,
raCTPOMHTECTHHAIEH — IpH 1/7, 1OKATO BLB BrOpaTa Te€31 YCIOXKHEHH ¢a ChOTBETHO
12/18 u 3/18. B nbpBaTa rpyna BCHYKH MYKO3UTH €a KAaTETOPU3UpaHU B IBEPBa
CTEIEH, JIOKATO BbB BTOpaTa rpyna Haj 50% ca 6unu Bropa rpyra.

3aKIIOYEHHETO €, Ue IPHEMBT Ha POOKOTHIIM UMa ITPOTEKTHBEH eheEKT BEPXY
MYKO34aTa Ha racTPOMHTECTHHAIHHS TPAKT ¥ MOKE /1a IOMOTHE 3a Mpo(HIakTHKA Ha
OpaJTHHUS ¥ racTPOUHTECTHHAICH MYKO3HT.

Abstract: Possibilities for probiotic prophylaxis of oral and gastrointestinal mucositis
in children aged 0 to 7 years with malignant diseases

The aim of the study was to evaluate the prophylactic effect of the probiotic
Bifidobacterium bifidum on the development of mucositis in ALL patients treated
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with ALL-BFM 2000 protocol. 25 patients aged 0 to 7 years were enrolled. The
probiotic was administered at a dose of 3 x 10'° for 7 days at 8/25 and the other 17/25
were not received in addition to the main therapy. In the first group oral mucositis
was observed at 2/7, gastrointestinal at 1/7, while in the second these complications
were 12/18 and 3/18, respectively. In the first group all mucositis were categorized in
the first degree, while in the second group over 50% were in the second group.

The conclusion is that probiotic intake has a protective effect on the gastrointestinal
mucosa and may help to prevent oral and gastrointestinal mucositis.

51. Kanesa B., I1. Pauesa, M. benuera, X. Xpucrozosa, E. [lerepa. Ycnemno

neveHue ¢ Octreotide Ha L-asparaginasae NHIYIHPaH HEKPOTHYEH NAHKPEATHT IIPH

nere ¢ ocTpa numdobnactaa neskemus. VIl Hayuonanna xongepenyus no

xemamonozun u 1V Banxancku xemamonozuyru Onu, Codust, 18-20.09.2009.

Knunuuna u mpancepyzuonna xemamonozus 2009; 1-2: 79

Pezrome:

Ilpencrass ce cny4ail ¢ HEKPOTHYEH ITaHKPEaTHT, HHAYIHpaH ot L-aspa no BpeMe Ha

HHIYKIHOHHA (asa Ha mpoTokon BFM-ALL 95 mpu nete Ha 12 roguuu ¢ ocTpa

mamdodracTHa nepkeMus. Jluar€osara “HeKpOTHICH MAHKPEATHT € TIOCTABEHA 110

. KNHHAYHY, OMOXHMUYHHM U 00pa3HH U3CIIeBaHus, BKIIOYBALH KOpeMHa Ho/ka,

MOBPBIAHE, JECETKPATHO 3aBHIIEHNU CTOMHOCTH Ha CEpYMHH aMUTIa3a | JIMIAasa,

conorpadexu u KT-Kkputepuu 3a yBenuueHH pasMepH Ha [AHKPEaCcHATa XJ1e3a,

ACOLMUPAHK C HEKPOTHYHH IIPOMEHH, H Pa3ION0KEHA B CHCEACTBO CEBAOKHCTO3HA

- (hopMalis, ACIMT U PEHTICHONOTHYHY TaHHH 3a JICBOCTPAHCH [UICBpaIeH H3IUB,

, JIEUEHHETO € MPOBENKIAHO C INIIOK030-ENEKTPONIUTHH Pa3TBOPH, HA30TACTpATHA

. aCNUpALs], TAPEHTEPATHO XpaHeHe, 06e300aBay MCIMKaMEHTH
IHPOKOCIIEKTEPHK aHTHOMOTHLIY, IPEHaX Ha KHCTO3HATa (hopMaud u Octreotide. B
pe3ynTar Ha NPOBEXIAHOTO JCUYCHHE € TIOCTUTHATO ITBJIHO BE3CTAHOBABAHE HA
JOKYMEHTHPAHUTE YCIMKHEHHS. XMMUOTEPANHATA € IIPOAB/DKCHA MO CHIIHA
IPOTOKON U € NOCTHIHATA ITBIHA KIMHUKO-XEeMaTONOTHYHA PEMUCHS, KOSITO
IIPOJ(BIKABA M JIO HACTOALIMA MOMEHT — YETHPH TOJUHH CIICT MPHKIIOYBAHE Ha
IIUTOCTATHYHOTO JICYCHHE.

Abstract: Successful treatment with Octreotide of L-asparaginase-induced necrotic
pancreatitis in a child with acute Iymphoblastic leukemia

The present is a case of necrotic pancreatitis induced by L-aspa during the induction
phase of BFM-ALL 95 protocol in a 12-year-old child with acute lymphoblastic
leukemia. The diagnosis of necrotic pancreatitis was made by clinical, biochemical
and imaging studies, including abdominal pain, vomiting, tenfold elevation of serum
amylase and lipase, sonographic and CT criteria for increased size of pancreatic
gland, associated with necrotherapy ascites and radiographic data for left sided
pleural effusion. Treatment was performed with glucose-electrolyte solutions,
nasogastric aspiration, parenteral nutrition, pain medication, broad-spectrum
antibiotics, cystic drainage, and Octreotide. As a result of the treatment, complete
recovery of the documented complications was achieved. Chemotherapy was
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continued according to the same protocol and complete clinical-hematologic
remission was achieved, which is still ongoing — four years after the end of cytostatic
treatment.

52, Chivganova S., V, Kaleva. Art-therapy for children with chronic and malignant
diseases. Anniversary scientific conference 50 years of the Department of pediatrics
and medical genetics, November 6-9, 2013. Varna Medical Forum 2013; 2 (Suppl.
5):7-8

Pesiome: Apm-mepanus 3a Oeya ¢ XPOHUYHYU U MATUZHEHY Donecmu

Ilenta Ha HACTOAIOTO K3CNEABaHE € Aa Onpeaend eekTa Ha apT-TepaneBTHIHA
cecus BePXY 0oJikaTa U APYrd CUMIITOMH IIPH Jelia ChC 3JI0KaYECTBEHH U XPOHUYHU
KPBBHH 3a00JIsBAHHS M [ [IPOBOKHPA CH3ABAHETO Ha METONOIOTHA U
CTAHJAPTU3MPAHH NPOrPaMH 3a MPOBEKIAHE Ha apT-Tepanys B OONHIYHY YCIOBHS U
y Hac.

O0ekT Ha u3cnenBaHeTo ca 63 Jela che 37M0KaUYECTBEHU U XPOHHYHH XEMATONOTHYHH
3aboisiBaHMs Ha BB3pacT OT 5 40 18 roauHy, Jekypand B KinnuKka o gercka
xeMaToyiorus 1 oHkonorusa kbM YMBAJT ,,CB. Mapuna” — Bapna. B HamaTa
KJIMHUYHA [PAKTHKE apT-TepanuaTa BKIOUBA TBOPUECKK 3aHMMAaHHs Ha TALUEHTUTE
¢ M300pa3uTeENHO U3KYCTRO, MOACNHpaHe ¢ TTIHHA, alllIMKALs, JeKopalys, My3HKa.
3a OlleHKa Ha Pe3y/ITaTHTE TIPEIX U ClIeJl apT-cecuuTe ca uanon3eaHd The Edmonton
Symptom Assessment Scale (ESAS) u The Spielberger State-Trait Anxiety Index
(STAL-S).

B 3aKII0UEHHE Ce OUEPTABA CTAHOBHILETO, Ye APT-TEParlUITa € BE3MOKHUAT
AJITCPHATHBEH MOJIEI HA pesiakcCHpallia Tepanus, MPOBOKHpallla KpeaTHBHOCTTA,
3aJI0)KEHa Yy BCEKH Y0BEK, CIIOco0Ha J]a rO YKPEIlH KaKTO eMOLHOHAIIHO, Taka U
dusmuecku. B curyanusa Ha 3acTpaiiasaiia xuBoTa O0ONeCT apT-TepaluaTa ce ABBa
¢dbopmara, HOCEHIA YCIOKOSHHE, YMUPOTRBOPEHHE, IPEUHCTBaHE H MOOMIH3aLKs 38
CIIpaBsIHE.

Abstract:

The aim of the recent study is to determine the efficacy of art-therapy sessions over
pain and other symptoms in children with malignant and chronic blood diseases and
to provoke the development of methodology and standardized programs for
conduction of art-therapy in hospital conditions in the country.

The subject of the study are 63 children with malignant and chronic hematological
diseases at the ages from 5 to 18 years, who have been treated in the Clinic of
pediatric hematology and oncology, UMHAT “St. Marina” — Varna. In our clinic art-
therapy includes creative activities of patients with arts, clay modeling, inlay,
decoration, music.

For assessment of the results before and after the art-sessions are used The Edmonton
Symptom Assessment Scale (ESAS) and The Spielberger State-Trait Anxiety Index
(STAI-S).

In conclusion emerges the standpoint, that art-therapy is the possible alternative
model of relaxing therapy, provoking the creativity set into every man and ability to
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strengthen him emotionally, as well as physically. In situation of life-threatening
disease, art-therapy appears to be the form, carrying relief, peace, purification and
mobilization for handling.

53. Kaleva V., E. Peteva, G. Semova, M. Belcheva, H. Hristozova. Comprehensive
Centre for Treatment of Thalassemia and Hemophilia in UMHAT “St. Marina” —
Varna a. Anniversary scientific conference 50 years of the Department of pediatrics
and medical genetics, November 6-9, 2013. Varna Medical Forum 2013; 2 (Suppl.
5): 18-19

Pestome: Ljenmop 3a KOMAREKCHO feveHue Ha manacemus u xemogunun 6 YMBAJT
» Ce. Mapuna” — Bapra

XeMo(DuIMATa M TATACEMHUSATA Ca SIHH OT HAM-JECTO CPeLIAHNTE PENKH BPOJSHH
3a00N9BaHmKsg, KOMTO B EBPONEHCKH U CBETOBEH Mamab ca JOKa3aliu NpeIuMCTBOTO
na OpJaT JeKyBaHHU H IMPOCIe[sBaHH B CIELHATH3NPaHy leHTpoBe. C aMGuIMATa fa
Ce HalpaBy Mo 3a L[eHThp 3a KOMIUICKCHO JIeUeHHE Ha TALUEHTH C BPOJSHH
aHeMHH M koaryironatyu mpes 2012 r. B MY — Bapua u YMBAJI “Ce. Mapuna” —
BapHa craptupa npoekrt 3a [TunoTeH UeHTHp 3a TanaceMus ¥ XeMO(HIIis, KOHTO
Geilre OTKPHUT npe3 M. OKTOMBPH 2013 r. I[eHTBPBT € MOCTPOSH CHC COOCTBEHH
CpeICTBa H HAIBJIHO OTTOBapsA Ha KpuTepuuTe Ha EBponeiickus KOMHTET Ha

- ekcnepTHTe 1o penku donecty (EUCERD) 3a kauecTBO Ha SKCIEPTHH LEHTPOBE IO
- penky GoJIecTH M Ha M3UCKBaHMsTa Ha CBeTOBHATA (efeparus mo XxeMoguims 1

MexnyHapoaHara Qefepanys 1o TanaceMys 3a KOMIUIEKCHO 00CTyKBaHe Ha
NAUMEHTH ¢ TanaceMus 1 xeMobuaus. Toil e crpykrypupas k6M ClenHanu3upanaTa

- IETCKA KJIMHUKA [0 KIUHUYHA XeMAaTONOTHs ¥ OHKOIOTHA, OCHOBHAT €KUIT C& ChCTOH
-~ OT CICHHATHCTH WIIH CIICHHAIHIUPAIIH JICKApH 10 XeMaTOJOIHSE 1 MEIUITHHCKH
~CCCTPH C KBaﬂH(l)HKa[IHH B ofJ1acTTa Ha BPOIACHATE aHEeMHH H KOaryJromnaTHu. KsMm

HETO € CHOPMUpPAH MyATHAMCUMILTHHAPeH eKHIL. [leHTBpBT npeocTaes mened Habop
OT HM3CHAEABAHMA 38 JHArHOCTHLAPAHE ¥ NPOCIIeIsIBaHe Ha MALUESHTH C BPOIEHH
AHEMHH M KOATYJIOIATHH H KOOPAHHUPA BCHUKH 3IPaBHH YCIYTH B GOMHHYHY U
H3BBHOOIHMYHY yeroBUa. OcHrypsiBa crienrHa nomol 24 yaca B I€HOHOIIME,
IIpoBesxia eKCrepTHH KOHCY/ITAIIMH HA [TALMECHTH U 30paBHH NpodeCHOHAINCTH,
ITonaspxa HayYHH ¥ METOJOJOTHYHY KOHTAKTH C HALMOHANHK U YYKIECTPAHHH
LIEHTPOBE 10 TANACEMHS U XeMO(HIINA H OPTAaHH3HPA HAYIHH H 00pa30BaTEIHK
tHopyMH 3a IPO(PECHOHATHCTH.

Abstract:

Hemophilia and thalassemia are one of the most frequently met rare inherited
diseases, which in Europe and worldwide have proven their priority to be treated and
followed in comprehensive centers. With the ambition to make a model for a
Comprehensive center for treatment of patients with congenital anemias and
coagulopathies, in 2012 in MU — Varna and UMHAT “St. Marina”, has started a
project for a pilot center for thalassemia and hemophilia, which has been opened in
October 2013. The center is build with own funds and fully meets the criteria of the
European committee of experts for rare diseases (EUCERD) for quality of expert

67




centers for rare diseases and the requirements of the World Federation of Hemophilia
and Thalassemia International Federation for comprehensive care for patients with
thalassemia and hemophilia. It is structured as a part of the Specialized clinic of
pediatric clinical hematology and oncology. The main team consists of specialists and
specializing doctors in hematology and nurses with a qualification in the field of
congenital anemias and coagulopathies. Additionally there is also formed a
multidisciplinary team. The center provides a full number of tests for diagnosis and
follow up of patients with congenital anemias and coagulopathias and coordinates all
health services for these patients in in-hospital and out-hospital conditions. It assures
emergency help 24 hours a day. It performs expert consultations for patients and
health professionals. It maintains scientific and methodological contacts with national
and foreign centers for thalassemia and hemophilia and organizes scientific and
educational forums for professionals and patients. It maintains a specialized
electronic register and database for the followed patients.

54. Peteva E., V. Kaleva, M. Belcheva, H. Hristosova, I. Ratcheva, G. Semova.
Clinical and epidemiologic characteristic of children with congenital coagulapathies
from North-East and South-East Bulgaria. Anniversary scientific conference 50 years
of the Department of pediatrics and medical genetics, November 6-9, 2013. Varna
Medical Forum 2013; 2 (Suppl. 5): 23-24

Pesiome: Knunuuna u enuoemMuono2uina xapakmepucmuxa Ha 0eya ¢ 6poodeHu
koazynonamuu om Ceeepousmouna u fOzouzmouna bvnzapus

Llen: Ha ce mpoy4H HO30JOTHYHATA CTPYKTYPA, KIMHUYHUA CTATYC H
TEPATIEBTHYHOTO MTOBEAECHUE IIPH Aelia ¢ BPOJCHH KOAryJIONatuu 0T CeBepor3TOUHA
u FOroustouna Bearapus 1 pesyITaTHTE a C€ CPABHAT ¢ JUTEPATYPHH JIAHHH,
aKTyallHK 32 enmuJeMHoNIornyHaTa cutyauus B Espona.

Marepuanu u Meroau: 3a nepuoga 2011-2013 r. B Crieyuanyuszupana AeTcKa KIMHHKA
1o KIMHHUYHa XeMaTonorus 4 oukonorusa, YMBAJIL ,,Ce. Mapuna” — Bapua, ca
npocsesieHl 33 Jella ¢ BpoAeHH KoaryJlolnaTHH Ha Bb3pacT oT 7 Meceua 1o 18
roauus, IIpy BCHUKH MAaUEHTH ca aHANKH3HPaHy CIIEIHUTE NIOKA3ATENM: JHArHO3a,
IoJT, Bb3pacT, GaMHIIHa 0OOPEMEHEHOCT, Bb3PAcT IIPH JHarHOCTHIMPAHE, HaYallHa
KJIMHUYHA U34Ba, TSOKECT HA 32005 BaHETO, TAPIETHU CTABH, HATHYHE HA
MHXMOKTOPHH aHTUTENA U TEPaNeBTUIEH PEXKIM.

Pesynraru: Ot npoydeHara nomnynauus 24 (72%) neua ca ¢ xeMoQHIMs A, eHO
(3%) nere — ¢ xemodbunusa b, 5 (15%) — ¢ 6onect na Willebrand, eppo (3%) — ¢
nebunnt Ha daxrop VII 1 nse (6%) — ¢ BpoaeHa apubpunorenemus. [lpu 3 (12.5%)
OT Jenara ¢ xemouIusa A ca ycTaHOBeHH HHXHOHTOPHH aHTUTENA.
Pasnpenenenuero rio Mo BKIoyBa 29 Momyera 1 4 MmoMuyera. QaMuiiHa
obpemeneHoOCT € ycraHoBeHa npul3 (39%) nelia, a TEeHETH4YHO H3CIEABAHE €
nposeneHo npu 25 (75%). lpu 14 (42%) ot caydauTe AUarHo3arta € HOCTaBeHa B
KBpPMauecKa Bb3pacT, a npH 6 (18%) — no moBoz, Ha MPOABILKATENHO
ciaenonepaTuBHO Kbpeene, C Texka dopma Ha xemohunus ca 17 (51%) neua u 6
(18%) ca mpeKMBE/IM HKUBOTO3ACTPAIIABAIIH KPBBOU3IMBY. TapreTHH KOJISHHH H
JaKeTHH cTaBM ce ycranoessaT npu 11 (33%) nena. IlerHaneceT OT NalMEHTHTE ¢
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xemodumua A (63%) nmpopexar HPOPUIAKTHYHO NeueHue: 11 —~ ¢ peKOMOHHAHTEH
daxrop VIII u 4 - ¢ n1asmeH. Exno fete ¢ nHXuOHTOpHA XeMODIINS A € ¢ YCIeuHo
IPUKIIOYEH PEKUM 38 MHAYKLHS Ha MMYHEH TOJIEPaHC.

3aknrouenne: Ilomydenure peaynTaru ca CpaBHUMHU ¢ €BPONEHCKH MyOIHMKAIHH, ¢
H3KIKYEHHE Ha ChoOlIaBaHa NI0-BUCOKA HeCTOTa Ha JeNa ¢ MHXUOUTOopHA
xemounns. PErHOHaTHUAT ¥ €MH30IHYCH XapakTep HA JAHHUTE ONpPeAed HYKa OT
OBICILO ManaGHO KIHHHKO-EITHIEMHOIOTHYHO IIPOYYBAHE HA JIENd ¢ BPOJSHH
KOaryJIonaTHi B bearapus.

Abstract:

Aim: To study the nosological structure, clinical status and therapeutic approach in
children with congenital coagulopathies from North-East and South — East Bulgaria
and to compare the results with data from the literature, relevant to the epidemiologic
situation in Europe.

Materials and methods: For the period 2011-2013 r. in the Specialized pediatric clinic
of clinical hematology and oncology, UMHAT ,,St. Marina” — Varna, are monitored
33 children with congenital coagulopathies at the ages from 7 months to 18 years. For
all children are analyzed the following indexes: diagnosis, gender, age, familial
history, age of diagnosis, initial clinical manifestation, severity of disease, target
joints, presence of inhibitor antibodies and therapeutic regime.

Results: From the studied population 24 (72%) children are with hemophilia A, one
(3%) child — with hemophilia B, 5 (15%) — with Willebrand disease, one (3%) — with
deficiency of factor VII and two (6%) — with congenital afibrinogenemia. In 3

. (12.5%) of the children are registered inhibitor antibodies. The sex distribution

includes 29 boys and 4 girls. A familial history is found in 13 (39%) children, and
genetic testing is performed in 18 (55%). In 14 (42%) of the cases diagnose is set
during infancy and in 6 (18%) — because of continuous post-operative bleeding. With
severe form of hemophilia are 17 (51%) children and 6 (18%) have survived a life-
threatening hemorrhage. Target knee and elbow joints are found in 11 (33%)
children. Fifteen of the patients with hemophilia A (63%}) perform prophylactic
treatment: 11 — with recombinant factor VIII and 4 — with plasma derived. One child
with inhibitor hemophilia is with a successfully ended regime of induction of immune
tolerance.

Conclusion: The received results are comparable with the European publications,
except the reported higher frequency of children with inhibitor hemophilia. The
regional and episodic character of the data, determine the need for a future extensive
clinical-epidemiologic survey of children with congenital coagulopathies in Bulgaria.

55. Kanepa B. ExcniepreH UeHThD 3a KOarylonaThi | penkd anemun, YMBAJ “Cs.
Mapuna” — Bapnaa. VII Hayuonanna kongepenyus 3a pedxu bonecmu u nexapcmea
cupayu. 11nosaue, 9-10 centeMmBpu 2016. Pedku borecmu u nexapcmea cupayu
2016; 3 (Suppl.): 5

Pesiome:
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IMpez noemepu 2013 r. kbM KiuHHKAaTa 110 IeTCKa XEMaTOJOTHS U OHKOJIOTHS B
YMBAJI “Cp. Mapuna” — BapHa € paskput LIeHTEp 32 koaryJIonaTuy 1 peaxu
aHeMHH, KoliTo npe3 deBpyapu 2016 r. e obo3nauen ot M3 karo nepeu Excnepren
LEeHTEp 3a peaku 6onectn B brarapus. [lomacrosmesm B LeHTHpa e AUATHOCTHIIMPAT
W JleKkyBat o010 163 geua u BL3pacTHH, oT kouTo 107 ¢ koarynonatiu u 56 ¢ peaku
aneMuu. 3aexuo ¢ LlenTspa mo xemoduaus B bou, 'epmanud, € BniodeH B Twinning
programme Ha CBeToBHaTa (enepalus 1o xeMohunusa 1 ¢ HocuTen Ha Iipu3a Twins
of the Year 2015. Tlpe3 anpun 2014 r. ueHTHPET € cepTHHUUpaH oT EBponelickara
Mpeska mo xeMouusa kato LISHTEp 3a KOMIUIEKCHO JieueHue Ha xeModunus. [Ipes
roru 2016 r. e HOMUHEpaH 3a BKIouBaHe B EBpomnelickaTa Mpexa o peaxu
XeMaTONOTHYHH 32007ABaHHsL.

Abstract: Expert Center for Coagulopathies and Rare Anemia at the University
Hospital “St. Marina” — Varna

In November 2013 at the Clinic of Pediatric Hematology and Oncology at the
University Hospital “St. Marina” - Varna is opened the Center for Coagulopathies
and Rare Anemia, which in February 2016 was designated by the Ministry of Health
as the first Expert Center for Rare Diseases in Bulgaria. A total of 163 children and
adults are currently being diagnosed and treated at the center, of which 107 are with
coagulopathies and 56 with rare anemia. Together with the Haemophilia Center in
Bonn, Germany is part of the World Hemophilia Federation Twinning Program and is
the recipient of the Twins of the Year 2015. In April 2014, the center was certified by
the European Hemophilia Network as a Center for Complex Hemophilia Treatment.
In June 2016, he was nominated for inclusion in the European Network for Rare
Haematological Diseases.

56. Hruarosa H., K. Iletpora, b. Mapuucka, M. benuera, B. Kanesa. Mo3sbueH
KPBBOW3JIHB KaTo MOBOJ 3a IOCTaBAHE Ha AHarnosa xeMoguiusa A npu nere Ha 1-
roauwna pe3pact. 1131, VII Hayuonanua xonghepenyus 3a peoxu 6onecmu u
aexapcmea cupayu. [lnopnus, 9-10 centemppu 2016. Pedku fonecmu u nexapemea
cupaun 2016; 3 (Suppl.): 27

Pezrome:

MoO3b4HHAT KPBBOM3IUE € HeobuyaiiHa NMposiBa MpH NaUeHTH ¢ XeMOoMHIUs npe3
I'bPBATA [OJIMHA OT )KHMBOTa H B [TOBEYETO CIyYaH € IPOBOKHPaH OT TpaBMa. Hue
IpexcTaBsiMe MOMYE Ha Bb3pacT eIHa Fo1HA, IIPH KOeTO IO IOBOJ Ha
IOCTTPaBMaTHYeH MO3bUEH KPBROU3IME € ITOCTaBeHa JHarHo3a xeModunus A.
OCBILUECTBEHA € YCIICIIHA ONEPALus, HO B X0/(a HA HHTEH3UBHOTO 3aMECTHTENHO
neveHHe ¢ KoaryaausoneH ¢akrop VIII ca yeraHoBeHM MHXMOHTOPHH aHTHTENA H B
MOMEHTA MaldeHTHT NPOoBeX/Ia npodpunaktuano daiinac nevyeHue ¢ FEIBA.

JeteTo € BTOpO MOMYE B CEMEHCTBO HA KJIMHUYHO 3APaBH POTUTENH H IO-TOJIAM
Opar. Ilo moBoOA JiecHa M0sIBa HA CHHHHHM U NPOTBIKHTEIHO KbPBEHE Cliel YOOk IaHe
ca IpenpHeMaHy HEKONKOKPATHH KOHCYTALKH C IEKAp, HO 10 MHIWIEHTA C
MOZBYHHUS KPBBOU3IMB HE ¢4 NPOBEKAAHH JIaOOPATOPHH H3C/IE/BAHHS, YTOUHABAILH
KOarynaal{OHHHUS CTaTyc.
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Abstract: Cerebral hemorrhage as a cause for the diagnosis of hemophilia in child of
1 year old

Cerebral hemorrhage is an uncommon occurrence in patients with hemophilia in the
first year of life and in most cases is triggered by trauma. We present a one-year-old
boy with Haemophilia A diagnosed with post-traumatic cerebral haemorrhage.
Successful surgery was performed, but inhibitory antibodies were detected during
intensive coagulation factor VIII replacement therapy and the patient is currently
undergoing prophylactic treatment with FEIBA.

The child is the second boy in a family of clinically healthy parents and an older
brother. On the occasion of the onset of bruising and prolonged bleeding after
stabbing, several consultations with a doctor were undertaken, but no laboratory tests
were performed to clarify the coagulation status until the incident of the cerebral
hemorrhage.

57. Hyxosa C., E. Iletepra, X. Xpucrososa, B. Kaaesa. [[Ba ciyuas Ha nena ¢
nudysHa xoxsa macrouutosa. 132, VII Hayuonanna konpepenyus 3a pedxu
bonecmu u aexapcmea cupayu. [Inoenue, 9-10 cenrremspu 2016. Pedxu fonecmu u

- nexapcemea cupayu 2016; 3 (Suppl.): 27

Peszrome:
IlpencraBsamMe aBa ciydasd Ha KOKHA MACTOLHMTO3a IIPH JELA OT MBXKKH I10J1, HA

. Bb3pacT ¢hoTBETHO 13 1 7 Mecena. B mbprua ciryuaii mpossrTe Ha 3a00IMBAHETO
© 3QrIOYBAT Ha 2-MeCceYHa BB3PAacT U ce XapaKTepU3UPaT C PeLHIUBHPAIL ePHTEMO-
. lanyJo3es 0OpUB | OyIM 110 TATOTO, IMUETO M KAlMIHLKHYMa, OT3BYydYaBaliy GaBHo ¢

JUBJITO 3a1bpyKallia Ce MUTMEHTAlMS HA MACTOTO Ha jesunte. [Ipu BTopus ciy4ai
JIETETO CE paKia ¢ XUIEpIIUIrMeHTHa §Yy/I03Ha JIe3Us Ha JISIBO KOIIHO, KOATO B
PaMKHTE Ha IBa MeCella € IIOC/IeBana 0T MOACOHH OOpHBHH €JHHHUIH 10 IAI0TO
TSUIO M KamuiknuyMa. M npu npete gera jinncea GamMuiHa 0GpeMEHEHOCT U ce
YCTaHOBsBA TEHIEHIHA 32 OYI03HO-XeMOparuyHa TpaHchopMaliusa U
PasnpoCTpaHsABaHe Ha OOPHBHMTE E(MHUIIM B X044 Ha HHOEKIHO3CH MPOLEC, N1PH
NpUeMAHe Ha HOBA XpaHa MIIH CIe] NPecTOH Ha MpAKa CTHHYEBA CBETIMHA.
Huargosata “KoXHa MacTOLIHTO3a” U Ipu JIBETE JEIa € IIoCTaBena Ha 6a3aTa Ha
KITMHHYHATE CUMIITOMHM H € MOTBBPIEHA HMYHOXMCTOXUMHUYHO Upe3 M3CHe/IBaHE Ha
KOKHa OGuorcHs. PasnpocTpaHeHoCTTa HA KOYKHMTE JI€3MH ¢ 0OXBAIlaHe Ha I[SII0TO
TS0, THUETO U KANUIHIHYMAa HY JaBa OCHOBAHUE [1a [IpHeMEeM, 4e ce Kacae 3a
Judys3Ha dopMa Ha KOIKHA MACTOIHTO3.

Abstract: Two cases of children with diffuse cutaneous mastocytosis

We present two cases of cutaneous mastocytosis in male children, 13 and 7 months of
age, respectively. In the first case, the onset of the disease begins at 2 months of age
and is characterized by recurrent erythema-papular rash and bulges on the body, face
and capillary, which resolve slowly with long-lasting pigmentation at the site of the
lesions. In the second case, the child is born with a hyperpigmentary bullous lesion on
the left knee, which is followed by similar rash units throughout the body and
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capillary within two months. Both children lack a family burden and a tendency for
bullous-hemorrhagic transformation and spread of the rash units during the course of
an infectious process, when receiving new food or after exposure to direct sunlight.
The diagnosis of cutaneous mastocytosis in both children was made on the basis of
clinical symptoms and confirmed immunochistochemically by examination of skin
biopsy. The prevalence of skin lesions encompassing the entire body, face and
capillary gives us reason to believe that it is a diffuse form of cutaneous mastocytosis.

58. Jumosa M., B. Kauasupes, CB. ['epueBa, JI. 'epueBa, K. Xpucroszos, B.
Kanesa. CpaBHMTENHA HEHHBA3UBHA OLICHKA Ha ChPAEYHOCHAO0BHA CTATYC HA
nauMeHTHTE ¢ OeTa TanaceMus Maliop CrpsMO MALIUEHTH ¢ XHIEPTHPEOMIHIBM.
Hocmep II-VI, XV Hayuonanen xounzpec no kapouonoaus, 2016. bvazapcxa
xapouonozun 2016; 6: 75

Pesziome:

Ien: 3a ma ce oueHu eekThT HAa aHEMUATA H XKEIA3HOTO HATPYIIBAHE B MHOKApAa
TIPY NIALMEHTH C TaNaceMusa Malop, kaTo XMIepAeOHTHO CheTOAHKE Be3 KIIMHUYHH
JIAaHHH 3a CBPJEYH4a HEJOCTATHYHOCT, CPABHHXME JIEBOKAMEPHATA CHCTOIHA (DYHKLHA
H CHCTEMHOTO CBJAOBO CHIPOTHUBIICHHE ¢ TOBA HA NALIMEHTH C LUMTOBHAHA
TUCOYHKLMUSA H 30pABH KOHTPOITH.

Matepuan u Metoqu: Exokapauorpadcekn uacnenpaxme 121 manuenta: 19 ¢
tanaceMus Maiiop (TM) ¢ senaronoruyso T2* oT MarHUTHHS PE30HAHC U HOPMAJIEH
KapaMoTopakanel HHaeke, 39 ¢ xunepTupeonussM (XunepT) cipamo 24 nauuenTd
¢ xaroTHpeonau3sM (XunoT) v 40 31paBy KaTO KOHTPONH 3a CHPACYHA 4eCTOTa
(CY), dbpaxuus Ha uztiaackeade (PH %), TeneamacToieH, TEIECUCTONEH pasMep
(TOP, TCP), Bpeme Ha usnacksane (BH), nunexkcrupana nepokaMepHa MyCKyJiHa Maca
(uJIMM), cepreuer uugexe (CH) u nepudepHo cpiopo cenporkusaenue (IICC).
Pezyntatu: CY npu nanuenTHTe ¢ TM € 3HAYHUTEIHO 110-BHCOKA B CPABHCHHUE C Ta3H
TIPH 3APABHUTE, HO NI0-HUCKA B CPABHEHHE C XUMEPTHPEOH JHHTE NAL[HEHTH.
CopaeuHHaT uH/eKC NpH naunenTure ¢ TM e HeCHTHH(GHKAHTHO II0-BHCOK CIIPSMO
KOHTPOJHTE, HO 3HATUTENHO MO-HACHK CIIPAMO MAUMEHTH C XMITEPTHPEOHIH3IBM,
IMeprd)epHoTO CHAOBO CHIIPOTHBIIEHHE B rpynarta ¢ TM e HeCUTHH(UKAHTHO NO-
HMCKO OT TOBa Ha KOHTPOJIWTE, HO 3HAUUTENHO [I0-BHCOKO MIPH XHIEPTHPEOH UIBM.
Haii-sasknoTto, ®H npu TM e 3uaunrentHo nmo-Hucka 1 TCP mo-roisaM B CpaBHEHHUE
CBC 3IPaBH KOHTPOJIM ¥ Xuneprupeou iy namueHTd. Munexkcupanara JIMM e no-
TONIAMAa BBB BCHYKH M3CICIBAH# FPYNN B CPAaBHEHUE CBC 3paBUTE JHLA.

HsBoau: CHCTOSHUETO HA BUCOK ChpedeH AeOUT Ipu narueHTH ¢ TM 663 KiMHuYHN
JAHHY 3a ChPACYHA HEIOCTATBYHOCT C& XapaKTepH3Hpa ¢ HECHTHU(PHKAHTHO
yeeindeHue Ha CH, KaTo pe3yTaT 0T 3HA4YKMMO YBEIHUEHATa Chp/ieYyHa YeCTOTa,
HECHTHU(AKHTHO HaMAJIeHHE Ha IIePAQEPHOTO CHIOBO CEIPOTHBIEHHE, HO ChC
suaynTenHo yBenuaenue Ha TCP n namanena ®U B cpaBHende ¢ KOHTPOIH K
xuneprapeowauu nampenty. Haii-BeposATHaTa npiyKHa e CyOKIMHMYHATA
MHOKap/IHa yBpela BCIeJCTBHE Ha JKeIA3H0 HATPYyNBaHe B MHOKap/aa.
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Abstract: Comparative non-invasive evaluation of cardiovascular status of patients
with beta-thalassemia major versus patients with hyperthyroidism.

Aim: To evaluate the effect of anemia and iron accumulation in the myocardium in
patients with thalassemia major as a high out-put state without clinical signs of heart
failure, we compared left ventricular systolic function and systemic vascular
resistance with patients with thyroid dysfunction and healthy controls.

Material and Methods: Echocardiographically examined 121 patients: 19 with
thalassemia major (TM) with non-pathological T2 * magnetic resonance imaging and
normal cardiothoracic index, 39 with hyperthyroidism (HyperT) versus 24 patients
with hypothyroidism (HypoT) and 40 healthy controls for heart rate (HR), ejection
fraction (EF), telediastolic, telesystolic diameter (TDD, TSD), ejection time (ET),
ventricular muscle mass index (LMMi), cardiac index (CI) and peripheral vascular
resistance (PVR).

Results: HR in TM patients was significantly higher than in healthy subjects but
lower in hyperthyroid patients. Cardiac index in patients with TM is not significantly
higher than controls, but significantly lower than patients with hyperthyroidism. The
peripheral vascular resistance in the TM group was nonsignificantly lower than
controls but significantly higher in hyperthyroidism. Most importantly, the EF in TM
1s significantly lower and TSD higher than healthy controls and hypertensive patients.
Indexed LMM is higher in all study groups compared to healthy subjects.
Conclusions: The condition of high cardiac output in patients with TM without

- clinical signs of heart failure is characterized by an uncharacteristic increase in CJ, as

a result of a significantly increased heart rate, a non-significant decrease in peripheral

. vascular resistance, but with a significant increase in TSD and reduced EF compared
. to controls and hyperthyroid patients. The most likely cause is subclinical myocardial
--injury due to iron accumulation in the myocardium.

59. limmosa M., b. Kanazupes, B. Kanena, Cb. I'epuesa, Kp. Iletposa, B. 3naresa,
1. Bouena, C. Hukonosa. Kopenauus mexny NT-proBNP 1 06eM Ha I980TO
NpEACHPANE NIPH NMAHMEHTH ¢ fera-ranaceMus Maliop 3a paHHa QHarHos3a Ha
ChpIeYHa HeJOCTaThUHOCT. Hayuonanua xongepenyus no xemamonozus
“Manuznenu xemonamuu — xoumpagepcuu”. CapHuer 6psr, 05-08 oxromspu 2017.
Xemamonozusn 2017; 3-4: 26-27

Pesiome:

Ilen: JTa ce CBIOCTABAT eXOKapHOrpadicKUTe TIOKA3ATE/H IPH MAIHEHTH ¢
Tanacemus Maitop (TM) CbC 31jpaBU KOHTPOJH U 12 €€ CHIIOCTABAT TE3H MOKA3ATE]H ©
HHBa Ha OHoMapKep 3a chplieuHa HenocTaTbuHOCT NT-pro-BNP 3a pauno
HISHTUGHIMpaHe HA CYOEKTH C JaHHU 32 ChPAEYHA HEIOCTATHYHOCT ¢ 1EN
ONTHMH3HpPAHE HA JIEYEHHETO,

Marepuanu u Metoiu: Hue ouennxme 37 malMenTH ¢ XOMO3HTOTHA GeTa-TanacemMus
1 50 31paBu KOHTPOIM, CHOTBETCTBAIY HA BB3PACTTA, UPE3 eXOKApIHOIPadCcKo
uscnensane — 2J1, M-mon, myncos Jloruiep, ThkaHeH JOUIEp, CTpeiiH, CTpelH pelin u
Hugea Ha NT-pro-BNP.
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Pesynratu: CtoiiHOCTTa Ha MHICKCHpaHaTa IeBoKaMepHa MycKyaHa Maca (LVMMi
(g/mz) U otHocuTenHara nebenuna Ha creHata (RWT) ca yBenuueHu npu
naupeHTuTe ¢ TM B cpaBHeHHE ¢ KOHTponuTe. ChOTHOLUEHHETO HAa CKOPOCTHTE Ha
TpaHCMHUTpaIHUA KpBBOTOK E/A, MHOKapaHaTa ThKaHHA CKOPOCT (Sm), KaKTo H
nedopMallHOHHHUTE NTOKa3aTeNy — CTPEHH ¥ CTpeiiH pelil — ca CHTHUMHUKAaHTHO 10~
HHCKH B CPaBHEHHE C KOHTPOJHATA I'PYNa; MHAEKCHPAaHUAT 00eM Ha JIIBOTO
npeacspaue (ml/m?) e yBenuueH, a IABONpeAChPAHATA (DPAKLIHA HA U3TIACKBAHE €
Hamanena. Husara Ha NT-proBNP (pg/ml) ca 3HauuMo no-BucokH B koxoprara ¢ TM
80.4 (38.57-189.25) B cpaBHeHue cbe 3ApaBH KoHTponH — 23 (20-32.80) (p < 0.0001).
B rpynara na nauuentu ¢ TM nmame 11 (29.7%) nanuentu ¢ NT-pro-BNP
Ouomapkep Haj ropHara pedepeHTHa rpaHula ot > 125 pg/ml, oTrosapauiy Ha
KpUTEPHUTE 3a JHArHOCTHLIMpaHE Ha ChpAEYHA HEAOCTATHUHOCT ChINIACHO
yKasaHusTa Ha EBponelickaTa KapIuonoriuHa acoumanus ot 2016 r.

IIpu cpaBHeHne Ha exOKapAUOrpadCKUTE OKa3aTeNn MEXIy ABETE OATPYNH B
nalueHTcKaTa koxopra — 1a3y ¢ HopManHa (TM NT-proBNP-) u Ta3u ¢ noBHLIEHH
croiioctd Ha NT-proBNP (TM NT-proBNP+) — equHcTBeHaTa 3HauMMa pa3ivKa
Mex Iy ABeTe rpyny Hele HHAeKCHpaHUuAT obeM Ha n1aBoTo npenckpaue (LAVI) (p =
0.025). imame u 3naunma kopenauus Mexxay NT-pro-BNP u LAVi—r=0.44, p =
0.009 u mexxay LVMMIi u LAVi —r =0.480, p = 0,004.

W3popu: ExuHcTBEHATA 3HAUMMA pas/iMKa MEX/y IpylaTa ¢ HEMOBUILIEHA CTOHHOCT B
rpymnara ¢ noeuiieHa croiinoctT Ha NT-proBNP e LAVi, xoiiTo MOXKe 1a ce H3moi3Ba
3a PYTHHHO €X0KapAHOTpa(cKo pociieasBane npy nauueHTy ¢ TM.

Abstract: Correlation between NT-proBNP and left atrial volume in patients with
beta-thalassemia major for early diagnosis of heart failure

Aims: To correlate echocardiographic parameters of morphology and function in
patients with thalassemia major in comparison to healthy controls with NT-pro-BNP
levels to identify subjects with heart failure in order to optimize treatment and to
prevent future morbidity.

Materials and methods: We evaluated 37 consecutive patients with homozygous [3-
thalassemia and 50 age-matched healthy controls by echocardiography and NT-pro-
BNP levels.

Results: LVMMi (glmz) and relative wall thickness (RWT) were increased compared
to controls. Diastolic transmitral E/A velocities ratio and systolic myocardial
velocities-Sm (cm/s) and deformations indices - strain and strain rate (1/sec) were
also significantly lower. Left ventricular EF was however normal and E/E’ was also
not different compared to controls. Left atrial indices showed enlarged LAVi (ml/m.)
and borderline depression of left atrial ejection fraction (LAEF %). NT-proBNP (pg/
ml) levels were significantly higher in TM cohort 80.4 (38.57-189.25) compared to
healthy controls — 23 (20-32.80) pg/ml (p < 0.0001). There were 11 (29.7%) patients
with NT-pro-BNP biomarker above upper reference limit of > 125 pg/ml fulfilling
criteria for diagnosis of heart failure according to the ESC Guidelines. Patients with
TM were then divided into two groups — TM patients with elevated NT-proBNP (TM
NT-proBNP+) and TM patients with normal NT-proBNP (TM NT-proBNP-) and the
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two groups were then compared. The only significant difference between the two
groups was left atrial volume index LAVi (p = 0.025) and all other indices were no
different. There was a moderate yet significant correlation between NT-pro-BNP and
LAVi—r=0.44, p =0.009 and between LVMMi and LAVi — r = 0.480, p = 0=004.
Conclusions: The only significant difference between the two TM groups — NT-
proBNP positive and NT-proBNP negative — was left atrial volume index LAVi,
which may be used for routine follow-up in these patients.

60. Kaleva V. Non-transfusion-dependent thalassaemia. 8tk National Conference for
Rare Diseases and Orphan Drugs &I12th Balkan Congress of Human Genetics.
September 8-10, 2017, Plovdiv, Bulgaria. Pedxu 6onecmu u nexapcmea cupauu
2017; 2 (Suppl.): 9

Peziome: Tpancysuonno nezasucuma manacemus

Tpaucdysnonno Hezaprucuma tanacemus (THT) e Tepmun, KoiTO ce H3IMON3Ba 32
nedbMHHpaHe HA NAaLUEHTH C TaJTaceMus, KOUTO He C& HYKIAAT OT peJOBHH
xemorpaHcdy3un, HO MOTaT Jla UMaT HYX/a OT eNHM30IUUHH HIIH [10-4eCTH
TpaHCcQyY3UH NP ONMPEAENICHH KIMHHIHU CHTYAIMK MIIH Ha TTO-KBCEH CTall OT TeXHHS
XMBOT. Te umar reHeTrued aedeKT Wi KoMOUHALMA OT Je(eKTH, KOUTO B
CpaBHEHHE C TPAHC(Y3HOHHO 3aBHCHMATA TAlaCEMUst BIMUAAT M0-c1abo BEPXY
CUHTE3aTa HA XeMOTI00MHA 1 BKIIOUBAT TPH KIHMHUYHH QOPMH — B-TamaceMus
untepmenus, HbE/B-tanacemus u a-ranacemus unrepmenus (HbH Gonecr).

- YecroTara Ha HOcuTencTBo Ha reru 3a THT e Bucoxa (o 80% B HAKOM YaCTH HA

CBCTA), KaTo pasnpOCTPaHEHHETO Ha CHMITOMATHYHUTE TALIMEHTH BAPHPA B
3aBHCHMOCT OT reorpafickoto pazmonoxenue ot 1 wa 100 000 mo 1 #a 100.
KnunuyHara usssa ¢ pazHooOpa3Ha, KOATO BKIHOUBA JI€Ka 0 TEKKA aHEMHS, CILIEHO-

- /XematoMeranus, CKeIeTHH JeopMariy, 3abaBsiHe Ha PACTEXa, OBHIICH CCPYMEH

(QEPHTHH H XEIAIHO CBPBEXHATpyNBaHe. PaKTOPUTE, KOMTO JONPHHACAT 32
Pa3sBHTHETO Ha 00JIecTTa, ca HeeeKTHBHA CPUTPOIIOE3a U [TOBHILIEHA XeMOTH32,
KOATO BOXM JI0 XPOHMYHA aHeMus. Ilopaay HAMMYKETO HAa IOCTOAHHO AKTHBHpAaHA
€PUTPOIIOE3a YeCTO ce HAOMI0JaBaT IIPOSIBH Ha eKCTpaMeayiapHa XeMOnoesa.
Hunarnosara wa THT ¢ 10 rosMa cTeneH KTMHHYHA M MOXKE 1a OBAE NOTBLPACHA
upe3 enekTpohopesa Ha XeMOTIIOOMHA M TeHeTHYeH aHamu3. [loeaenvero mpu THT
3aBHCH OT BOJEIIHUTE CUMIITOMH M MOXKE J]a BKIFOYBA KPBbBONPEIHBAHE, ICUECHHE C
XMAPOKCHYPEs, XKe/IA30-XeNlaTHpaIla Tepalts U NOHAKOTa CILIEHEKTOMUA.
[Ipornosara 3a nobpe neKyBaHHUTE NALHEHTH € X00pa, KATO [IOBEYETO OT TAX BOIAT
HopMasteH KUB0T. OcobeHO BaXKHO € MAlUEHTHTE J1a C& UASHTHOHUMPAT U
JUArHOCTHIMpPAT PaHo C Iell IIPEAOTBPATABAHE Ha YCIOKHEHMS.

Abstract: Non-transfusion-dependent thalassemias (NTDT) is a term used to label
patients who do not require lifelong regular transfusions for survival, although they
may require occasional or even frequent transfusions in certain clinical settings or at
later in their life. They have a genetic defect or combination of defects that, compared
to transfusion-dependent thalassemia, affect less hemoglobin synthesis and
encompasses three clinically distinct forms: -thalassemia intermedia, HbE/B-
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thalassemia and o-thalassemia intermedia (HbH disease). The carrier frequency of
NTDT is high (up to 80 % in some parts of the world) but the prevalence of
symptomatic patients varies with geography and is estimated to be from 1 in 100,000
to 1 in 100. NTDT has a variable presentation that may include mild to severe
anaemia, enlarged spleen and/or liver, skeletal deformities, growth retardation,
elevated serum ferritin and iron overload. The contributing factors to disease
progression are ineffective erythropoiesis and increased haemolysis, which lead to
chronic anaemia. Due to the constantly activated erythropoiesis, extramedullary
haematopoiesis is often observed. Diagnosis of NTDT is largely clinical but can be
confirmed by Hb electrophoresis and genetic sequencing. Management of NTDT is
based on managing symptoms, and includes blood transfusions, hydroxyurea
treatment, iron chelation and sometimes splenectomy. Prognosis for well managed
patients is good, with most patients living a normal life. It is particularly important to
identify and diagnose patients early, thereby preventing complications.

61. Kaleva V. New opportunities for personalized prophylaxis in patients with
hemophilia A. 8th National Conference for Rare Diseases and Orphan Drugs &12th
Balkan Congress of Human Genetics. September 8-10, 2017, Plovdiv, Bulgaria.
Peoxu Gorecmu u nexapcmea cupayu 2017; 2 (Suppl.): 41

Pesiome: Hosu evamoschocmu 3a RepCcoHanu3Upana npoQuaaKmuKka npyu nayueHmu ¢
xemoghunua A ¢ Advate®

Ipodunaxrukara ¢ koaryrauuoneH ¢akrop VIII e ¢ noxasaHa eeKTHBHOCT 34
CHH)KABAHE HA YECTOTAaTa HA KEPBEHE IPH NALMEHTH ¢ XeMo(uausa A, HO BRIIPEKH
TOBA ITO-FOJIAIMA YACT OT TAX MPOXBIYKABAT Ja NONy4YaBaT KphBOM3IMBH. [IpunaranuTe
[IOHACTORLIEM CTAHNAPTHH MPOoQUIAKTHYHHA PEXHMH ca 6a3HpaHy Ha KWIOTpam
TEJIECHA MACd ¥ HE OTIOBapAT Ha PEaTHHUTE HYX/IH M OYAKBAHMA Ha TNALMEHTA.
Ipe3cHTanuATa € 0030p Ha NEPCOHANH3UPAHKA [IOAX0A KbM ChbBPCMEHHATA
npodHUIaKTHKA, BKIIKOUBALL OLEHKA Ha KOMIIIEKC OT napaMeTpH (Bb3pacT, (JeHOTUN Ha
KbpBEHE, HHAUBHAyanHa (apMakokuHeTHKa (PK), cTaBHO 3ApaBe, CBIYFTCTRALM
3a00IABaAHKA M pH/IbPIKaHe KM TepanusaTa). [IpefcTaBeHH ca Bb3MOKHOCTHTE 32
[IOBUILABAHE Ha e()EKTUBHOCTTA Upe3 SIEKTPOHHOTO MEAALMHCKO YCTPOHCTRO Ha
Shire — myPKFIT. AHanu3upaHH ca pesylnTary OT €JMHCTBEHOTO 3acera
PaHIOMHU3HPAHO [IPOyYBaHE 32 OLICHKA Ha eeKTUBHOCTTA U Oe3onacnocTra Ha QK-
UHIMBUAYAIH3HPAHA MPo(UITAKTIKA IPH TAI[MEHTH C TEXKa XeMOopuins A ¢
pekoMOuHaHTeH KoarynanuoHeH dakrop VI (rFVIID) Advate®. Jlucxyrnpa ce
NPEBB3XOACTEOTO HA MEPCOHATH3NPAHUS [TOAXOA H cOPTyepHATa My BEpCHs, KATO
KIMHHYHA AJITEPHATHBA HA CTAHJAPTHUSA NPOQUIAKTUYEH PEXKHM.

Abstract: Coagulation factor VIII prophylaxis has been shown to be effective in
reducing the incidence of bleeding in patients with haemophilia A, however, most of
them continue to experience bleeding. The current standard prophylactic regimens
currently applied are based on kilograms of body weight and do not meet the real
needs and expectations of the patient.
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The presentation is an overview of the personalized approach to modern prevention,
including assessment of a complex of parameters (age, bleeding phenotype,
individual pharmacokinetics (PK), joint health, comorbidities and adherence to
therapy). The possibilities for increasing the efficiency through the Shire electronic
medical device — myPKFIT are presented. The results of the only randomized trial to
evaluate the efficacy and safety of PK-individualized prophylaxis in patients with
severe hemophilia A with recombinant coagulation factor VIII ({FVIII) Advate®
have been analyzed. The superiority of the personalized approach and its software
version as a clinical alternative to the standard prophylactic regimen are discussed.

62. Popov Ts., P. Ivanova, S. Nuhova, V. Kaleva. Hyperbilirubinemia in patient
with -thalassemia intermedia combined with Gilbert’s syndrome — case report. Black
Sea Symposium for Young Scientists in Biomedicine, 12-15 April 2018, Varmna,
Bulgaria. Scripta Scientifica Vox Studentium 2018; 2 (1): 112

Pesiome: Xunepbunupybunemus npu nayuenm c f3-manacemus unmepmeous,
Kombunupara cvc cundpoma na Gilbert

Matepuanu u metogu: Ipencraes ce cayvaii Ha 9-roquIHO MOMYE ¢ B-Tanacemus
HHTepMenns, pogeno npes 2007 r. IIpes 2011 r. npu nanueHTa ce ycTaHOBSBa
HapacTBallla CIIICHOMET AU H TIePCHCTHPAIA HEKOHIOTHPaHa
XMIIepOUITHPyOUHEMHUSL.

PesynraTtu: Mimaliki npeBUA KIMHHYHES TPOQIT Ha MAHEHTa U Jab0paTopHUTe
M3CIICBAHKSA, C aKLIEHT BEPXY HENPOHOPLXOHANTHATA XUllepOuanpyounemus (120

. mmol/l), Geme 006ChIeHa BE3MOKHOCTTA 32 KOXEPEHTHA FeHeTHYHA MYTALHA.
. I'enernynoTo u3cnenpane nokaza xomozurotHoct 3a (T [TumuH] A [anenun]) 7-

ypuauH 5'-gudocho-rmokypoHosuntpanchepasa (UGT) 1A1%28, koero

- MOTBBLPKAARA CHHIpOMA Ha Gilbert — XpoHU4HA NeKa (opMa Ha HEKOHIOTHpaHa

XHIIEpOUITUPYOHHEMHS.

3akmouenne: [IpencraBeHuaT cayuaif nokasea, ye reHotunsT (TA) 7/(TA) 7 mpu
MAUEHTH CBC CHHAPOM Ha Gilbert e B ¢heTOAHUE 1A MOIUGULIHPA KIMHAIHHAA
(eHoTHN Ha (B-TaraceMUsd HHTepMe i, KOSTO [PaBK CTEIECHTA HA WKBITSHHIA 110-
TENKKA.

Abstract: Materials and methods: A case report of a 9-year-old male, born in 2007, is
discussed. Upon physical examination in 2011, the patient presented with
splenomegaly and persisting unconjugated hyperbilirubinemia.

Results: Considering the patient’s clinical profile and laboratory tests, with an
emphasis on the disproportionate hyperbilirubinemia (120 mmol/l), the possibility of
a coherent genetic mutation was discussed. The genetic testing came back positive for
homozygosity for (T [Thymine] A [Adenine])7-uridine 5’-diphospho-
glucuronosyliransferase (UGT) 1A1%28, which confirms Gilbert’s syndrome — a
chronic mild form of unconjugated hyperbilirubinemia, caused by a decreased
enzymatic activity of UGT, containing a two base-pair addition in the TATA element
of the promoter, giving rise to seven [A(TA)7TAA] rather than the more usual six
repeats [A(TA)Y6TAA]. The presence of this expanded element has been shown to
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decrease the expression of the UGT-1A gene and has been recently identified as one
of the co-factors determining the increase in bilirubin levels in patients with p-
thalassemia.

Conclusion: The case presented shows that the (TA)7/(TA)7 genotype in patients
with Gilbert's syndrome, is capable of modifying the clinical phenotype of -
thalassemia intermedia making the degree of jaundice more severe.

63. Jumosa M., B. Kanasupes, B. Kanepa, B. 3natesa, K. [lerposa, 4. bouesa, C.
Hukonopa. CbpaevHOCHIORO 3aCATaHE TPH MATHEHTH C TaJlaceMHs Maiop —
OUOXMMHYHH 1 exokapuorpadcku nmokasarenu. lfocmep na Hayuonanen xonzpec no
kapouonozusn 2018. Bvazapcka kapouonozua 2019; Hzoanue ¢ pesiomema na XVI
Hayuonanen xapouonoauven xonzpec: 70

Peziome:

Boeeaenue: OcHOBHATA MPUYKHHA 32 3aD0NIFEMOCT H CMBPTHOCT CPE/l IALIMEHTUTE C
tanaceMus mMaiiop (TM), BEIpeKd 3HAYMMUAS HANIPEBK B IPHIKaTa 3a TAX, CH OCTaBa
CHPACYHOCHAOBOTO 3acsirae. J/Ipa ca OCHOBHHTE TaTO(QH3HOMIOTHYHH MEXAHMIBMA Ha
MHOKapIHO YBPEXKlaHe — MUOKapAHa CHACPO3a H MOBHUILIEHO KOJIAreHOBO OTNIaraHe B
UHTEPCTULIMYMA C Pa3BUTHe Ha JIeBOKaMepHa XUIEPTPopUst B pe3y/ITar Ha
XPOHUYHOTO XUIIOKCHYHO ChCTosiHME. LlenTa € 1a ce YCTaHOBY HAIMYMETO Ha
MHOKAPIHA AUCHYHKIMSA H/WIM ChpIAeUHA HeIOCTATHIHOCT NPH NauueHTH ¢ TM,
TPOBEKAALIH PEIOBHO XEMOTPaHC(Y3UHN U XelaTHpauio jedeHde B LlenTopa o
TpoMOoUUTONIeHHH H pelku aHemMud KbM YMBAJI “Cs. Mapuna®“— Bapha.
Marepuanu 1 meromu: Mscnensanu ca 37 nauuentn ¢ TM Ha Bb3pact 32.35 + 10.93
(54% xenn) u 50 31paByd KOHTPOJIH, CHOTBETCTBALIA UM II0 BB3PAcT M JIOJ, 4pe3
neypasmepHa exokapauorpacdus, crpeitt, crpeitapeiit, MPT, NT-proBNP u
CHIOCTABUXME T€3H 00Pa3HH ¥ OHOXUMHYHH ITOKA3aTelH.

Pesyirrartu: Ianuentute ¢ TM HMaT NOBHIIEHA IEBOKAMEPHA MYCKYIHA Maca,
yBeJMYeH! HAEKCHpaH 00eM Ha TABOTO MPEAChPAHE, HaMaleHa CUCTOIHA MHOKap/IHa
CKOPOCT U [O-HHCKH CTOHHOCTH Ha CTpelH U CTpeHH PelT B CpaBHEHUE C
kouTposute. [lomoxuTenHa Kopenalus ce yCTaHOBABA MEXIAY HHACKCHPAHATA
JIEBOKAMEPHa MYCKYJIHA Maca M MHIeKCHpaHHs 00eM Ha JIIBOTO MIPEACHPIME, T.€. C
YBEIMUYESHYUETO Ha JEBOKAMEPHATA MYCKYJIHA Maca CE yBEIMYaBa U O0eMbT Ha JISBOTO
npeacwpaue, r = 0.480, p = 0.004. OrpuuarenHa Kopenauus ce yCTaHOBSBA MEKILY
HHACKCHPAHaTa JeBOKaMepHa MYCKYIHA Maca U CHCTONHATAa MHOKApAHa CKOPOCT,
T.¢. C YBEIHYEHHETO HA MYCKY/IHATa Maca HaMa/lsBa CUCTOIHATA CKOPOCT Ha
MHOKAp/a, “3MepeHa Upe3 ThKaHeH Jomuep, r = 0.566, p = 0.0001. He ce ycranosu
Kopenanns Mexxy croiiHocrta Ha T2* u crpeiin, r = 0.164, p = 0.386. He ce
YCTAHOBH M Kopenauus Mexay T2%* u NT-pro-BNP, r = 0.032, p = 0.863. He Ge
KOHCTATHPAHa IOJIOKUTENHA Kopenanys Mex iy croitnocrra Ha T2* u ®H, r=0.171,
p =10.350.

3akmouenne: Ilpu nanpenture ¢ TM ce HabmoaasaT TpailHO HACTHIBALIM IPOMEHH
B CBPJEYHATA CTPYKTYpa U (GYHKINA KAaTO PE3YNTAT H [0 JBATa ONHCAHH
naro(hpU3HONOTHIHN MeXaHu3bMa. JKeII3HOTO MHOKapAHO 00peMEHBaHE, OLIEHEHO
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upe3 cToinocTTa Ha T2* npu MPT, He kopenupa ¢ exoxkapauorpadckuTe NOKA3aTeIH
— ()paxuys Ha M3TJIACKBaHEe H CTPEHH, HUTO ChC cTolHOCTTA Ha NT-proBNP.

Abstract: Cardiovascular involvement in patients with Thalassemia Major -
biochemical and echocardiographic parameters

Introduction: The main cause of morbidity and mortality among thalassemia major
(TM) patients, despite significant advances in care, remains cardiovascular
involvement. There are two major pathophysiological mechanisms of myocardial
injury-mycardial siderosis and increased collagen deposition in the interstitium with
the development of left ventricular hypertrophy as a result of the chronic hypoxic
condition. The aim of the study is to determine the presence of myocardial
dysfunction and/or heart failure in patients with TM who undergo regular
hemotransfusions and chelation treatment at the Center for Thrombocytopenia and
Rare Anemias at the University Hospital “St. Marina" — Varna.

Materials and methods: We examined 37 TM patients aged 32.35 + 10.93 (54%
female) and 50 age- and sex-matched healthy controls using two-dimensional
echocardiography, strain, strain rate, MRI, NT-proBNP, and compared these imaging
and biochemical parameters.

Results: Patients with TM have increased left ventricular muscle mass, increased left
atrial volume, lower systolic myocardial velocity, and lower strain and strain rate

. compared to controls. A positive correlation was found between the indexed left
ventricular muscle mass and the index volume of the left atrium, i.e. as the left

. ventricular muscle mass increases, the volume of the left atrium also increases, r =

. 0.480, p = 0.004; A negative correlation was found between the indexed left
ventricular muscle mass and systolic myocardial velocity, i.c. as muscle mass

- increases, myocardial systolic velocity measured by tissue Doppler decreases, r =
0.566, p = 0.0001. No correlation was found between T2* and strain, r = 0.032, p =
0.863. No positive correlation was found between T2* and EF values, r=0.171,p =
0.350.

Conclusion: In patients with TM, there are long-lasting changes in cardiac structure
and function, as a result of both pathophysiological mechanisms described. Iron
myocardial loading assessed by T2* value on MRI does not correlate with
echocardiographic indices - ejection fraction and strain, nor with the value of NT-
proBNP.

IYBIHKYBAHH PE3IOMETA B 9YYKJECTPAHHH CITHCAHHA

64. Genova M, A. Michova, T. Dikov, Y. Georgieva, B. Spassov, K. Pisadachka, V.
Kaleva, G. Balacenko. Blastic plasmacytoid dendritic cell neoplasms — unusual
presentations and unfavourable outcomes. Haematologica 2017; 102: 682-682
Pestome: Bracmna neonnazus na nIa3mMoyumouoHy OeHOPpUMHY KNemKy — HeoOuyiiHo
npedcmasgsHe ¢ HebRAzONPUAMEHR U3X00

Bracruara niasMOLMTOMIHA JEHAPHTHA KIEThYHA Heomasus (BPDCN) e pamxo
XEeMaTONOrMYHO 3/I0KaYecTBEHO 3a00sBaHE C aTPECHBEH KIMHUYEH X0/, IToBeyeTo
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naumedTH ¢ BPDCN umar Ko)cHHM JIE3HH 1 3acaraHe Ha nepudepHata KpbB, KOCTHUS
MO3BK U JHMGHUTE BB3/11. ONUCAHH ca MHOTO MAJIKO CIIy4aH C JIMICA HAa IPOABH OT
CTpaHa Ha KO3KaTa |/ufii KOCTHHS MOSBK [0 BpeMe Ha II0CTaBAHE Ha JMarHo3ara.
Liemu: Ja ce XxapaKTepu3uMpaT KIHHUYHOTO NPEACTaBsIHE U KITHHUYHUTE PE3YATATH Ha
rpyna MauHeHTH ¢ psaka 61acTHA MIa3MOLMTOMAHA JEHPUTHA HEOIJIa3Hs B eHa
HHCTUTYLIHA.

Metonu: ITanuenture ¢ quardosa BPDCN B HaruoHansaTa XxeMaTOIOrHYHA
domuuna mexay 2010 u 2016 r. ca ussnedyeHy ot Oasara ganHu. JJuar€osara e
MOTBBPIEeHA MOP(HOIOrHYHO ¥ UMYHO(EHOTHIIHO Ype3 MPOTOYHA LIMTOMETPHS 1/ HIN
HMYHOXMCTOXHUMMSA, ChIiiacHo Knacudukauusara Ha XeMaTOIIOCTHYHUTE
HoBoobpazyBanua Ha C30 or 2008 r. AHapIU3HpaHH ca U CHOTBETHUTE
KIHHUKOMATONOTHYHY XapaKTEPUCTHKH.

Pesynraru: Hpentuduuupanu ca 8 Bp3pacTHH MALHEHTH Ha cpefHa Bb3pacT oT 70
roaxHu (auanasow: 37-84 roJuHK) ChC CHOTHOIIEHHE MBKkekeHH 6:2 (75%:25%) n
caMo efHo gere. CpeqauTe CTOMHOCTH Ha Opos Ha KPBBHUTE KIIETKH Ca CIEAHMTE:
WBC 5.10%/L; xemornoGuu 99 g/L; TpoMGouuTH 116.10°/L. LDH 06uKHOBEHO €
HIOBHUIIIEHA ChC cpeana croitHocet 962.8 U/L. [pu nuarnocTruypaHe Koxara e Suia
aHraxxupaxa npH 5/9 nanuenti. [let nanyuenTH pa3BHUBaT JEBKEMHYHO NPEACTABAHE C
40-95% GnacTHa HHUITPALMA HA KOCTHHSA MO3TGK. FIHTEpecHO €, ye NpH 4 nauueHTa
(50% oT BB3pACTHHUTE) IBPBOHAHAIHOTO NPEACTABAHE 3acAra APYTH ThKaHH U
OpraHH KaTo TECTHC, GPOHXHAIHA CTEHA, CTOMAaX H MIEPHOPOMTATHUTE MEKH THKaHH,
HO CaMO TIOCHEIHHUAT CIy4ak Ce IpejICTaBs ¢ TeBKeMUYHa KapTHHA. buoncuuTe
paskpuBatr Judy3eH, MOHOMOpP(EH UHPHUITPAT OT CPeAHH Mo pasMep OIaCTHH KIETKH
C HETIPABHMIIHU S/pa, PYH XPOMATUH ¢ > 1 HYKIICOIH, OCKB/HA K arpaHy/apHa
LUTOMNa3Ma, 03 aHMHOMHBA3MA WK KOarynalHoHHa Hekposa. UMyHO(QeHOTHIBT
obukHoBeHO geMoHcTpHpa CD45+, CD4+, CD56+, CD123+. He ca npuioxeHu
crangaprTuu Tepanui. [larmuenture nomyyasat tepanua ¢ CHOP, Hyper-CVAD uiu
AML-unnykinysa. Benpeku ToBa, HUBaTa Ha OTFOBOP MPH BE3PAaCTHUTE NAllHEHTH ca
Hucku U cpennata OC e Ouna 2.6 mecena (Bapupaiia oT paHHKY CMBPTHH CIIy4au
npeny Ja ce 3anouHe geueHue fo 10 mecena).

3akmouenne: BPDCN e psagko arpecusHo 3ab0n4BaHe, KOETO 0OMKHOBEHO 3acAra
NalMENTH B HapeaHana pe3pact. Haif-uecTo 3acCeTHATHUAT HEXEMATOMOSTHYEH OPraH
€ K03KaTa, HO BCEKH APYT OpPraH MM ThKAHHM CBIIO MOTAT Ja ydacTsaT. Peakuusara Ha
TEpanuATa, KO UMa CPABHUTENHO KPAaTKa U JBITOCPOYHa IPOrHo3a, € nouia,
BBIIPEKH MACTOTO Ha npeactapsue. OrpaBJaHy ca MO-rojleMH ManadHu
H3CIeIBaHMs, 3a Aa ce pasoepe narodu3noNoruaTa Ha 3ab0MABAHETO U 1a CE HAMEPH
OITHMAITHO YIIPaBJICHHE.

Abstract: Background: Blastic plasmacytoid dendritic cell neoplasm (BPDCN) is a
rare hematological malignancy with an aggressive clinical course. Most patients (pts)
with BPDCN have skin lesions and involvement of the peripheral blood, bone
marrow, and lymph nodes. Very few cases have been described with lack of skin and
or bone marrow manifestations at the time of diagnosis.
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Aims: To characterise the clinical presentation and clinical outcomes of a cohort of
consecutive patients with a rare blastic plasmacytoid dendritic cell neoplasm in a
single institution.

Methods: Patients diagnosed with BPDCN at the National Hematology Hospital

between 2010 and 2016 were retrieved from the database. The diagnosis was

confirmed by morphology and immunophenotying by flow cytometry and/or
immunohistochemistry, according to 2008 WHO Classification of Hematopoietic

Neoplasms. The relevant clinicopathologic features were reviewed.

Results: We identified 8 adult patients at a median age of 70 years (range: 37-84

years) with a male:female ratio of 6:2 (75%:25%) and only 1 child. Mean values of

blood cell counts were as follows: WBC 5.10°/L: hemoglobin 99 g/L; platelets
116.10°/L. LDH was generally elevated with 2 mean of 962.8 U/L. At diagnosis the
skin was invoved in 5/9 patients. Five patients developed leukemic presentation with

40-95% of bone marrow infiltration. Interestingly, in 4 pts (50% of adult pts) the

initial presentation affected other tissues and organs such as testis, bronchial wall,

stomach and periorbital soft tissues, however, only the latter one case presented with

a leukemic picture. Biopsies revealed diffuse, monomorphous infiltrate of medium-

sized blast cells with irregular nuclei, fine chromatin with >1 nucleoli, scant and

. agranular cytoplasm, without angioinvasion or coagulation necrosis.

Immunophenotype generally demonstrated CD45+, CD4+, CD56+, CD123+. No

. standard therapies were applied. Patients received CHOP or HyperCVAD or AML-

-induction therapy. However, response rates in adult patients were low and the mean

- OS was 2.6 months (ranging from early deaths before any treatment could be initiated
.to 10 months).

-Conclusion: BPDCN is a rare aggressive disease that typically affects elderly
ppatients. The most commonly affected non-hematopoietic organ is the skin, however
any other organ or tissues can also be involved. Response to therapy if any is
relatively short and long-term prognosis is poor despite of the site of presentation.
Larger scale studies are warranted to understand the pathophysiology of the disease
and to find optimal management.

65. Boyadzhiev V., S. Flanagan, V. Mladenov, G. Semova, V. Kaleva, S. Ellard, A.
Hattersley, V. Iotova. Should the diagnosis of rare types of monogenic diabetes be
actively pursued? 38" Annual Meeting of ISPAD, 10-13 October 2012, Istanbul,
Turkey. Pediatric Diabetes 2012; 13 (17): P-427-216 (IF 2.077)

Pesiome: Tpabea au da ce npecnedsa ynopumo 0uazHo3ama Ha pedkume 6udoee
MonozeneH ouabem

enn: Ilpeacrapame 3-roHIIHO MOMHYE ¢ PAABK MOHOTCHEH THI AHabeT.

Metonu: JleteTo € pogeHO OT HOPMAIIHO NPOTEKIa OPEMEHHOCT | PAKAAHE MPU
MJIafM poauTear Oe3 poAcTBeHa Bpb3ka. Ha Be3pacT 3.5 roguHu € AHarHOCTHITHPAH
HMHCYIMHO3aBHCHM 3axapeH puaber (IDDM) cnen texxka xetoanumosa 1 BGL ot 32
mmol/l. Jee ceaMunm 1o-kbCHO aetero pa3Bu nanuuronenus (Hb 74 g/l, Leu
1.1x10°/t, Thr 6 x 10°/1) 1 ca OCBILECTBEHH HAKONKO KpPBBOIIPEIUBAHH.
broxumHusATa, CKPHHMHIOBHTE TECTOBE 32 ABTOAHTHUTEIIA, [IOTOYHATA LIUTOMETPHSA H
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UTOTEHETHYHHUTE U3CIENBAHUS CBII0 C2 HOPMATHU. XHCTOIOTHATa Ha KOCTHHS
MO3BK YCTAHOBSBA 3aMa3eHa XeMoroesa, Ho B CONKIHA YacT OT YCPBEHHUTE KPBBHU
KIETKH ce Habmogasar MerayiodiacTHu mpoMeHH kato moutH 50% ot
epuTpoOIACTHTE ca cuaepodacTH. MexyBpeMeHHO ce J0Ka3a U TEKKa CEH30pHO-
HEpBHA 3aryda Ha cilyxa.

Abstract: Objectives: We present a 3 year old girl with a rare monogenic type of
diabetes.

Methods: The child was born after an uneventful pregnancy and normal delivery to
young parents without consanguinity. At the age of 3.5 years she was diagnosed with
insulin-dependent diabetes mellitus (IDDM) after a severe ketoacidosis and BGL of
32 mmol/l. Two weeks later the child developed pancytopenia (Hb 74 g/l, Leu 1.1.
109/1, Thr 6.10911) and several blood transfusions were done. The biochemistry,
autoantibody screening tests and a flow cytometry didngt detect any abnormalities.
Cytogenetic studies were normal, too. Bone marrow histology found all three cell
lines well preserved but a solid part of the red blood cells showed megaloblastic
changes and almost 50 % of the erythroblasts were ring-sideroblasts. Meanwhile
brain stem auditory evoked potentials revealed a severe sensoryneural hearing loss.

VYACTHE B FHJITAPCKH HAYHYHH ®OPYMH C IVB/IHKYBAHH
PESIOMETA/JOKIIATH B CBOPHHULIH
(pesiomemama ca camo Ha 6BAZAPCKY €3UK )

66. Kanesa B., M. Benuea, Xp. Xpucrozoea, W. Pauyera, Ct. KepTHKoBa.
XenarocIuieHAIHA KaHAM03a [IPY AeTe ¢ ocTpa Muerobnacraa nepkeMus. VI
Hayuonanna rxongpepenyusn no Knunuwina xemamonoaus ,, Muenouodnu neonnasuu”.
[Mnesen, 12-14.10. 2006

Peswme:

Xenatocmienanuara kanguno3a (XCK) e gpopma Ha nucemuHupana (pyHrManHa
UHGbEKUNA, PH KOATO €4 3aCerHaTH YepHHA Apol, cie3kaTa U NoHAKora 6u0penuTe.
[Ipe3 1982 r. T e npueTa KaTo OTAENHA (HOpMa HA HHBAa3HBHa QYHTHATHA HH(CKIM
TIIpH nanueHTy ¢ octpa aeskemus (OJI).

3a aeduuupanero Ha XCK ca noctaThbuHu yeTaHOBABAaHETO HA niepUdepHO
pazmnosokeHd abclecu BbPXY YepHHUA Apo0 H/MIM Clle3KaTa M YBeNTMYEHH HUBa Ha
cepyMHara ankanHa Gocdaraza (AP). Pannara quaraosa e 3aTpyAHeHa nopagu
00MYafHO HHCKHUS IPOLIEHT HA MTO3UTHBHHU XEMOKYJITYPH NPH MHBA3HMBHA KaHAM/03a
(riox 50%), pHCK OT AOTBJIHUTENHA MOPOHIHOCT NPH YepHOApoOHA OHOMCHS MO
BpeMe Ha TOKyMEeHTHpaHa (yHreMUIH nopaiy $akTa, 4e NapeHXUMHUTE IE3UH Ce
YCTAHOBABAT PEHTICHONOTUYHO KBCHO ClIe] Bb3CTAHOBABAHE HA HEYTPODUITHHA
Opoit.

IMpencrass ce cnyyait Ha MOMYE ¢ paHEH PELHKB Ha 0CTpa MUEI00IACTHA JIEBKEMUAL
¢ KaHM/I03€H CENCHC H MHOXKECTBEHH JIE3UH B YEPHUSA Opob u cneskara,
MHTEPIPETUPAHU KATO MHKOTHYHH H TIOTBBPICHH Upe3 KOMIIOTEP-ToMorpadus 1
rama-kamepa c 6ena3aHy rpaHyJOLHTH.
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67. Kanesa B. Knunguyny acrexTd Ha UIMYHOCYITPECHSTA IIPH JICLA CBC
3nokavecrsenu 3abomsasanns. [V Hayuonanna neduampuuna xongpepernyus ,, Hmynnu
U agMOUMyHHU 3a00n6aHun 8 Oemckama evspacm”. Ilnogous, 14.04. 2007

Peziome:

3noxadecTBeHHUTE 3a00IBaHUS C& KEMOHCTPHPAT C PA3JHYHM [IPOSBH Ha
HUMYHOCYIIPECHS M IIPOM3TUYALI OT Hesl pHCK 3a cepuo3HH U (ratanHu uHdekiun. Hen
Ha 0030pa ¢ Ja ce [IPeICcTaBsIT ChBpeMeHHuTe pa3OupaHis OTHOCHO 3allHTHHTE
MEXaHH3MH Ha OpraHU3Ma Cpellly HH(EKIMH U TEXHHUTE HApyUISHHS MPH
OHKOJIOrHYHO O0IHY Aeua. Pasrnexxna ce maTousHonorusTa Ha UMYHHUS ACHHIHT
IpY MAJTHTHEHH XEMOIIATHH H COJIMAHE TYMODPH, CBBP3aH C YBPEKIAHE HA PA3IHYHH
KOMIIOHEHTH Ha €CTECTBEHATA 3alIMTa. [IpeICTaBAT ce KIeTHYHHUTE U MOJIEKYIISPHH
OCHOBH Ha UMYHOJOTHYHHUTE Ae(DEKTH, IPeAU3BUKAHH OT MOJIENAINOTO MATHTHEHO
3abonsBaHe, aHTUTYMOPHATA XHMHOTEpAIHA H JPYTH ATPOTEHHH BB3ASHCTBHS,
AHanusupa ce pUCKBT OT HHOEKIIHO3HH YCIOXKHEHHA H CC TIOCOYBAT BB3MOMHOCTH 33
KIMHUYHA IPEBEHIMA Ha MH(EKLAH IpU UMYHOCYIIPECHS, CBBpP3aHa ¢ MaTUTHHTET,

68. Kanesa B., M. beauesa, Xp. Xpucrososa, U. Pauesa, Ct. Keprukopa.
Debpuiina HEYTPONIEHHS M HHGEKIMO3HH YCIOXKHEHHUS IIPH JIElld ChC 370KAYECTBEHH

- 3abonsABaHuA, NpoBeXKaIM xuMuoTepanus. [V Hayuonanra neduampuuna

kongepenyua ,, HMyHHU 1 Q8MOUMYHHU 3aD0NA6AHUS 8 OEMCKAMA éb3pacm”.
TInosmus, 14.04. 2007
Pezome:

‘.]'_[eJI Ha IPOYYBAHETO € 4a CC aHAIIM3HPa Y€CToTaTa H HO30JIOTHYHATA CTPYKTYpPa Ha

unbexnmossute yeamknenua (1Y) npu debpunua veyrponenus (PH) y mena ¢
vannrHaenu xemonarud (MX) u comunan tymopu (CT). H3cnensanero Bkmiousa 304
enn3ona Ha OH, peructpupanu npu 128 neua (96 ¢ MX u 32 csc CT).
Wa(exnHo3HHTe YCI0KHEHHS ca KIacCHOUIHPaHK B TPH KaTeropHu:
MHKpPOOHONOTHYHO-A0KyMeHTHpaHa uHbexkmus (MIH), knuaugHO-10KyMeHTHpaHa
nadexnns (KAW) 1 pebpunnrer ¢ Heacen npousxox (PHII). Haji-uect ¢
OTHOCHTEIHMAT Aan Ha enuzogute ¢ MU (44%), cneasan ot emusogute ¢ KA
(30%) n ®HII (26%). OtHocuTenHUAT a1 Ha enuzonute ¢ GHII e curandukanTHO
no-rosam npu nauueHTuTe cbe CT (40% cpemy 23% npu MX). Haii-gecto ce
PErHcTpupa opaileH MyKo3HT (24.9%), cieaBad 0T HH(YEKUUM HA TOPHH JUXATeIHH
neTrwa (MIUAID) (11%), entepokonut (10.7%), naemonus (9.7%), cencuc (8.2%),
nH{pekuus Ha nukoynute meTHma (MUIII) u esodarur (o 7.0%), uHGCKUHS HA TpaeH
BeHO3eH BT (4.4%), unbekius Ha KoxKa 1 MCeKH ThKauU (3.8%), 1 ap. 3a pasnuka oT
rpynara cbe CT, mpu aena ¢ MX cUrHHGUKaHTHO I0-4ECTH Ca CEINCHC U e30darur u
no-penku — UIIII.

69. Xpucrosora Xp., B. Kanepa, M. benuera, V. Pauepa. Bapuiieya nmaeBMOHHS
IpH fiela ¢ ocTpa JeBkeMus. I'V Hayuonanna neduampuuna xongpepenyus ,, Hmynnu u
asmoumyHHu 3abonaeanus ¢ demcrkama eévspacm”. [Tnosnue, 14,04, 2007

Pesrome:
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Jleuara ¢ ocTpa JeBKEMHUS UMAT BUCOK PHCK 33 PA3BUTHE HA TEXKKY YCIOKHEHHS MPH
HH(EeKnHs ¢ BUpyca Ha Bapuuena soctep (VZV). Ilpeactasar ce TpH Ciiydyas Ha
BapULENIa ITHEBMOHMS NPH JeNa ¢ ocTpa TuM(obIacTHa TEBKEMHS, IPOBEK AU
xuMHoTepanusa no nporokon ALL BFM 95. B xpononoridueH pes ca aHalu3HpaHH
HAYATHUTE KIMHUYHH POABH, JU(EPEHIMATHO-IHAaTHOCTUYHOTO U TEPaNeBTHUHO
nopeneuue. [Ipu TpuTe Aena e MPOBEXKIAHO JIEYEHHE C acyclovir H € OTUETEHO
OIaronpHATHO IOBIHABAHE.

70. Bonmuepa E., U. Pauera, B. Kanesa. Enyu HepasnozHaT ciyyail Ha CHHIPOM Ha
Wiskott-Aldrich. IV Hayuonanna neduampuuna xonghepenyus ,, Fmynnu u
asmoumyHny 3abonasanus 6 demckama ev3pacm”. Ilnopaus, 14.04.2007

Pesiome:

Cunnpomst na Wiskott-Aldrich (WAS) e X-periecHBeH IbpBHYEH UMYHEH JE(PUINT
C XapakTepHa KIHHHYHA Tpuaja. [Ipescrass ce ciryyaii HA OCEMMECCYHO MOMYE OT
OBIrapcka HApOAHOCT ¢ Hepasno3HaT WAS, He3aBHCHMO OT aKTHBHOTO My
TPOCIICASBaHE OT IEARATPHU B AB€ eBponeiicku abpxkabu. [locoypaT ce THIHYHHUTE
CHMITTOMH B XPOHOJOTHYEH PEll U CE QaHAIM3UPAT JOIYCHATHTE NIPOIYCKH U YCIIEXU B
TPOBEKIAUOTO JIeueHue 0 MOCTaBsSHETO HAa OKOH4aTeNHaTa Auarnosa B Great
Ormond Street Hospital for Children, NHS Trust-London. IToznaBanero na
celleMIeceT roguinHaTa Heropud Ha WAS naBa B3MOKHOCT Ha aBTOPHTE Ja
0OCEXIAT MEPCICKTUBHUTE B IPOCIIENIBAHETO H JEYCHHETO HA JETETO B Kogabopanus
C aHTTIMHCKUS CKHUIL.

71. Kaleva V. Development of Chelation therapy — from Desferal (deferoxamine) to
Exjade (deferasirox). 3th Eastern European conference on Rare Diseases and
Orphan Drugs “Rare diseases — prevention, diagnosis, treatment”. Plovdiv,
Bulgaria, March 1-2, 2008

Peziome: Pazeumue na xenamupawama mepanus - om Desferal (deferoxamine) do
Exjade (deferasirox)

B ioxrana e mpeacTaBeHa UCTOPHUATA HA JKENA30-XENaTHPAILaTa Tepanus,
NPUHLUITIHTE HA OeHCTBUE Ha XKENE3HHTE XeNaTOPH, IPeJMMCTBaTa Ha IIEPOPaTHUTE
(hOPMH M CBEP3AHHTE C TAX CUTHUGHUKAHTHO MOJ00pABaHe Ha MPEKHBAEMOCTTA U
KA4eCTBOTO HA )KUBOT Ha MAIIHEHTUTE C TAIACEMHUA.

72, Kanesa B. AGOOMUHAIHH TYMOPHH MAacH B A€TCKA BB3PAcT — HAYAIHA OLEHKA U
JvaraocTHueH nonxol. I Hayuounanen xonzpec no 0emcka xupypzus ¢
MedcoyHapoono yuacmue. Xucaps, 23-25.10.2008

Pezrome:

Mannupanero Ha abTOMUHANIY TYMOPHH MacH MOXe Aa ObJe NEPBH KIHHHYEH
CHTHAJI Ha HIKOM JIOKAIU3HPaHH MM CUCTEMHH 3a00NsABaHMs B JIETCKA BB3pacT. Tosa
M3HCKBa He3abaBHa HaYaATHA OLCHKA M GBP3 CTapT HA JHAarHOCTHYHH IIPOLENYPH
HOpaIy roJsaMa BEPOATHOCT 32 MATHIHEH MIPOLIEC H NOPaaH NOTSHUHAIEH PAUCK OT
PYNTYpa UM KOMIIPECHS Ha BUTAIHY OpraHH.
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B macrosmua 0630p ce npeacTaBaT Hali-uecTrTe NPUYMHHY 32 pa3BUTHE Ha
ab/IOMHHAJINYA MACH B HEOHATA/IHA, KbPMAaYecKa M [0-roJisiMa ISTCKA BB3PACT, KAKTO
H OCHOBHUTE NPHHITMIIN 32 MPOBEXKIANE Ha HAYaTHA KIHHHYHA OLEHKA U
cielUpHUEH JHATHOCTUYEH TOJXO0/1 IPH TTOCTABSIHE HA OKOHYATEIHATA JHATHO34.

73. benuera M., B. Kanera, Xp. Xpucroszosa, 1. Pauesa, E. [leTera. AGTOMUHAIHA
HEXOYKHHOBY THMGbOMH npu aeua. I Hayuonanen kouzpec no Oemcxa xupypaus ¢
MedncOyHapooro yuacmue. Xucaps, 23-25.10.2008

Pesiome:

Hen: Ma ce ananusupaT HAYATHHTE IPOABH, KIHHUYHOTO MPEACTABAHE U
AMATHOCTHYHATE NpodIeMH pH Aena ¢ adJOMUHATHA JIOKAIH3AMUSE HA HEXOUYKHHOB
mambom (HXIT).

ITaupenTy 1 MeTOM: 3a ricproAa sHyapu 1999 — ronu 2008 r. B Kimmuukara 1o
netcka onxkoxeMaronorus, YMBAJL ,,Ce. Mapuna” — Bapna, ca nexyBanu 7 nena ¢
abnomuHanHa gokanusanys Ha HXJI, XocnuTanusupaiy 0o MOBOJ IAINHPAHE Ha
abIOMUHAITHHE TYMOPHH MacH. Pasnpenenenuero no non u Be3pact € 4 MomMuera u 3
MOMHYETA Ha BB3pacT oT 3 1o 12 rogunu. ITpu BCHUKH Aelia ca aHAIH3HPaHH
HAYaIHUTE KIMHUYHY NPOSABH, JUaTHOCTHHHUAT TOAXO0, JTOKATHIAUATA,
XUCTOJIOTHYHHUAT BAPHAHT M KIMHHYHHAT CTAJUH Ha JHMMGOMa, IPHII0KEHOTO
JNIEYEHHE M U3XOABT Ha 3a00n1BaHeT0. AHTHTYMOpHA XuMHoTepanus (ATXT) e

. npoBexaada no npotoxon LMB 96 nin NHL-BEM-95.

Pesynraryn: Hauanuute npossu Ha 3a60/ABaHETO ca NIPSICTABEHH C YBEIHYABAHE
pasmepuTe Ha KopeMa IpH 3 Jena; KOpeMHa 60IKa — [IpH 6; MOBPHIIAHE H THAPHS —

. TIpH 2; TeMOepaTypa M 3aTpy[HeHa MHKIHA — pH 1 nere. YeTupu ot genara ca

XOCHHTAIM3APAaHH B KIIMHUKATA 10 [TOBO MaNIIHpalliH ce a6I[0MPIHEUIHI/I Mac, 1 —B

KIIHHHKA I10 AETCKA TaCTPOEHTCPOIOTHA 10 MMOBOA KOpEMHa Oonkam2-~B

XHPYPrUYHa KIMHHKA 32 OIICpallysl Ha HHIBUHATHA XepHuA. Juarnosara HXJI e
TIOCTABEHA C/IEK JaIapOTOMHS I10 IIOBOJ, OCTEP KOpeM NpH 3 hela, upes
JMArHOCTHYHA JIallapOTOMHUS — [IPH 2 Iella M 4pes3 IATOJOTHYHO H3CEIBaHe Ha
IJIEBPAJICH M KOPEMEH NyHKTAT — rpu 2 fena. [Ipu 5 oT nanmenTuTe € qoKaszaH
Burkitt numdom u rpu 2 — mumdodnacter mumdom, craaupans B 11 win IV
knuHEYeH cTaguid. OnepaTUBHO Nedenne He e nposexaano. [Ipu 5 or genata ATXT
€ NIPHKJIIOYEHAa YCIENIHO ¥ IIPH ¢IHO ce MIPOBeX/ia B MOMeHTa. CMBPTEH ciydaii e
PErUMCTPUPaH NPH €IUH NAllUCHT.

3aknrovenue: 3a JUaTHOCTHYHOTO ¥ TepaleBTHYHO TOBEACHUE NPH JEA C
nannupamy ce abJOMUHATHN MAaCH € HE0OXOAUM MHTCPAUCLHIUIMHAPEH SKHII,
BKJIIOYBAI JETCKH XEMATOJIOT-0HKOJIOT, JETCKH XUPYpPT | THYCTCPAIEBT.

74. T'enuesa M., I1. ipanoBa, Xp. Xpucrosora, B. Kanesa, B. [lnatukanos. Cryvaii
Ha éapuyena nHeEMOHUA npu deme ¢ ocmpa aumgobracmua neskemus. 11
Hayuonanen xonzpec no demcka xupypaus ¢ MedcoyHapoono yuacmue, Xucaps, 23-
25.10.2008

Pesiome:
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Boenenne: Undexiure oT Varicella Zoster virus npu fena ¢ KpeBHE 3a00/1ABaHuUs,
MpoBeKIAIy aHTUTYMOpHA XUMHoTepanus (ATXT), mpoTHyaT ¢ BHCOKA YECTOTA Ha
YCIOKHEHHS B CMBPTHOCT.

Marepuan u meroau: Ilpencrass ce cnyuail Ha 7-roAMIIHO AETE C OCTPA
mumMbobnacTHa JieBKkeMAs, heOpUITHAa HEYTPONIEHHUS M BapUIIENa THEBMOHUS, Pa3BHIA
ce B kpas Ha HHAYKIHOHHOTO JNeverue o nporoxos ALLBFM 2000. {urnosara
BapHLIEa TTHEBMOHHS € TIOCTAaBEHA 110 (PH3UKANHM H PEHTTEHONOTHYHH JaHHH 33
JIBYCTpaHHHU beonpoOHH HHPUITPATHBHY 32CEHUYBAHMA M N105BATA HA THIIHYEH
BE3MKYJIO3€H OOPHB [0 TANOTO, CKailna U reHuranuure. [Io noBo Ha ApaMaTHYHO
BIIOIIABAHE B OOIIOTO CHCTOSIHHE M MPOrPECHPAINA JMXATENHA HEJ0CTATEYHOCT
neueHdeTo e npopexaano B KAWJI ¢ npunoxeHHe Ha H3KyCTBeHa benoapodna
BEHTUJIALMS B IPOABIDKCHIE Ha 27 AHY, NPOABIKMTEIEH NPUEM Ha
aHTHOAKTEpHATHH MEIUKAMEHTH U acyclovir, AMYHOMOYNATOPH, TOTAIHO
NAPEHTEPATHO M MOCIEIBAIL0 SHTEPATHO COH/IOBO XPaHeHe, HHTEH3HBHY TPHIKH U
pexabmnutaums. [To BpeMe Ha HHTEH3HBHOTO JIEHEHHE € NIPEYCTAHOBEHO
npunoxenuero Ha ATXT.

PesynTari: JleueHHETO HA AUXATEIHATA HENOCTATEYHOCT H Ha MHEBMONHMSATA €
MPHKITIOYEHO YCIIEIUHO U chel pekbeBane ot 45 aun ATXT e npogbikena o
CBINHA MPOTOKOI. [JoHACTOMAIIEM AETETO € B [ThJIHA KNMHHYHA U XEMAaTOJIOTHYHA
PEMHCHS U NPOBEXKAA TOANBPKALIO IEYEHHE.

Saxnouenue: HezaBucHMO e HHMEKITUOZHUTE YCIOKHEHHS €a €JHA OT OCHOBHHUTE
NPHYUHY 33 CMBPT MPH Jella ¢ MAIUTHEHH XeMomnaThH, nposexjanm ATXT,
TAXHATA (haTANHa MPOTHO3a MOXKE Ja ObAe NpOMEHEeHa GnaronpuaTHO C [IPHIaraHeTo
Ha CBOEBPMEHHO H KOMIUIEKCHO MHTEH3HBHO JICUEHHE,

75. Kowncrauruuos [, 1. booes, M. CepbuHoBa, b. Aspamosa, M. ﬁopuaHOBa, H.
FOpykoBa, A. Myuunosa, K. bsusapos, C. Togopos, C1. lumurpos, I'. Muxaiinos,
B. Kanesa, M. Benuepa, X. Xpucrozora, 1. Kanunosa, E. Beayera, Ct. Keptrkona,
M. CniacoBa, A. CrogHosa, . Mymmkues, V. Mbpiasenosa, K. Canynaposa.
TepanepTrunu pesyntats 3a neprona 2000-2009 roguna B P, benrapua npu
neyennero Ha OJIJI B meTcKaTa BB3PACT MO SAHHEH HAIMOHAIEH MPOTOKOIL. XT
Hayuonanen xouzpec no neduampus ¢ mesicoynapooto yuacmue. [nosnus, 16-
18.10.2009

Pesziome:

JleuenueTo Ha ocrpara nuMdobdnactHa neBkeMus (OJIJI) e mojen 3a ycneiHa
TEpaneBTUYHA CTPATETHS TIPU JTCYSHUETO Ha 30KaYeCTBEHHUTE 3a00NABaHKs IPH
yoBeka. EQHO OT BaXXHUTE YCIOBUA 32 YIBEP)KIaBaHE B U3JUIAHE HHBOTO Ha
TPHKUTE 32 OHKOOOJIHMTE felia B bbarapus € BbBEXKIaHETO B IPAKTHKATA HA
MEXIYHAPOAHO YIBEPASHH JIeUeOHHU IPOTOKOIH. 3a IBPBK BT ¢€ NPEACTABAT
0600IIeHN JaHHH 110 €JWHeH 3a cTpanara npotokol (BFM) 3a 3naunTeneH IeTCKH
korTaHredT (Hag 300 nanuenTa) B TpUTE OCHOBHM LIEHTHPA MO JETCKA
OHKOXEMAaTOI0rHsA. Pasrienanu ca oco0eHOCTH B CTPYKTYypaTa Ha 3a00/7€BaeMOCTTa,
M36OPHT HA TEpANEBTAYHA CXeMa H e aHAIIM3HPaHa PEKUBAEMOCTTa 10 OOIIONPHETH
MIPOTHOCTHYHA KpUTepHH. CBIIOCTAaBEH € MUHAIHMAT HAIIMOHAJIEH OIHT, KAKTO U ¢a
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NPEJICTaBEHH MEXAYHAPOIHUTE TEHAEHIMH B TasH o01acT. Habens3auu ca 6paernu
[IJ1aHOBE M HAcOKH npH nedenuero Ha OJIJI y Hac.

76. Cnacopa M., X. Bypuycyzos, 1. Mymiokues, A, CrosHoBa, JI. Heanosa, M.
Benes, . Xpucrtoszosa, M. booes, X. Xpucrozosa, M. Benuesa, B. Kaaeea, Ct.
Keprukora. TyMopH Ha LieHTpanHaTa HEPBHA CHCTEMA B JIETCKATA Bh3pacT. X7
Hayuonanen xonepec no neduampus ¢ mexcoynapooro yuacmue. Tnosaus, 16-
18.10.2009

Pezrwome:

Len: Ma ce ananusupa 10-roqMuiA7s ONUT OT JEYEHHUETO U IIPOCIEASBAHETO Ha JIETA
C MO3BYHH TYMOPH B HALIMOHAJIEH Mallad OT TPUTE OHKOXEMATOIIOTHYHH LIEHTHPA 34
nedyeHUe Ha aena B Bearapus.

Marepuan u Meronu: 3a nepuoaa 1999-2000 r. B TpuTe LIEHTBpa ca
JAMATHOCTULIHPAHU H Jexysany 78 neua (51 Momuera d 27 MOMHYCTA) C TYMOPH Ha
LEHTPalla HEPBHA CHCTEMA Ha cpejiHa Bb3pacT 8.2 £ 0.5 roaunu (1-19 ronuun).
PasnpeneneHueTo Mo XUCTONOTHYHH JHATHO3M € CHOTBETHO: MEMYI00IacTOM —
38.3%, actpouuroM — 20.5%, rnuobaacrom — 11.6%, enengumoM — 10.3%,
TePMHUHATHBHO-KIIETEYHH TYMOPH — 3.8% M npyru TymopH — 15.5%. Ilpu 35 (44.9%)
OT Jle1aTa € M0 Bh3MOKHO TOTATHO OIIEPATHBHO OTCTpaHABaHe Ha TyMopa, 44
(56.4%) oT MaMEHTHATeE ca MOMYYHIM JIb4enedeHue, a 62 (78.5%) — pasnuuu mo
Opoit XuMHOTEpATICRTHYHH OIIOKOBE,

PesynraTu: Ananusupa ce IpeKUBAEMOCTTA Ha NeLaTa ¢ MO3BYHH TYMOPH CIIOPEN

. XMCTOJIOTHYHATA JMArt03a, KaTo € Hak-xo0pa Inpy repMUHaTHRHO-KIETBYHH TYMODH,
_ Cle[iBaHa OT eneHaumoMuTe. bespenuausHara npexussiemoct € 55.9 x 9.3% npu

menynobnacroma, 41.2 + 13.6% mpu actpoumroma u 22.2 + 13.8% npu

- TAHO6IACTOMA. Pasrnem,ua'r ce Hatf-uecro NpHJIATaHUTS TEPANEBTHIHH HOAXO0OH B

npoyueHara rpyna. [fpoyusaT ce mpormocTudHUTE GakTOpH 3a Ge3penuuBHa
IIPE)XKUBAEMOCT.

71. Mymmxues 1., M. CnacoBa, A. CrosiHoea, X. Bypuycysos, 1. Bo6eg, M. Benes,
H. Xpucrososa, X. Xpucrozosa, M. beruera, C. Keptukosa, B. Kaxesa, T.
Cokonos. OcTeoresHen capkoM B ZeTcko-IoHOIIECKaTa Be3pact. XT Hayuonanen
KOH2Zpec no neouampus ¢ mesicoynapoodto yuacmue. Ilnosaus, 16-18.10.2009
Peztome:

Hen: Ma ce aganusupa 10-roayHKus ONUT OT JICYSHUETO U IPOCIEAIBAHETO Ha
HALHEHTH ¢ OCTEOTEHEH CapKoM B HALIMOHAJIECH Malab oT TpUTeE
OHKOXEMAaTOJNIOTHUHY HEHTHPA 34 JIeYeHHe Ha nena B brarapust.

Matepuan u meTonu: 3a mepuoaa 1999-2009 r. B TpuTe LEHTHPA Ca
JHATHOCTHIUPAaHH U nekyeanu 48 neua (24 MmomueTa M 24 MOMHYETA) C TOBA
3a0on1sBaHe Ha cpenHa Be3pact 14.1 + 0.42 roaunu (5-19 roquuu). Pasnpenenennero
CIIOpeq JToKany3alusaTa Ha Tymopa e: demyp 21 — 43.8%, Tibus 18 — 37.5%,
xymepyce 6 — 12.5%, npyru 3 — 6.2%. [IpH BCHUKH € MPOBEIEHO OIIEPATHBHO U
XUMHOTepanesTHyHOo nedeHue. Ilpu 28 (58.3%) ot neuara e mposegena
OpTraHOCHXPaHABAIlA OTEepaIIH.
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PesynraTu: AHanu3upa ce IpeKUBACMOCTTa CIIOPE OTIEPaTHBHHUSA TOXO0/,
JIOKAIM3ALHATA Ha TyMopa ¥ roja. OblnaTa mpexxyuBseMOoCT Ha Usnarta rpyna € 58.9 +
8.2%, cvoTBeTHO npu MomueTa 49.1 + 11.1% u 68.5 = 9.5% npu momuyeTa. Ilpu
HalMEHTH C OPraHOChLXpaHaBallia oneparus oduaTa npexusiaeMoct € 73.4 + 9.9%.
[IpoBepeH e anamM3 M Ha [TOATPYNaTa MaBUeHTH 0e3 MEPBHYHH METAcTa3H, JeKyBaH{
o ipotokod COSS-96, kato ce ycraHoBsBa 67.4 + 9.9% npexussemoct. O6chbaeHU
ca OCHOBHUTE MPOTHOCTUYHH KPUTCPHHU.

78. Benes M., U. Xpuctozosa, Ct. Kiopxuuena, Y. llinpbanos, . bobes, JI.
Mapunosa, M. benuesa, C. Keptuxora, B. Kanesa, M. Cnacosa, A. CtosgHoBa.
HedpobnacToM — KIMHUYHA XapaKTePUCTHKA M TEPATIEBTUYHY PE3YNTAaTH. X7
Hayuonanen koHzpec no neduampus ¢ mexcoynapoono ywacmue. Hlnosaus, 16-
18.10.2009

Pezome:

3a 10-roguwen nepron (1997-2007 r.) ce npocaeaasar 51 aeua c Tymop Ha Wilms,
KOUTO €a JIeKyBaHH U IPOCIeIIBaHH B KIMHUKHUTE II0 AETCKa OHKOXEMATOJIOTHs B
Codus u Bapua. Ot Tax 42 mena ca npekupent 3abonsasaneto (84.7%), a 8 ca
noyuHamu (15.3%). PeaynraTute ce CHIIOCTABAT C NPEIHIIHN NIPOYYBAHHUA H CE
YCTAHOBABA ITOBUIICHUE Ha npexuBsieMocTT ¢ 10% B cpaBHeHue c riepuoga 1981-
1996 r. YcraHoBeHa e CTaTUCTHYECKa 3aBHCHMOCT MEXKIY NPSKUBIEMOCTTa U
KIMHUYHUS CTAANHM, XUCTONOMMYHUS BapHaHT (OIaronpusTeH, HeONIaronpusaTeH) U
pB3pactTa Ha naguenTa (p < 0.001). Hamurte pesyaraT CLOTBETCTBAT Ha
pe3ynraTiTe, ChboOIIaBaHH OT BOAEIIMTE OHKOIOTHYHH IIEHTPOBE.

79. Xpucroszosa Xp., B. Kanesa, M. benuesa, E. Ilerera. Mamuruenn
abIOMUHANIHE TYMOPHH MacH TpH Jela — HO30NOTHYHA CTPYKTYPa ¥ KIMHHYHO
npencrassue. X1 Hayuonanen kKonzpec no ne0uampia ¢ MedcOyHapooHo yiacmue.
IInosmus, 16-18.10.2009

Pezome:

Llen: [la ce npoy4d HOZ0IOTHYHATA CTPYKTYpa H KIMHHYHOTO NIPENCTABIHE Ha
MajurHeHH a0JOMUHATHY TYMOPH MpH AeLa.

IMTaupmenTy 1 MeToay: 3a nepHopa auyapy 1999 — ronu 2008 r. peTpoceKTHBHO ca
aHau3upany 102 gena, XocnHMTaNM3MPaHH 110 OBOJ COMUAHHN TYMOpPH B JleTcka
OHKOXeMaroyoruyHa kimuauka, YMBAIJI ,,Cs. Mapuna” — Bapua. Benuku
37M0KaYeCcTBeHH 3a00IsiBaHNS ca TIPOYUEHH CIIopes [0 ¥ BE3PacT Ha IallMeHTUTE,
AHATOMO-TONOrpad)cKo pasnoNoKeHue, OMOJIOrYeH BUJ U KIMHUYEH CTaguil.
[ManpeHTHTe ¢ NAIMHpany ce abJJOMHHANHE TYMOPH ca aHaTH3HPaH! JOIIBIHHUTEIHO
B 3aBUCMOCT OT HAYaJIHUTE NPOsABH Ha 3a00IIBaHETO, BpeMe 3a MOCTaBsIHE Ha
OKOHYATENHA JUarHO3d, HO30JIOTHYHA CTPYKTYPA, JIOKaIU3alis, KIMHHYHA
XapaKTEepUCTHKa, TEPAIICBTHIHO MOBSIEHHE U U3XO/.

PezynraTu: 3a npoy4BaHus [IEpPHO] B KIMHUKATA €A XOCIHTANU3Hpank 33 mena ¢
HaINHPAIIY ce a0JOMUHATHY TYMOPHH Macy — 18 momuera 1 15 MoMH4eTa Ha
BB3pacT ot 8 Mecena 1o 16 rogunu. C Hail-rojsMa 9ecTora e peicTaBeH
HeBpoOnacToM — IpH 14 gena, tymop Ha Wilms — 11, XenmaTonenynapes KapuuHoM —
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3, TepMMHATHBHO-KIETHYHN TYMOPH — 4 U JIUIIOCAPKOM TIPH eXHO jere. JleBeT oT
JAenara ca cTagupany BeB I knuanyed cragauit u no 12 B 11l u [V, Hait-uecTute
HAYAIHHA KIMHHYHY [IPOSBH Ca kKOpeMHa 6oaka — npH 15 fnena, clieABany 0T HaManeH
areTuT — 14, orcnabpaHe Ha Teriio — 13, debpunurer — 10, necHa ymopa — 8, KOCTHH
OonkH ~ 7 1 nopypaHe Ha kopema — 5. Ilpu 12 oT menaTa bpBHAT Ipernen e
OCBUIECTBEH OT JIMYHHS JIEKap, IIPH 7 — OT JETCKU XUPYPT, IIpH 3 — OT NeHATHP-
X€MATOJIOT M B OCTAHAIHTE CIYYaH — OT CHELHAINCT NeOUATED, aKyLIep-THHEKOOr,
oprornes ¥ ap. llpu 5 oT nenarta okoHUaTenHa JUATHO32 € OCTABEHA ChC 3aKBCHEHUE
0T 3 10 9 cenMUIM ciIe NBPBUUHNA JICKapCKH Nperiel. AHTUTYMOpPHA
xumuotepanusa (ATXT) e nposexaana mpu BCHUKH fie1la — HEOaAOBAHTHA TIPH 15,
ajrosanTHA — npu 12. IIpu 6 oT menara He ¢ NPOBEXAAHO ONEPATUBHO IEUCHHUE.
Qaranen u3xon ¢ Habmonasar npu 16 nera — 10 ¢ nporpecus Ha 3a6oasgBaneTo H 6
IO BPEME Ha PELHIUB.

Jaknmoyenue: B ierckara Bp3pacT abJOMHHATHUTE HEONNA3MH 3aeMaT eJHA TPETA OT
COTUAHMTE 3N0KaYeCTReHM 3a00/1BanusaA. Tpu HETBLPTH OT TsIX €& AHarHOCTHLMPAT B
HanpeAHal KIMHKH4eH cTagui. HezaBucHMO OT pasmuyuHus CH IPOU3X0 TE€ UMAT
CXOJHa KIMHAYHA M38Ba U MOTaT Ja C€ YCTaHOBAT najinaropHo. ITpu nogospenne 3a
MAaJIHTHEHO 3aboMsBaHe € HeoOX0oouM He3a0aBeH KOHCYIT ¢ AeTCKH OHKOJIOT-
XEMaToJI0T M 3aIBIDKUTENCH MYITHARCUUINTHHAPEH TOIX0] NPH ONPENCSIIIHe Ha
AHArHOCTHUHO-TEPAICBTHYHOTO OBECHHUE.

80. Kamema B., M. Benuera, X. Xpucroszosa, V. Pauepa, E. Boiuesa, E. [Ietesa, I
Cemopa. [lnarHocTHYHO 3a0aBgHe MIPH Jela ChC 3I0KAYECTBEHH OonecTH. X7
Hayuonanen konzpec no neduampusn ¢ mesicoynapoono ywacmue. Ilnosnus, 16-
18.10.2009

Peziome:

PannaTa quarHosa € GyHAaMeHTaIHa LeN Ha JEeTCKHs OHKOJIOT MopajH
BBE3MOIKHOCTTA 3d CBOEBPEMEHHO JIEYEHHE, IOA0OpABAHE HA MMPOTHO3aTA ¥ CHHIKEHHE
Ha JICKApCTBEHUTE CTPAHUYHHU e(EKTH.

Llen Ha HACTOALIMA JOKNA] € 1A C& IPEeCTaBAT CEBPEMCHHHTE MPoOIeMH Ha
AuarHocTH4HO 3abaBsHe ([I3) npu nena ¢ OHKOIOTHYHM GOIECTH M CBBP3aHUTE C
TOBa CyOEKTUBHH M 00ekTHBHHU (axTopu. M3non3sanu ca JaHuu oT 23 nyGnuKyBaHH
Npoy4BaHysd, COOCTBEHY PE3YATATH H ONHCAHNE Ha IBA KIIHHUYHH CIIy4as.
JlutepatyprHAT 0030p IPEACTaBA ¥ JUCKYTHPA TPH KATEropHy NpHyYMHH 3a 13:
TAlUeHTH/poauTenu, OONECT K 3apaBHa cucTeMa. OCHOBHHTE (hakTOPH, CBLP3aHu C
J3, ca BUIBT U AHATOMHYHATA JOKAIH3ALMS Ha HEOILIA3MATa, CrelM(puIHOCTTa Ha
HaYyaNHKTE CHMITOMH, Bh3PacTTa Ha [IAHUEHTa, BB3pacTTa # 00pa3oBaHHETO Ha
POJNUTENHTE U YCTPOHCTBOTO Ha 3ApaBHATA CHCTEMA.

CobcrBeHoTo NpoyysaHe BKIOYBA 278 [ielia ChC CONUAHN TYMOPH H THM(pOMH 3a
nepuoaa 1999-2009 r. MHTepBaIbT OT MOABA HA ITEPBH CUMITOMM /0 [TOCTAaBSHE Ha
Ae)UMHUTHBHA AUAaTHO3a € aHaTTU3KpaH B TpH kateropuu: 10 1 Mecen, mexay 1 u 6
Mecena H Haj 6 meceua. B 29% nedbHHUTHBHATA AMArHO3a € [IOCTaBeHa 10 1-BH
mecell, B 57% —mexay 1-Bu u 6-1 Mecel M B 14 % — cnex 6-1 mecewl. Haii-ksco e /I3
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TIpH Jielia 10 2-rofuiiHa pe3pacT. Onuceat ce gBa KIWHUYHHE clydas Ha JI3 mpu geTe
¢ xenmarobnactom ¥ Gonect Ha Hodgkin.

ABTOpHTE NPaBAT 3aKIIOUEHHE, Y€ JUATHOCTUUHOTO 3aKbCHEHHE B NeIHATPHYHATA
MpaKkTHKa MOKE Ja OBe CBKpaTeHOo Upe3 NOBHILIABAHE HHICKCA HA ITOI03PEHHUE 3a
3NMOKAYECTBCHO 3a0019BaHe OT MEAHLMHCKHTE CIICLIUATHCTH.

8l. Kanesa B. Heyrponenus B neguatpuyHata npaktuka. X! Hayuonanen xonzpec
no neduampus ¢ Mexcoynapoono yyacmue. Ilnosnus, 16-18.10.2009

Peziome:

MHOTO3HAYHTEITHOCTTA Ha IOHATHETO HEYMPONeHis U CBBP3AHNUTE C HES
HHAEKIHO3HY H JIPYTH YCI0XKHEHHS ca IIPHYMHA MIO-TOJIAMATa 4acT OT
HEYTPOMEHHUUHHUTE Aena fa ObJaT XOCTUTaMH3HPaHH UK KOHCYJITHPAHH C IIeHAThp-
XeMaToJior. B KoHTeKCTa Ha TOBa NOBEIEHHE H Ha CHBPEMEHHATA MPEJICTABa 32
€THOJIOTHS, TATO(GU3HOIOTHUHH MEXaHH3MH, KTHHHYHH OCOOEHOCTH U TEpPaneBTHYHH
ANTOPHUTMH IIPH HEYTPOIIEHUS aBTOPUTE U3/1araT H JUCKYTHPAT ChBPEMEHHHTE
MpPenopEKH 3a IIOBEACHHE B aMOyIaTopHaTa NeAuaTpPHYHa [IPAKTHKA,

82. Bemuesa M., B. Kanesa, X. Xpucro3opa. HzonupaHa XeMUXUIEPIIIa3Ha H
HepobmacToM: kuHudeH cayuail. XI Hayuonanen konzpec no neouampus c
Mexncoyrapooro yuacmue. Ilnosaus, 16-18.10.2009

Peziome:

BreeneHue: XeMUXUNIEPIUIA3HATA € BPOACHA aHOMAIIHA, KOATO C€ [IPOsABABA C
ACUMETPHYHO Pa3BHTHE Ha €OHA WM HAKOJIKO HACTH Ha TAJ0TO. Ta moxe ja Oble
H30NTHpAaHa MITH YacT oT no6pe neHHUpaHU KIMHHYHE CHHIPOMH, HAIPUMED
Beckwith-Wiedemann cuanpoM. M3onupanara XeMUXUIIEPINIA34A € CBBP3aHA C
[IOBHIIIEH PHUCK OT pa3BUTHE Ha eMOpHOHAIIHY HEOIIa3MH, B YACTHOCT TYMOP Ha
Wilms u xenatobnacTom.

Ornucanue Ha cnydas: [Ipencrasame ciydait Ha JeTe C U30JIMPAHA XEMHXUITEPIITA3HA
Ha JIECHM KpaK, IpocIeasBaia OT HEOHATAIHHS IIeproj, MpH KoeTo Ha 10-meceuna
BB3pacT e AMAaTHOCTHLHpaH Tymop Ha Wilms.

3akrouedue: PHCKET OT pasBUTHE Ha 37I0KAYECTBEHU 3a00/BaHMs NNPH MHAMBHIHTE
¢ U30MpaHa XEMHXHIIEPILIA3Hs € 0K0a0 5%. TymMopeH CKpHHHMHT, Ga3upaH Ha
abmomunaiHa exorpadgus npe3 3-MeceyHH HHTEPBAIU A0 5-TOAMIIHA Bh3pacT, Cle)(
KOETO — €XKEroJHO JO 3aBLPIIBAHE HA PACTEXKa, € YacT OT CTAHAAPTHHA NPOTOKON 3a
npocie/siBaHe Ha Te3H HHINBHIH.

83. Bemuesa M., B, Kanesa, X. Xpucrosopa, C. Keprukosa. bs6peunu TymopH B
JETCKA BB3PACT — KJIMHUYHA XapaKTepHCTHKA H TEParieBTHIHH Pe3ynTaTH. X7
Hayuonanen xonzpec no neduampust ¢ mescdyHapoono yuacmue. Ilnosnus, 16-
18.10.2009

Pestome:

Llen: IIpoyuBaHe Ha KIIMHUYHATA XAPAKTEPUCTHKA H PE3YNTATHTE OT JICUSHHUETO HA
nauueHTUTe ¢ 060peunu TyMopy, aekysanu B JJOXK — Bapna.
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Meroau: PeTpocIIeKTHEHO ca POYYeHH KIHHWYHHTE JOCHETA Ha 26 MALHEHTH ¢
OB0peyHy TyMOpH, NTUATHOCTHLHPAHH H JICKYBaHH B KIIMHUKATA 32 eprHona 1990-
2009 r. Aranuzupany ca geMorpad)CKuTe XApaKTEPUCTHKH, IThPBOHAYATHUTE
KJIHHHYHH [IPOSBH, XUCTOJIOTHYHHS PE3YIITAT, DPOBEACHOTO JIEUCHHE M H3X0HA OT
3a00MBaHETO.

Pesynraru: 3a nepuona 1990-2009 r. B kmuHukaTa ca JiekyBaHH 26 jeua ¢ 6L,0peuHu
TYMOPH HA CpeHa BBb3pacT 3 roaAuHy U 4 mecena (6 meceua — 11 roguuu). 11.5% ot
nauueHTuTe ¢a B I knuumueH craauit, 38.5% — e 11, 23% —B III, 23% — B IV 1 4%
— B V. BraronpuaTeH XUCTOIOIHYEH BapHAHT € YCTaHOBeH mpH 23-Ma GoNHH
(88.4%). Haii-uecTHTe HauanHK KIMHHYHY IPOSABH ca abZOMHHATHA TYMOpPHA Maca
xopeMHa bonka. ITpu 13 GonHu e ochluecTReHA IBPBOHAYATHA HedpekTOMuUs, IpH 13
— XHPYPrHYHOTO JICYECHHE € CIIE] IPEeIoepaTHBHA XUMHOTepanus. JIbueTepanus e
nposeaeHa npu 10 6ouman. 17 oT mauHeHTUTE ca B IPONBKUTENHA peMUCHA, 9 ca
3aBBPIIMIH JIETalHO.

3axaioucHue: JledeHHeTo Ha OROPEUHHUTE TYMOPH € KOMINICKCHO. OCHOBHUTE
(aKTOpPH, OIpeeNsIly IPOrHO3aTa, Ca XHCTOJOTHYHUAT BAPUAHT U KIMHUYHUAT
CTaaHi.

&4,. Xpwucrozosa X., M. Bemuesa, 1. Pauepa, E. Beiuesa, B. Kanesa, I'. Cemosa, E.
ITeresa. Jlymbanna 6oka kaTo Hada Ha KIMHUYHA H35BA [IPH JELa ¢ 0CTpa
mamMdodnacTHa nepkemus. X1 Hayuonanen xonzpec no neduampus ¢ mescoynapodHo
yuacmue. IInopaue, 16-18.10.2009

Pesiome:

JIymbannata 6oska € HeoOMUAaeH CHMIITOM 34 JASTCKATa Bh3pacT. ETHomorusTa i

MOXe J1a 61 HHGDEKIHO03HA, B3NATINTENHA, TPABMATHYHA, 00IECTH Ha PA3BUTHETO,

NIaTOJIOTHs 1A AUCKOBETE MY 370KAYECTBEHU 3a00I9BaHMU L.

I[Ipesnicrasar ce Tpu Aella, XOCTTHTATH3UPAHH B TPH PA3INUHK ClICHUATH3HPAHH
KIMHMKH T10 IIOBOJ, H30IMpaHa TyMbaiiHa GOJIKa U pEHTTEHOIOrHYHO JOKA3aHH
KOMIIPECHOHHH (QpakTypH Ha IymOanHu nperteHn. [lpu ase oT genata e
IIPOBEXIAHO IPOTHBOBB3NANHUTENHO JIEUCHHE U [IPH €IHO € 00ChiKaaHa
HEBPOXUPYPIHYHA HHTEpBeHLHs. Ilopany numca Ha eexT OT IPOBCIKAAHOTO
JeYEHHE MAIMEHTHUTE ¢a KOHCYJITHPAHH C ASTCKH OHKOXEMATOJIOT U ¢ IIOCTAaBEeHA
AMarHo3ata ocTpa TuMdobnacTHa repkeMua. Cliell 3arousBane Ha
XMMHOTECPAIeBTHYHOTO JledeHue O0lKaTa OT3ByYaBa U € [IOCTUIHATA IIBJIHA
KITMHHKO-XEMATOTI0THYHA PEMUCHSI,

85. CemopaI',, B. Kanera, M. benuega, E. ITetesa, E. Bonuesa, Xp. Xpucrososa,
H. Pauesa. JIpa ciyuas va QamMuina qucepuTponoeTudna aneMus. Hayuonanen
KoHzpec no neduampus ¢ MedcoyHapoono yuacmue. Ilnosnus, 16-18.10,2009
Pezrome:

BponennTe 1MCEPHTPONOETHYHE aHEMHH Ca XCTEPOTeHHA rPyIia 0T PeIKy
3a001ABaHKS, XapaKTepPU3HPAaIM ce ¢ HeeheKTHBHA epuTponoesa. OCHOBHO ce
KiTacuGHIUPAT B TPU THIIA ¢ No6pe qedunupann MoppoIOrudIHH 0coOEHOCTH Ha
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epHTpolUTHaTa peauna. PaMUIHHTE CIyYald Ha BpOJeHaTa JUCEPHTPONOSTHYHA
aHeMHs ca M3KTIOYUTENHO PEIKH.

IMpencraesar ce apama Opats Ha BB3pacT 3 U 6 TOJUHHU C ZaHHH 3d NEPCHCTAPAL]
TpaHc(y3HOHHO HE3aBHCHM aHEMHMUEH CHUHIPOM, HKTED H CIUIEHOMETaJIHsl.
Juarnosara “BpojeHa AUCEPHTPOINIOeTHUHA aHeMusl Tl II” € nocTaBeHa BB3 0CHOBA
HA THITHYHATa NabopaTropHa KOHCTENALMS 3a XPOHUYHA XEMOJIUTHYHA aHEMUSA U
LATONIOTHYHY KPUTCPHH 32 AHCIIACTHYHH [IPOMEHH, KOMTO ca Hal-OTYETIIMBH B
3peuTe epuTpoOIacTy.

C HACTOLIOTO NpOyYBaHE aBTOPUTE NOTBBPKIABAT 3aKNIOUEHHETO, Ye AUAarHO3aTa
4eCTO ce OTNIara, BBIIPEKH ChIIECTBYBAIIUTE OT MHOTO TOAKMHH CHMIITOMH.

86. Yuersuosa C., M. Beruesa, B. Kanesa. Konuenuuu 3a CMBPT Ha A€Lia B
TepMUHANeH cTagui. KoMyHHKaTHBHM MHTEPBEHUMH IIPK NaTHaTHBHH IPHKH. X/
Hayuonanen xonzpec no neduampus ¢ mescoynapoono yuacmue. Ilnopnus, 16-
18.10.2009

Pesiome:

ITcHXONOTUUHHTE NPEKUBABAHMS HA NALMEHTHTE C OHKOIOTHUHH 3a00/IsBaHKA €A
YCIIOXKHEHH OT MHOXKCCTBO COMaTHUHH CUMITOMH U [IPEAHN3BUKATENCTBA KbM
JIMYHOCTTA 32 OLeisBane. UyBCTBOTO 32 3aCTPallieHOCT U PUCK OT CMBPT ca
CBIIPOBOMKIANIM YcellaHud 3a Te3H narpenTH. Cnelpdukara Ha B3pacTTa,
HHIMBHIYATHITE THIHOCTOBH XapaKTePUCTHKH U ceMeliHaTa cpefia onpenenaT
€CTECTBEHUTE PA3NIHUH] B KOHUCILMUTE 32 CMEBPT.

HacrosauoTo yiacnensaHe uMa 3a el Ja IpoyYH JHHAMUYHOTO Pa3BHTHE Ha
TIpE/ICTABATA 34 3acCTpallaBalio 3a00aBaHe U KOHLENINY 328 CMBPT IIpY
OHKOJIOTHYHO OONIHU Jela U Ja IPeIIoXKH MOJeN 32 KPH3HCHA HHTEPBEHLHA B
0OLIYBAaHETO IPU TEPMUHANHA (a3a Ha bonecTTa.

Wzcnenpanu ca 24 nelia B TepMUHATIEH CTafuil HA MAIMIHEHO 3a00ABaHe Ha Bb3PacT
ot 5 10 18 roguHu, npoBekaay nedeHue B KinHMUKaTa 110 JeTcKa XeMaToNOTHA H
oukonorus, YMBAIJI ,,Cs. Mapuna” — BapHa, 3a nepuoga 2006-2009 r. Usnonssanu
ca tuuHocToB BenpocHuk Ha H. J. Eysenck (E.P.Q.-D) 1 u3dpanu KapTHHH OT
Tematnuno-anepuentuseH tecT (TAT).

Beuuxy aeia 0T Mpoy4YBaHeTo, He3aBHCHMO OT BB3PAacT, 1101, COLHATIHA HIIH
ETHHYUECKa [IPUHA/JISKHOCT, B TEPMUHATHA (Da3a Ha OoIeCcTTa U3pa3siBaT JUPEKTHO
WY HHAMPEKTHO CBOMTE CTPAXOBE OT CMLPTIA M HEOOXO0UMOCTTa OT a[IEKBaTHA Ha
HYKAUTS AM OTKPHTa KOMYHUKaIWA.

B 3aKI0YeHHe aBTOPUTE NIPABAT MPETopbKa 3a H3padoTBaHe U IPUIaraHe Ha HOB
MOJIEN HA KOMYHUKATHBHO NOBeeHHe OT CTpaHa Ha JIEKYBallMs €KHII B YCIIOBUATA Ha
NaIMaTHBHY TPHIKH TIPH Jiela ¢ OHKOIOTHYHY OONECTH.

87. Iletepa E., B. Kanera, 1. Pauepa, M. benuesa, X. Xpucro3osa, E. Benuesa, I'.
CeMona. J{HArHOCTUIIMPAHE HA XeMOQHUIIYS 110 TIOBOJ IPOABIDKUTEIHO KbPBEHE [IPU
XHpyprayecky HHTepBeHun. X1 Hayronanen konzpec no neduampus c
medicoyuapoouno yuacmue. Inopaue, 16-18.10.2009

Pesrwome:
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XeMOparuyHMTE IIPOSABH Ha XeMobmusa A u b He ce pasnuyasaT KIHHUYHO U
3aBUCAT OT KOHIEHTPAUMATA Ha JeQHLUHTHUA Koaryiauuouen ¢axrop. Ipu genara ¢
1exa hopMa Ha XeMODHINA AUarHosata 0OMKHOBEHO Ce MOCTABA CAE ] FolaMa
TPaBMa WK [0 BPEME HA XUPYPTHYHH HHTEPBEHIIHH.

IIpencraesT ce Tpu cnydyad Ha jeka ¢popMa Ha XeMO(UIHS, THATHOCTHIIMPAHA [10
HOBOJ NPONB/DKUTENHO KBPBEHE CleJ| IMPKYMII3HO [P SAHO JETe K
a[eHOTOH3WIEKTOMHUS IIPH ABE Aela.

IIpu TpuTE Lela ONEPATHBHUTE UHTEPBEHIIUH €2 OCBLIECTBIBAHHA aMOYIAaTOPHO.
IIpenonepaTUBHY H3CIESABAHUS Ca NPORSIKAAHH CAMO [IPH €JUH MAlMEHT 1 ca
HOKA3aHM HOPMAITHM CTOMHOCTH Ha XemocTasa. [To moBoa skuBOTO3aCTpaIaBaliy
KP'BBOM3/IMBY B PAHHHA IOCTONEPATHBEH [IEPHO/T M TIPU TPUTE MOMUETA &
OCBIIECTBEHA CIIEIIHA XOCIHTAIM3alK B KilMHuKara o IeTcka XeMaToIorud U
ouxonorus nipy YMBAJL ,,Cs. Mapuna” — BapHra, xpA€T0 B euHus ciny4aii ¢
MOCTaBeHA [(MarHo3a xemounus b, a mpu octaHaimTe 8a — XeMouIHs A.
JleyeHneTo € BKIIFOYBAT0 MHOTOKpaTHH TpaHC(Y3HH HA ePHTPOLIMTHA Maca,
NapeHTepanHa XuApaTalusi U XpaHeHe, aHTUOMOTHLIM, IPYTH CHMITOMATHYHH H
IIIA3MEHH KOarylauMoHHH (akropu. [lpu xerero ¢ xemobunns B momsnsurenio ¢
NPOBEXAAHO Jeuenne ¢ NovoSeven 1 NETKpaTHH XUPYPIUYHH PEBH3HHE, BKIIOYBAIIK

- IHTHpaHe Ha BCHYKH PA3NONOKCHH B CECEICTBO KPbBOHOCHH Ch/IOBE. HpH BCHYKH

Acha JICYEHHUETO € 3aBBPIIHIIO 6ﬂaronpmxmo.

‘ ABTOpPITe IIPABAT 3aKJIIOYCHHUETO, Ue naﬁopaTopHHﬁT XEMOCTA3HOIOrMYEH CKPHHHHT,

3acdHoO C QJaMHHHaTa W JInYHa aHaMHE3a Ha pasBHTHE, TpH6Ba na 6'5;[&1"
3alBJDKHTEICH SIEMCHT OT MIPEAONICpaTHBHATA MOATOTORKA 1IPH BCCKH MALHEHT.

. 88. Bobmyesa E., B. Kanepa. Cryuaii Ha Be3nanurtenes muodutpobnacten

- TICCBIOTYMOD Ha yepeH Apob H cieska. X! Hayuonanen xonepec no neduampus ¢

mesicdynapooro yyacmue. Ilnopaus, 16-18.10.2009

Pesiome:

Busnanutensust muodhubpodiacTen ICeBIOTYMOP € pstirbk GEHUTHEH TYMOp MpH
Icua ¥ MIaau B63pacTHH. B muTeparypata ce 00chKAa KaTO NPOsBA HA pasIHuyHH
BL3MAIHTEIHU NPOLECH ¢ HesACHA eTroIorus. Cpellia ce ¢ e/{HaKBa YECTOTa IPU
IBaTa MoJa ¢ pa3nuyHa JIOKaaH3alus U BapuabriiHa CHMIITOMATHKE. JIeUeHHETO e
XUPYPrHYHO ¢ J100pa NporHo3a.

IIpencraes ce MoMuye Ha 13 roguHM ¢ aHaMHe3a 3a yecTH GenoJpoOHU HHGEKITHHY,
aHeMHs, acreHus, cyOheOpuaHa TeMIiepaTypa, XenaToCIeHOMET I, IIHiHA 1
HMHTBHHAIHA aJIEHOMET AN ¢ JABHOCT TPU Mecela MPeNH XOCIIHTAIH3alMATa B
Knunukara 1o geTcka XxeMaTonorus 1 oHkonorus Ha YMBAJL ,,Cs. Mapuna” —
Bapna, Ocem ronuHM 0o-paHo € IpoBeICHO JIeUeH e 33 CEICHC.

B 1uaroCcTHHeH NIaH ca MPoBeJeHH XCMaTONOTHYHA, OMOXHMHYHH, UMYHOIOIMYHH,
BUPYCOJIIOTMYHM, 00pa3HY H NUTOIOIMYHH H3CIeBAHKS Ha ACITHPAT OT THHKOMIJICHA
OuoncHs Ha YyepeH npod ¥ abIOMUHATHH IMM(GHHM Bb3IH. JJHarHosara ¢ mocTaBeHa
XHCTOJIOTHYHO CIIEJl OTBOpEeHa OHONCHUS Ha YepeH Apob U crieHekToMus. Tpeta
rOAKHA CIIE] ONIEPATHBHOTO JIEYEHHE AETeTO ¢ 063 CyOeKTHBHH OINIaKBAHH, ChC
CTabMJIHM XEMaTOJIOTHYHH ToKazaTeny U exorpadCKi KpUTEPHH 32 TpaiiHa peMUCHS.
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B zakiroueHue, aRTOpUTE NIPENIOPBYBAT B CIYYaHTEe HA HEACHA
XCMaTOCIUICHOMET TN ¢ KITMHUYHE U Ta00paTOpHH KPHTEPHH 3a BE3NATHTENCH
npouec B AudepeHIHaNHO-IHaTHOCTHYEH II1aH 12 ce 00ChKAa ¥ Bb3MOXKHOCTTA 34
mMuobubpobaacTeH ceBIOTYMOD.

89. Kanesa B., E. Iletena, E. BraueBa, U. Pauesa, ['. CeMoBa. YcnelHo jieueHHe
Ha CTOMAILICH KPEBOM3INB ¢ NovoSeven npu nete ¢ xemobunus A. XT Hayuonanen
KoHzpec no neduampus ¢ mescoynapoono ywacmue. [lnosnus, 16-18.10.2009
Pezionme:

[acTpOMHTECTHHAIHHUTE KPBBOU3IUBH Ca JKUBOTO3aCTpallaBaIlli YCI0KHEHUA IPH
nmanueHTd ¢ XeModunus, OGHKHOBEHO JIEUEHHETO € KOMOMHHPAHO U BKIIOUBa
[IPUI0KEHUETO Ha NePUIHTHHA KoaryJalMoHeH (BaKTop H JIOKalHa KOHCEPBaTHBHA H
XHpYpTHYHa XeMocTaza. [Ipencrass ce gete Ha 7 TOAMHMU ¢ 1eka popMa Ha
xeMo(uTHs A H JKHBOTO3aCTpaIlaBall CTOMallleH KpbBOU3IUR, TP KOHTO €
MIPOBEICHO YCIIEIIHO JIeueHHe ¢ peKOMOUHAHTEH akTUBUpaH haKTop Ha
KPBHBOCHCHPBAHE NovoSeven®.

9. Xpucrozora X., B. Kanesa, M. benruesa. Enogepmanes cuHycoB TyMOp IIpH
IeTe ¢uC CHHAPOM Ha Sotos. XI Hayuonaneu kouzpec no neduampus ¢
MexcoyrapooHo yuacmue. [lnosous, 16-18.10.2009

Pesrome:

CunyipoMbT Ha Sotos (HepedpalcH TMraHTH3bM) € TCHETHYHO 3a00J1ABaHe H ce
XapakTepu3upa ¢ BUCOK PLCT, U3NIpeBapBal] KOCTHA BB3PacT, crelnduueH THLEB
JueMophH3BM M MeHTanHa perapaanua. OOHKHOBEHO ce cpellia CIIopafiuyHo C
Heu3BeCTHA YecToTa. B 2-4% e acouMupaH ¢ HEOMIaCTHYHY 3a00/IABaHUS —
eMOpHOBAIHU TYMOPH, HEBpOOIacTOM, He(PoOIaCTOM M XenaTo0IacToM.
IIpencrars ce MOMHYE Ha 2 TOOMHU U 1 MECELL ChC CHHIPOM Ha Sofos |
€H/10/[epMalieH CUHYCOB TYMOp B CaKpOKOKIKIealHaTa obaacT. J{uaruosara CHHIPOM
Ha Sofos € 1ocTaBeHa KbCHO B X0[1a Ha aHTUTYMOPHOTO JICUCHHE ITopaji
Hepa3No3HABAHE HA (DEHOTHUITHATA MY U34Ba.

91. Briuesa E., B. Kanesa, . Pauega, [|. CtosHoBa, X. ener, M. ['eopruena.
JleyeHHe Ha KEJS3HO CBPBXHATOBapBaHe U XenatuT C cief ajnoreHHa
TPAHCILIAHTAIMS HA NepUpepHH CTBOJIOBH KIETKU NpH JEeTe ¢ TanaceMus Maiop. X7
Hayuonanen xonzpec no neduampusn ¢ mexcoyuapoono yvacmue. Ilnosaus, 16-
18.10.2009

Peziome:

IIpeacraBeHo € B JMHAMMKKA JIEUEHHETO Ha JIeTe ¢ TalaceMUs Maliop M XpOHHYEH
xematut C cen H3BLPUIBAHE HA alIOTeHHA TPaHCIIaHTAllUs Ha [epudepHH CTBOJIOBU
KneTkH. JIeueHHeTO Ha KeNN3HOTO CBPbXHATOBAPBAHE € IEKYBaHO ¢ desferal u
penoBHH (GebOTOMHEY, a IO [TOBOJ| XENATUTA € HPHUIIaraHO aHTHBUPYCHO JICUEHHE C
interferon. KoMOMHHPAHUAT TEPANCBTHHEH PEXUM € IIPUJIaraH 3a IIEPBY BT B
Brarapusi ¢ OTUNTAHE HA ITBJICH TEPAIEBTHYEH YCIeX 0 OTHOLIEHHE Ha BUPYCHUS
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XEMATHT H CHTHUQUKAHTHO pelyLHpaHe Ha JKENEe3HHS CBPBXTOBAp, BepUQHUHpaH
4pe3 2.6 TbTH HaMaIIBaHE Ha CTOHHOCTHTE HA CEpYMHHS PEPHUTHH.

92. Tlerkos I'., I'. Edpemos, I1. Haxwpora, I0. Mapuuosa, K. Ileesa, C. JuMurpora,
1. Yakspos, b. [Tapamkesosa, I'. Hopaauos, B. Mapumnos, XK. 3apaskosa, T.
Papercka, C. Keprukosa, B. Kanesa, A. Crosaunora, C. Kupunosa. Monekyaapuu
OCHOBH Ha OeTa-TajlaceMus M APYrH XeMoriioGuHonaruu B bearapus. X7
Hayuonanen xonzpec no neduampus ¢ mescoynapooro yuacmue. [lnosaus, 16-
18.10.2009

Pestome:

bera-TanaceMmATa € OTHOCHTENHO YECTO CPEIlaHo HACIEACTBEHO 3a60aBaHe B
OBarapckaTa nomynanusi. HoCHTEICTBOTO HA TOBa MOHOTEHHO 3abonsaBade € 2-5%.
PasnmpocTpaneHHETo B CTpaHaTa He € HallbIIHO H3SCHCHO, HO Half-BHCOKa YECTOTA Ce
YCTaHOBSIBA B pallOHHTE, KOUTO rpanuyat ¢ I'spuus u EBponeiicka Typrs.
ABTOpHTE [IEICTABAT PE3YATATH OT I'€HETUYHH H3CIENBAHMA Ha MALMEHTH ¢
TajnaceMus B bharapus U I aHAIU3KMPAT [0 OTHOLIEHHE Ha TAXHATA OTHOCHTEIHA
4ecToTa U reorpadcko paiioHupane,

93. Mapunos JL, I1. [llupaues, M. Benuesa, E. Ilerepa, B. Kanesa. Cupreunu
YCIOXKHEHHsI IIPH JICHa ¢ ocTpa umpoOnacTHa eBkemus. X1 Hayuonanen xonzpec
1o neduampusn ¢ Mexcoyrapoono yuacmue. Ilnosnus, 16-18.10.2009

Pezome:

Ilen Ha HacTosAmaTa paboTa € a Ce YCTaHABAT HACTBIIHIINTE YCIOXHEHHUS OT CTPaHa
Ha ¢ppaeuHochIoBaTa cHcTeMa (CCC) B X0/ Ha JISUSHHE HA 31I0KAYECTBEHOTO
3a00/1BaHE H OLIEHKA Ha IPOMEHHUTE B ChPASYHATA (YHKIIU,

.3a 5-roaumen nepuox (2004-2009 r.) B KnMHUKaTa 110 JETCKA OHKOXEMATONOTHS Ca

XOCIHTANIM3NPaHy 66 Jeua ¢ MATHTHEHH XEMONAaTHH Ha Bh3pact oT | o 17 roguny.
Ilpu 60 peuia ce mposesxaa nedenue mo mporokoa ALL-BFM 2000, npu ocrasanute
— 110 npoToxona Dana Farber, kaTo npu peluaiB TeUEeHHETO € MPOBEMKIAHO TI0
nporokon ALL REZ BFM 96.

HaGmonasanute ycnosxaeHus ca or crpana Ha CCC ca xunepronus npu 7 mena,
[EpHKapAHU H3JIHBH IIPH 5 U chbpIeyHa HepocTaThuHocT npu 10 geua. Jleranen
H3X0/[l € pETUCTPHpPaH IIpH 9 fena, kaTo HENOCPEACTBEHA IPHYHHA Gellle Pe3UCTeHTHA
Ha JIeYEHHE ChpieuHa HEJOCTATBYHOCT Ha (OoHA HAa KPHTHYHO HapyIIeH
JeBOKaMepeH KOHTPAKTHIHTET.

Y. Kanera B., I1. Yaxsposa, M. Paurenosa, 1. Crosuosa, A. CtosHosa, C.
Kocroga. Pabotna rpyna no tanaceMus. [lvpea nayuonanna kongepenyus 3a pedxi
bonecmu. IInosmus, 28-30.05.2010

Pesronme:

Ilpes mocnenHOTO JeceTHIETHE LENTa Ha MPYDKHTE 38 MalHeHTHTE ¢ TAJACeMHs He ce
OrpaHHYaBa CaMoO B YbIDKABAHE Ha TAXHATA MPEKUBIEMOCT, a 00e3I1e4apaHe Ha
IBIHOLIEHEH XKUBOT, ¢ IPO(ECHOHANHA PeaTH3allisl, Ch3JaBaHe Ha COOCTBEHH
ceMercTBa M 3Apaso cobcTBeHO Mokoaenue. IIpy ronama yacr ot OwarapekuTe
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MaLMEeHTH ¢ TanaceMus Ta3H NeHCTBUTENHOCT BCE OLIE HE € (PaKT, KaTo NPHUHHHTE 3a
TOBA €2 CBBP3aHH C HEBBIMOMKHOCTTA IPH BCHYKH J]a CC OCHTYpABAT aflcKBaTHH Ha
CHCTOSHHETO UM XeMOTpaHCy3HOHHHU PEKHUMH, JIHIICATa Ha B3MOKHOCT 3a
chBpemMeHHO MoHuTOpKpaHe Ha JKCH v 0DeKTUBHHTE U CYOSKTUBHH NpoOIeMH,
CEBBP3aHH € NPOBENJAHETO Ha ONTUMAITHO JKENA30-XeNaTHpallo Je4cHue. B TbpceHe
Ha OTITHMAJIHU MPOEKTH 3a pelliaBaHe Ha Te3H mpobiaemu Ha 29.09.2007 r. B paMxuTe
Ha cos VIII HanwnoHaneHn koHrpec BearapckoTo HaydHo ApY:KECTBO MO KIHHHYHA U
TpaHcdy3HOHHA XEMaTOJIOI s OpraHu3upa padoTHa cpella, MocBeTeHa Ha MeJUKO-
COLMATHATA OPraHU3aL|s Ha MPUIKUTE 32 MalMeHTHTe ¢ TanaceMus B brarapus u
n30pa PaboTHa rpyna 3a KOOpAMHHpPaHe W [TOJNOMAaraHe Ha JAeiHOCTTa, CBbp3aHa ¢
ME/IMKO-COLIMAJIHATA OPraHK3alMA Ha TPIKHTE 3a NALHEHTUTE C TAlaceMHs B
Bbarapus. B HacTosinaTa npe3eHralys aBTOPUTE NPeACTaBAT AeifHocTTa Ha
paboTHaTa Ipyria U IIOCTHIHATUTE YCIIEXH [0 OTHOIUIEHHE Ha MEIUIIMHCKOTO
o0Cy)KBaHe M KauecTBOTO Ha XKHMBOT Ha MalMEHTHTE ¢ TalaceMHs B Brarapus.

95. Bemuera M., X, Xpucrozosa, B. Kanesa, I1. Pauesa, E. Boiuesa.
3noxadecTeeny 3a60NsBaHUA PH Jela B KbpMadecka BL3pacT. [lepsa nayuoHanua
Korhepenyus 3a pedxu borecmu. Ilnopnus, 28-30.05.2010

Peziome:

3noKauecTBEHHTE 3a00/IABAHIS TP JIENAT2 B KbpMayecka BB3pacT NPeJCTaRIsaBaT
okono 10% oT BCHUKH AETCKY HEOILIa3MH M ca IpoblieM 0T 0coOeH HHTepec.
TexHHUTe YHUKAIHH FCHETHYHH, ITHIEMUOJIOHYHI U KITUHUYHH XapaK TePUCTHKH
HpPEeIoNPeae/IAT 3HAYSHHETO UM 32 PA3BUTHETO Ha CHBPEMEHHOTO MO3HaHKe 32
oHKoreHnesarta. TpysHOCTHTE, CHI'BTCTRBAIN AAATHOCTHKATA H JICUECHHETO UM,
H3HCKBAT OIHT ¥ Ca NPEAN3BHKATENCTBO MPEJ| AETCKUS OHKOJIOT.

PeTpocmeKTHBHO ca MPOYYEHH KIMHUYHHTE JIOCHETa HA MallueHTHTE C
JUAarHOCTHLIMpaHH Tpe3 IEpBaTa Fo/IMHA OT KHMBOTA 310KaYeCTBEHH 3a00NABaHusl,
KOMTO ca JISKYBaHH B KIIMHHKATA 32 JleceTroguiuer nepuon (2000-2009 r.).
AHaaM3MpaHH ca CISIHUTE ACMOTPa(CKH M KIMHHYHH XaPAKTEPUCTHKH: Bh3PacT
TIpY JHArHO3a, CHMIITOMEH HHTEPBaJl, THIT Ha HEOIUIA3MUTE, CHITBTCTRBALIH
AaHOMAJIHH, BUl HA [POBEACHOTO JICUeHHE, PETUCTPUPAHH YCIIOXKHEHUS U 00La
IIPEKHUBAEMOCT.

96. Cemosal'., E. Briuepa, B. Kanera, M. beiruera, X, Xpucrozosa, JI. banesa, K.
boxxkoBa. Yersinia enterocolitica Me3eHTepHale aJeHUT MMpHY JeTe ¢ XOMO3HIOTHa
6eta-TanaceMus. ITspsa Hayuonanna xougepenyus 3a pedxku Gonecmu. IInoBaus, 28-
30.05.2010

Peziome:

AnaepobuusaT xokobaktepuil Yersinia enterocolitica npenu3BUKBa Hal-4eCTO
CAMOOTPaHMYABALIH C& SHTEPOKOIHTH U ME3eHTEpHaNIHH nuMbpaneHuty, Ipu
HalMeHTH ¢ TpaHC(Y3MOHHO 3aBUCHMH aHEMHH, IPOBEKIALIH XeNaTHPaILO JEYEHHE
¢ Deferoxamine, AHGEKIHO3HUTE YCIOKHEHUA CE XapaKTePH3UPAT C IIHUPOK CIEKTHP
KITHHAYHY MPOSBH, BAPHPAILH OT NPEXOIHU KOXHU OOpHBHU 10 (haTallHa 33 XHUBOTA
baxTepueMus.
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IIpencraps ce Mom4Ye Ha 4 POIHHH ¢ XOMO3HIOTHA GeTa-TanaceMus U XeJaTHpallo
nevyenue ¢ Deferoxamine xaTo paabK ciiydaiil Ha fepcurio3a, IPOTHYANA ¢
KapTuHata Ha ncepnoanenauuuT U KT nokasan MeseHTepHANCH aEHHT C LEHTPAHH
HEKPOTHYHH [IPOMEHH. ABTOPUTE OIHCBAT ANTOPUTHM HA JUATHOCTUYHUS U
TEPaneBTHYCH IPOLEC NP JETETO U AUCKYTHPAT Bph3KaTa MEXKAY CTEeIIeHTa Ha
HKeJIe3HUS CBPBXTOBAp, BHIA Ha XKENE3HUTE XENATOPH U TEXXECTTa HAa HHMDEKLIMO3HHTE
YCIIOXKHEHH, IPEIM3BUKAHN 0T Yersinia enterocolitica.

97. Muresa IL., P. Credanos, B. Kanesa, M. Paurenosa, /1. Crosnosa, K.
Mauyunosa, A. Crosnosa, [I. Koctosa, C. Koctora, U. Yakspos, P. T'eopruesa, /.
Pu6op. HanMonanen perucThp Ha NAlMEHTH ¢ TajdaceMust B buirapusa (HPTITE) —
PEe3yNTaTH OT MBPBOHAYAIHO EMUIEMHOJIOTHIHO IPOYYBaHE, IPOBEIEHO Hpe3
nepuona sayapu-anpun 2010 r. [lvpea nayuonanna kongpepenyus sa pedxu bonecmu.
TTnosous, 28-30.05.2010

Peziome:

ITpes mecen aBryct 2008 r. B [InoBauB Mo mpskoTo pHKOBOJICTRO HA
UndopmauuoHnus HEeHTED 3a penxu 6oaectu (MIPB) cTapTipa npoexT Ha
Briarapckara aconuany 3a NpoMoLus Ha oGpazosanue u Hayka (BAITTOH) 3a
HanuonaneH perncTep Ha NaiuenTuTe ¢ TanaceMus B beirapus. Miesra na mpoekra
€ HICHTHQUIMPAHETO ¥ PEAOBHOTO HPOCIEIABAHE HA HOBOMIOABHIIKMTE CE H BEUE
JUarHOCTHIMPAHY MAlMEHT# ¢ TanaceMud B bbarapus ¢ nen cedupane u
[IPENOCTABSIHE HA CMHUACMHONOTHYHA HH(pOpMAIIHs 32 3a001eBaeMOCTTa U
D0NeCTHOCTTA OT TanaceMHsA B Brarapus. ABTOpUTE IPeNCTABAT 34 'bPBY BT B
bearapus akTyaaHu 4 OOCKTHBHHM ITHEMHOIOTHYHH JaHHM 32 OeTa-TanaceMus B
brirapus.

98. Kanesa B. bera-TanacemMus — KIMHHYHO NPENCTABAHE U TedeHue, Bmopa
HayuoHanHa Kongepenyun 3a pedxy 6orecmu. Tnosmus, 9-11.09.2011

Peziome:

bera-ranacemus e BpoJicHO 3a00JIsBaHe, KOSTO C€ ABIDKH Ha HAMAIEHA WA
JMNCBAINA CHHTE3a Ha OeTa-TII0GMHOBY BEPHTH HA X€MOITIOOUHA H BKIXOYBA TPH
OCHOBHH (hOpMH — TAIaCEMHA Maitop, TANACEMHES HHTEPMEIUS U TATACEMUS] MHHOP.
OcHoBHHTE KIHHAYHH CHHAPOMH Ha TaJlaCeMUs Maiop ca TpasC(y3HOHHO 3aBHCHMA
XEMONMTHYHA AaHEMHS H XEMATOCIIIEHOMET NS, KOUTO CE PETHCTPHPAT Npe3 IIbpBara
TOJMHA OT XHBOTA. IIpH HeTpaHcy3HpaHHTE WM HEJOCTATHEYHO TPAHCHY3HPAHHTE
NAMEHTH KIMHUMYHATA KapTHHA Ce XapaKTepH3upa ¢ GIeR0CT, HKTEP, H30CTaRaHe B
pacTeka, XenaToCIIeHOMETays H CKeNEeTHH IIPOMEHH. PefoBHITE XeMOTpaHChy3HU
BOJIAT 0 YCIOXKHEHHS, CERP3aHH C XKEJII3HO HaTpyIBaHe — H30CTABAHE B PACTEXa H
I0JIOBOTO PA3BUTHE, AUAOET, XMIIONApaTHPEONIH3bM, XHIIOTUPEOHIH3BM, CHPAECUHH
yBpexaaHud, YepHoapodna pubposa H 1uposa. JleueHHETO BKIOYBA PENOBHA
TpaHcQY3UH Ha EPUTPOLIUTHA Maca, XKEJEe3HH XeIaTOPH U JI€YEHHE Ha BTOPHUHO
HACTHITUIMUTE YCIOKHEHHA OT XKEIAZHOTO HATpynBaHe. CiuleHeKToMHATa € u3bop Ha
Jeyenye NPy HAIMYKE Ha ONPEAe/IeHH KITHHUYHY rtokasauus. IToHacTodmem
AIOreHHATA TPAHCIIIAHTALUA Ha IepudepHH CTROJIOBH KICTKH € EIHHCTBEHHS METO
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3a neduHuTHBHO JedeHue, [pes mocnenaure 20 ronuun NporuHosara npu
MAUMEHTHTE ¢ TAJIACEMHS MAHOP € 11o100peHa 3HaYuTeNHO OarojapeHue Ha
Pa3BHTHETO ¥ NIPUJIArAHETO HA OUTHMAIHH TPAHCHY3HOHHH, XEJIATHPALIM ¢
TPAHCIIAHTALMOHHY pesxuMu. OCHOBHATA IPHYHHA 33 CMBPT OCTABAT CHPACUHHTE
YCIOKHEHHS, CBBP3aHHU € XKEIA3HO HAaTPyNBaHe.

9. Kanera B. IIpodriakru4Ho NeYeHHe Mpy XxeMohunus. Bmopa HayuoHaiHa
Koughepenyua 3a pedxu 6onecmu. [lnopaus, 9-11.09.2011

Peziome:

Xemopunusa A u xemodunus B ca HacneaCTBeHO NpenaBally ce X-CBhP3aHu
3a00JABaHU, NPUYMHEHH OT Ne(pHUMT CHOTBETHO Ha MasMeHuTe aktopu VIII
IX. Hauanoto ¥ TeXeCcTTa Ha KIMHUYHOTO NPEACTABIHE 3aBUCH OT CTEMEHTA Ha
na3MeHuA JepULUT ¥ Hall-4ecTo ce MPEACTaRA ¢ KbPBEHE B FONIEMHTE CTABY —
NMaKeTHH, KOTECHHH M Iie3eHHU. [Ipy peliauBHpAalio CTABHO KBPBEHE CE pa3BUBa
XPOHHUYHA apTPOIATH, YBPEXK/JAHE HA CTABHATA (PYHKIMSA M MMOC/E/Balla AHKHII03a.
Te3u ycrnoxueHusa Morar fa ObJaT NpefOTBPaTeHH Ype3 NpUIaraHe Ha
TEPANEBTUYHH NPOQUIAKTHYHH PEKHMH B PAHHA ACTCKA BE3pacT NPH MalUeHTH ¢
TEXKKA XeMOQHITHA.

[TpodunakTika Ha AEUA ¢ TEHKKA XeMO(DUIHA ce IPenopbhYBa KaTo MOAXOAAL I'FPBH
u30op Ha neueHue ot C30 u CeeroBHara depepauus no xemodunusa. OCHOBHATA eI
e Ia Hamanu Oposi Ha CTAaBHHUTE KPBBOUBIMBH OT PaHHA JIETCKa BB3PACT Upe3
TpancopMupaHne Ha 3a00IBaHETO OT TEXKKA B 0-Jieka GhopMa, Ja Mpeanasy WiH 1a
penyluupa MyCKYJIHO-CKEIETHOTO YBpeXAaHe OT XeMoQUIHA apTponaTus 1 Ja
nogo6pH KaueCTBOTO Ha JKHBOT M COHUAIHOTO ONIarononyyue Ha MalueHTUTE.
ITpodunaxtukaTa ce pa3gens Ha MbPBUYHA M BTOPHYHA. 33 MEPBUYHA C€ pHEMA
npodunaKTika, KoATO 3aMoyBa NPeIy UM ClIeX TbPBU CTABEH KPBBOU3IHB IIPH JIETE
noJ| 2-roJulliHa BB3pacT, 4 33 BTOPUYHA — ClIel HABBPIIBaHE Ha 2 TOAUHH HIH Clie]l
JBa WK ITOBEYE CTABHU KPBBOM3IKBA. [[oHACTOALLEM CHLIECTBYBAT HAKOIKO PEXUMA
3a mpo¢uNaKTHKa ¢ JOKa3aHa KIMHUYHA €(EKTUBHOCT H UKOHOMIYECKA
1enecbo0pasHoCT. JO3UPOBKUTE H UECTOTATA Ha NMPHUIIOKEHHE HA KOArylIalHOHHHTE
dakropu sapupat Mexxay 20 mo 40 IU/kg oT equH Ko TpH IBTH CEIMUYHO C
€CKallipaHe Ha J103aTa WIH YeCTOTaTa NPH KIMHHUYHH MTOKA3aHHA.

100. Ilerera E., 1. Pauesa, B. Kanesa, X. Xpucrosora, M. benuesa, . CemoBa.
Cnyuaii Ha JeTe ¢ I0BEHHIHA MHEJIOMOHOIIUTHA JeBKeMus U HeBpoduGpomaTosa.
Bmopa nayuonanna xongepenyus 3a pedrxu 6onecmu. Ilnopaus, 9-11.09.2011
Pesiome:

MuenoAHCIIIACTHYHNTE K MUEIOIpoIH(epaTHBHE 3a00/sIBaHHS Ca PEIKH B
JeTcKaTa Be3pacT. ChBpeMeHHaTa KiIacH(hUKAlMs BKJIIOYBA TP OCHOBHH TPYTIH:
MuenoguciuiacTiaeH cuHapom (MJC), roBeHHIIHA MHEIOMOHOIIUTHA JIEBKEMUS
(FOMMUI) 1 MuenonaHa JIEBKeMUsA NpH cuuapoM Ha Down. FOMMII e nenuatpuyeH
eKBHUBAJIEHT Ha XpPOHUYHATA MHEIIOMOHOIIKTHA JeBKeMuUs oT FAB KiacubHKanuaTa.
IIpenu cvBpeMeHHaTa KiIack(ukanus ¢ 6una pedepupana KaTo IOBCHUIHA XPOHUYHA
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MHCIOMOHOLMTHA JIEBKEMHS, FOBEHHUIHA XPOHHYHA MHEIOH IHA JICBKEMUSI U CHHPOM
Ha UH(aHTHIHA MOHO30MUS,

IOMMIJI e xnonanHo MEeIOIpOIH(pEpaTHBHO 3a00sIBane U 3aeMa noj| 2% ot
BCHYKH JCBKCMHH B JIeTCKa Bh3pact. B 10% oT ciryyanTe ce IUArHOCTHIHpA MpeIu
3-MeceuyHa BB3PACT H ce NPHeMa 3a BpoAeHo 3abomnsBane. B 80% or crydante ce
Ha0n10aBaT FeHETHYHY aHOMAITHH, Hal-4eCTHTE OT KOUTO ca HeBpohUBpoMaTosa
il I (15-20%), roBeHuIHa KCAaHTOMATO3a, CHHAPOM Ha Noonan u 1ip.

Ilpencrass ce cayqaki Ha aere ¢ FOMMII 1 HeBpogubpoMaTosa, XOCIHTAIM3HPAHO
Ha 3-MECEUHA BB3PACT 110 MOBOJ, IPOTPECHBHO HAPACTBAHE HAa KOPEMa,
HECHOKOHCTBUE U 3aTPYAHEHO AHMIAHE. [Ipy KNMHUYHAS IPErJIE] U OT
nabopaTOpHKTE H3CICABaHHUS ce ycTaHossaBaT aHemus (Hb 67 g/l), neskonutosa (Leu
133.9.10°/1), tpombonuTonerns (Thr 23.10%/1), xenarocmieHomeranus (gepeH apobd u
clleska Ha 5 cm nox pebpena Ibpra), KoXKeH 00pHB, XEMAHIMOM Ha IIaBaTa BIACHO
OKIHUITHTANHO ¥ KaQeHNKaBH NI€THA B 001aCTTa Ha JIBO Oe/[po H J19Ba UIHAYHA
kprcrta. Jlnarnosara OMMJI e noctaseHa upes HUTOMOP(OIOrHYHO U
(bIOYIHTOMETPUYHO H3CIEBaHe HA KOCTCH MO3BK. AIIO4HATO € IeYeHHe Che
Cytosar u 6-mercaptopurine, KOSTO POABIKABA ¥ B MOMEHT4, IleproasT Ha
HadbMnIo/ieHNe € Haj eJ(Ha FOIHHa, IIPe3 KOHTO C¢ OTUYHTA MHOI'O J06po 0610
ChCTOAHHE, PEAYKLIMA HA XENATOCIIIEHOMETAITHATA, HOPMATTHH CTOHHOCTH Ha
XeMOTTIOOMH M TPOMOOIHTH, TeBKOLIMTH Ha FOpHA IPAaHHL2 34 BB3pacTTa, 20-30%
aTHITHYHE MOHOLMTH B NieprdepHaTa KpbB, 30% aGHOpMHA MOHOLUTHO-
IIPOMOHOLIHTHA MOMYIAMS B KOCTHUSA MO3BK ¥ 10% Muenobnacry. He ca
‘HaOmoJaBaHy MHPEKIHOZHN YCIOKHEHHS C U3KIIOUCHHE HA Peln/iuBUpaLl,

BpEMECHHO MOBJIMABALL CE€ OT IEPOPATHO AHTHXHUCTAaMHHOBO JIEYSHHE, KOKECH 06pI/IB.

101. [lereBa E., B. Kasesa, M. Benuesa, X. Xpucrososa, M. Pasesa, I'. CemoBa.
Peuuausupall ncoac-xemaToM IpH AeTe ¢ HHXUOUTOpHA XeModuug A. Bmopa
HAYUOHWIHA KOHpepenyus 3a pedxy borecmu. Ilnosaus, 9-11.09.2011

Pesiome:

KpbBousnueuTe B m. iliopsoas npH nannesT: ¢ XeMobHIns ca
YKHBOTO3ACTpPAIIABAINM YCJIOXKHEHUA H €A aCOIMHPAHH CBC CHIHU(HKAHTHA
MOpOuIHOCT. FI360pET Ha MEIMKAMEHTH M O30B PEXKUM Ca PA3NUYHH U 3aBHCAT OT
TEKECTTA Ha 3a00/IABAHETO, TOIEMUHATa Ha KPHBOU3IHEA, [IPOIB/DKHTEIHOCTTA Ha
KbpPBEHE U HATWYHETO HA MHXUOUTOPH. [IpH manuenTy ¢ mHXuGHTOpHa XeMOpUIHS
TCPATIEBTHYHOTO IIOBEACHHE 3aBHCH JONBIHUTEIHO OT THTHPA HA HHXHOHTOPHHTE
AHTHTENA U BKNI0YBA Oakinac IpoayKTH H/WIH BHCOKono3upan ¢axtop VIII.
IIpencrars ce MoM4e Ha 16 TOAUHY C TeXKa GopMa Ha XeMODHIHA A M aHaMHE3a Ha
PELHIHBUPAILM XE€MAaPTPO3H, KPEBOU3IHE OT FACTPOUHTECTUHAIIEH TPaKT,
XEMOIIEPUTOHEYM, XEMOTOPAKC, XEMOIIEPHKAp U HUCKOTHTHPHU HHXHOUTOPHH
antuTena. Ha 15-roanmina Be3pact o noeox kopemua Gonka 1 KT-u3cnensane e
NOCTaBCHA IHArHo3aTa XeMaToM Ha JigB m. iliopsoas. JleueHneTo e mpoBexIaHO
©XKEHEBHO ¢ [1a3MeH koarynaunoHeH akrop VIII Octarate B npoasnkenne Ha 5
Mecena. JJo30BHAT PEXXAM M NPOIB/DKHTENHOCTTA HA IEYEHHE Ca ONPCACIAHM B
3aBHCHMOCT OT 1ab0paTOpHHSA CTATYC HA IUIa3MeHUTe HUBA Ha (axrop VIII u
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HHXAOUTOPHM aHTHTENA, pe3YNITATUTE OT KOHTponuuTe exorpadcku, KT- 1 MPT-
M3CIIEIBAHUS M KIIMHUYHOTO CHCTOSHHE Ha nauienTa. Cnes Kpas Ha [eTHs MeCel]
JIEYEHHETO € ITPOIBILKEHO B podunakTHyeH ruiaH mnpes xeH x 50 E/kg. 3a nepuona
Ha [OCIENBAIOTO JIECETMECEYHO MpOGHIAKTHYHO JICUECHHE, KOETO [IPOJB/IXKABA U B
MOMEHTA, CTOHHOCTHTE Ha MHXHOUTOPHUTE aHTHTENa ca B TpaHHLaTa Mexxay S 1 0.8
BE u ca nabniogaganu camo [1Ba €H30/a Ha MOCTTPABMATHUHO CTABHO KbPBEHE.

102. Mutesa 1., B. Kaneea, M. Paurenosa, [I. CrosHoBa, K. Manounoga, A.
Crosnosa, . Kocroea, C. Kocrosa, 1. Yakspos, P. I'eopruesa, H. Karpanmxues, P.
Credanos. HarmosaneH perucTbp Ha NalMeHTH ¢ TanaceMus B bearapus —
pesyaTaTH, orderesu keM 10HH 2011 r. Bmopa nayuonanna xonugepenyus 3a pedru
bonrecmu. [Inosous, 9-11.09.2011

Pezrome:

[IpeacTaBeny ca pe3yaTaTUTe OT TPETOTO MOPEAHO NPOYYBAHE 33
Pa3npPOCTPAHEHMETO HA TanaceMus Mailop B bearapus, mpoBecHO B NIEpHOIa allPHII
—1oHHd 2011 r. To e yact oT npoekTa “Harnponanes perucTsp Ha alHEHTH C
TajnaceMus B Bearapus”, craptiupan npes apryct 2008 r. ¢ mojakpenara Ha eKCIIepTHa
rpyna mno tajgaceMus keM bMCX.

103. Kanesa B. Pons Ha npodunakTHIHATE PEXKUMH 32 MPEBEHLHMA Ha apTponaTs K
KAYeCTBO Ha JKMBOT MPH NatHeHTH ¢ xemohunud. IX Hayuonanen konzpec no
xemamonoaus. [Ipasew, 27- 30.10. 2011

Pesiome:

ABTOpPBT MPEACTABS Ipe/] XeMaTONOTHYHAaTa OOIIHOCT 3a IEPBHU ITBT B bbarapus
OCHOBHHTE MPHHLUIH HA NPOQHIAKTHIHOTO Je4UEHHE IIPH XEeMODIIINA,
CHUIECTBYBALIUTE NMPOPHIAKTHYHH PEIKUMH H TAXHOTO 3HAUCHHUE 32 NIPEBEHIIMATA Ha
xeModuiHaTa apTpOIaTHsL.

104. Kanesa B. IlepcnekTHBH 3a MPOIB/DKMTEIHOCT U KAYECTBO HA XXMBOT [1IPH
nawpedTH ¢ xemohunusa. XII Hayuonanen neduampuuen KOHZpec ¢ MesCOYHapooHo
yuacmue. [lnopays, 31 maii- 2 woun, 2012

Pezome:

ABTOpPHUTE MPEeJCTABAT aKTyallcH MperJie] Ha OCHOBHUTE (AKTOPH, CBHP3aHH ¢
IEPCHEKTUBKTE 32 0A00PABAHE HA NPOJIBIDKUTENHOCTTA M KaUECTBOTO HA YKUBOT
IIPH ManaiHeHTUTE ¢ XeMO(DHIHA — HOBH KOArynalMOHHH penapaTi 1
TEPANEBTHUHH TOJX0IH IPH JIeYeHHE Ha XeMOQHIIN, IeUEHHC HA HHXHOUTOpHA
XeMOMHITHS M M3rpaxAaHe Ha LIEHTPOBE 34 KOMILIEKCHO JledeHHe Ha XeMOGHIMs.

105. Iletesa E., B. Kanesa, 1. Pauesa, M. Benuera, Xp. Xpucro3ora, I. [lackaiesa,
A. Iykesa. Cnyuait Ha fete ¢ ocTpa tHMbodnacTHa ieBkeMHs U TpoMbo3a Ha
JIYpaJIHH BEHO3HM CHHYCH. Hayuonanen neduampuuen koHzpec ¢ MedcOyHapooHo
yyacmue. Ilnopaus, 32 maii-2 ronu, 2012

Pesome:

Benosnusar tpomboembonuzsm (BTE) e paaxo 3abonaBane B JETCKATa Bb3PacT U
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HAH-YECTO CE MPEACTaBs KaTO BTOPHYHO YCIMKHEHHE IIPH CETICHC, HEOTLIA3MH,
BPOJEHH ChpAeUHH 3abomsiBaHuA U Jp. [Ipn iena ¢ octpa THMGBOBIACTHA JIEBKEMUS
(OJLI) yectoTara Bapupa oT 0% 1o 36% B 3aBUCHMOCT OT IPHIIATaHHs
XHMHOTEPANIEBTUYEH NPOTOKOT, HATMYHETO HA KITMHUYHH TIPOSIBU WK
PafHOIOTHYHO PETHCTPHPAHE Ha CHAOB HHLHJIEHT,

Mexanu3MbT Ha Bp3HUKBaHe Ha BTE € cBbp3aH Npsiko ¢ H3MON3BAHETO Ha L-
asparaginasae, CaMOCTOATENHO MM B KOMOMHALNA ¢ Vincristine H KOPTHKOCTEPOM],
HAJIMYHETO Ha IIeHTpaneH BeHo3eH kateTsp (UBK) v BponeHa TpomGodumus.
IIpencrars ce momuue Ha 3 roguay ¢ B-xersyna OJU, npoBexaalio neuenue no
nporoxon BFM 2000. B xpas Ha mepBaTa HEAYKIIHOHHA (a3a € JOKYMEHTHPAH
KOHBepreHTeH cTpalussM U gumutonus. [Ipy HanpaBeHHTE H3CHEABAHKS Ca
ycraHoBeH# oranmockoncky, KT- u MPT-naHuu 3a MOBUIIEHO BETPEYEPEIHO
HajiAraHe ¥ Tpom003a Ha BHTPEIHA I0TYlapHa BeHA H YPATHATE BEHO3HY CHHYCH.,
He ca ycraHOBeHH JaHHH 32 BpoAeHa TpoMOOoh i,

106. Benuera M., B. Kanera, Xp. Xpuctozosa, 1. Pauepa, I'. Cemosa, E. [leTera.
Anemus Ha Fanconi — KIAHUYHO NPEICTABIHE H IOBEACHHE BEAMH JETCKU
OHKOJIOTHYECH HECHTED. Hayuonanen neduampuyen KoHapec ¢ MeXcOyHApoOHOo
yuacmue. [Inopous, 31 maii- 2 rouu, 2012

Pesrome:

PeTpocIieKTHBHO ca MpoyueHU KIIMHHYHHUTE [IPOSBH, XEMATOJIOTHYHHTE [10KA3aTEeNy,
JIEUEHHUETO M KIIMHUYHATA EBOJIIOIMA [IPH MaLMeHTHTe ¢ aueMHud Ha Fanconi,
perucTpupany B KIHHHKaTa 3a 10-roaumen nepuon (aayapu 2001 — nexemspu 2010
r.). Anemus Ha Fanconi e TUarHoCTHIMpaHa npu 4 6omuu (2 MoMYeTa H 2

4M0MI/I'-IeTa). HpI/[ TpHUMa OT IMANHCHTHTC ¢a HaJIHIE BPOACHH AaHOMAaITHH,

TpombonuToneHA e Hali-4ecToTO H TEKKO MPOSBEHO OTKIOHEHHE B HHUIIUATHUTE
X€MaTOJIOTHYHHM [TOKA3aTeny. JIedeHneTo BKII0OYBA KOPTHKOCTEPOUIHA Tepartis IpH
BCHYKH GONHHM, aHApOreHH — npy TpuMa, G-CSF — npu equn # moaaspikaa Tepanus
— IIpH BCHYKH NanueHTH. HuTo equn oT GOJHUTE He e NMOII0KEH Ha KOCTHOMO3bYHA
TPAHCIIIaHTALKA (JIMTICA HA FEHOMJISHTUYEH JOHOp (n = 1) 4 OTKa3 OT CTpaHa Ha
pomurenure (n = 1). CpeguusT nepuos Ha HabmoneHue e 26 Mecena (19-94 mecena).
ITpu equs oT maumeHTHTE € HaOroJaBaHa Obp3a mporpecus Ha Meay/apHara
MHCY(QHIMEHIMA W JIETANIeH U3X0[] BCISICTBHE HHBEKITHA.

107. banauenxo I'., M. I'enora, 1. Kaauxosa, M. Benuesa, X. Xpucrososa, B.
Kanesa. Koekcnpecus na ETV6-RUNX1 u BCR-ABL (ela2) reneTnunu abepanun
pH feta ¢ B-knersuna octpa auMbobiaacTHa JeBkeMus. Hayuonanen neduampuyen
KoHZpec ¢ MedcOyHapooHo yuacmue. IInosnus, 31 maii- 2 ouu, 2012

Pesionme:

[IpencraBeH e pAabK ciayvaid Ha egHoBpeMeHHa mogsa Ha ETV6-RUNX1 u BCR-
ABL tpanckpunTH npH gere ¢ B-knersuna octpa mumbobnacTHa 1eBkemus (B-
ALL). Topa e mbpBHAT ciIydaif, JOKIaBaH B JOCTHITHATA IMTEPATYPA, 38
e1iHoBpeMeHHO NpHeheTBUE Ha BCR-ABL-(p190) u ETV6-RUNXI1 npu aete ¢ B-
ALL, xoiiTo JONMpHHACS JOKa3aTE/ICTBA 32 XeTePOTEHHOCTTA Ha NIPEKYPCOPUTE Ha
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nmam$obnacTHHTe Heortasuu. Toil He JEMOHCTPHPa HUKAKBH CIIEUM(HYHH
KIMHUYHH, MOP()OIOTHYHA MIH UMYHO(QEHOTHUITHYHH XapaKTEPHCTHKH.
[lpuaraHusiT KOMOMHHPaH XHMHOTEPANIEBTHYEH TOXO, C imatinib ce oxassa
e(hCKTHBEH 32 NOCTHIAHE HA PEMHCHSL.

108. Kasesa B. Esponeiicko ppKOBOACTBO 32 cepTU(dHUIMpaHe Ha LIEHTPOBE 110
xemodunus, 4-ma Hayuonanna xongepenyus no pedku bonecmu u rexapemea
cupayu. Ilnopoue, 13-14 centemspu, 2013

Peziome:

[IpencraBeHo e MbPBOTO eBPONeHCKO PHKOBOICTBO 3a cepTH(UIUpane Ha LleHnTpose
1o xeModunus. PBKOBOICTBOTO € M3rOTBEHO Clie] KOHCYNTalUH CBC
3aHHTEPECOBaHH NpoheCHOHATHH Opranu3anuy, kaTo Esponeiickara aconuanys no
npob;emure Ha XeMouIHATa U APYTH cBBp3aHu HapymeHus (European Association
for Haemophilia and Allied Disorders, EAHAD), Epponeiickys KOHCOPIHYM I10
xemodunus (European Haemophilia Consortium, EHC) 4 mapTHEOpCKM HaUMOHANHM
TIALHCHTCKY OpraHu3auuy B EBpona, BKIOUMTENHO U OT Bbirapus. To3u oKxyMeHT
¢e OTHACH [0 JEUSHHETO W IBUIOCTHHTE IPHKH 32 MALIHEHTHTE C HacIeICTBEHH
HAPYLICHHs HA KPBBOCHCHPBAHETO, BKIIOYHTENHO XeModumua A u B (B ToBa uucio
HOCHTEIHM OT JKEHCKH [10JI), peAKH BPOACHH JepUUTH Ha ApYTH KoarylnauHOHHH
daxtopu (karo ¢ubpunorer u daxropu II, V, VI, X, XTI u XIII), bonect Ha von
Willebrand v naciencrsesi TpoMOOLIUTHH OCGEKTH,

109. Buznakosa ., M. benuesa, B. Kanera. Youlk-sac Tymop ¢ aTHnH4Ha
KIMHHYHA Nposiea. 4-ma Hayuoxanka Kongepenyusa no peoxu bonecmu i 1exapcmea
cupayu. [lnopnus, 13-14 centemepy, 2013

Pesiome:

Yolk sac tymopsT (YST, Tymop Ha Teilum, TyMOp Ha €HI0JEPMATHUI CHHYC) €
XapaKTepeH 3a PaHHOTO AETCTBO U OOHYAHHO M3XO0M/IA OT MBIKKUTE TOHAJIM.
IpencrasaMe cnydaif ¢ psAaka IbPBUYHA Ta30Ba JOKAIH3ALKA IPH MOMUYe Ha 11-
MeceUyHa BB3pAcT ¢ aHAMHE3a 3 BaTHHAHO KPBBOTEUYEHKE, THOECH KOMIHT U
unnamatoper cuaapom. Ilpn abnoMuHanHa exorpadus ce ycTaHOBABa royaMa
A06pe orpaHuyeHa opmaLus, pasnoIoKeHa B MATKWA Ta3, KpaHUAIIHO JOCTHralla
10 erHa xopusonTana. MPT obekTHBU3Mpa TyMOP, U3XOXK AL OT IPOKCUMATHATA
YaCcT HA BNATAIKIIETO M MMEKATA HA MaTKaTa ¢ HHQuITpanus Ha hyHIyca.
HaxojikaTa e DOTBbpICHA HHTpaonepaTHBHO. HuIManHUTe HHBA Ha anda-
deronporend ca 14500 ng/ml. Xucrogoruunuar pesyarar € Yolk sac Tymop.

110. Kanera B. Ferriprox nopo0psiBa Npe:UBAEMOCTTA [IPH TajlaceMus Maiop. X
KoHghepenyus no KnuHuYHa Xemamonozus. Bapua, 3-6 okromepu, 2013

Pezome:

HamnpageH e monpodeH aHanN3 Ha XEIaTHPAIOTO ICUEHHE B HCTOPHUYECKH ACIIEKT H
4pes pe3y/ITaTH OT PAHIOMH3HPAaHH KIMHUYHY IPOYYBAHHUS € JOKA3aHa
CUTHH(HKAHTHO NOZ00peHaTa NPEeKUBIEMOCT Clell BRBEKIAHE HA IEPOPATHUTE
¢hopMH ¥ KOMOMHUPAHH XeIaTHpAIH PeXHMHU.
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111. Kasesa B. MiHaykius Ha MMyHEH TONepanc IPH XeMO(HINI A: IPENOPEKH H
anropuThM. X Korepenyus no knunuuna Xemamonozus. Bapua, 3-6 oktomspu, 2013
Pesiome:

PasBuTHETO HA MHXUOHTOPHH aHTHTENA € HAH-CEPUOZHOTO YCIOKHEHHE IPH
[IPUIAraHe Ha 3aMECTUTEIIHO JISYSHHE IIPH NalMeHTH ¢ XeModuius, EguncTBeHuUsT
Ha4¥H 32 TAXHOTO HEYTpaNnu3HpaHe € METONBT Ha HHAYKIHS Ha HMYHEH TOIEPAHC
(MHT), koiTo BogH H0 okono 75% ycueinna epagukaius. [Ipeacraseny ca
PasNUYHHUTE BHIOBE MPOTOKOIH H MOAPOOEH adrOPUTHM 32 TAXHOTO NPHIIOKEHHE B
KIUHHYHATA [IPAKTUKE.

112. Kanesa B. IIspsu ciiyuail Ha HHAYKIMS HA HMYHEH TOJIEPAHC IPH HHXHOHTOPHA
xeMoumua B bearapus. X kongepenyus no knunuuna xemamonozus. Bapua, 3-6
OKTOMBpH, 2013

Pesiome:

Ha#i-ceprio3HOTO YClOKHEHHE, CBEP3aHO C TEYEHHETO Ha XEMO(HUIIHA, € Pa3BUTHETO
H2 MHXHOMTOPHH aHTHTEd, KOMTO HEYTpamn3upar GpyHkuuara va daxrop VIII win
¢axrop IX. EXMHCTBeHATa KIMHHYHO JOKAZAHA CTPATErHs 3a IOCTHIAHE HA AaHTHIeH
crepuIHa TONEPaHTHOCT KbM KOAry/IalHOHHHTE (akTopy € HHAYKIHS Ha HMyHeH
tojiepanc (MHT).

ABTOpHTE NPEICTABAT TbPBY KIHHU4YeH cirydail ¢ AT s bearapus. Omucea ce 17-
TOIMIIHO AETC ¢ HHXHOUTOPHA XeMOo(QUInI A, MaHH(peCTHPALLA CE C PELHIUBHPAILH
PETPONEPUTOHCANTHY KPhBOU3IMBH, PELMINBHUPALIH XEMapTPO3X H XeMOBHIHA
apTpoNaTHs, HE3aBUCHMO OT IPOBEXIAaHOTO JeueHuUe ¢ Oaiinac mpoaykru. Ha
YETBBPTATA FTOAMHA OT HHXHOHUTOPHOTO CHCTOSHHE € 3AII0MHATO JEYEHHE B
HHCKO1030B pe:kuM Ha UUT no IIpomoron Fown. Ha 6-u Mecel, OT Ha4yanoTo Ha
NPOTOKOJIA € PETHCTPUPAHE €pagMKaLiui HA MHXUOUTOPHHTE aHTHUTEIIA M JIEYEHUETO &
IPOABIDKEHO B IIPOQHUIAKTHYEH PEXUM ¢ KoarynauroreH ¢akrop VIIL Ilo speme Ha
HHT u 10 HacTOAIMSA MOMEHT He ca JOKYMEHTHPAHH EIKM301H Ha KbPBEHE.

113. Kasiesa B. LIeHTBp 32 KOMILIEKCHO JICYCHHE Ha TATACEMHA U XEMOGMIIHSL.
IIvpea nayuno-npaxmuvecka xongpepenyus na bJIC 2014, HeceOnp, 01-02.11.2014
Pestome:

XeMohmiuaTa 4 TAlaCEMHMATA Ca €HH OT Hali-9eCTO CPEIUAHUTE PENKH BPOACHH
3a0019BaHYA, KOUTO B €BPONEHCKH M CBETOBEH Mallal ca JOKA3aiId [PEeMMCTBOTO
Ja ObJaT ICKyBaHH H NPOCHeIBaHY B CICHHAIH3UpaHy 1ieHTpoBe. [1o 3agaHue Ha
M3 mpes 2012 . 8 MY — Bapaa u YMBAJT “Ci. Mapuna” — Bapra cTapTHpa IPOeKT
3a usrpaate Ha L{eHTHp Mo TanaceMus M XeMO(UIKA, KOKTO NPHKIIOYH YCIEIIHO
npe3 M. Hoemepu 2013 r. LIeHTEPET € mocTpoeH che COGCTBEHY CPENCTBA H HABIIHO
OTTOBaps Ha KpuTepHuTe Ha EBporreckis KOMUTET Ha eKCIIEPTHTE 110 PEIKH
Gonecrr (EUCERD) 3a kayecTBO Ha €KCEPTHH LIEHTPOBE 110 PCAKH 60TECTH M Ha
u3HcKkBanusATa Ha CeToBHATA deaepatys no xemobunus 1 MexayHaponHaTa
denepamus mo Tanacemus 3a KOMILIEKCHO 0OCITyKBaHe Ha MAMEHTH C TAACEMHES U
xemoduims. Toii e crpykTypupas kKeM Crienuanusupanarta JeTcka KTHHAKA 10
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KJIMHAYHA XEMATOJIOTHSA ¥ OHKONOTHA. OCHOBHAT SKHIT C& ChCTOM OT CTELHATIMCTH 10
XEMATOJIOI U, KOOPIMHATOP M MEIHIIHHCKH CECTPH ¢ KBaNH(UKALHA B 0014aCTTa Ha
BpOJiEHUTE aHEMHH K KoaryionaTu. KM Hero € cpopMHpan MyITHIMCHUIIIHHAPEH
eKHIT 0T 13 CrielHaTHCTH B pa3IuyYHK 00NACTH Ha MeauUMHAaTa. LIeHThphT
NpeNoCcTaBs [IelieH HaOop OT H3CIeABaHH 3a AUarHOCTHLMPAHE, JeYEHHE U
NpOCIE/IABaHe Ha TAUHCHTH ¢ BPOJIEHH aHEMHH ¥ KOaryJIONaTHi W KOODAUHKMpA
BCHYKH 3JPABHH YCIYTH 3 TE3H MalHeHTH B O0MTHUYHH M H3BBHOOIHHYHH YCIOBHA.
OcurypsBa crienna noMon 24 yaca B neHonoutue. [Iposexaa excnepran
KOHCYJITAILMH HA MAIHEeHTH U 3IpaBHH IpodecHoHanucTy. [logaepixa Hay4dHH H
METOJOJOrHYHM KOHTAKTH C HALMOHAIHH M YYXKIECTPaHHH LIEHTPORE I10 TAlaceMHs
1 XeMOQWIng 1 OpPraHU3Hpa HaydHH W 00pa3zoBaTeIHK GopyMH 3a IPO(ECHOHATHUCTH
d naumenTy. Ioaappika CeHATH3HPAH eIEKTPOHEH PETHCThD U Oa3a-naHnu 3a
00CIy)KBAHUTE NIALIHEHTH.

114. Benuepa M., U. Uruarora, X. Xpucrozora, B. Kanera. Ciyuait Ha nere ¢
tanaceMust u cHHapoM Ha Gilbert. XIII Hayuonanen konepec no neduampus ¢
medrcoynapoonoe yuacmue. Hece6sp, 28-31.05.2015

Peziome:

[IpencraBen e MALMEHT ¢ TATACEMHS IIPH MoAnexal cunapoM Ha Gilbert. Ha 6-
MeceuyHa Bb3Pact Mo MOBOJ CPeNHO TSKKAa MUKPOLIHTHA XHIIOXPOMHA aHEMHUS,
CYOHKTED H CIUICHOMETANUA Ype3 eHeTHYEH aHaIU3 IPH AETETO € JOKA3aHO
KOMIIAYH XeTepo3uroTHo HocHTeacTso IVS 1-110/IVS 1-6. IIpes mbpBHTE nBe
TOJMHH CJIEl JHATHOCTHLMPAHE Ha TATTACEMHYHHS CHHIPOM XEMOTIIOGHHBT € B
croiinocty 85-90 g/l. BocneacTye € perucTpUpaHo 3aAbJ1009aBaHE HA AHEMHSATA,
HAJI0KHJIO 3aMECTHTENHO TPAHCHY3IHOHHO JICUEHHE YCIIOPETHO C XENaTHPALY, PEXHM.
[Tpu npocaeasBage nepcucTHPa HHAUPEKTHA XUIIEPOUIUPYOHHEMHES CBC CTOMHOCTH
Ha 0011 OunupyOuH 10 145 memol/l. He e ycraHoBsiBaHa XonenuTUasd. [ByKpaTHO
ca HaOJIIoJaBadK KPU3H MO THIIA Ha XONEIHCTUT, TOCIeAHATa CBIIBTCTBAHA OT
xunepGUIUpyOHHEMMS OT CMeceH THII IIPH H3pas3eHH nabopaTopHu Oenesu Ha
LUTOIHM3a K Xo1ecTas3a. [IpoBeJeHHIT MOIEKYIApPHO-TEHETHYEH aHaIH3
obexTHBH3MpPa CHHPOM Ha Gilbert ¢ xoMO3UroTHO HocuTencTBo Ha (TA)7 —
UGT1A1#%28. O6erxaar ce npobneMuTe, PUCKOBETE H [TOBEAEHHETO, KOUTO Ta3H
KIMHHYHA CHTYallHA HaJjara.

115. Ileresa E., Y. Urnarosa, M. Benuepra, X. Xpucrozosa, U. Pauesa, K. [letposa,
B. Kanesa. [IpodunakruuHo neueHre Ha Jeua ¢ Texxka xemopunus. X1
Hayuonanen xouzpec no neduampus ¢ mevicoynapoduo yyacmue. Hecebbp, 28-
31.05.2015

Pezrome:

Len: J{a ce mpeacTaBy TEParieBTUHHOTO OBEICHHE TIPH Aela ¢ TEXKKa XeMOpHIus A,
JHMACHOCTHUMPAHU U TIpocaeasBand B KMHUKaTa [0 IETCKa XeMaTONOTHsA H
OHKOJIOTHSA, BapHa.

Marepuanu u meronu: 3a nepuosa 2011-2014 r. B Knunuxa 1o jercka XeMaToIorus
u oukonorus, YMBAIL ,,Ce. Mapuna“ — BapHa, ca npocnenesu 33 aela ¢ BpoAeHH
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KOaryJIonaTHy Ha Bb3pacT oT 7 Mecena a0 18 rojmuu. IIpH BCHUKM nanuenTu ca
aHaIW3HPaHH CIEIHUTE IOKA3aTeIH: AUATHO3a, H0JI, BE3PACT, haMHIHA
00peMEHEHOCT, Bh3pPacT IIPH JHATHOCTHULHpAaHe, HavanHa KIMHHYHA H35Ba, TEXKECT
Ha 3a00/1ABaHETO, TAPTETHH CTaBH, HANHYME Ha HHXUOHWTOPHH aHTHTEIA U
TEPANCBTHYECH PEXKHM.

Pesyirratu; OT npocneneHute naupedTu 26 (78%) nena ca ¢ xemodunus A, egHO
(3%) nere — ¢ xemopunua b, 5 (15%) — ¢ bonect na Willebrand, emuo (3%) — ¢
nebunut Ha daxrop VII u nse (6%) — ¢ Bponena adubpunoreHemus. C texka popma
Ha xeMooumus ca 19 (57%) nena. CemeMHaeceT OT MAMCHTHTE ¢ XeMo(uua A
(65%) ipoBexcaaT MpoduIaKTHIHO JeyeHue: 11 — ¢ pexoMbuHanTed daxrop VI u 6
-~ ¢ masMeH. [IpH 2 oT fenara ca ycTaHOBEHH TPAH3UTOPHH MHXHOWTOPHU aHTHTENA,
a Ip¥ 4 — HOCTOSHHH MHXMOUTOPHU aHTHTena. [lpy equH 0T IpocIeaeHUuTe
IAUMEHTH ¢ MHXHOHTOPHA XEMOQWINA A e IPHKIIIOYEH YCIENIHO PEKHM 32
HHIYKIIHS Ha UMYHEH TOJIEpaHC,

3axmouenne: [lanpenTrTe ¢ XeMoins A, IPOBSXKIAIIH PEXOBEH MPODHIAKTHYEH
PEXKHUM, Ca ¢ MHOTO JOOBP CTaBEH CTATYC M 3HAUMTENHA PENYKIIHS B TCKECTTa H Opost
Ha KPHBOM3IHBHTE.

116. Xpucrozoea X., . Paucpa, K. [letpora, E. ITeresa, M. Benuesa, B. Kaaesa.
Chyuaii Ha nete ¢ XxemodarouutHa mmboxuctuonurtosa. XIH Hayuonanen xonzpec
no neduampun ¢ mexcoyrapoono yuacmue. HeceGop, 28-31.05.2015

Pesiome:

XemodaronutHara mumdpoxuctuourtoza (HLH) e psako 3a0onasane ¢ uecrora 1.2
Ha | MHJIHOH JeTCKO HaceneHue. BeneacTBye Ha reHeTHYeH Ie(eKT HIH BTOPHYHO
NpH HHGEKIMS, HMYHH3AIHMA HITH MaTurHeHo 3a00/sBaHe ce Habmoaasa
CBPBXITPOAYKIIHA U AKTHRALUA HA XUCTHOLUTHTE H T-THMGOIMTUTE M HOATHCKAHE
Ha GyHkouara Ha NK-knetkure. Be3 neuenue HLH e OBp3omporpecuparto
3abonsBaHe ¢ daTaneH Kpai.

IIpeacrass ce caygaif Ha xeMoGharolUTHa JIHMQOXHCTHOLMTO3a IIPH KEPMAUe OT
MBXKH 1071. 3200nsBaneTo Ne6I0THPa Ha 5-MeCe4Ha Bh3PACT, ABE CEAMUIA ClIE/
I1aHOBA HUMYHM3aLus, ¢ pedpumuret, Onenoct v 0TonM. OT 00EKTHBHOTO ChCTOALHE
1 1abopaTOPHUTE H3CIEBAHHS CE YCTAHOBNBA XEIATOCINICHOMET AN, OUITUTONEHUS
(aHeMHs ¢ BMCOK PETHKYIOLHUTEH Opoii U TPOMOOLMTONEH!M), YBpEAeHa IPOTEHH-
CHHTETHYHA (QyHKIHE HAa 4epHAA Ap0o0. Mop(OIOrHYHO B KOCTHHS MO3BK CE
OTKpHBAT [TOBHILIEH Opoii Makpodaru ¢ posen Ha Xxemodaronurosa. Ilpu aerero e
IIPOBe/ICHO JieyeHue chrnacHo mpoTokoid HLH-2004 u e mocTurHara napuuania
PEMHCHS.

117. Ctosnosa [I., B. Kanepa, M. PaurenoBa, A. Crosxosa, I1. Yaksposa, C.
Koctopa. CbBpeMeHHa JHATHO3a HA YCIIOXKHEHUATA [IPH TanaceMus Maitop. XIIT
Kouzpec no neduampus, Hecedbp, 28-31.05.2015

Pesiome:
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TanaceMUYHHTE CHHIPOMH CE€ XapaKTEPU3UPAT C MYITHOPTaHHHM YCIOKHEBHA, YHATO
MIPEBEHIHS H JICUCHHE ONPEACIIIT NIPOABIDKHTENHOCTTA U KAYECTBOTO B JKHBOT Ha
NalHeHTHTE.

IMpuyHEY 32 YCIOXKHEHHUATA Ca aHEMHUSATA, XKeJIe3HUS CBPbXTOBApP, TOKCHYHOCTTA HA
XeJaTHpalUTe MEIHKAMEHTH 1 CBITBTCTBAILUTE TPAHCMUCUBHH HH(PEKIMH.
CeBpeMEHHUTE METOAN Ha JUATHOCTHIIUPAHE Ha TE3H YCIOKHEHHA ca 1abopaTopHH,
WHBa3MBHU XHPYPIHYHH H 00pa3Hyl U3CIeaBaHU, BKIoYBay coHorpapus, MPT,
(epuckan, PpuOpockaH B ocTeofecH3NTOMETpH. Te3u METOAM JaBaT Bb3MOXKHOCT 34
NPABHJIHA OLEHKA Ha CTEIICHTA Ha YBpeXXJaHe U Ha eeKTa OT NIPOBEIKAAHOTO
JieyeHue.

Beiirapust pasnonara ¢ BCHYKH BE3MOXKHOCTH 324 ChBPEMEHHA OLSHKA Ha JKENEe3HHA
CBPBXTOBAP M CHOTBETHO KOMITIEKCHO JledeHuE. HanpaBeHa € OLieHKa HA KIIMHHYHUS
cTaryc Ha OBArapcKHTE MALMeHTH KbM nexeMBpH 2014 r. ¥ ca mocoueHH ObAeIINTE
HACOKH B KOMIUIEKCHHTE IPHIKH 32 MALUEHTHTE C TaJaceMHs.

118. B. Kanesa. bonect Ha Willebrand npu neua. XVI Hayuwonanna kongepenyus 3a
OIJT u neduampu ¢ mesicoynapoono yuacmue. Ilpasen, 09-11.10.2015

Pezome:

Bonectra Ha Willebrand (BB) ¢ Hali-uecToTO HacneICTBEHO HAPYUICHHUE HA
KPBBOCKCHPBAHETO, KOETO 3acAra okono 1% oT HaceneHuero Ha ceera. JIbnxu ce Ha
TEHETHYHO JIETEPMHUHHPAHO KOJTUYECTBCHO HAMAaNABaHe WK Je(eKTHa CTPYKTYpa Ha
daxropa va Willebrand (OB). B 3aBucHMOCT OT cTeneHTa Ha feGUUUTHUA paKTop H
BHJA HA (DYHKLIHOHAIHATA HEITBIHOLIEHHOCT ¢ KIacH(UIMpa HAa TPU THUIA — THI 1,
Tdn 2 1 Tyl 3. OeHOTHIBT HA KBPBEHE € Pa3IHyeH, KaTo 3a THIMYHH NPOABH CE
NPHEMAT KOKHO-TUIABUYHHTE KPHBOHIIUBH {CIIUCTAKCHC, KEPBEHE OT BEHIIUTE,
EKXHMO3H) W MEHOPATHs MpH skeHuTe. [Ipy THO 3 KITHHHYHATA KapTHHA MOXKE ZIa
Hanogo0K xeMOQUIHA.

B noxiaa ca npeacTaBeHH 0coOEHOCTHTE B KIMHHYHATA U35BA M alTOPUTBMa Ha
JMAaTHOCTHYHO M TeparieBTH4HO noeeaeHue npu bB. O630pHara JacT e MoJKpeneHa ¢
6 cay4as Ha neua ¢ BB, nporesknamy neyenue B LleHTHpa 32 KOMIIIEKCHO JISUCHHE
Ha xemoduus u tanacemust B YMBAJL “Ce. Mapuna “ — BapHa.

119. Muuega H., 11, Pauepa, B. Kanepa. [InpBUYcH Ha3alleH MUETOHAEH CApKOM:
neauaTpudeH KiuHudeH cnydail. 10-u Hayuonanen konzpec no xemamonoaus, 10-u
Fankarncku xemamonozuunu oxu. [pasen, 22-25.10.2015

Pe3zome:

Muenoanuar capkoM (MC) e psabk exkcTpaMeaynapeH 3J10Ka4eCTBEH TyMOp,
CBCTOAIIL C& OT He3peNH MUENIOUAHH KIeTKH ¢ Hail-pa3Hoo0pasHa JoKanu3auss —
KOCTH, KOXa, TMM(HHA BH3/1H H MekH ThkaHH. MC 0OHKHOBEHO € acoLluupaH ¢ ocTpa
MHEIOHIHA JIEBKEMHS MJTM XPOHHYHH MuenolpoaudepaTuBHy Heomasuu. Ilossara
pa MC B HOCHATa KYXHHA 1 CHHYCHTE € U3KIIUHTenHo psnka. Juarnosara MC e
TpyQHa U gecTo ce ObpKa ¢ muMboM wik crado AudepeHIHpaHH TYMOPH.
Hacrosmusar cnyyaii € Ha 14-rogHITHO MOMHYE MPEACTABHIIO CE ¢ MOAYBAHE HA
IACHO KPUiIo Ha Hoca. [IpoBeieHaTa KOMITIOTapHa ToMOTpadus yCTaHOBABA
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(opmalis, aHraXkupallia MakCHIAPEH CHHYC M Ha3alHH MekH Thkaud. Crles Guorcus
€ II0CTaBeHa Juarnosa pabaomuocapkoM. [Ba Mecena no-KbCHO CIE/l PEBU3HS U
HMYHOXHMCTOXUMHH € npueTa quarfosa MC. KocTHOMO3BUHHTE U3CIeIBANIS
TIOKa3BaT, Y€ C€ Kacae 3a 0CTpa MHENOUIHa neBkemus. [IpoBeneHa e xumMuoTepanis
no npotokol AML BFM. Cay4aar mokassa CIOKHOCTTA B IHArHO3aTa Ha oNo0HH
JIE3UH H HEOOXOJUMOCTTa OT BHHMATEIHO HHTEPIPETHPAHE HA BCHYKH KIMHAYHH,
PEHTIEHONOTHYHH, XMCTONATOJOTHYHH H UMYHOXHCTOXHMUYHM PE3YATATH.

120. Kanesa B. Penxu Gonecty B Bbnrapus — CHCHK, PETHCTRD, EKCIIEPTHH
LeHTpoBe, pedepentru Mpexu. XVII Hayuonanna xonpepenyus 3a OILT u
neduampu. CnpHues Opar, 21-23 maid 2016

Peziome:

Cren kpaTka BbBEXKAAIIA EITH/IEMHOIOTHYHA MHGOPMAITUS 32 PEAKHTE BONECTH B
Boiarapus ¥ IpeJCcTaBsHE HA Hali-PEAKHTE HOZOJIOTHYHY SAUHHULIH B CBETA ABTOPHT
npaBH 0030p Ha JOCTHXKEHHATA B 00/IacTTa Ha PeKuTe OONECTH B HAIlIaTa CTPaHa 1o
OTHOIICHHE M3TPAXKIAHETO HA HAIIMOHAIEH PETHCTHP, EKCIICPTHH LIEHTPOBE U
HaIMOHAIHY pedepEeHTHH MPexcH,

121. Kanesa B. MuxuburopHa xemodunus. KIMHUYHO H TepaeBTHYHO IIOBEIEHHE,
VII Hayuonanna konghepenyus 3a pedxu bonecmu u nexapcemsa cupayu. 11nosus, 9-
10 cenremBpu 2016

Pesiome:

Pasputrero na uaxuburopu cpemy FVIIL winn FIX npy narpents ¢ xeMohuIns e
€IHO OT Hal-CEPHO3HHUTE YCI0KHEHHUA H UMa IOJIEMH KIHEHYHE U HKOHOMHYECKH
NOCHENUIHE. ABTOPBT IIPEACTABS CHBPEMEHHHUTE KOHLEMITHH OTHOCHO CTPATErHUTE 32
peayrupaHe Ha PUCKa OT TAXHATA [OsBA M [PENOPBKY 38 KIMHUYIHO H TEPAITEBTHYHO
IIOBe/IEHHE.

122, Urnatosa 1., B. Kanesa. Criy4aif Ha fileTe ¢ HHXHOMTOpHA XeMOMHIHA A U
HETaTUBMPAHE HA WHXMOHTOPHUTE aHTHTENRA CIEA NPOQUIAKTHIHO [IPHIOKEHHE Ha
aPCC (FEIBA). VII Hayuonanna xongepenyun 3a pediu 6orecmu u aexapemea
cupayu. IInosaus, 9-10 centemepu 2016

Pesziome:

I[IpencTass ce cnydail Ha 3-TOIUIHO JIeTe ¢ HHXUOUTOPHA XeMOMHIHA A, IPH KOETO
€ IIOCTHIHATO HEraTHBHPaHe Ha WHXMOUTOPHUTE aHTUTENA CIICH NPOGHIAKTHIHO
npunoxenye na aPCC (FEIBA). B momenTa npodunakrukara ¢ FEIBA mpoasiikapa
fe3 perucTpupaHe Ha enU30/(1 Ha KbpBeHe.

123. Xpucrososa X., M. Bengera, E. IleteBa, b. Mapuncka, K. [etposa, C. Hyxoga,
E. IHupoxopa, B. Kanesa. Mucunuaen nuader, kato HayanHa u3gasa Ha Langerhans-
KIETBYHA XUCTHOIMTO3a — Ba CIyYas 3a IEPUOJ OT SOHA FoauHa. I4-u Hayuonanen
KoHzpec no neQUampus ¢ MexcoyHapoono yuacmue, Boposery, 27-30 centemppu 2018
Pesiome:

Langerhans-xieTp4HaTa XHCTHORKTO3A € pALKo 3a001BaHe B JIETCKATa Bb3pacT. B
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MajIKa 4acT OT CIydaute T4 Moxke Ja NeOTupa ¢ NMposdBH Ha NEHTPalICH HHCHITHACH
OHabeT.

ETHomornyna QHarno3a npy H30JIHpaH LEHTPaleH HHCHITHACH JHa0eT ce MOCTaBs
TPYIOHO — clief OHOTICHS Ha BU3yaIH3HpaHa JIE3Ms P MArHUTHO-PE30HaHCHA
tomorpadus (MPT) B xurnoranaMmo-xunohuzapHara 0071acT HIH OTIOXKEHO BbB
BpEMETO TIPH [IPeABA Ha JIE3UH B APYTH OPraHM M CHCTEMH.

IpencraBsame qBa Ciaydyas Ha Iela ¢ H30JHPaH [eHTpalieH HHCHITHAEH AHabeT, KaTo
HAYATHA KIHHUYHA TposBa Ha Langerhans-xieTsyHa xuctuouurosa. M npu nsere
neua Langerhans-KieTb4Ha XMCTHOLHMTO3A € 3all0N03PAHA KIMHHYHO €1Ba ClIEe]
n00aBAHe HAa HOBH CHMIITOMHM (KO)KE€H OOPHB M XEMaTOCIUIEHOMETANUs IPH €THOTO
JieTe M OCTEONHTHYHH JIe3UH MPU Apyroto nete). Huarno3ara e BepuuUMpana cien
OHOIICHS CHOTBETHO OT KOYKHA M OT KOCTHA JIE3Us. 3all09HATO € JIeYeHHE ChINIACHO
ipenopskure Ha npotokon LCH IV ¢ kopTHKOCTEpOMAKM M XMMHOTEPANEBTHIIH.
[MposeHuTe Ha HHCHIIH/EH NUabeT He Ce NOBIMAXA OT NPOBEKAAHOTO JIEUeHUE H
TOTHAMIICO-TIONUYPUIHHAT CHHIPOM C& KOHTPOJIMPA Upe3 TIPHEM Ha desmopresin
acetate. QCTaHATUTE KIIMHHYHY CUMITOMH NPETHPIsXa 00paTHO Pa3BUTHE CIE]
IpoBeAeHOTO NeyeHue. [Ipu eqHoTo AeTe ce perucTpupa paHeH peruausB ¢
aHrakupane Ha TUMQHU BB3NU U 651 apob.

TIpocnensBaHETO Ha AEHA C H30MHPaH [EHTPaleH HHCHITHIEH JHabeT BKIiouBa
HEPHOUYHO U3CNIeIBaHE Ha XHIIOTanaMo-xunogusHaTa obnact upe3 MPT u
BHMMAaTeJIHO HabIIoACHME 3a [10Ba HA HOBHU CHMIITOMH XapakTepHH 3a Langerhans-
KJEeThYHA XUCTHOLIMTO3a OT CTPAHA Ha KOCTHTE, KoxkaTa K Oenus npod.

124. Tleresa E., C. HyxoBa, M. Benuesa, X. Xpucrososa, b. Mapuncka, K. [leTposa,
K. Ilupoxosa, B. Kanesa. XeMaHroMH B KbpMauecKa Bb3pacT: 7-rOJMIIEH OIUT Ha
KJIHHUKATA 110 feTcka oakoxeMatosorus, YMBAJL ,,Ce. Mapuua® — Bapua. 14-u
HayUoOHANEeH KOHZpec no neduampus ¢ MesicdyHapooHo yvacmue, boposen, 27-30
cenremepu 2018

Peziome:

XeMaHrHOMUTE ca ZOOPOKaYeCTBEHH HOBOOOPa3yBaHHUs OT ChJOB IIPOU3XO C
yecToTta 4-10% B KbpMadecka Bb3pacT. XHIOKCUATA [I0 BPEME HA MHTPAYTEPHHHOTO
passuTHE ce 06CHK/Ia KaTO OCHOBEH TPHrep 3a BE3HMKBaHeTo uM. Oxono 10% ot
XEMaHTHOMUTE B KbpMauecka Bb3pacT MOANEKAT Ha JEUCHHE, HO MOPaJi TONEMHTE
CH pa3MepH M crielidUIHa JTOKaIu3alus Ca ¢ IOTEHIHATIHA Bh3MOKHOCT OT
nedopmanyu, yauepamud U uagexrapane. Ot 2008 r. MeauKaMeHT Ha MBPBH U3bop
e propranolol, uuaTo e(peKTHBHOCT € yCTaHOBEHA OT Leaute-Labreze.

B JleTcKa KIMHMKA 110 KIMHKYHA XEMATOJIOTUs U oHKonorus kbM YMBAJT ,,Cs.
Mapuna“ — Bapna B nepuozna 2011-2018 1. ca peructpupanu 64 nena ¢ xeMaHrHoMd
B KbpMauecka Bb3pacT. HecroTara uM npeBanupa ¢ 2:1 B xxeHckns noiu. Cpeznara
BB3pACT IIpH JHArHo3aTa e 6 Mecena. Exuo oT genata e B pexxuM Ha Habironenne 6e3
AKTHBHO JIeUeHHE [OPa;j¥ JAHHM 32 aBTOUMYHEH THPEOUIUT, a IPH APYro ce
OCLIIECTBH OMEPAaTHBHA MAHUITYIAIMSA C Ie] OTCTpaHABaHe Ha HOBOOOPa3yBAHMETO,
Ha tepamust ¢ propranolol ¢ mocTeneHHO MOBHINABAHE HA J03aTa M HENOCPEACTREH
MOHHTOPHHT ca BKIoueHH 61 nema. [Ipu mBe OT nenara Tepanusara € npeKparesa:
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IPH E€AHOTO —~ I10 XKENaHHE Ha POJMTEINTE, a IIPH BTOPOTO — IIOpaaH eKk3auepbauus
Ha nojexamna dpouxuanrna act™a. [Ipu 3 oT feuara ce perucTpupaxa CTpaHHYHU
e(eKTH 0T MeIMKaMeHTa IPH THTPHPAHE HA [032T4 CHOTBETHO C IIPOSBH Ha
GpanuKapaus, XHIOTIHKEMHA H apTepHanHa XurnoTeH3us. OcraHaIuTe NalHeHTH ca
¢ 10OBP TONEPaHC KBM MEIMKAMEHT2 H 3aI0BOIUTENIEH OTTOBOP KbM JIEUEHHETO TIPH
CITUPAHETO MY.

125. Kanesa, B. bonect Ha Willebrand. Penku HapylleHust Ha KpbBOChCHpBaHe. [4-u
Hayuonanen xonzpec no neduampus ¢ mexcoynapoono yuacmue, bopoger, 27-30
centemBpH, 2018

Pesrome:

ABTOPDT NPECTaBA ChBPEMEHEH 0020 BhpPXY [ATOTCHE3aTa M (PEHOTHIIHATA M35Ba
Ha 6onecT Ha Willebrand v penxuTe HapylueHus HA KPHBOCECUPBAHE U AKTYATHHTE
JHATHOCTHYHU U TepalleBTHYHH AJITOPUTMH 38 KIMHUIHO TOBEAEHME.

126. Bnaxosa 1., b. ABpamoga, T. Xpucrosa, M. ropnaHOBa, B. Kanesa, M,
Crnracosa, M. bengesa, H. Cnacos, K. Brusapos, H. IOpykosa, A. Myuurosa, A,
banues, [I. Ctosmnosa, [I. KorcranTuHOB. OcoGEHOCTH Ha CHBPEMEHHOTO JIEYEHUE HA
XOMKKHHOBHA JTUM(OM B IETCKa BB3pacT. PesynraTtu ot npuiaranero na EURQ
NET-PHL-C1 TepancrideH nporokon B bearapus. 14-u Hayuonanen xouzpec no
neduampus ¢ Mesicoyrapooro yuacmue, Boposen, 27-30 centemppu 2018

Peszwome:

XOmKKHHOBHSAT TMM(OM € €IHO OT Hal-yCIIeNIHO JeYMMHTE 3JI0KAYECTBEHH
3abonABaHUA IpH Jena U IoHomH. [lopany BHCOKHS TIPOLIEHT HA HALIMEHTH C
IOBITOTPaiHA NPEKUBIAEMOCT MOJEPHHTE TEPALICBTHYHH CTPATETHHU CE (POKYCHPAT
BBPXY HAMalABaHEe Ha KHCHHUTE YCIOMKHEHMA OT JICUEHUETO U OCHTYPSBAaHE HA BUCOKO
KaueCTBO Ha KHBOTA, ToBa Ce IMOCTHIA YPe3 PUCK-aJalITHPAHA KOMILICKCHA TEPAITHS,
Euro Net-PHL-C1 mpoTokos € IEpBOTO HHTEPHAIMOHATHO TEPAIERTHYHO
Ipoy4BaHe 3a Knacudeckd Tumbom Ha Hodgkin npu fena W BB3PACTHH, BKIIOYBALI
I'bPBA M BTOPA JIMHMA Ha TEPAHA M OLIUT 33 PEAYKLIM Ha OCTpaTa ¥ JbAroTpaiina
TOKCHYHOCT HA XMMHO- H JTBUENIEUEHHETO Ype3 HaMasIBaHe Ha TEPAIICBTHYHUS 00eM
IPHU NAaLUHEHTUTE, KOUTO HOHACTOALIEM Ca CBPBXJICKYBaHMU.

Brearapckure negraTpUYHE OHKOXEMATOIOTYHHU LIEHTPOBE CE BKIIOUHXa B MEMK(UHHA
dopma npeny obHIMATHOTO BKIIOYBAHE B IPOYYBAHETO OT Mec. HoemBpH 2016 T,

127. banues A., . Croanosa, 1. Uruaroga, E. ITetesa, B. Kaaesa, C. Kocrosa, A.
Ilasnosa, M. Onnenbypr, A. Juuera, [, Koncrautunos. YecToTa Ha CTABHO
KbPBEHE, KITHHHYEH U eXOrpad)cKy CTABEH CTATYC MPH MAIHCHTH ¢ XeMOpuus —
CPaBHEHHE MEXIY IBE MOJIEMH IIALMEHTCKH KoXopTH B Beirapus u Fepmanus, 14-u
Hayuonanen xouepec no neduampusa ¢ meacoynapodno ywacmue, boposen, 27-30
cenrreMBpu 2018

Pesiome:

BrBenenne: XeMapTpo3uTe MpeJCTaBlsIBAT THIIHYHA H34BA Ha XeMODHIHATA.
Brrpeku Hanpeaska B Tepanusta, 90% oT mauueHTHTE ¢ Texxa Gpopma Ha 6omecTTa
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1 43% ChC CpeHO TEXXKA [TOKA3BAT CTABHU U3MEHEHH B CPaBHUTEIHO PaHHa
BB3pAacT.

Ifen: Jla ce OLeHHU pa3nuKaTa B CTABHOTO 3/1paBe MIPH MaHEHTH, JISKYBAHH C
BHCOKOZO30B NMPOQHIAKTHYEH PEXUM, 3aII04HAT PaHO B KHMBOTa HA HHIUBUA, B
CpaBHCHHUE C TIALUEHTH, JIEKYBAHH C HHCKO- JIO CPEIHON030B MPpohHIaKTHICH
PEXUM, 3aIT0YHAT I10-KBCHO B UMBOT2 HA NAIMEHTA.

Metoau: V3BBpIICHO € CPE30BO, IPOCHEKTHBHO [IPOYYBAHE BBPXY IPOU3BOIHA
M3BAJIKA MAMEHTH OT MBIKKH [0 ChC CPEAHOTEKKA U Texka Mo ¢opma Ha
xeMounus A u B, nexyBaHU U IPOCISHIBaHH B TPU OBIrapckyl KIMHUKH H €IUH
HEMCKH XeMO(HIMYEH HeHThp. bbIrapckaTa M HEMCKa KOXOPTa MalUeHTH ca
CpaBHEHH CIIOpEe] YeCTOTaTa Ha CTABHO KBEPBEHE, Pe3yNTaTUTe OT KIHHHYHHS CTaBeH
craryc (Gilbert score) u exorpadeku craBeH crarye (HEAD-US score).
Pesynratu: O6xBaHari ca 166 nauueHTa OT MBKKH II0JI HA CpefiHa Bb3pacT 18
roguuu (Menuana). HeMckuTe nauneHTH, IeKyBaHH C MbPBHYHA NPODHIAKTHKA,
nokassar 13 meTH MO-HHCKA YECTOTA Ha CTABHO KBPBEHE, MO-J005p KIMHHYEH
craBed ¢taryc (3 bTH MO-HUCKK CTOMHOCTH B ckayiaTa Ha Gilbert) 1 mo-go6np
exorpadcku craged craryc (1.5 mbTy no-Hucku croiinocTu B ckamata HEAD US) na
HUBO MAaIUEHT C YCTAHOBEHH CTABHH U3MEHEHH.

Hzsoau: IIpoBeaeHOTO MpOoyYBaHe JOKA3BA, Y€ [I'bPBHYHATA BHCOKOI030Ba
npoQUIaKTHYHA TEPAITHs € OT OCHOBHO 3HAUCHHE 33 3aIIa3BAHETO Ha CTABHOTO
3/[pase TPH MALHEHTH ¢ XeMOGHIHA.

128. Kanesa B. JluarnocTHyeH oaxo/ pH Jeua ¢ kepene. XX iObuneiina
nayuonanna kongepenyus 3a OILT u neduampu ¢ mesicOyrapoorHo ywacmue.
Cirpaues Opsr, 23-26 mait 2019

Pesiome:

KpBBOU3IHBUTE [PH [E1[a ¢a CEePUO3HO KIMHHYHO NPEJH3BUKATENCTBO, H3HCKBAIO
Obp3a U TOUHA quarHo3a. [[pMYHHUTE 38 KBPBEHE MOTaT Ja 0bJaT TPHBHAIHH, Ja C&
IBDKAT Ha ITGPBUYHO HAPYLIEHHE Ha KPbBOCBCHPBAHETO WM JIA CA CBLP3aHH C
HOTEHIMANIHO CEPHO3HH CUCTEMHH 3a00Ms1BaHus. Bb3 OCHOBA HA €THOJIOTHATA TC CE
KATErOpu3HpaT B HAPYIEHHS, 3aCATAILM ChIOBATA CTEHA, TPOMOOLUTH HITH
KOaryJalHOHHa Kackaaa u MOraT 1a 6baaT Hacle/ICTBEHH HIH NpuaoduTtu. B
npeacrasedis 00630p ¢ NPEANoKEH CHCTEMATHIEH AMATHOCTHYEH TToNXo[, 6asupan
Ha 061y ¥ creudUYHN aHaMHECTHUHH JaHHK, 00SKTHBHO HU3CIeABaHe H (PEeHOTHII
Ha KBPBEHE ChC CKPHHUPALTH ¥ CIENU(HYHN Jab0paTOpHH H3CTEIBAHUS.

VUACTHE B UYKIECTPAHHH HAYHYHH ©®OPYMU C ITYB/IHKYBAHH
PE3IOMETA/TOKJIALH B CEOPHHIH
(Pesromemama ca Ha ananuticku 4 6va2apcKu e3ux)

129. Pancheva-Dimitrova R., V. Kaleva, I. Racheva, M. Belcheva, H. Hristozova, M.

Georgieva, S. Kertikova, V. Tsaneva. Possibilities for prophylaxis of oral and
gastrointestinal mucositis in children aged 0-7 years with malignant diseases with the
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help of probiotics. 14-th UEGW, Berlin, 2006; A 327. Gut Endoscopy 2006; Suppl.
II; 38

Pesiome: BvamosicHocmu 3a npo@uiaKmuKa Ha opanen 4 CROMAWHOYPEEEH MYKOIUM
npu deya na svspacm 0-7 200unU CoC 310KAUeCmEeHy 3a601A6aHUA C NOMOWMA HA
npobuomuyu

Llea Ha MPOYYBAHETO € J1a ¢ OLIEHU NMPOMUIAKTHYHHSA ePekT Ha NpoSHOTHKA
Bifidobacterium bifidum ro oTHOILICHHE HAa PA3BUTHETO HA MYKO3UT IIpH JIENA C
OJIJI, nexyBanu mo npotokoi ALL-BFM 2000. BkmoueHH ca 25 nanmenTa Ha
Bb3pact oT 0 g0 7 roausu. [Ipo6uoTHka e npunaran B 1o3a 3 x 10'° B npogsmkemme
Ha 7 nau npu 8/25, a ocranamute 17/25 He ca nony4asaiy KaTto NOIBIHEHHUE KbM
OCHOBHATA Tepanus. 3aKIIUEHHETO €, Y& IPHEMET Ha PODUOTHIIM HMa
MPOTEKTHREH E(PEKT BBPXY MYyKO3aTa Ha FacTPOMHTECTHHAIIHUS TPAKT H MOXE 1
ITIOMOTHE 33 NPOQUIAKTHKA HA OPATHHS U TACTPOHHTECTHHANIEH MYKO3HT.

Abstract: The aim of the study was to evaluate the prophylactic effect of the probiotic
Bifidobacterium bifidum on the development of mucositis in ALL patients treated
with ALL-BFM 2000 protocol. 25 patients aged O to 7 years were enrolled. The
probiotic was administered at a dose of 3 x 10'° for 7 days at 8/25 and the other 17/25
were not received in addition to the main therapy. The conclusion is that probiotic
intake has a protective effect on the gastrointestinal mucosa and may help to prevent
oral and gastrointestinal mucositis.

130. Peteva E., V. Kaleva, M. Beltcheva, H. Hristosova, I. Ratcheva. Toxic hepatitis
during chemotherapy of children with acute lymphoblastic leukemia. ESPGHAN
Young Investigator Forum. Spitzingsee, Germany, June 12-15, 2008

Pesziome: Toxcuuen xenamum no epeme Ha XUMHOMEPanus nd deya c ocmpa
numpobracmua neeremus

Llenra na npoy4BaHeTo € /1a Ce aHATH3HPA YECTOTATA i KIMHHKO-Ta60paTOPHOTO
NpEICTaBsAHE Ha IUTOCTATHYHO HHAYLIMPAHATa XENaTOTOKCHYHOCT IIPH fIENa ¢ OCTpa
nuMdob:aactHa geskemust (OJIJT), mpopexpau neuesnse no mpotokon ALL BFM
2000.

IManuents 1 Metoau: 3a nepuona 2001-2007 r. e npoyuesa TpaHCAMUHAZHATA H
XONIOCTaTHYHA akTUBHOCT MpH 60 mena ¢ OJIJ], npoBexaaniy neuyeHue no npoToKoII
ALL BFM 2000 8 Knuuukara ro geTcka oHkoxemMaTosoras Ha YMBAJTT ,,Cs.
Mapuna” — Bapna. 3a TOKCUYEH XENaTUT € NpueTa NadopaTOpHATA KOHCTENAUMS OT
YCTHPUKPATHO noBuineHyd ctoitHocTy Ha I'OT u I'TIT u nykpatHo na ['TII, AD u
ounupyoun. Ipy BCHYKH MaleHTH C TOKCHYCH XCIIATHUT Ca IPOYYEHH H CEPYMHHTE
MapkepH 3a xenatuT C, xenatuT B, CMVu EBV-undexuun. Anamsupanu ca
KIWHUKO-Ta00paTOpPHATa M35Ba U YeCTOTATa HAa TOKCUYEH XETATHT B 3aBUCHMOCT OT
(azuTe Ha LMTOCTATUYHUSA IPOTOKON, BU/A Ha PHIATAHHUTE MEJMKAMEHTH,
HauyueTo Ha HBsAg u cepymun antutena cpeuty Bupyca na xenatutr C, CMV u
EBYV. Ilpu BCcHYKK NALUEHTH € TPOBEACHO XEMATONPOTEKTHEHO JeYEHHE H €A
aHATH3UPaHHU MONYUESHUTE PEIYITATH.
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Pesysrrati: ToxcHyeH xenaTuT € peructprpad npH 23 nena (38%) B 79 coyqas. [ipn
17 (749%) oT TAX € HoKa3aH B X0/Ja Ha PEAOBHY H3CIICBAHM, U3HCKBAHH OT
pOTOKONA, & TIpH 6 (26%) — 10 noroa KTUHKHIHHK 1tpossH. [Tpu 6 cnydas (10%) e
JIOKa3aHa monoxuTenna ceponorus 3a xenatut C u npu 1 (6%) — nonoxuTeneH
HBsAg. Auturena cpewty CMV u EBV ca nokymentupanu npu 24 (40%) mauyentu
— 1 (6%) c IgM-CMYV, 14 (94%) c 1gG-CMV, 9 (100%) ¢ 1gG-EBV. C naii-ronsma
4eCTOTa TOKCHYEH XEHATUT € TOKYMEHTHPaH BBB (pa3za Ha NOIBPIKALIO IeYeHHE
(42%), cnepsana ot (asa Ha koHcoaugauus (36%) u unnykuus (26%). B xona na
XEeNaTONpPOTEKTHBHA TEPAITHS IHTOCTATHYHOTO JIeUeHue € peknseBano npu 7 (30%)
Jela 3a 11epuo He Mo-ABIEr OT 2 CEAMULIH.

3akmoueHue: TOKCUUHMAT XEIATHT € HecTo ycaoskHeHue npu aeua ¢ QJII,
npoBexaaiy JieueHue ¢ mporokost ALL BFM 2000 u npeanomnara no-4ecT KOHTPOI
Ha vepHoApoOHaTa QYHKIUHMA C OTMe]] IPUIaraHe Ha CBOEBPEMEHHO
XeNnaTonpoTeKTHBHO JICUCHHE.

Abstract: The purpose of the study was to analyze the incidence and clinical
presentation of cytostatic-induced hepatotoxicity in children with acute lymphoblastic
leukemia (ALL) undergoing ALL BFM 2000 protocol.

Patients and methods: For the period 2001-2007, the transaminase and holostatic
activity of 60 children with ALL were examined under the ALL BFM 2000 protocol
at the Clinic of Pediatric Oncohematology of the University Hospital “St. Marina™ -
Varna. Laboratory constellation of four-fold elevated GOT and GTP and two-fold
GTP, AF, and bilirubin was considered toxic to hepatitis. Serum markers for hepatitis
C, hepatitis B, CMV and EBV infections have also been studied in all patients with
toxic hepatitis. Clinical laboratory expression and frequency of toxic hepatitis were
analyzed depending on the phases of the cytostatic protocol, the type of medication
administered, the presence of HBsAg and serum antibodies against hepatitis C virus,
CMYV and EBV. Hepatoprotective treatment was performed in all patients and the
results were analyzed.

Results: Toxic hepatitis was reported in 23 children (38 %) in 79 cases. In 17 (74%)
of them, it was demonstrated in the regular studies required by the protocol, and in 6
(26%) it was due to clinical manifestations. Positive serology for hepatitis C was
demonstrated in 6 cases (10%) and HBsAg positive in 1 (6%). Antibodies against
CMYV and EBV have been documented in 24 (40%) patients — 1 (6%) with IgM-
CMYV, 14 (94%) with IgG-CMV, 9 (100%) with IgG-EBV. The highest frequency of
toxic hepatitis was documented in the maintenance phase (42%}), followed by the
consolidation phase (36%) and induction (26%). During hepatoprotective therapy,
cytostatic treatment was interrupted in 7 (30%) children in this case for no longer
than 2 weeks.

Conclusion: Toxic hepatitis is a common complication in ALL patients undergoing
ALL BFM 2000 protocol and suggests more frequent control of liver function with a
view to timely hepatoprotective treatment.
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131. Georgieva M., E. Valtcheva, I. Ratcheva, M. Belcheva, V. Kaleva. Expirence:
Gastrointestinal Problems in children with Thalassaemia major. LTC10. International
Thalassaemia Conference, Singapore 8-11.10.2008

Pestome: I'acmpounmecmunainy YeAONCHEHUA NPU RAYUCHMY ¢ MATACEMUR MALiop
FacTpounTeCTHHAIHUTE YCIOKHEHHS H B HACTHOCT — YEPHOAPOSHHUTC YBPEIK JAHHA
npy Jena ¢ Tanacemus Maiop (TM) ca 4ecTH nposBY B X0Ja Ha MIPOBEXKIAAHOTO
TpaHchy3HOHHO JIEUEHUE M CH3JaBAT CEPHO3HY KIIMHHYHHE H TEPANeBTHYHH
npodIeMH.

Llen: [la ce mpoyyu uecToTaTa, KTHHUYHOTO NPE/ICTABIHE U JEUEHHETO Ha
YEPHOAPOOHUTE yCIOXKHEHUS NIpH geua ¢ TM.

Marepuan u Metoau: 3a nepuoaa 1987-2007 r. ca usciieiBaHy PeTPOCHIEKTHBHO 51
nena ¢ TM — 24 momuuera 1 27 MoMueTa Ha Bb3pacT ot 11 Mecena 1o 25 roguum.
Ipoyyenu ca KIMHMYHATA KapTHHA HA YCPHOAPOOHHTE 3a00/1ABAHHA H TEXHHUTE
OHOXMMWYHH IOKA3aTeNH, CEPONOTHYHHTE MapkepH 3a B u C xenarur, naHHuTE OT
abIOMHHAITHOTO YIITPACOHOTPA{CKO H3CIIEABANE, IPOBEACHOTO JIEYEHHE U
KIMHHUYHOTO PA3BUTHE Ha XEMATAITHATE YCIOKHEHHS.

Pesymratu: IIpu 39 (76.47%) ot uscnexsanuTe gena ca perHCTPUPAHy YEPHOAPOOHM
ycnoxxHeHus. Haii-uecTuTe KIMHHYHY IPOSIBY ca afHaMUs, 3aryba Ha Terjio, HKTep
u xenaroMeranus (100%), pedpunuter (44%), actut (13%), nanMapen/iaHTapeH
eputeM (8%) u otouer cunapoM (5%). JlabopaTopHHUTE H3CTEBAHHS [TOKA3BAT
abHOpMHH CTOWHOCTH Ha cepyMHH TpaHcamuHasu (100%), I'TTII (79%),
npoTpoM6uHOBO Bpeme (31%), cepymen anbymun (15%), xomecrepon (10%),
xomuuecTepasa (8%) u pubpunorex (5%). Ilosutusnm HBsAg- u anti-HCV-
aHTHTEIa ca JOKYMEHTHPAHH CHOTBETHO NIpH 2 (5%) u 9 (23%) mena. C naii-roaama
4eCTOTa [IPH YITPACOHOrPa)CKOTO H3CIEABAHE Ca HAMEPEHH YepHOIPOOHA
xumepexorensoct (100%), ypenudeH uepen npob (95%) u acuut (13%). B
TEPANEBTUUHM AlICOPUTHM Ca BKIIOUEHH XeNIaTHPAIIH MEAHKAMEHTH,
IOJIMBHTaMHHH, XENaTOMPOTEKTOPH, lIa3Ma, XyMaHanOyMHUH U AuypeTHiH, He e
IPOBEKAAHO IEYEHHE C MPOTHBOBUPYCHH MeauKaMeHTH. OT XemaropeHaleH
CHHAPOM € MOYHHAN €/IMH MalUeHT.

Hspoau: T'acTponHeCTHHANIHUTE YCIOXKHEHHS py nauneHTd ¢ TM ce npeacragat
HaH-4YeCTOo C KapTHHATA HA TEKKO TPOTHYALIM YepPHOAPOOHH 3a00/IABaHust, KOMTO,
HE3aBUCHMO OT APYTUTE YBPEKIAHHsA, MOTAT J1a OMPeAEIAT JIOIA NPOrHo34a.
Jleuennero Ha Te3u GONHH € IPOABIDKUTEIHO U TPYAHO ¥ HRHCKBAT ChBPEMEHHH
CXEMH Ha IPOTHBOBUPYCHA TEPaIIHsl.

Abstract; Gastrointestinal complications, and in particular liver damage in children
with Thalassaemia major (TM), are frequent manifestations of transfusion therapy
and pose serious clinical and therapeutic problems.

Aim: To study the frequency, clinical presentation and treatment of liver
complications in children with TM.

Material and Methods: For the period 1987-2007, 51 children with TM were
examined retrospectively — 24 girls and 27 boys aged 11 months to 25 years. The
clinical picture of liver diseases and their biochemical parameters, serological
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markers for B and C hepatitis, the data from abdominal ultrasonographic
examination, the performed treatment and the clinical development of hepatic
complications were studied.

Results: In 39 (76.47%) of the children tested, liver complications were reported. The
most common clinical manifestations are adynamia, weight loss, icter and
hepatomegaly (100%), fever (44%), ascites (13%), palmar/plantar erythema (8%) and
edema (5%). Laboratory tests showed abnormal values of serum transaminases
(100%), GGTP (79%), prothrombin time (31%), serum albumin (15%), cholesterol

(10%), cholinesterase (8%) and fibrinogen (5%). Positive HBsAg and anti-HCV

antibodies were documented in 2 (5%) and 9 (23%) children, respectively. Liver
hyperechogenicity (100%), enlarged liver (95%) and ascites (13%) were found with
the highest frequency in the ultrasonographic examination. The therapeutic algorithm
includes chelating agents, multivitamins, hepatoprotectors, plasma, humanalbumin
and diuretics. No treatment with antiviral medicines has been performed. 1 patient
died of hepatorenal syndrome.

Conclusions: Gastrointestinal complications in patients with TM are most commonly
presented with a picture of severe liver disease that, despite other disorders, can
determine prognosis pessima. The treatment of these patients is long and difficult and
requires modern regimens of antiviral therapy.

132. Bozukov H., I. Katreva, E. Valtcheva, H, Hristozova, M. Belcheva, V. Kaleva.
Evaluation of oral changes in children suffering from T. M. 2007-2008. LTC13.
International Thalassaemia Conference, Singapore 8-11.10.2008

Pesiome: Opannu npomenu npu deya ¢ manacemus Maiop

Tanacemua maitop (TM) € Hac/Ie/CTBEHA XEMOJIHTHYHA aHEMHS, KOATO ce
XapaKTepU3Upa ¢ YBEIHUCHE EPUTPOIIOE3A U CBHP3aHH C Hed KOCTHO-CKENETHH
nepopmanuu. [IpoMeHUTE B IMHEBO-YEIOCTHATA 001aCT Ca THIIHYHYM K BOIAT [0
PA3NHYUHHE [0 BHA H T&KECT ASHTAIHH W APYTH OPaIHH [IPOOIEMH.

Llenna u3cneBaHeTO € 1a Ce MPOYYaT OPANHUTE NPOMEHH TIpH aeua ¢ TM.
Marepuani 1 MeToau: B npoyusanero ca siioueny 12 gena ¢ TM Ha BB3pact ot 18
Mecela 1o 17 romydHH, IpoRex/Iaiy jieyenre B KITMHUKaTa No AeTcKa
oukoxemartonoras, YMBAJI ,.Cs. Mapuna” — Bapua. [Ipy BcUUKH ITAITHEHTH ca
TPOBE/IEHH CUCTEMHH ACHTANHH IIPETJIe M, BKIOYBAILH 350€H, MAapOJOHTAIEH 1
OPTOJIOHTCKH CTATYC, H €& aHAJM3UPAHH TIOJIYHEHUTE PEYITATH.

Pesynararu: Ilpu 10 (84%) ot neuara ca perucTpupati OpTONOHTCKH aHOMAJIHH.
Haii-uecto e HaOI0IaBaHA SKCIIAH3MS HA 'OpHATA YeliocT ¢ IPOTPY3UA UK
npornarus (6/12), TpeMH U JUAcTEMH B ropHarta 4entoct (6/12), oTBopeHa 3axanka
(4/12), mouskora KOMOMHUpPaHA ¢ KPBCTOCAHA 3aXallKa B CTPAHHYHUTE YUaCTBIH
(2/12), nenboxa u aucranHa 3axanka (4/12) u 3604 ¢ porauuy U MHKIHHauuK (6/12).
IIpH TpH OT Jeuara ce OTKpUBa JUCILIA3Us Ha eMaiia BEB BpeMEHHO Ch3B0HE,
IOSIBHJIA Cce O BTOPAaTa rOJHHA OT 350HMA NpoOUB. IIpy BCHYKY NalUeHTH BETET Ha
emMaiina e )BITCHUKABO-KadsiB, a BeHIUTE K TuraBunmre — 6aeau. He e ycranoseHa
kcepoctomud. [Ipn 9 nena HUBOTO Ha OpalHa XUTHEHA € HUCKO,  UECTOTaTa Ha
360€H KapHec — BUCOKA.
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3akmouerHue: OCHOBHOTO 3ab0iABaHe U CBITBTCTBAIIIUTE I'G CEPHUOZHE YCIIOXKHCHHA
H3MECTBAT OPANHOTO 3/paBC Ha Heuarda ¢ T™M Ha 3aJCH IIJIaH. HepI/IOI[PI‘-IHI/ITC
ACHTAJIHH IPETIEAH U OPTOHOHTCKO JIEHCHHE, I]pO(l)IfIJ'IaKTI/IKaTa H JEYCHHETO Ha
3b0HUS KapHeC 1 ITOBHIIABAHE HUBOTO HA OpaJIHATA XHI'HCHA ca €AHK OT Haii-
BaXKHHUTEC Cl)aKTopH 34 HaMaJIABaHC Ha OPAJTHUTE NPpOMEHH IPH TE3H 6omuu. Tosa
38BHCH OIIIE OT COOHAIIHHWA CTATYC Ha CeMeiiCTBOTO H ChBMECTHATA pa60Ta Ha
XeMaTOJI03H, JICKAPH 110 ISeHTallHa MCIHIIHHA, POAHTEIH H ITAllHCHTH.

Abstract: Thalassaemia major (TM) is inheritable hemolytic anaemia characterized
by increased erytropoesys leading to bone-skeletal deformations. Different dental and
oral problems appear as a result of the changes in the oro-facial region.

Objective: The purpose of the research is to study the oral features of children who
suffer from thalassaemia major.

Material and Methods: The quarter research is performed with 12 children with TM
at the age between 1.5-17, patients of the Clinic of pediatric hematology, University
Hospital "St. Marina” - Varna. All of the patients passed through dental examinations
including dental, periodontal and orthodontic status.The received data was analysed.
Results: 10 (84%) of the examined patients have orthodontic abnormalities. Mostly
upper jaw expansion, dental-alveolar protrusion or maxillary prognatism (6/12);
spacing and diastema between upper teeth (6/12); open bite (4/12) sometimes
combined with lateral cross-bite (2/12); deep and distal occlusion (4/12); teeth with
rotation and inclination (6/12). Three of the children are with enamel dysplasia of the
milk teeth appeared till the second year of teething. All of them have yellow-brown
discoloration of the enamel, pale gums and mucosa. Objectively no xerostomia as
anomaly is found out. 9 of the little patients have low hygiene level and high rate of
dental decay.

Conclusions: The main disease and its hard complications throw children oral health
into the background. Periodical dental examinations and orthodontic treatment,
prophylaxis and dental decay treatment are the most efficient way to decrease the oral
pathology. This also depends on the social status of the family and the collaboration
between hematologists, dentists, parents and patients.

133. Miteva T., V. Kaleva, R. Stefanov. National registry of patients with
Thalassaemia in Bulgaria. 4th Eastern European Conference for Rare Diseases and
Orphan Drugs “Together for integrative approach to rare diseases”. Plovdiv,
Bulgaria, June 13-14, 2009

Peswome: Hayuonanen pezucmop na nayuenmume ¢ manacemus 6 Bvazapus
IIpencTaBenu ca nenuTe U MOZENHT HA Ch3AaBaHe HA HallHOHANIEH PErHCTh Ha
MallMeHTHTE C TanaceMus B bearapus.

Abstract: The goals and the model of creating a national register of thalassemia
patients in Bulgaria are presented.
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134. Kaleva V. Integrative approach to thalassaemia in Bulgaria. 4th Eastern
European Conference for Rare Diseases and Orphan Drugs “Together for
integrative approach to rare diseases”. Plovdiv, Bulgaria, June 13-14, 2009

Pesiome: Humezpamueen nodxod kem manacemuama 6 bvreapus

Ot umero Ha PaborHara rpyna 3a Tamacemus kbM BMCX ca npefcTaBeHH OCHOBHHUTE
3a0a4H ¢ 8 OCHOBHM CTBIIKH 3a MOA0OpABAHE HAa MPHIKHTE 3a MTALMEHTHUTE C
TajaceMust B Be/rapHs, BKIIOUBAILH: FApalLMs 32 ONITHMAIHO TpaHCHy3MOHHO
JIeYeHHE, TapaHIMs 33 ONITUMANHO M MPHCIIOCOOEHO KbM HYX(IMTE Ha BCEKH NALHEHT
XenaTHpallla Tepanus, rapaHilis 3a ONTHMANHA U afalTHpaHa KbM HY)KIWTE Ha BCEKH
MAlEHT TePaITHs ¢ XKeNs30, Ch3JaBaHe Ha LIEHTPOBE 3a TAIaCeMHA 1
HHTEPAUCIUIIMHAPHE MEIULMHCKY SKHIH, Ch3/JaBaHe HA CTAaHAapTH 3a KIMHUYHO
[OBEJEHHE 34 NAIMEHTH C TAACeMUs, Ch3/1aBaHE Ha HallMOHalHa IIporpama 3a
npoGHIaKTHKA, CHTPYIHUYECTBO C NAaLMEHTCKUTE OpTaHU3aLlM U ChAEHCTBUE Ha
MAlBEeHTHTE 33 TAXHATA COLMAIHA alanTalMs U pealu3anus, oqo0peHue Ha
excrepTHa (paboTHa) Tpyna 3a KOOpAHHALMA U IOATIOMarate Ha AeiiHOCTTa,
CBBP3aH4 ¢ MEJIMKOCOLMATHATA OpraHH3allks Ha TPHIKUTE 33 NALUEHTHTE C
Tanacemus B Bearapys.

Abstract: On behalf of the Working group at the BMSH, the main tasks with 8 basic
steps for improving the care of thalassemia patients in Bulgaria are presented,
including: warranty of optimal transfusion treatment, warranty of optimal and
adapted to the needs of every patient iron chelation therapy, creation of thalassaemia
centers and interdisciplinary medical teams, creation of standards for clinical
behavior for patients with thalassaemia, creation of a national prophylaxis program,
cooperation with patients organizations and assistance of patients for their social
adaptation and realization, approval of an expert (work) group for coordination and
assistance of the activity, connected with the medical organization of the cares for the
patient ents with thalassaemia in Bulgaria.

135. Belcheva M., V. Kaleva, H, Hristozova. Synchronous bilateral Wilms’ tumor: a
case report. 4th Eastern European Conference for Rare Diseases and Orphan Drugs
“Together for integrative approach to rare diseases”. Plovdiv, Bulgaria, June 13-14,
2009

Pestome: Cunxponen bunamepaner mymop Ha Wilms

Hedpobnacromst (HD, Tymop Ha Wilms) e eqHH OT Hal-4eCTO CPEILAHUTE CONUIHH
TYMOpH TIpH Jeuia. Bunatepannara okanu3anus € paaka u ce cpema okojo 4% 1o
7% ot Bcuuku nauneHTd. CuHxponHus OnnarepaneH H@ npeacrapnspa creniaiHo
PeAH3BHKATEICTBO 38 IOCTUTAHE Ha JIOKAIEH KOHTPOI BEPXY 3a00NABAHETO U
3amasBaHe Ha OBOpeuHaTa QyHKILKA.

TpencTass ce 1-rOZUIIHO JETE C roisiMa TyMOpHA (opMalys B ropeH adnomeH, 6e3
KIuHHYHM 6ele3d 3a reHeruueH cudapoM. Upes KT e nokyMenTHpana roiasaMa
TymopHa dopmarus 6e3 JHceMHHHPaHH METacTasy ¢ HopManHa Op0peua QyHKIus.
Ha 6asara Ha THIHYHATA 00pa3Ha HaXoJKa € IPHUETa JMarH03ara CHHXPOHHO
riporiyan 6unarepanes H® u e sanoyHaTa npeaonepaTiBHa XUMHOTEPAITHA 110
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nporokoi SIOP Nephroblastoms 2001. Jledenuerto € npoasmkeno 28 cenmuny. Cnen
pemymupane Ha pasMepa Ha TyMopHaTa dopMaliis ¢ OChILecTBEHA NapIiHaIHa
OunaTepanHa eMOOIM3aIHA, IOCTEIBAHA OT OTIEPATMBHA HHTEPBEHITHS U
TIOCTONEPATUBHA XMMHOTepanusl. IIpu geTeTo e nocTUrHaTa MbiHA PEMICHS ChC
3ana3BaHe Ha OL0peuHaTa QpyHKIHA.

Abstract: Nephroblastoma (NF, Wilms’ tumor) is one of the most common solid
tumors in children. Bilateral localization is rare and occurs in about 4 to 7% of all
patients. Synchronous bilateral NF is a particular challenge to achieve local control
and preserve renal function.

A 1-year-old child with a large tumor formation in the upper abdomen without
clinical signs of genetic syndrome is presented. A large tumor formation without
disseminated metastases with normal renal function has been documented by CT. On
the basis of the typical imaging finding, the diagnosis of synchronous bilateral NF
was accepted and preoperative chemotherapy was initiated under SIOP
Nephroblastoms 2001. Treatment continued for 28 weeks. After reduction of the size
of the tumor formation, partial bilateral embolization was performed, followed by
surgery and postoperative chemotherapy. A complete remission has been achieved
with the preservation of renal function.

136. Belcheva M., H. Hristoova, V. Kaleva. Lung metastases in neuroblastoma at
initial diagnosis: a case report. 4th Eastern European Conference for Rare Diseases
and Orphan Drugs “Together for integrative approach to rare diseases”. Plovdiv,
Bulgaria, June 13-14, 2009

Pezome:

HeppobractoMbT € Half-4ecTo CPeLIaHHsT eKCTPAKPAHHAIEH JETCKH TyMop. QKoo
60% oT MauMEHTHTE HMAT MeTacTaTHYHa GoJiecT py auardosara. Kocrure u
KOCTHHA MO3BK ¢4 00HUaifHHTE MecTa 3a MeTacTasupane. BemoapoGuuTe MeTacTasu
ca HeoOuuaiHKM 1 OOHKHOBEHO CE YCTAHOBSBAT IIPH HANPEAHANO 3ab0/I4BaHe,
Hunupnannure GenoapobHE METacTa3H ca M3KIFOUHTeNHO psaako (0.7% o 3.6% npu
naupeHTd B IV cTraguit).

IIpencrass ce 16-MeceyHo MoMHuYE C TeMIepaTypd, KAlLTHIA, 3aTPYAHEHO THLIANE,
3ary0a Ha TEIVo ¥ aHEMH, C PEHTTEHOJIOIHYHO YCTAHOBEHH JBYCTPAHHH
uHpuiaTpary B 6enus Apob, npelieHeHH kaTo nHeBMoHKA. Upes nocnegpano KT-
H3ClIe/BaHe Ce YCTAHOBABAT MHOXKECTBEHH OeIoapoOHu Ie3uu oT 5 0 25 mm B
AHaMEThP, PA3HOIOXKEHH IPEAHMHO 6a3alIHO, H IONAMA PETPONEPHTOHEATHO
pasnooxena adTOMHHAIHA TYMOPHA Maca, pa3loNoykeHa B TOPHHSA MONKC HA IEBHA
On6pex. [Ipuera € nuarnosara Tymop Ha Wilms U e 3anoynara IpenoleparupHa
xumHoTepanus. [lopagu numca Ha edext No OTHOLIEHHE HA FONEMHHATA Ha
TYMOpHaTa GopMaIis ¥ HEBB3MOKHOCT 34 ONEPaTUBHA UHTECPBEHIINS,
XHMHOTEPAITUATA € IPOALIKeHa. JIeBeT Mecena IO-KbCHO € OCBIIECTREHA TPYKBT
KOCTHOMO3BUHA OHOIICHS, TIPH KOHTO Ce I0KAa3Ba HeOIaronpHATEH XMCTOI0THYEH
BapHAHT HA HEBPOOIACTOM C KOCTHOMO3BUHA AUCEMUHANIHA.
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Abstract: Neuroblastoma is the most common extracranial childhood tumor. About
60% of patients have metastatic disease at diagnosis. Bone and bone marrow are
common metastasis sites. Pulmonary metastases are uncommon and are usually found
in advanced disease. Initial pulmonary metastases are extremely rare (0.7 to 3.6% in
stage IV patients).

It presents a 16-month-old girl with fever, coughing, difficulty breathing, weight loss
and anemia with radiographically established bilateral infiltrates in the lung,
considered as pneumonia. Subsequent CT examination revealed multiple pulmonary
lesions of 5 to 25 mm in diameter, mainly located in the basal and large
retroperitoneally located abdominal tumor mass, located in the upper pole of the left
kidney. The diagnosis of Wilm's tumor was accepted and preoperative chemotherapy
was initiated. Due to the lack of effect on the size of the tumor formation and the
inability to undergo surgery, chemotherapy was continued. Nine months later, a Tru-
cut bone marrow biopsy was performed, demonstrating an unfavorable histologic
variant of neuroblastoma with bone marrow dissemination.

137. Peteva E, V. Kaleva, M. Belcheva, Hr. Hristozova, [. Racheva, E. Valcheva, G.
Semova. Multiple serous, muscular and subcutaneus hemorrhages in a patient with
hemophilia A. Hematology Conference “Lighting the torch”, Athens, Greece, 30.09.
-02.10.2010

Peszome: Muodcecmeo ceposnu, MyCKYAHY 1 ROOKOJICHY KPbEOUZIUGY NPU NAYUEHM ¢
xemogpunusn A

Xemohunusra ¢ BpogeHa X-cBbpp3aHa 00NecT, Bh3HHKBAIA [I0PaI{ HEOCTHI Ha
koarynauuonet dakrop VIII. O6ukHOBEHO KIMHHYHOTO IPOABICHHE € C XeMapTPO3H
M MYCKYJHOCTAaBHH XeMaToMu. B nuTeparypara ce cho0maBar eqMHHYHH CIyYad Ha
MACHBHY KPBBOU3IHMBY B CEPO3HH KyXHHH,

[pencrapsaMe cayHaii Ha fieTe ¢ yMEpeH TUI XeMoQHIHA A ¢ KJIMHUYHK U 00pasHu
NaHHH 32 XEMOTOPAKC, XEMOIIEPHKAP/I, XEMOIIEPUTOHEYM, MHOXKECTBO MYCKYJ/IHH
XEMATOMH ¥ XeMapTpo3a Ha JIeBHs JIAKBT H ASCHATa TasobepeHa CTaBa B Pe3yiITaT
Ha JIEKU TPaBMU B KopeMa. JISUSHHETO ce NPOBEXKAA C HHTPABEHO3HH HHPY3HH Ha
nnasmed gpakrop VIII ¢ Bicoka 1033, 3aMeCTBAILO JICUCHUETO C EPUTPOLIMTEH
KOHIEHTpPAT U BOJIHOCOJIEBH Pa3TBOPH, aHTHOMOTHIM M KOpTUKOCcTeporau. Cie
JEYEHHE B IPOLLDKEHHE HA 3 CeIMHIH NALHEHTHT € ACXOCTIHTAIN3HPaH B J06po
06110 CHCTOSHHE M ITBIHO BH3CTAHOBSBAHE HA KIMHUYHATE M 00pa3sHU JaHHU 34
xemoparuueH cuugpoM. Ha manuenTa e nipeioikeso oa 3aro4He peaoBHO
IpOGUIAKTHIHO JICYEHHUE.

Abstract: Hemophilia is a congenital X-linked disease, occurring because of
deficiency of coagulation factor VIIL Usually the clinical manifestation is with
hemarthrosis and muscle-joint hematomas. In literature are reported single cases of
massive hemorrhages in serous cavities.

We present a case of a child with moderate type of Hemophilia A with clinical and
image data for hemothorax, hemopericard, hemoperitoneum, multiple muscle
hematomas and hemarthrosis of left elbow and right hip joint, as a result of minor
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trauma in the abdomen. The treatment was held with intravenous infusions of high
dose plasma factor VIII, substituting treatment with erythrocyte concentrate and
water-salt solutions, antibiotics and corticosteroids. After treatment for 3 weeks, the
patient was dismissed in good general condition and full recovery of the clinical and
image data of hemorrhagic syndrome. To the patient was suggested the start of a
regular prophylactic regimen.

138. Peteva E., V. Kaleva, M. Belcheva, Hr. Hristozova, I. Racheva. Clinical
characteristic of children with congenital coagulation disorders from North-East
Bulgaria. Hematology Conference “Lighting the torch”, Athens, Greece, 30.09. —
02.10.2010

Pestome: Knunuuna xapakmepucmura Ha Oeya ¢ 8pOOeHU HADVIHEHUS. HA
koazynayusma om Cesepousmoyna bvreapus

Lenra Ha TO3M NperIen € Aa ce MPOoYydH KIMHIIHATA NPOsBa Ha Aela C BpOJEHH
koarynonaruy or CeBepoustoyHa brarapus, xouro ce nexyear B Kiunukara mo
JeTCKA XeMaToJI0rua U oHKonorus, YMBAJL ,,Cs. Mapu#xa” — Bapha.

Marepuann u MeToau: 3a nepuona 2008-2009 r. ce uzcneysar 25 nela ¢ BpoAeHU
KOarynornariy Ha Bp3pacT oT 10 Mecena 1o 15 roguHH. 3a BCHYKH JeLa ce
aHATU3HPAT CIIeJHUTE TIOKA3aTeNH: JUarHo3a, o, GaMunHa aHaMHe3a, Bb3pacT Ha
JMarx03aTa, HaJaaHa KIMHHYHA DTPOsIBa, TEHKECT Ha 3a00IBaHeTo, LieJJeBH MECTa Ha
KPBBOU3IIMBHU,

Pesynratu: Or uscnensannte 25 gena 18 (72%) ca ¢ xemodpumus A, 1 (4%) —c
xemodunus B, 4 (16%) — ¢ 6onect Ha Willebrand u 2 (8%) — ¢ Bponena
aubpHHOreHeMHs. Pa3npeaeneHHeTo 10 MO BKII0YBA 2 MOMUYeTa U 23 MOMYeTa.
Jannu 3a pamuiiHa aHaMHe3a ca OTKpUTH B 9 (36%) cnyqau., [Ipu 14 (56%) ot
AelaTa Juarto3ara ce [ocTaBs B paHHA jaercka Bo3pact. IIpu 10 (40%) manupenTH
IbPBOHAYANHHUTE KIMHMIHU IPOABH Ca TIOCTTPABMAaTHYHU cYdy3un, a npu 6 (24%) —
cilel XMpypruyHo kepeeHe. C Texxka gopMma Ha koarynonatuu ca 17 (68%) neua. 6
Tela ca MpekruBey JKHBOTO3acTpaasany KpsBousnueHr. [lpu 11 (61%) ot menata ¢
XxeMoQUIUS A LENeBHTe MECTa 3a KbPBEHE €4 CTABHUTE HA KOISHOTO M JAKBTA. 9
(50%) ot manuenTHTe ¢ XEMOGHIMA A ca Ha NPOPUIAKTHIHO leueHHe ¢ (JaKTop Ha
koarynanua VIII - 5 (28%) ¢ pexombunanTHo FVIII u 4 (22%) ¢ nasmena FVIIL
3aiyrouenue: IlpencTaBeHuTe pesyaTaTd XapaKTepH3HPaT HO30JIOTHYHATA CTPYKTYpa
Y KIIHHAYHOTO ChCTOSHUE Ha MALMEHTH C BPOACHH KOATyIONaTHH, KOHTO ca
nexysanu B KjiMBMKaTa 0 AETCKa XEMAaTOJOTUS H OHKONIOr|s, BapHa, B nepuoaa
2008-2009 r. AMOMUMATA HA aBTOPUTE € Jia TIOCTABAT HAYATIOTO HA KIMHHKO-

€M IEMHOJIOTHYHO IIPOYYBaHE Ha Jiella ¢ BpOACHH Koarynoraruu B Bearapus u aa
y44CTB4 B pa3spab0oTBaHETO Ha HALMOHAJICH PETHCTBD HA BPOJACHHTE HAPYIIEHWS Ha
KOaryJnagusTa.

Abstract: The aim of this review is to study the clinical manifestation of children with

congenital coagulopathies from North-East Bulgaria, who are treated in the Clinic of
Pediatric Hematology and Oncology, University Hospital “St. Marina” — Varna.
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Materials and methods: For the period 2008-2009 are studied 25 children with
congenital coagulopathies at the ages from 10 months to 15 years. For all children are
analyzed the following indexes: diagnosis, gender, familial history, age of diagnosis,
initial clinical manifestation, severity of disease, target places of hemorrhages.
Results: From the studied 25 children, 18 (72%}) are with Hemophilia A, 1 (4%) with
Hemophilia B, 4 (16%) with von Wilebrand's disease and 2 (8§%) with congenital
afibrinogenemia. The gender distribution includes 2 girls and 23 boys. Data for
familial history is found in 9 (36%) cases. In 14 (56%) of the children the diagnose is
set during infancy. In 10 (40%) patients the initial clinical manifestations are post-
traumatic suffusions and in 6 (24%) — post surgical bleeding. With severe form of
coagulopathies are 17 (68%) children. 6 children survived life-threatening
hemorrhages. In 11 (61%) of the children with Hemophilia A, the target bleeding
places are knee and elbow joints. 9 (50%) of the patients with hemophilia A are on
prophylactic treatment with coagulation Factor VIII — 5 (28%) with recombinant
FVIII and 4 (22%) with plasma derived FVIIL.

Conclusion: The presented results characterize the nosological structure and clinical
status of patients with congenital coagulopathies, who have been treated in the Clinic
of Pediatric Hematology and Oncology, Varna, in the period 2008-2009. The
ambition of the authors is to set the beginning of a clinic-epidemiological study of
children with congenital coagulopathies in Bulgaria, and to participate in the
development of a national registry of congenital coagulation disorders.

139. Kaleva V., R. Stefanov, G. Semova, Ts. Miteva. National registry of patients
with thalassemia in Bulgaria — results of thesecond survey made in october 2010.
National expert group on Thalassemia, Bulgaria. PP-249. [2th International
Conference on Thalassaemia and Other Haemoglobinopathies, 14th TIF Conference
for Patients and Parents, May 11-14, 2011, Antalya

Pesiome: Hayuonanen pecucmop Ha nayuenmu ¢ maracemus 8 bvnzapus —
pe3yamamy om emMopomo npoyysare, Hanpasero npes okmomspu 2010 2.
Hayuonanna excnepmua epyna no maracemus, bvrzapus

EnuaeMuonornuHata HHGOpMaiius 3a TAJlaceMHs € OT pelllaBalllo 3HaueHHe 110
MUOTO TIPHYUHH — [IPOYYBAaHE HA eCTECTBEHATa HCTOPHS Ha 3a00/ABaHETO,
ONTHMM3MPAHE Ha TPOTOKOIUTE 32 JCHeHHe, [LTaHUpaHe Ha 3paBeTo, OLIeHKa Ha
3APABHUTE HYMIH HA NALUEHTUTE M TEHEPHPAHE Ha H3CIEIBAHHA B Pa3IHYHH
obnactu. JlobaBeHaTa CTOMHOCT HA PETHCTPUTE € IUPOKO OLIEHEHA OT EXCIIepTHATa
rpymna mo penku 3aboaasanus Ha Komucusra no sapaseonassaHe KbM EBponeiickus
TIapnaMeHT U eHEPTUYHO NOAKPEIA MPenophbKaTa Ha Ha ChBeTa. [IPOeKTET
,,HaIMOHaICH perucThp Ha NAllUeHTHTE ¢ TanaceMus B benrapua™ craptupa mpes
2008 r. ¥ HenTa My € ia ce Ch3JaJ¢ HallHOHAIEH PErHCThD Ha X0para ¢ TalaceMHs B
Benrapus u ga ce npociey MeIHIMHCKATA MCTOPHS HA BCEKH NalUeHT.
IMpencrassMe mocneuuTe 00HOBEHH JaHHHU 110 PE3YATATHTE OT BTOPOTO NPOYYBAHE,
HarnpaseHo npe3 okToMBpH 2008 .

PerucThpbT MoMara Ha JeKapH, YIeHH U 3[paBHU BIACTH A2 ONPENeNaT Ka4eCTROTO
Hd YKMBOT K JBEITOCPOYHHTE PE3YNITATU Ha OBITAPCKHUTE NMALMEHTH C TaJaceMus, Te
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CBILIO TAKa L€ MOTaT Ja CPaBHABAT ISUIOCTHOTO YHPABIECHHE HA MalLMEHTUTE C
TanaceMus B Brearapust ¢ Apyru crpasmu.

Abstract: Epidemiological information for thalassemia is crucial for many reasons —
study the natural history of disease, research, optimization of treatment protocols,
health planning, etc. Best information on rare diseases, including thalassemia, could
be obtained by well-functioning epidemiological registries as they are an effective
way to evaluate the patients™ health needs and to generate research in various fields.
The added value of the registries is widely appreciated by the Expert group on rare
diseases of the Health Commission of the Europian Parlament and vigorously
supported the recommendation of the Council. The project "National registry of
patients with thalassemia in Bulgaria" started in 2008 and its aim is to establish a
national registry of people with thalassemia in Bulgaria and to follow up the medical
history of each patient. We represent the last renewed data upon the results of the
second survey made in October 2008.

The registry helps doctors, scientists and health authorities to determine the quality of
life and long-term outcome of Bulgarian patients with thalassemia. They will also be
able to compare overall management of thalassemia patients in Bulgaria with other
countries.

140. Belchema M., V. Kaleva, H. Hristozova, B. Avramova, M. Yordanova, D.
Stoyanova, K. Bachvarov, A. Stoyanova, M. Spasova, P. Chakarova. Fanconi anemia
in Bulgaria: clinical presentation and management. 6" Regional Central-
Eastern/South-eastern European Pediatric Oncology meeting] 14" Romanian-
Hungarian Pediatric Oncology Meeting CELG Meeting, Oradea, September 30" —
October 2th, 2011

Pesiome: Anemun na Fanconi 6 Bvnzapus: kiunuuno npedcmaesnte u nogedenue
PeTtpocniexTHBHO ca MpoydeHH KTHHUYHUTE NPOSBY, XeMATOJOTHMYHHUTE [T0KA3aTelH,
JEYEHHETO M CBOMIOLMATA Ha 3a009BaHeTo PH NALKMEHTHTE ¢ aHeMus Ha Fanconi,
MHaTHOCTHIMPAHH, JEKYBAHH U [IPOCIECHABAHH B HEHTPOBETE [10 ASTCKA XEMATOIOTHS
B brirapus 3a 10-roauen nepuox, (syapu 2001 — nekemepu 2011 1.). AgeMus Ha
Fanconi e iMarHOCTUIMPaHa IPH OCEM TTALHEHTH — 5 MoMueTa i 3 Momuuera. [Tpu
neruma ot HONHATE ca HaIMIlE BpoJeHH aHoManud. Haji-uecToTo mbpBoHAYANIHO
OTKJIOHEHHWE B XEMAaTOIOTHYHHTE TIOKa3aTelH e TpombonuToneHus (n = 5).
JleyenueTo BKIOYBA OCHOBHO aHAPOreHHA Tepafusi B KOMOHUHALMS ChC CTEPOHIH
npu 7 nend; CTeporIy, aHTHTUMOIMTEH NTO0YIHMH U IPaHyIOLHUTEH PacTekKeH
haxrop — npu 1 geTe; NoAKpeIIIa Tepanust ca MOJYYHIH BCHUKUTE 0CEM OOJIHH.
TpancnnanTanys Ha XeMOIIOETHYHH CTRONOBY KIIETKH HE € [IPOBE/ISHA [IPH HUTO
&JIHH OT NalMeHTUTe (JIMIICca HA IOAXOJAL] AOHOP P Ba OT ciaydaute). CpeaHusT
IepHoa Ha rpocaenasane € 45 mecena (8 o 160 mecena). CemeM oT SONHHTE ca ChC
CTaOHIIHH X€MATOJOTHIHH [IOKA3ATENH; S{H [AlHEHT € PasBU 9epHOIPObEeH TYMOp
U € [IOYMHAN OT HH(EKIHs.
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Abstract: The clinical manifestations, hematological parameters, treatment and
evolution of the disease in Fanconi Anemia patients were retrospectively studied,
diagnosed, treated and monitored at pediatric hematology centers in Bulgaria for a
10-year period (January 2001 — December 2011). Fanconi's anemia was diagnosed in
eight patients — 5 boys and 3 girls. Five patients have congenital anomalies.
Thrombocytopenia (n = 5) was the most common initial deviation in haematological
parameters. Treatment includes mainly androgen therapy in combination with
steroids — in 7 children; steroids, antimocyte globulin and granulocyte growth factor
in 1 child; all eight patients received supportive care. Haematopoietic stem cell
transplantation was not performed in any of the patients (lack of a suitable donor in
two cases). The average follow-up period is 45 months (8 to 160 months). Seven of
the patients had stable hematologic parameters; one patient developed a liver tumor
and died of infection.

141. Kaleva V. Medico-social organization of the cares for the patients with
thalassaemia in Bulgaria. Steps needed to move forward. 4" European Symposium on
Rare Anaemias. Sofia, 19-20.11,2011

Pesiome: Meduxocoyuanna opzanu3ayus Ha ZpUACUMeE 3@ HAYUeHNIme ¢ maracemus
8 Bwnzapus. Heobxo0umu cmvnku 3a npudsusiceane Hanpeo.

IpesenTauusTa € NOATOTBEHA OT Npencenarens Ha PaboTHaTa rpyma 1o TanaceMus,
gou. Banepus Kanesa u npencegartens Ha Oprauu3alyaTa Ha TANaCEMHINTE B
Brarapus MBau MBaHoB. B Hesi € HanpapeH peTpOCIeKTUBEH aHAIH3 Ha ChBMECTHATA
AeHHOCT HA MEAMIMHCKH CIICUHATMCTH M ITAHEeHTCKATa OpTaHH3aLus [0 OTHOILIEHHE
pCIIAaBAHETO HA OCHOBHUTE NPOOIIEMH, CBBP3aHH ¢ MEIUKOCOHAIHATA TPHXKA 3a
nanueHTuTe B benrapus. OuepTraHy ca NPenCTOAIIMTE 3a1a9H.

Abstract: The presentation was prepared by the chairman of the Thalassemia
Working Group, Assoc. Prof. Valery Kaleva and the chairman of the Thalassemics
Organization in Bulgaria Ivan Ivanov. It provides a retrospective analysis of the joint
work of medical professionals and the patient organization regarding the solution of
the main problems related to the medico-social care for patients in Bulgaria. The
upcoming tasks are outlined.

142. Semova G., L. Racheva, V. Kaleva, M. Belcheva, H. Hristozova, E. Peteva, V.
Boyadjiev. A case of sideroblastic anemia. 4" European Symposium on Rare
Anaemias. Sofia, 19-20.11.2011

Pezrome: Cryuwail Ha deme cbe cudepobnacmna anemus

CunepobnacTHaTa ageMus, BKIOUBAILA PEIKH NpHA0OHTH U BpodeHH HOpMH, €
XETepOreHHa Ipyna HapyLIIEHUs, XapaKTePU3UPAaIlM Ce ¢ NPHCECTBHETO HA
NPBCTEHOBUIHH cUAepobIacTH B KOCTHHS MO3BK.

Ipencrass ce 3-roquIIHO MOMHYE, KOETO Pa3BHBa 3aXapeH Auaber U MepcucTHpaIia
MAaHIUTONEHHS ClTefi TPHUITHA BUpYCHA HH(EKIUI. XeMaTOlOTHYHHTE H3CIeIBaHHS
IOKa3BaT XHIIOMIACTHYHA MAKPOI[UTHA aHEMHUS C H300UIIME HA CHIEPOLIUTH (TI0BEYE
ot 50% oT epUTPOMAHE IPEIISCTBEHNLH) OT U3CICABAHETO HA KOCTHHA MO3EK.
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Crnen KpaTBK Kypc Ha KOPTUKOCTEPOHIH € IIOCTHTHAT HOopMaiieH Opoii TpOMBOLHTH 1
NPOMEHMBA JEBKOIIEHHS, HO TPaHC(Y3HOHHO 3aBUCHMA aHeMHs. JOBAHUTEIHO €
JMArHOCTHUIIMPAHA JIEKa EK30KPHHHA TUCQYHKINSA HA TIAHKPEaca, MUTMeHTHa
PETUHOIATHA M ITYX0Ta, KOHUTO €a 9acT OT CHMIITOMMTE, XapaKTepHU 3a CHHAPOME Ha
Pearson — psijika MYNIITUCHCTEMHA MUTOXOHIPHAIHA ITUTONATHA, KOATO BOJM /10
M3KITIOUHTENHO TEXNKKA POTHO3a,

Abstract: Sideroblastic anemia, comprising of rare acquired and congenital forms, is a
heterogeneous group of disorders characterized by the presence of ring sideroblasts in
the bone marrow.

We described a 3 years old girl who reveals a diabetes mellitus and persistant
pancytopenia after a influenza viral infection. Investigation showed hypoplastic
macrocytic anemia, and bone marrow examination showed abundant sideroblasts
(more than 50% of whole erythroid precursors) when the Perl’s blue stained was
performed. After a short course of corticosteroids we noticed a normal count of
thrombocytes, variable leukopenia but transfusion-dependent anemia. We diagnosed
aiso a slight exocrine pancreatic dysfunction, pigmentary retinopathy and deafness
whichare some of the features of Pearson syndrome — a rare multisystemic
mitochondrial cytopathy which results in an extremely grave prognosis for the
patient.

143. Tzoukeva A., A. Kaprelyan, V. Kaleva, D. Georgiev, D. Georgiev. Optic nerve
infiltration as the initial manifestation of T-cell lymphoma’s relapse. The 3th World
Congress on Controversies in Ophthalmology. Istanbul, Turkey, 22-25 March, 2012
Pesiome: Hugdunmpayua na n. opticus xamo nauaina nposea Ha peyuous npu T-
KremvueH aumMpom.

JupekTHaTa HHBa3uA Ha opOUTATa OT HEOIIACTHYHH KIIETKH OT T-KIETh4YeH
HEXOMKKHHOB IMM(OM € YECTO CpPELato ABICHHE, HO MHOHITPALMATA HA 3PHTEIHHS
HEPB, KaTo IIbpPBOHAua/IHA IPOsiBa Ha PELMAUBHpALIo 3a00sIBaHe, € CPABHUTEIHO
panko. 13-roguInHO MOMYE B peMHCHA clieq jJedeHue Ha [V crenen T-KiaeThueH
HEeXO/PKKMHOB TUMGbOM ce OILIaKBa OT IIPOrpecHBHA 3pHTeNHa 3aryda B JIABO OKO.
OdranMockonusg OTKpHBa OTOK Ha JICBUS ONITHYEH JYCK H BEHO3HO ITOMBTHSBAHE HA
pernHaTa. MarHUTHHAT pe30HAHC IOKa3Ra JaHHH 32 MHQUITPAUUA Ha JCBU
OIITHYEH HEpPB, a ONTUHHATA KOXCPEeHTHA ToMorpadus — OTOK HA JICBHS ONTHUEH
Heps. [locTaBena € nuarHo3a Ha eJHOCTpaHHA HHMUITpALMs HA 3PUTENHUS HEPB
KaTO I'bPBOHAYAIHO W30JIPaHO NPECTaBIHE Ha pelHAnuE Ha T-Ki1eThueH
HEXOKKHMHOB nuMboM. [IpoBeaeHa e CHCTEMHA XUMUOTEPANUSA U KpaHHAIHA
JTHYETEpanus, BKIIOYUTETHO U Ha BeTe OPOHTH. OTYSTEHO € HENBJIHO
BB3CTAHOBABAHE HA 3PUTENHATa OCTPOTA HA NSABOTO OKO, 3a ChiKAIEHUE, JETETO
[IOYMBA OT CHCTEMEH PELMANB 5 Mecena o-kbeHO. MHpuirpaunsaTa Ha onTHYHES
HEPB, KaTo IIbPBOHAYATHa NPOABA HA PELMIUB Ha T-KIeTsUHUs THMGbOM, € PAOKa 1
H3UCKBA CIIELTHO U3CHE[(BAHE U JISHECHUE.
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Abstract: Direct invasion of the orbit by the neoplastic cells from systemic T cell
Non-Hodgkin’s lymphoma is common, but the involvement of the optic nerve as an
initial manifestation of relapsed disease is relatively rare. A 13-year old boy with
systemic T-cell Non-Hodgkin’s lymphoma, stage IV in remission complained of
progressive visual loss in his left eye. Ophthalmoscopy detected left optic disk edema
and retinal venous tortuosity. Magnetic resonance imaging showed evidence of left
optic nerve head infiltration. Optical coherence tomography indicated swollen left
optic nerve head. A diagnosis of unilateral optic nerve infiltration as an initial isolated
presentation of T-cell Non Hodgkin’s lymphoma relapse was made. Systemic
chemotherapy and whole brain radiotherapy including both orbits were performed.
Incomplete recovery of his left eye visual acuity was reported. Unfortunately the
child died of systemic relapse 5 months later. Optic nerve infiltration as an initial
manifestation of T-cell lymphoma’s relapse is rare and requires urgent investigation,
and treatment.

144. Konstantinov D., A. Muchinova, M. Yordanova, B, Avramova, A. Stojanova, N.
Yurukova, K. Bachvarov, M. Belcheva, H. Hristozova, H. Burnusuzov, 1.
Mumdzhiev, L. Ivanova, S. Dimitrov, V. Kaleva, M. Spasova, Dr. Bobev. Relapses
in ALL - experience of the Bulgarian oncohematology group. 7" Regional Central-
Eastern/South-Eastern European Pediatric Oncohematology Meeting and 1 5t
Romanian-Hungarian Pediatric Oncology Meeting and 3™ Pediatric CELG Meeting.
Varna, 20-22 September, 2012

Pestome: Peyuous na ocmpa numepobnracmua reeremusn npu oeya — onum Ha
bwnzaperkama pyna no OHKOXeMamonozus.

Or 2002 r. yCTaHOBEHHUAT KOHCEHCYC MEXLY TPHTE CHELHAIM3UPAHH JETCKA
OHKOXEMATOJIOTMYHY LEHTPOBE B Bhrapys HampaBy Bb3MOXKHO ITPOTOKOIMTE Ha
BFM pa craHaT HallHOHaIeH CTAaHAAPT KaKTO 32 HOBOAHMArHOCTULIMPAHHUTE, TaKa H 3a
peuHanBUTE Ha ocTpa tumdodaacTaa neBkemus (OJUI) npu neua.

Mexuy 2002 u 2012 r. B Codus, Bapaa u [110BaKB ca AUarHOCTULIMPAHU H
nexysanu 460 namuentu ¢ OJIJI. Cpen Tax 80 (17%) nauueHTH ca ¢ perycTpHpaHy
peLHIHBY (XeMaTONOIMYHH, H30IUPaHH, KOMOUHHPaHU H Ap.). Tasu npesenrauus e
(hokycrpaHa BLpXY YECTOTAaTa Ha PELIMIUBHTE, AHAIM3A HA PUCKOBUTE IPYITH H
TepanesTHUHHTE pe3ynTaTy. [locoueHn ca JUCKYCHH 3a ChTPYIAHMHEECTBO MEXY
IEHTPOBETE, BE3MOKHOCTHTE 3a TEPaIlisg Ha IbPBa H BTOPA JIHHUA H AITEPHATHBHU
NO/IXOH 32 HaMUpaHe Ha Hall-100po pellieHye Py OrpaHn4eHa (PUHAHCOBA
CHTYAIINS, Ipe KOATO € H3MPABEeHa CTPAaHaTa B TO3H MIEPHOJL OT BpEME.

Abstract: In 2002, the protocols of the BFM group were adopted by consensus in the
three onco-haematological clinics in Bulgaria to become the standard for the
treatment of acute [ymphoblastic leukemia (ALL) in children - newly diagnosed and
relapsed. Between 2002 and 2012, 460 children with ALL were diagnosed and treated
in Sofia, Varna and Plovdiv. 80 (17%) of them had a recurrence. The study focused
on recurrence rates, risk groups and therapeutic outcomes.
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145. Belcheva M., V. Kaleva, B. Avramova, M. Yordanova, A. Muchinova, L.
Ivanova, M. Spasova, A. Stoyanova®, Hr. Hristozova. Pediatric Non Hodgkin’s
lymphomas — a 10-year experience in Bulgaria. 7" Regional Central-Eastern/South-
Eastern European Pediatric Oncohematology Meeting and 15 Romanian-Hungarian
Pediatric Oncology Meeting and 3™ Pediatric CELG Meeting. Varna, 20-22
September, 2012

Pestome: Hexouxunos numpon npu oeya — 10-20duwien onum 6 Bonzapus.
PeTpocneKTHBHO ca NPOyYeHH MEPBOHAYAIHOTO KIMHUYHO IPEACTABAHE,
OHATHOCTAYHUTE [IPOLENYPH, MCTOAMTE HA JIEYEHUE H Pe3YITATA IPH HALUEHTH ¢
HeX0KKUHOB uMdboM (HXJI), nekyraHH B HeiHaTPUYHUTE OHKOJOTHYHH LEHTPOBE
B brirapus npes 10-roguiner neprox (sayapu 2000 — zexemspu 2009 r.). O6mo 68
naunenTd (47 momyeTa, 21 momuuera) ca guarsocruuupany ¢ HXJL Cpegaara
BB3pacT NpH Juarnosata € 10.2 rogunu (muanazon 3-19 roguum). [lo-rongsmara yacr
OT Jearta ca rnpexcrasenu ¢ B-xnersuen numbom — 36 (53%), 19 (28%) umar T-
nmampobiacter muMpoM, 9 (13.2 %) — ronaMoKIeTsYEH aHAIACTHYEH THMbOoM 1 4
(5.8 %) — HemudepeHnupan nuMbom. PasnpeneneHneTo no cTaguy € KakTo clieapa;
craguit [ — 10.3%, cramuii Il — 16.2%, craguii I — 63.2%, cTaauii IV — 10.3%.
Ianuentute ca nekysauu ¢priacuo nporoxom NHL-BFM 90, NHL-BFM 95, NHL-
BFM 2002, LMT 89, LMB 96, ALCL 99. [leT nanueHTH ca rmoaioKeHH Ha
TPAHCILIAHTALHS Ha XeMaTONOSTHYHH CTBOIOBH knerku. [leTaecer u Tpu ot 68
[AIMEHTH ¢a oLeNeNt oT §onecTTa CH, MeTHAAECeT ¢a NMOYMHAIH: 13 maluesTH ¢
penmAMBHpaIla UK pedpakrepHa 6onect, 1 ¢ sropuuer MDS, 1 feTe e MOYHHATO B
HHIYKLUA.

Abstract: We retrospectively reviewed the initial clinical presentation, diagnostic
procedures, treatment modalities and outcome in patients with Non Hodgkin
Lymphoma (NHL), treated at the pediatric oncology centers in Bulgaria during a 10-
year period (January 2000 — December 2009). A total of 68 patients (47 boys, 21
girls) were diagnosed with NHL. The median age at diagnosis was 10.2 years (range:
3-19 years). The majority of children presented with B-cell lymphoma — 36 (53%), 19
(28%) had T-Lymphoblastic lymphoma, 9 (13.2%) — Large Cell Anaplastic
lymphoma, and 4 (5.8%) — undifferentiated lymphoma. Stage distribution was as
follows: stage I — 10.3%, stage I — 16.2%, stage III — 63.2%, stage IV — 10.3%.
Patients were treated according to protocols NHL-BFM 90, NHL-BFM 95, NHL-
BFM 2002, LMT 89, LMB 96, ALCL 99. Five patients underwent a hematopoietic
stem cell transplantation. Fifty three out of 68 patients survived their disease, fifteen
died: 13 patients with relapsed or refractory disease, 1 with secondary MDS, 1 child
died in induction.

146. Burnusuzov H., A. Stoyanova, 1. Mumdzhiev, L. Ivanova, D. Konstantinov, M.
Yordanova, B. Avramova, S. Dimitrov, N. Urukova, K. Batchvarov, A. Muchinova,
S. Todorov, 1. Kalinova, M. Belcheva, H. Hristozova, M. Spasova, V. Kaleva, Dr.
Bobev. Treatment results of relapsed childhood acute myeloblastic leukemia — a ten-
years’experience. 7" Regional Central-Eastern/South-Eastern European Pediatric

125




Oncohematology Meeting and 1 5" Romanian-Hungarian Pediatric Oncology
Meeting and 3™ Pediatric CELG Meeting. Varna, 20-22 September, 2012

Pesiome: Tepaneemuynu pezyamamu npu peyuous Ha 0Cmpa Muenobaacmna
neexemusn — 10-200uuien onum ¢ bonzapus

[Ipe3 moceTHUTE HECEeTHIISTH IIPOTHO3aTa 32 OCTpa MUEI00IaCTHA NIEBKEMHS
(AML) B neTcka BB3pacT € 3Ha4UTENHO NoJ00peHa TopaJy yBenHYaBaHe Ha
npouenTa Ha neaHa pemucus (CR), npexxuBseMoct 0es crdburua (EFS) v HamManeHa
paHHa cMBPTHOCT. B pe3yaTaT Ha TOBa €BPOINEHCKUTE HACOKH MPENOPHLYBAT
M3BLPIUBAHETO HA TPAHCINIAHTAUMA HA NepU(EPHH KPBBHH IPOr€HRTOPHH KIETKY
(PBPCs) mpu mppea CR camo 3a BHCOKOPHCKOBY NanueHTH. Peuuausute npu AML
BCC OILE OCTaBaT TEPANleBTHYHO [IPEAN3BHKATENICTBO.

Ilen: Jla ce oT4eTaT pe3yATATHTE OT JISYEHHETO B OBITapCKUTE NEAVATPUIHH
OHKOXEMATOJIOTHYHH LIEHTPOBE IPH JIelia | IOHOLIK ¢ penuauBupam AML.
Matepuanu 1 METOAU: ABTOPHTE IIP2BST PETPOCIIEKTHBEH aHAIN3 Ha JeueOHUuTe
HOAXOAH H PE3YITATH NpH Aela K 1oHouH (Bb3pact oT 0 1o 20 rogunn) ¢
perpausuHa AML. Usnonsea ce SPSS 6aza mannu. EFS ce n3umcnasa 1o MeToaa Ha
Kaplan-Meier.

Pesyntatu: HoBoararnocTHumupannte nandeHTd ¢ AML B brirapus 3a nepuoia
2002-2012 1. ca 74:34 momuuera (45.9%) u 40 momueta (54.1%). Cpennara Bb3pacT
ripH quarnosara e 7.9 roguHu (o1 2 mecena 10 20 roauuu). Haii-yectuat FAB-
mopdooriyen moaTui e M2, cneagan ot M4. IIpu BCHYKY NANKEHTH C de novo
AML TepamusTa Ha IbpBa JHHUA ce MPOBEX/Ia ChrnacHo npotokona AML BFM-98.
Jeagecer u uetnp (32.4%) nauneHTy ca noyiyduiii peuuaus. Hai-uecto
NPOBEICHOTO KOHBEHIIMOHAIHO XHMHOTEPANEBTHYHO MIOBEICHUE B PELUIMBHPAILATA
rpyna e npunoxenue Ha nporoxona FLAG, Tler (20.8%) peuuausupany aeua ca
tpancinantapany: 4 ¢ PBPC (3 — or Hedamuien 10HOP M €JHO — aBTOJIOYKHA
TpaHCIIaHTALKA, [IOCIeABaHa OT BTopa anorenna B M3paen) u 1 — ¢ KOCTEH MO3EK,
JOOHT OT CEBMECTHM A0HOp BB @Ppanuus. Tpuma oT pelHRMBHPaHHTE NALAEHTH
(12.5%) ca *KMBH — eIHH Clie[l KOHBEHLIHOHATIHA XHMHOTEpaus, a ApPYyTUTe ABaMa —
cliefl TPAHCILIAHTALIHS.

3akmouenue: [locturnarara EFS npu HoBomarnocTiupana AML B netcka
BB3pacT B BHarapus € CbBMECTHMA ¢ T€3H, JOKJAIBaHK OT APYTH EBPOINCHCKHU CPYIIH.
I[TporsosaTa 3a penuus Ha AML ocraBa Bee ole HEQNArOMPHATHA 38 MMOCICAHATE
10 romuuu. BeposTHaTa ipHuKHa € HUCKATA AKTHBHOCT 32 TPAHCIIAHTALIMS, [IABHO
[Opau TUICa Ha ChBIaJally JOHOPH U HEAOCTATRYHO PA3BUT PETHCTLP Ha
JIOHOPUTE.

Abstract: During the last decades the prognosis of acute myeloblastic leukemia
(AML) in childhood has been substantially improved due to an increase in complete
remission (CR) rate, event-free survival (EFS) and reduced early mortality. As a
result the European guidelines recommend performing peripheral blood progenitor
cells’ (PBPCs) transplantation in first CR only for high-risk patients. The relapsed
AML still remains a therapeutic challenge.
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Objective: To report the treatment results of the Bulgarian pediatric
oncohematological centres in children and adolescents with relapsed AML.
Materials and methods: The authors analysed retrospectively the treatment
approaches and results for children and adolescents (age from 0 to 20 years) with
relapsed de novo AML. SPSS database was used. EFS was calculated by Kaplan-
Meier method.

Results: The newly diagnosed patients with AML in Bulgaria for the period 2002-
2012 were 74.34 girls (45.9%) and 40 boys (54.1%). The median age at the diagnosis
was 7.9 years (from 2 months to 20 years). The most frequent FAB-morphologic
subtype was M2, followed by M4. In all patients with de novo AML first-line therapy
was conducted according to the AML BFM-98 protocol. Twenty four (32.4%)
patients have relapsed. The most frequently conducted conventional chemotherapy
salvage in the relapsed group was FLAG. Five (20.8%) relapsed children have been
transplanted: 4 with PBPCs (3 — from unrelated donor and 1 - autologous, followed
by second allogeneic transplantation in Israel) and 1 with bone marrow harvested
from a matched related donor in France.Three of the relapsed patients (12.5%) are
alive — one after conventional chemotherapy and the other 2 after transplantation.
Conclusion: The achieved EFS for the newly diagnosed childhood AML in Bulgaria
are compatible with those reported by other European groups. The prognosis of
relapsed AML remains still unfavorable for the past 10 years. The probable cause is
the low transplantation activity, mainly due to lack of matched donors and
underdeveloped donor registry.

147. Ljung R., K. Gili, E. Santagostino, V. Kaleva, L. Rusen, D. Tseneklidou-Stoeter,
LA Michaels, A. Shah, W. Hong. Safety and Efficacy of BAY 81-8973 for
Prophylaxis and Treatment of Bleeds in Previously Treated Children With Severe
Hemophilia A: Resuits of the LEOPOLD Kids Study, Part A. 20/4 World Congress
of World Federation of Hemophilia, Melbourne, Australia, May 11-15, 2014
Pesiome: besonacnocm u epuxacnocm na BAY 81-8973 3a npodunaxmura u nevenue
HA KPbEOUINUBY NPU NO-PAHO JEKVBAHY deya ¢ meacka xemounust A: pesynmamu om
LEOPOLD Kids Trial

Len: Ha ce neMoHCcTpHpa 6€30NMacHOCT U edukacHocT Ha BAY 81-8973 3a
npohUNIaKTHKA U IeYEHHEe Ha KPHBOU3IHBY [IPH JISKYBaHH Acha ¢ XeMoQuIHs,
Meropu: B Tasu dasza III, MHOrOLEHTPOBO, OTKPHTO, HEPAHAOMU3HPAHO NPOYYBAHE,
MOMYETa Ha BB3pacT < 12 rojuuu ¢ Texka xemohmmnsg A 1 > 50 OTHH Ha eKCITO3HLHS
(E} na npoxyktu ¢ FVIII ca monyuunu npodunaxtuka c BAY 81 8973 25-50 TU kg
!> 2 mpTH ceaMudHO 32 > 50 EDs. Kpaitnara Todka Ha eUKacCHOCT e I'oOfMIIeH Opoit
Ha KpbBOM3IMBH. Hexenanure cp0uTUs (AES) 1 MMYHOTEHHOCTTA ca OIEHEHH.
Wsponu: [podunakrukara ¢ BAY 81-8973 e edexTunna 3a NpeBeHLUs HA KbPBEHE.
He ca ycraHOBeHH HajM4ue Ha MHXHOUTOpHH anTHTEna. Jledenuero ¢ BAY 81-8973
ce ToHacs fodpe.

Abstract: Aim: To demonstrate safety and efficacy of BAY 81-8973 for prophylaxis
and treatment of bleeds in previously treated children. Methods: In this phase III,
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multicentre, open-label, nonrandomized study, boys aged < 12 years with severe
haemophilia A and > 50 exposure days (EDs) to FVIII products received prophylaxis
with BAY 81 8973 25-50 JU kg™! > 2 times weekly for > 50 EDs. The efficacy
endpoint was annualized number of total bleeds. Adverse events (AEs) and
immunogenicity were assessed.

Conclusions: Prophylaxis with BAY 81-8973 was found to be efficacious in
prevention of bleeds. No development of FVIII inhibitors was reported. Treatment
with BAY 81-8973 was well tolerated.

148. Banchev A., D. Stoyanova, B. Avramova, M. Yordanova, 1. Starbanov, V.
Kaleva, M. Spassova, A. Stoyanova, D. Konstantinov, Factor XIII deficiency in
Bulgaria — report of four cases. 9 Regional Central-Eastern/South-Eastern European
Pediatric Oncohematology Meeting and 1 7" Romanian-Hungarian Pediatric
Oncology Meeting 5™ Pediatric CELG Meeting and CEPOETA Closed Workshop.
Hungary, 9-11 October, 2012

Peziome: Jepuyum na paxmop X1 6 bvazapus — npedcmasane na 4 cayuas

Hen: HactosmuaT qoKIan MpescTass BCHYKK ciiydad Ha aedunut Ha daxrop XIII,
KOHTO ca OMUIM AHArHOCTUUMPAHH Y IEKYBaHH npes nocneanure 10 roxuny (2004 -
2014 r.) B TpUTE LEHTHPA M0 ACTCKA OHKOXEMATOJIOIHA B bhirapus.

Marepuan u MeTOAH: PeTpOCIEKTUBHUAT aHaln3 BKIOYBa 4 ciayyas. [Ipomennusure
ca BB3pacT, [10JI, IPOU3X0, KIMHHYHO npeacTtassHe, PT, aPTT, Gpoi Ha
TpomOoruTuTe. Kpalinata nuartHosa ce MOTBBpXJaBa ¢ KONMYECTBEH TECT Ha (akTop
XIIL. Tlpu 2 nauMeHTH € U3BbPLIEHO CeMEHHO FEHETHYHO M3CICABAHE,

Pesyararu: TpuMa nauueHTH ca xeHH (2 oT TAX Opats M CeCTpH), €IMH € MBXK,
Cpepnara BB3pacT npu auardosata € 7.15 rogunu. EnuH nmauueHt e uman gpamuana
aHaMHe3a 3a KpbROU3NUBY (cecTpa). CHMIITOMUTE Ha NOABATA Ca: BBTPEUCPENHH
KpBBOM3IHBH (2 cnyyas), oTOK Ha OeapaTa 1 60MKa, MOCTTPaBMATUYHU XEMATOMH Ha
peleTe. Jpyru KIMHUYHU XapakTepHCTHKH BKIIOYBAT EKXUMO3H H XEMaTOMH Ha
KO)KaTa H MEKUTE ThKaHH, KPbBOH3IMBH OT IIBIIHHUS OCTATHK, HHTPAEPUTOHEATHO
KBpBEHE, LehanxeMaToMa 1 XeMaToM Ha m. psoas. [ 1obalHuTe XeMOCTATUYHH
TECTOBE KbM MOMEHTA Ha NOCTABAHE Ha JarHo3aTa ¢a B HOPMaIHH IPAHHLH.
Cpenuo uuBo Ha FXIII e 12.5%. 'eHETUYHOTO TECTBAHE HA JBE CECTPH I10KA3BA
MyTauud B req F13A.

JlBaMa maIypeHTH ca Ha Tepalus ,,[ipk OMCKBaHe i ABaMa Ha NpoduIIaKTHKa ¢
Fibrogammin. EfvH mauMeHT ymHpa cliell HEBPOXUPYPIHs 0 IOBOL NOPEIEH
UHTpauepebpaneH KpbBOU3INBH.

3akmouenne: JebpunntsT Ha Gakrop X1 e psaako HapyLleHHE Ha
KPBBOCBCUPBAHETO U CE XapaKTepH3Hpa ¢ KOHCTAHTHH 1ab0paTOpHH pe3yITaTH.
PannaTa guarHocTuka u IpouIakTHYHOTO JeUSHHEe MOTaT Ja NIOBHIIAT KaueCTBOTO
Ha KUBOT ¥ JBITOCPOUHATA IPEKUBIEMOCT.

Abstract: Objective: The current report comprises all cases of factor XII deficiency

that have been diagnosed and treated over the last 10 years (2004-2014) in all three
centers for pediatric hematology in Bulgaria.
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Material and methods: The retrospective analysis includes 4 cases. Data variables are
age, sex, origin, clinical presentation, PT, aPTT, platelet count. The final diagnosis
was confirmed by factor XIII quantitative test. In 2 patients family genetic testing has
been performed.

Results: Three patients are females (2 of them siblings), 1 is male. Median age at
diagnosis is 7.15 years. One patient had family history of hemorrhages (sister). Onset
symptoms were: intracranial hemorrhages (2 cases), hip swelling and pain, traumatic
hand hematomas. Other clinical features included skin and soft tissues ecchymoses
and hematomas, umbilical stump bleeding, intraperitoneal bleeding,
cephalhematoma, and hematoma m.psoas. Global hemostatic tests at the time of
diagnosis were within normal ranges. Estimated median level of FXIII is 12.5%.
Genetical testing of two sisters shows mutation in F13A-Gene.

Two patients are on “on demand” therapy and two on prophylaxis with Fibrogammin.
One patient died after neurosurgery due to consecutive intracerebral hemorrhage.
Conclusion: Factor XIII deficiency is a rare bleeding disorder. Still it is characterized
by consistent Iaboratory findings. Early diagnosis and prophylactic treatment may
increase quality of life and long-term survival.

149. Chakarov 1., B. Avramova, M. Yordanova, K. Bachvarov, V. Kaleva, M.
Spassova, A. Stoyanova, L. Starbanov, N. Yurukova, A. Muchinova, D. Konstantinov.
How we treat childhood CML currently — ten years Bulgarian experience. 9"
Regional Central-Eastern/South-Eastern European Pediatric Oncohematology
Meeting and 1 7" Romanian-Hungarian Pediatric Oncology Meeting 5" Pediatric
CELG Meeting and CEPOETA Closed Workshop. Hungary, 9-11 October, 2012
Pesome: Kax nexyeame 6 OHEUHO 6peMe XPOHUUHAMA MUETO2EHHA Ne6KeMUS NpU
oeya — 10-200uwen onum ¢ Bvazapus

XPOHHTHATA MHETION,IHA ICBKEMHUS € CPAaBHHTEIHO psaaxa hopma IpH Aela H MIagH
xopa (2-3%) ¢ TeHAEHIMs HA MOBUIIEHA YECTOTA C BB3PacTTa, SHAYMTEIHHUAT
HanpeqbK B [PUIEIHATA Tepalis ¢ MHXMONTOPH Ha Tpo3uH-KuHasza (TKI) npes
IOCIEAHUTE I'OIMHH ¥ CIOCOOHOCTTA J1a ¢e HabIIoJaBa MHHMMAIIHO OCTATHYHO
3a00nABaHe U3MECTH YNPABICHHETO OT 3aJBIDKHTENHATA PAHHA TPaHCIIAHTALMS Ha
creooeH kinerkr (HSCT) xpM unauBuIyanuzupana aearocpodna TKI tepanust.
LlenTa na ToBa Mpoy4BaHe € Ja ce OLEHAT XapaKTePUCTHKATE MPH IIPE3CHTALUL H
pe3ynTaTuTe 0T JCHCHHETO NpH Aena ¥ oHomu ¢ XMJI B beirapus mpes nocneanmure
10 roguHy.

Mexny suyapu 2004 r. u aBryct 2014 1. B TpUTE OBITAPCKH ETCKH
OHKOXEMATOJOrHYHH LEHTPoBE ca NeKyBaHH 11 nanuentn ¢ XMJI. Menuanara va
npocneaasane e 62.6 Mecena (muanazon ot 14 mo 108 mMecena).

Hnarno3ara ce OCHOBaBa Ha KOHCTATAIlMH Ha Nepu)epHa KPbB M KOCTEH MO3BK U
uienTHGMuEpane Ha Punagenduiicka XpoMo3oMa Ype3 KOHBEHIIHOHAIHO

LI MTOTeHETHYHO H3CIeBate U (IyopecLlieHTHa in sity XuOpuausanusa. Huoto Ha
TPAHCKPUNT Ha reHa 3a cuHTe3 Ha BCR-ABL Genre n3cnensano, H3MOM3BAHKH
KOJIMYIECTBEHA BEPIIKHA PCaKLIHA Ha [ToJIuMepasa B peanso speMe (QRT-PCR).
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®azara Ha akuenepauus {(AP) win GnactHarta xkpusa (BC), ako UMma TakHBa, €
onpeneasHa cbriacHo kpurepanre Ha C30.

Ipu BCHMYKH MauyMeHTy B XpOHUYHA (Dasa IeUeHHETO € 3arouHaro ¢ imatinib. Ilo
BpeMe Ha [IPOCNeAiBaHeTo U criope/ pesynrarure oT PCR TepanuaTa AMHAMHYHO ce
npoMeHs ¢ mpoMaHa KbM BTopo nokojeHre TKI unu ksM HSCT, ako e mocodeHo.
BcHuKH maLMeHTy ca XHBH.

Hanreto HabmoAeHHe U IIPAKTHKA Ca B CbOTBETCTBHE C HACTOAIIATA TEPAleBTHYHA
crparerust npu XMJL TKI karo HavanHa Tepanus 3a geta ¢ XMJI B xpornuda dasa e
edextuBHa U OezonacHa. Allo-HSCT octasa anrepHaTUBEH BapHAHT Ha IEYCHHE B
ClMyyau Ha pedpakTepHHu WK HekoHTposupany ¢ TKI 3abonasanus.

Abstract: Chronic myeloid leukaemia is relatively rare form in children and young
people (2-3%) with tendency of increased incidence with age. Significant advances in
targeted therapy with tyrosine kinase inhibitors (TKI) in the last years and the ability
to monitor the minimal residual disease has shifted the management from obligatory
early stem cell transplantation (HSCT) to individualized long-term TKI therapy.

The aim of this study is to evaluate the characteristics at presentation and the
treatment results in children and adolescent with CML in Bulgaria in the past 10
years.

Between January 2004 and August 2014 in the three Bulgarian pediatric
oncohematology centers eleven patients with CML were treated. The median follow-
up is 62.6 months (range 14 to 108 months).

Diagnosis was based on peripheral blood and bone marrow findings and
identification of Philadelphia chromosome through conventional cytogenetic study
and fluorescent in situ hybridization. BCR-ABL fusion gene transcript level was
followed using quantitative real time-polymerase chain reaction (QRT-PCR).
Accelerated phase (AP) or blast crisis (BC), if any, were defined according to WHO
criteria.

In all patients in chronic phase treatment was initiated with imatinib. During the
follow-up and according to PCR results, the therapy dynamically was modified with
change to 2-nd generation TKI or to HSCT, if indicated. All patients are alive.

Our observation and practice are in line with current therapeutic strategy in CML.
TKI as frontline therapy for children with CML in chronic phase is effective and safe.
Allo-HSCT remains an alternative treatment option in cases of TKI refractory or
uncontrolled diseases.

150. Ljung R., Kenet G., M.E. Mancuso, V. Kaleva, L. Rusen, D. Tseneklidou-
Stoeter, L.A. Michaels, A. Shah, W. Hong, M. Enriquez. Safety and Efficacy of BAY
81-8973 for Prophylaxis and Treatment of Bleeds in Previously Treated Children
with Severe Hemophilia A: Results of the LEOPOLD Kids Study, Part A.P31.
Congress on Controversies in Thrombosis and Hemostasis (CiTH), Berlin, Germany,
Oct 30-Nov 1, 2014
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Pesiome: besonacnocm u eguxacnocm na BAY 81-8973 3a npodhunaxmuxa u nevenue
HA KPBEOUSAUGH NPU TEKYBaHY NO-PAHO 0eya ¢ medcka xemogunus A: Pezyamamu
om demckomo npoyusaine LEOPOLD, vacm A

Wsnoxenue Ha npobiema: BAY 81-8973 e HoB nponykT ¢ pexkoMOHHAHTEH (haKkTop
VIII (FVII) ¢ meana ABDKHHA, pa3spaboTeH 3a jiedeHne Ha XeMohunua A. Henra Ha
TOBA [IpoyuBaHe Oeme 1a ce JeMOHCTpHpa Oe3onacHocTTa B eukacHocTTa Ha BAY
81-8973 3a npodunakTuKa 1 NeUcHUE Ha KLPBCHE H [0 BpeMe Ha OIlepalluy [pH Jela
¢ TeXKKa XxeMouius A,

Meton: ®asza III, MHOTOLEHTPOBO, OTKPUTO, HEPAHIOMU3MPAHO IPOYYBaHE Gelre
9acT OT IIporpaMara 3a kaMHM4HO u3nuTBane LEOPOLD. Yact A 0T ToBa ABYETEIIHO
NpOy4BaHe BKIOYBA MOMYETA Ha BB3pacT < 12 roguHu ¢ Texka xeModuius A ¢ > 50
muu Ha excrozuuus (EDs) ¢ FVIII nponykr u 6e3 anamHesa 32 FVII uaxuburopw.
[Tanmenture nonyyasar BAY 81-8973 npodruraxruka 25-50 [U/kg > 2 meTH
cenmuuHO. [IpoydaBaneTo npoasnkaBa, 10Kato He ObaaT gocTuraary > 50 EIl Ha
HanueHT (NpudimsuTenHo 6-8 Mecela) ¢ haxynTaTHBHA (asa Ha YIbIKABAHE, KOATO
Ia no3sonu HabmoaeHus 3a > 100 EJI. BkirousaHeTo HA MAUEHTUTE ¢ [IOSTAITHO,
KaTo €€ 3aIoysa ¢ NalMeHTH Ha Bb3pacT 6-12 roauHu, NOCIeIBaHN OT HAUUEHTH Ha
BB3pacT < 6 roguad. OcHOBHATA kpaliHa TOYKa Ha e(hHKACHOCT € TONUIIHUAT Opoit
KPbBOH3/IHBY, Bb3HHKHAIH B paMKHTe Ha 48 yaca clieq NpeIMIIHaTa HHKEKIHS 38
npodunaxTka. JIONLIHUTENHHTE IPOMCH/IMBH 33 e(EKTHBHOCT BKIIFOYRAT FOJHIIEH
Gpoil KPHBOM3IHBY, CTABHU KPBBOH3/IHBY M CIIOHTAHHU KpHBOM3IMBH. KpaiinnTte
TOYKH 33 O€30MaCHOCT BKIIIOYBAT HexenanH coOutus (AE) U MMYHOTEHHOCT.
Pesynratu: Ot 51 nekyBaHu marmeHTH 25 ca Gunu Ha BB3PAcT < 6 roauuy u 26 ca
Ound Ha BB3pacT 6-12 rogunu. O61mo 134 wmxekuun Ha BAY 81-8973 ca
UPHUIOKEHH 3a euenue Ha 97 kpbBousnueu. Menuanara (ksaptun 1 [Q1]; kpaTua 3
[Q3]) na roguuex 6poii Ha KPHEOU3NMBY B paMKUTe Ha 48 4aca OT NpeuIIHATa
MIDKEKLWA 32 TpodunaxTika e 1.88 (0; 3.97) 3a rpynara Ha Bb3pact < 6 rojuuu, 0
(0; 1.96) 3a rpymara Ha BB3pacT 6-12 ropunu u 0 (0; 3.95) 33 koMGuHHpanaTa
Bb3pacToBa rpyma. Cpennuar (Q1; Q3) rogunien 6poit HA CTABHH KPBBOM3IUBY H
CIIOHTaHHH KPBbBOM3IIMBY B paMkuTe Ha 48-yaco nepiox ca 0 (0; 0) 3a
xoMOMHMpaHaTa Be3pacToBa rpyna. Cpennust (Q1; Q3) roguiuen 6poii
KpPBBOH3IHBH 3a KOMOMHHpaHaTa BE3pactosa rpyna e 1.90 (0; 6.02) 3a o610
kbpBeHe, 0 (0; 2.01) 3a craBHM kppBousaued 4 0 (0; 0) 32 CHOHTAHHY KPHBOH3/IUBH.
He ce cpobinaBa 3a CBBp3aHU C IEYEHHMETO cepHo3HH AE WIIH HHXHOHTOPH.
3axaroucHHE: YCTaHOBEHO e, Ye NPOo(huIaKTUIHOTO jiedenne ¢ BAY 81-8973 ¢
eduKacHO 3a NPoHIAKTHKA H Je4YeHHE HA KPBBOUIHBH TIPH HENA C TEXKA
xemodpumus A. BAY 81-8973 crio nokazpa qo6pa MOHOCHMOCT.

Abstract: Problem statement: BAY 81-8973 is a new full-length recombinant factor
VIII (FVIII) product in development for treatment of hemophilia A. The aim of this
study was to demonstrate the safety and efficacy of BAY 81-8973 for prophylaxis
and treatment of bleeds and during surgeries in children with severe hemophilia A.
Method: This phase IlI, multicenter, open-label, nonrandomized study was part of the
LEOPOLD clinical trial program. Part A of this 2-part study included boys aged < 12
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years with severe hemophilia A with > 50 exposure days (EDs) to any FVIII product
and no history of FVIII inhibitors. Patients received BAY 81-8973 prophylaxis 25-50
TU/kg > 2 times weekly. The study continued until > 50 EDs were achieved per
patient (approximately 6-8 months), with an optional extension phase to allow
observations for > 100 EDs. Enrollment of patients was staggered, beginning with
patients aged 6-12 years followed by patients aged < 6 years. The primary efficacy
endpoint was the annualized number of total bleeds that occurred within 48 hours of
the previous prophylaxis injection. Additional efficacy variables included the
annualized number of total bleeds, joint bleeds, and spontaneous bleeds. Safety
endpoints included adverse events (AEs) and immunogenicity. Study part B in
previously untreated patients is ongoing. The main study results from part A are
presented here.

Results: Of 51 treated patients, 25 were aged < 6 years and 26 were aged 6-12 years.
A total of 134 injections of BAY 81-8973 were administered for treatment of 97
bleeds. The median (quartile 1 [Q1]; quartile 3 [Q3]) annualized number of total
bleeds within 48 hours of the previous prophylaxis injection was 1.88 (0; 3.97) for
the group aged < 6 years, 0 (0; 1.96) for the group aged 6-12 years, and 0 (0; 3.95) for
the combined age groups. The median (Q1; Q3) annualized numbers of joint bleeds
and spontaneous bleeds within the 48-hour period were both 0 (0; 0) for the combined
age groups. Median (Q1; Q3) annualized number of bleeds for the combined age
groups was 1.90 (0; 6.02) for total bleeds, 0 (0; 2.01) for joint bleeds, and 0 (0; 0) for
spontaneous bleeds. No treatment-related serious AEs or inhibitors were reported.
Conclusion: Prophylactic treatment with BAY 81-8973 was found to be efficacious in
prevention and treatment of bleeds in children with severe hemophilia A. BAY 81-
8973 also exhibited good tolerability.

151. Ljung R., K. Gili, M. E. Mancuso, V. Kaleva, L. Rusen, D. Tseneklidou-Stoeter,
L.A. Michaels, A. Shah, W. Hong, M. M. Enriquez. Prophylaxis and Treatment of
Bleeds Using BAY 81-8973 in Previously Treated Children With Severe Hemophilia
A: Safety and Efficacy Results of the LEOPOLD Kids Study. 59" Annual Meeting of
the Society of Thrombosis and Haemostasis Research Congress (GTH), Diisseldorf,
Germany, February 24-27, 2015

Pesiome: [Ipochunaxmuxa u neuenue ¢ BAY 81-8973 na kpveousnusu npu 1exyeany
no-pano deya ¢ meacka xemounus A: Pesynmamu 3a besonacrocm u egpurxacrocm
Ha demcromo npoyueane LEOPOLD.

Lemu: Ha ce ouenu 6e3omacHoctTa U epukacHocTTa Ha BAY 81-8973, HoB
pexombunanten daxrop VIII ¢ menra xemxuda (FVIIL), 3a npodunakTuka u
JieUeHNe Ha KPLBOM3JIMBY NPH JeLid, JeKYRAHH PeH TOBA C TEXKA XeMOQUIHA A.
MeTtomu: Tosa (hasa 1[I, MHOTOLIEHTPOBO, OTKPUTO, HEPAHIOMHM3HPAHO IPOYYBaHE
BKJIIOUBA MOMYETA Ha BB3PAcT < 12 roguey ¢ Texka XxeMoQuius A, > 50 1a4 Ha
excnosuuus (EDs) no FVII u wsMa uaxuGuropu. IManuenture nonydasar BAY 81-
8973 25-50 TU/kg > 2 mbTH CeMHYHO B IPOARIDKeHHE Ha 6 Mecela 1 > 50 ED.
Kpaiinara Touxa Ha edhHKacHOCT € rofyIieH Opoi Ha 00IkTe KPBROM3NMBH. Jpyru
IPOMEHTIMBY Ha edEeKTHBHOCTTA BKIIIOYBAT I'OJIMIIIEH OpOit CTaBHH H CIIOHTAHHH
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KpbBOM3IHBH U (papmaxokureTuka (I[TK). Kpaiinute Toukn 3a 6e30macHocT
BKJIIOYBAT HEXKENaHu chOUTHA (AE) H MMYHOI€HHOCT.

Pesyaratu: nekysauu ca 51 naieHTH Ha BB3pacT < 6 (n = 25) unn 6-12 roguny (n =
26); uecToTaTa Ha NO3HpaHE ¢ OMNA JIBA IbTH ceAMUYHO B 41.2%, 3 NbTH CEIMHYHO B
41.2%, a Bceku crnenpant geH B 15.7%. 45.1% He ca umanu kpbaonsmusy. O6mo 134
urkekid BAY 81-8973 ca 6mmu npunoxeHu 3a evueHue Ha 97 KPHBOU3IHBH
(cebp3anu ¢ TpaBMa, 72.8%). Menuana (keaprun 1; ueptuna 3 [Q1; Q3]) sa rogumen
6po#i Ha 0OIUKMTE, CTABHY M CIIOHTAHHH KPBBOH3IMBH 34 KOMOMHHUPaHUTE BE3PACTORY
rpynu e 1.90 (0; 6.02), 0 (0; 2.01) u 0 (0; 0) crorrerHo. Cpemuusar (Q1; Q3)
roguiied Opoi #a obmute kpbousmuel ¢ 2.03 (0; 6.02) 3a nauMeHTH Ha BE3PACT < 6
rogunu 1 0.93 (0; 5.77) 3a mauueHTH Ha BB3pacT 6-12 rogund. CpenHa (nHanasoH)
obma no3a BAY 81-8973 roauirso 3a BCUYKH HHKEKIUH B KOMOWHUPAHUTE
BBE3pacToBM rpynu e 4551.0 (2217 9474) IU/kgly (BB3pacr < 6 rogunu, 5127.5
[2217-8964] IU/kg/y; sr3pact) 6-12 roguuu, 4139.4 [2546-9474] IU/kg/y). He ce
crobIIaBa 32 CBBP3aHH C JledeHHeTo ceprostu AE unu uuxuburopu. PK onenkara,
U3BLPIIEHA IpH 15 neua, nokasa cpener + nomypasmag Ha SD 12.1 + 2.4 yaca 3a
BAY 81-8973.

Hspomu: [Ipodunaktrkara ¢ BAY 81-8973, sapupaina ot fBa IreTH ceIMHUYHO J0
BCEKH JIPYT JieH, ¢ edHKacHa U ¢e IOHACs HoOpe npy MpeAoTBPaTABAHE H ICUeHHE Ha
KPBBOM3IIUBH IIPH AelA ¢ TexKa XxeModuiusa A.

Abstract: Aims: To evaluate safety and efficacy of BAY 81-8973, a new full-length
recombinant factor VIII (FVIII), for prophylaxis and treatment of bleeds in
previously treated children with severe hemophilia A.

Methods: This phase III, multicenter, open-label, nonrandomized study included boys
aged < 12 years with severe hemophilia A, > 50 exposure days (EDs) to FVIII, and
no inhibitors. Patients received BAY 81-8973 25-50 IU/kg > 2 times weekly for 6
months and > 50 EDs. The efficacy endpoint was annualized number of total bleeds.
Other efficacy variables included annualized number of joint and spontaneous bleeds
and pharmacokinetics (PK). Safety endpoints included adverse events (AEs) and
immunogenicity.

Results: 51 patients aged < 6 (n = 25) or 6-12 years (n = 26) were treated; dosing
frequency was twice weekly in 41.2%, 3 times weekly in 41.2%, and every other day
in 15.7%. 45.1% had no bleeds. A total of 134 BAY 81-8973 injections were
administered to treat 97 bleeds (trauma-related, 72.8%). Median (quartile 1; quartile 3
[Q1; Q3]) annualized number of total, joint, and spontaneous bleeds for the combined
age groups was 1,90 (0; 6.02), 0 (0; 2.01), and 0 (0; 0) respectively. Median (Q1; Q3)
annualized number of total bleeds was 2.03 (0; 6.02) for patients aged < 6 years and
0.93 (0; 5.77) for patients aged 6-12 years. Median (range) total BAY 81-8973 dose
per year for all injections in the combined age groups was 4551.0 (2217 9474)
IU/kg/y (age < 6 years, 5127.5 [2217-8964] IU/kg/y; age 6-12 years, 4139.4 [2546—
94741 TU/kg/y). No treatment-related serious AEs or inhibitors were reported. PK
assessment performed in 15 children revealed a mean + SD half-life of 12.1 + 2.4
hours for BAY 81-8973.
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Conclusions: BAY 81-8973 prophylaxis ranging from twice weekly to every other
day was efficacious and well tolerated in preventing and treating bleeds in children
with severe hemophilia A.

152. Stoyanova D., V. Kaleva, E. lieva, D. Konstantinov. Combination of
deferasirox {(DFX) and deferiprone (DFP) in salvage therapy for ironoverload and
hepatic impairment in B-thalassaemia patient after allogeneic SCT. New Challenges
in the Management of Iron Overload. Milano, Italy, 02.03.2018

Pezrome: Rombunuparo npuiooicenue na deferasivox (DFX) u deferiprone (DFP) npu
CRACACAUO NEUEHUEe HA JCeNe3eH CEPXMOoBap U YepHOOpOoBbHO Yapesicoane npu
nayuenm ¢ f-manacemus cneod anozenna TXCK.

[MauuenTtrre ¢ beta-Tamacemus (f-TM) ¢ BHCOKO ChABpPKAHUE HA YEPHOAPOGHO
xeiszo (LIC) ca capp3any ¢ QyHKINOHAIHNN HapyIUEHUS, IPOrpecHs Ha
yepro/podHa Gubposa Wi MO-101IA TPOTHO3a. AJEKBATHUAT KOHTpoJa Ha LIC
HaMalABa CBHILIECTBEHO PUCKA OT TOTAIHO HIIHA JONBIHHTENIHO YEPHOAPOOHO
yepexxiaHe. KombuHupanaTta ynoTpeba Ha [Ba IEpOpaIHH XeJaTopa Ha sKelsi30
H3TIEN (A HAeKICH HaulH 38 IIOCTHraHe Ha N0-A00Bp KOHTPOJ BbPXY CEPYMHHUs
¢epurun (SF), HO Bce oule TUIICBAT HAYYHK JaHHY 3a NOA0OHa NPaKTHKA,

Ilenn: Ja ce ouenn ehHUKacHOCTTa Ha JjBa KOMOMHMpaHU NEPOPaIHH XEIATOPa Ha
Kena30 ripu B-TM IamyeHT ¢ IPekoMEepHO PETOBAPBAHE € KEIA30.

Meton: Croburasa ce 3a cnyyaif Ha 13-rogumna naguentka ¢ B-TM Ha
xoMbuHupana repanus ¢ Deferasirox (DFX) u Deferiprone (DFP) c HeanekBaTHO
xonTposnpan SF. EdexTBHOCTTa Ha KOMOMHHPAHOTO XEIHMPAHE CE OLIEHsBA YPe3
u3MepsaHe Ha HuBaTa Ha SF, LIC u yepHOmpoOHUTE EH3UMH.

MepuiuHCcKa ueTopus W pesynrary: [lanuentkara ¢ Ha xenarorepanus ot 2004 r.
IIpes 2005 r. npemunana HeycnelrHa anoreHedHa SCT. IlpocnenaBalliuaT Nepuo
paskprBa HepocTaTbueH KoHTpol BhpXy SE (6000 ng/ml), Texek LIC, sHauuTenno
[IOKaYBaHE HA YePHOAPOOHUTE eH3UMH U U3pa3cHa XEIaTOCHICHOMEr A,
YepHoapobuara Guorncus npez ssmyapu 2008 1. peructpupa Texka uepHoapobHa
¢ubpoza. [Topaawy anepruden Mok, cBep3aH ¢ ynotpedara na Desferal, npes Mapt
2008 r. xenarHpauara reparus e npemuHaTa KbM DFEX. Beipexn HaMaIABaHeToO Ha
SF, IMR (anpun 2013 r.) nokasea Texcka LIC (uepunoapobna T2% -1.39 ms) u
CBPJICUHO XKeNA30 IpeToBapeaHe (MHoKapaeH T2* -15.09 ms), 1 ABeTe MONIBPHKAHH
¢ Bpemerto. FerriScan npes sinyapu 2014 r. otkpusa LIC > 43.0 mg/cyxa Tbkan (>
770 mmol/ug cyxa TrkaH). Pezynrar ot Fibroscan paskpusa $ubposa Ha yepHus
npo6 (Fo -1; 6,1), 6Guoxumuunu rectore: ASAT — 48 U/L, ALAT — 75U/L, Ferritin -
3268 ng/ml.

KaTo ce uMa npeasu IHICaTa Ha KOHTPOJIUPAHO IPETOBapBaHe C KENA30 U
TIPOTPECUBHOTO UepHOAPOOHO yBpeXIane, npes Mak 2015 r. ¢ BeBeEH
aITEPHATHBEH MOJXO0] 34 IPEONONIABAHE HA NPEKOMEPHOTO [IPETOBAPBAHE C MKENIA30
upe3 kombunanws o DEX 30 mg/kg u DFP 75 mg/kg nHeBHO.

3akmouenue: KoMOHHALHATa OT MEPOPATHN XENIATOPH Ha xkenszo Deferasirox u
Deferiprone, xaro cnacHTellHa Tepaius, ce Oka3Ba eeKTHBHA 33 HAMAJSIBAHE HA

134



[IPETOBAPBAHETO HA JKENA30 M yBPEXIAHe Ha YepHHUA Opo0, 6e3 NOIMbIHUTENHN
cTpaHu4HH edekT. [Tonobuu pesynTaT ca fOKNAgBaHH M OT JIPYTH aBTOPH

Abstract: Beta-thalassaemia major (B-TM) patients sustained high liver iron content
(LIC) has been linked to functional abnormalities, progression of liver fibrosis or
worse prognosis. Adequate control of LIC reduces substantially the risk of intra or
extra hepatic damage. Combined use of two oral iron chelators seems to be a reliable
way of achieving better control on serum ferritin (SF) but scientific data on such
practice are still missing.

Objectives: To assess the efficacy of two combined oral iron chelators in a B-TM
patient with excessive iron overload.

Method: We report on a case of 13 years old female B-TM patient on combined
therapy with Deferasirox (DFX) and Deferiprone (DFP) with inadequately controlled
SF. The efficacy of combined chelation was evaluated measuring SF, LIC and hepatic
enzymes levels.

Medical history & results: Patient has been on chelation therapy since 2004. In 20035
she has undergone unsuccessful allogeneic MRD SCT. The follow-up period revealed
inadequate control on SF (6000 ng/ml), heavy LIC, significant rise of hepatic
enzymes and marked hepatosplenomegaly. A hepatic biopsy in January 2008
registered severe hepatic fibrosis. Because of allergic shock associated with Desferal
use in March 2008 chelating therapy was switched to DFX, Despite the decrease of
SF, IMR (April 2013) proved heavy LIC - (hepatic T2*¥-1.39 ms) and heart iron
overload (Myocardial T2*-15.09 ms), both sustained with the time. A FerriScan in

J anuafy 2014 detected LIC > 43.0 mg/dry tissue (>770 mmol/ug dry tissue). Result
from Fibroscan revealed liver fibrosis (Fo-1; 6,1), biochemical tests: ASAT — 48 U/L,
ALAT—75U/L, Ferritin — 3268 ng/ml.

Considering the lack of controlled of iron overload and the progressive hepatic
impairment, in May 2015 an alternative approach to overcome the excessive iron
overload was started by combination of DFX 30 mg/kg and DFP 75 mg/kg daily.
Conclusio: The combination of oral iron chelators Deferasirox and Deferiprone as
salvage therapy proved to be effective in reducing iron overload and hepatic
impairment, without additional side effects. Similar results have been reported by
other autors.

153. Ignatova L, E. Peteva, S. Dobrilov, M. Belcheva, V. Kaleva, Compartment
syndrome of the upper limb in a patient with haemophilia A with inhibitors: case
report. 13" Novo Nordisk symposium on haemostasis management. Berlin, Germany,
2-4 November, 2016

Pezome: Komnapmmenm cunopom Ha 2open kpasinux npu nayuenm ¢ xemounus A u
UHXUOUMOPU. KTUHUYEH CYYAI.

KoMnapTMeHT CHHIAPOM IIPH JULA ¢ XEMOQHIIHS € PALKO YCIOKICHHE U OCTaBa
3HAMUTENHO MPEIU3BUKATEICTBO 32 XEMaTOoJIora U opronena. TpuaeceT U yeTHpu
moknaga (16 crarvy) ChIIECTBYBAT B IMTepaTypaTa. KOMIIADTMEHT CHHAPOM B
061acTTa Ha rOpeH KpalHUK € OIHCaH CaMo B €IHH CIydaii.
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Llen: ITpencrasame cnyuaii Ha 20-rogymieH mauueHT ¢ Aehuuut Ha daxrop VIII,
KOMTO pa3BHBa KOMIIAPTMEHT CUHAPOM CHHAPOM B 00/1acTTa Ha JIiBaTa PbKa U
OTKa3Ba XMPYPTHYHO JICUCHHE.

Metoau: Jleuenuero sarnoyna ¢ pdFVIII koHIEHTpaT B MpOSBIDKY KaTo
npohHIaKTHYeH pexuM 1o 15-u ned. MHXUOUTOpHATE aHTUTENA ¢a PETHCTPHPaHH
o ToBa BpeMe. EjiHa ceaMuLa Mo-KbCHO NAUMEHTHT pa3sBH HOB XEMAaTOM B CBILIUSA
PECHOH H OTKA3Ba XHpyprudecka HHTepBeHUH. [lopaay Tasu NIpHYKHA € IPHIAraHo
KoHcepBaTUBHO JeueHue ¢ rFVIIa.

Pesynratu: [Ipe3s cnenpainure 2 Mecelia MalUMeHTHT € 6e3 KbPBEHE B 3aCETHATHS
peruoH. B Menuanuara gyacr Ha m. biceps brachii sin. ce HabnogaBa OCTATHUEH
HEAKTHBEH XEMATOM C KOMIIPECHOHHO YBpesxkaaHe Ha nepudepHUTe HEPBU U
KOHTPAKTypa Ha JaKhTHATA cTaBa. [[alMeHTsT € NPoReKIan HepeTOBHO JCUCHHUE C
AIETHIXO0IMHECTEPAa3HH MHXHOUTOPH 1 BUTAMUHK OT Tpyna B 1 oTkaza
pexabHIHTaLHA.

3akmoyeHue: KomMnaprMeHT CHHAPOM NPU [alHEHTH ¢ XeMOMHIUS € CEPHO3HO
CBHCTOSHHE M aKO C€ JIEKYBA HEMPABIIIHO, MOXKe N2 IoBeJe 10 TpaiHo yBpe)KIaHe Ha
MYCKYJIHUTE H HepBMTE. B cliyqante ¢ pa3BuTHE Ha MHXHOMTOPHH aHTHTENA U
peLuanUBY Ha KbpBeHe npunaraneTo Ha rFVIIa e mogxoasi TepaneBTHYEH BAPHAHT
3a CIIMPaHEe Ha OCTPOTO KhPBEHE ¥ HaMalsiBaHe Ha pPHCKa OT JOMBJIHUTEIHO
YBpEXKJIaHE Ha MYCKYJHTE H HEPBHTE.

Abstract: Compartment syndrome in persons with haemophilia is a rare complication
and remains a significant challenge for the haematologist and the orthopaedic
surgeon. Thirty-four reports (in 16 articles) exist in the literature. Compartment
syndrome in the arm, however, has been reported in only one case.

Objective: We present the case of a 20-year-old Factor VIII-deficient patient, who
developed compartment syndrome of the left arm and refused surgical treatment.
Methods: The treatment started with a pdFVIII concentrate and continued as a
prophylactic regimen until day 15. Inhibitor antibodies were registered at that time.
One week later the patient developed a new haematoma in the same region. The
patient refused surgical intervention and hence conservative treatment was applied
with rFFVIla.

Results: In the next 2 months there was no bleeding in the affected region. In the
medial part of m. biceps brachii sinistra there was a residual inactive haematoma,
post-compression damage of the peripheral nerves of the left hand and contracture of
the elbow joint. The patient received irregular treatment with acetylcholinesterase
inhibitors and B vitamins. He refused rehabilitation.

Conclusion: Compartment syndrome in patients with haemophilia is a serious
condition which, if treated inappropriately, may lead to permanent muscle and nerve
damage. In cases of compartment syndrome with inhibitor antibody development and
bleeding relapse, the administration of rFVIla is a relevant therapeutic option for
stopping acute bleeding and lowering the risk of additional damage to muscles and
nerves.
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154. Petrova K., M. Dimova, V. Kaleva, B. Kanazirev. Multidisciplinary care for
patients with Thalassaemia major in North-East and East region of Bulgaria. /4th
International Conference on Thalassaemia and Other Haemoglobinopathies &16th
TIF Conference for Patients and Parents. Greece, Thessaloniki, 17-19 November
2017

Pesiome: Mynmuducyunnunapna apudica 3a nayuenmu ¢ manacemus Maiiop 8
Cesepousmouen u Hzmouen pezuon na Bvnzapus.

Hanuenture ¢ Tanacemus matiop (TM) B Cesepouztouna u Wstouna Beirapus ca
CJICAEHH B aMOyNnaTopHy yclIoBus, 00o3HaueHH KaTo LIeHTsp 34 KOaryIonaTHy U
PEeIKH aHeMHH, KOUTO € Ch3mazeH npes 2013 r. 8 YMBAJI "Ceera Mapusa” — Bapua.
My THAMCIHINTHHAPHMAT €KHIT OT ME/IMIIMHCKH €KCIIEPTH OKAa3Ba IThJIHA
MEIULMHCKA, ICHXOJIOTHYECKa H COIMATIHA IIOAKpPENa Ha HAlUEHTH ¢ BPOJEHH
XeMaTOMOrHYHH 3a00JIABaHHsA, BKI. PeJKM aHeMHU. JIeKkapHTe ca OT pasnnyHi
CTICLIHATHOCTH — XEMAaTOJIOTHA, KAPIUOIOIH:A, eHIOKPUHOJIOTHS, FACTPOSHTEPOIOTHS,
IICHXOJIOTHSI, FTEHETHYHH 3a00/SBaHMs, CTOMATONOTHS, aKYLICPCTBO ¥ THHEKOIOTUS U
coumalied pabotHuk. [lanueHTHTe MMaT JISHOHOLIHA BB3MOKHOCT 32 TeNeOHEH
KOHTAKT C JIEKap OT LIEHTHpa.

B uenrspa ce nexysat u npocaenasat 30 jeua u 38 nanpentu Hag 18 romuny,
BcHuKy manuMenTy nocelaBaT IeHTHPa PeNOBHO Ha BeekH 2-5 ceamuny. Te
DONYYARAT PEIOBHO KPBBOMNPEIUBAHE, 33 Ja NOJTBPKAT HUBOTO HA XEMOITIOOHHA CH
Han 95 gfl. Beeku naipieHT HMa MHIMBHAYalHA KIHHUYHA K 1a60paTopHa nporpama,
KaKTO H CXeMa Ha JEYCHYE Bb3 OCHOBA HAa PErHCTPHPAHUTE UM OYaKBaHUTE
YCIIOKHEHHUS U PE3YATATH OT XelaTHpAIIaTa TeparTHs.

KapnuomuonarunTa Bce OIle ocTaBa BOfeIla IPHYMHA 3a 3a001eBacMOCT U
CMBPTHOCT CpeJl MALUEHTH ¢ TpaHCc(hy3HOHHO 3aBuciMa TM, BBIIPEKH OCTHIHATHA
HalpelbK B TEPANICBTUYHOTO OTHOIIEHHE. MHUOKAPIHOTO JKEISI3HO IPETOBAPBAHE C
MOBUIIICHOTO CHPACYHO CHIPOTHBIICHHE CE CUUTAT 3a OCHOBHHTE [IPHYUHH 33
CHPACYHH YCIOXHEHHS, 0COOSHO 3a Pa3BUTHETO HA CHPAEYHA HENOCTATHYHOCT. ToBa
TIPABH IPHKATA 32 ChPIEUYHOCHA0BATA CHCTEMA ¢ 0COOEHO 3HAYCHHE 32 NAIMEHTHTE C
TM™M.

Beuuxu nanuenTy ce Habnro1aBaT 0T KapIHOJIOr MTOHE BEMHEXK TOJMIIHO ¥ BHHATH,
KOraTo uMa OIJIakBaHuA oT 3aayx uiu cepleduene; EKI u exoxapauorpadms ce
U3BBPIIBAT BCsAKaA roquna; Corpaeyna SAMP ce u3BbpIlBa Ha BCEKH ABE TOAMHY WIH
MO-9€CTO B 3aBHCHMOCT OT pesynrara oT T2*, BCHUKH NarMeHTH HoIyIaBaT i
TOJUUICH MOHHTOPHHT 32 NPU3HALK M CHMIITOMH Ha €HIOKPHHHH YCIOKHEHHS,
[ManmenTute ¢ TM B CeBeponsTouna Brarapus CTpHKTHO ce claeaBaT OT
CreLHaIM3HpaH MYITHIMCIHILIMHADEH eKuIl. OTHOCHO CIieUHaTU3HpaHHTE
KapAMOJOTHYHY TPHXKH € HATHYHO LAI0TO HeoOXonuMo o6opyIBaHe U nMa
OpraHu3yvpaH Obp3 M JIECEH MOAXO KbM CIIeLMAIUCT-KapAHoior. I1o To3u HaunH
BCHYKH IAI[MEHTH C SBHA CBP/ICYHA HEJIOCTATBEYHOCT WK TIPU3HAIM M CHMIITOMH Ha
CBPACYHH YCIOXKHEHHUS CE PA3NO3HABAT U JIEKYBAT BEIHATA CIeJ TIXHOTO
JUarHOCTHIMpaHe.
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Abstract: Patients with thalassemia major in North-East and East part of Bulgaria are
followed in an outpatient clinic, called Center for coagulopathies and rare anemias
which was established in 2013 in the University Hospital St. Marina in Varna. The
multidisciplinary team of medical experts gives a full medical, psychological and
social support to patients with inborn hematological diseases and rare anemias. The
physicians are from different specialties — Hematology, Cardiology, Endocrinology,
Gastroenterology, Psychology, Genetic diseases, a Dentist, Obstetrics and
Gynecology and Social worker. Patients have a 24-hour opportunity for a telephone
contact with a doctor from the center.

There are 38 patients above and 30 patients below 18 years of age. All patients visit
the center regularly — every 2-5 weeks. They receive regular blood transfusions in
order to maintain their hemoglobin level above 95 g/l. Each patient has an individual
clinical, laboratory and treatment schedule based on his/her registered or expected
complications and results of the chelating therapy.

Thalassemia cardiomyopathy still remains the leading cause of morbidity and
mortality among patients with transfusion-dependent Thalassemia Major (TM)
despite recent advances in the therapeutic management. Myocardial iron overload
together with increased cardiac output are considered the principal causes of cardiac
complications especially for the development of heart failure, although patients are
regularly transfused and at optimal chelation therapy. This makes the cardiac care of
especial importance for the patients with TM.

All patients are seen by a cardiologist at least once per year and whenever there are
complaints of dyspnea or palpitations; ECG and Echocardiography is performed each
year; Cardiac MRI is performed every two years or more often depending on the
result of the T2*. All patients receive also an annual monitoring for signs and
symptoms of endocrine complications.

Patients with TM in North-East part of Bulgaria are all strictly followed by a
dedicated Thalassemia team. As per their cardiac care, we have supplied all necessary
equipment and we have organized quick and easy approach to a specialist. Thus,
there are no patients with overt heart failure, all subtle signs and symptoms of heart
complications are recognized and treated as soon as diagnosed.

155. Dimova M., B. Kanazirev, V. Kaleva, S. Gercheva, K. Petrova, V. Zlateva, Y.
Bocheva, S. Nikolova. NT-pro-BNP levels in Correlation with Left Atrial Volumes in
Beta-Thalassemia Patients for Early Detections of Heart Failure. /4th International
Conference on Thalassaemia and Other Haemoglobinopathies &16th TIF
Conference for Patients and Parents. Greece, Thessaloniki, 17-19 November, 2017
Pesrome: Koperayus na nusama na NT-pro-BNP c nesus npedcopoen obem npu
nayuenmuy ¢ bema-manacemus 3a panio OmKpusaie Ha copoeyna HedocmamvyHoCm.
Ienn: Ha ce comocTaBAT exokapauorpadcKkuTe mapaMeTpu Ha MOp(oIoruara 1
(GhYHKIHATA MpH [TALMEHTH ¢ TanaceMHs Maiiop (IM) B cpaBHEHHKE CBC 30PaBH
KOHTpoNY ¢ HuBA HA NT-pro-BNP 3a npeHTUHLIUpaHE Ha CYOSKTH CbC ChpIcHHa
HEIO0CTaThYHOCT ¢ IIeT ONTHMU3KHpPAaHE Ha JIEYEHHUETO U NPEeJO0TBPATABAHE HA
OpaewaTa 3a00/1eBaEMOCT.
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Matepuanyu 1 meroau: Hue oneHuxmMe 37 mMoC/en0BATEHY NALHEHTH ¢ XOMO3ZHIOTHA
B-TM u 50 3apaBM KOHTpPO/IH, CHOTBETCTRALIN Ha Bh3PACTTa, Ype3 eXOoKapaHorpadus
¥ HuBa Ha NT-pro-BNP.

Pesynrarn: LVMMi (g/mz) ¥ OTHOcUTeNHaTa nedenuHa Ha cteHata (RWT) ca
YBEJIHUEHH B CpaBHEHHE C KOHTPOIUTE. CHOTHOIMICHHETO HA CKOPOCTHTE Ha
NMacTONHYHATA TpaHCMHTpanda E/A M CUCTOIIHHTE CKOPOCTH Ha MMOKapaa — Sm
(cm/s) ¥ uHAEKCHTe Ha AedopMalny — HalpexKEHHE H CKOPOCT Ha nedopMalus
(1/cex} cpuio 6s1xa snaummo mo-aucku. EF Ha nspata kaMepa obadge Gellle HopManeH
u E/E ¢hbl0 He ce pasiudaBallle B CpaBHeHHeE ¢ KOHTpoauTe. MujekcuTe Ha
IPe/ICEP/THOTO NMPEACHpaKe MoKkassar yeennyeH LA VI (ml/m) u rpanugna genpecus
Ha ()pakiuaTa Ha U3TIAcCKBaHe Ha 18010 npeacspaue (LAEF %). Husata na NT-
proBNP (pg/ml) ca sHauumo mo-Bucoku B TM koxopra ~ 80.4 (38.57-189.25) B
cpaBHeHue ChC 34paBH KoHTpoud — 23 (20-32.80) pg/ml (p < 0.0001). Umame 11
(29.7 %) nanmentu ¢ NT-pro-BNP 6noMapkep Hal ropHaTa pedepeHTHA IPasuLa OT
> 125 pg/ml, orrosapAiLK Ha KPUTEPHUTE 32 IMATHOCTULMPAHE HA CLpAeYHa
HEeXOCTATHhUHOCT ChIacHo ykasanuaTa Ha ESC. Crnen Tosa nanuenture ¢ TM Osaxa
paspenen B jse rpynd — TM nanuenT ¢ nosumes NT-proBNP (TM NT-proBNP+)
1 TM nmanuenTy ¢ Hopmaned NT-proBNP (TM NT-proBNP-) u nBete rpynu 6sxa
cpaBHeHH. EqMHCTBEHATa 3HAUMMa pasiHKa Mex/ly ABETe TPy Gelle HHAEKCHT Ha
nesua npeacwpaed obem LAVi (p = 0.025) 1 BCHUKK OCTAHAIM HHASKCH HE Ce
paznuyasaxa. Mmauie ymepeHa, HO ChlIecTBeHa Kopenauus Mexny NT-pro-BNP u
LAVi—r=0.44, p = 0.009 u mexgy LVMMIi u LAVi —r = 0.480, p = 0.004.
Hsponu: ExvHcTBEHATA 3HAYMTENIHA paziTHKa Mex 1y aBeTe rpymu Ha TM — NT-
proBNP-monoxkurenna u NT-proBNP-oTpunarensa — e npeachbpIHusaT HHIECKS
LAVi, koiT0o MOXe€ 11a ce H3MONI3Ba 38 PYTHHHO NPOCICIABAHE IPH TE3H MaHEHTH.

Abstract: Aims: To correlate echocardiographic parameters of morphology and
function in patients with thalassemia major in comparison to healthy controls with
NT-pro-BNP levels to identify subjects with heart failure in order to optimize
treatment and to prevent future morbidity.

Materials and methods: We evaluated 37 consecutive patients with homozygous B-
thalassemia and 50 age-matched healthy controls by echocardiography and NT-pro-
BNP levels.

Results: LVMMi (g/mz) and relative wall thickness (RWT) were increased compared
to controls, Diastolic transmitral E/A velocities ratio and systolic myocardial
velocities — Sm (cm/s) and deformations indices — strain and strain rate (1/sec) were
also significantly lower. Left ventricular EF was however normal and E/E’ was also
not different compared to controls. Left atrial indices showed enlarged LAVi (ml/m.)
and borderline depression of left atrial ejection fraction (LAEF %). NT-proBNP
(pg/ml) levels were significantly higher in TM cohort 80.4 (38.57-189.25) compared
to healthy controls — 23 (20-32.80) pg/ml (p < 0.0001). There were 11 (29.7%)
patients with NT-pro-BNP biomarker above upper reference limit of > 125 pg/ml
fulfilling criteria for diagnosis of heart failure according to the ESC Guidelines.
Patients with TM were then divided into two groups — TM patients with elevated NT-
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proBNP (TM NT-proBNP+) and TM patients with normal NT-proBNP (TM NT-
proBNP-) — in the two groups were then compared. The only significant difference
between the two groups was left atrial volume index LAVi (p = 0.025) and all other
indices were no different. There was a moderate yet significant correlation between
NT-pro-BNP and LAVi —r = 0.44, p = 0.009 and between LVMMi and LAVi—r =
0.480, p = 0.004.

Conclusions: The only significant difference between the two TM groups — NT-
proBNP positive and NT-proBNP negative — was left atrial volume index LAVi,
which may be used for routine follow-up in these patients.

156. M. Dimova, B. Kanazirev, V. Kaleva, K. Nenova, K. Petrova, V. Zlateva.
Significant improvement of gjection fraction with low-dose beta-blocker in an 18-
year old patient with transfusion dependent Thalassaemia. /4th International
Conference on Thalassaemia and Other Haemoglobinopathies &16th TIF
Conference for Patients and Parents. Greece, Thessaloniki, 17-19 November, 2017
Peztome: 3nauumenno nodobpasane Ha Pparyusma Ha UIMAACKEAHE YPe3
npuaooicerue ia bema-baoxep ¢ Hucrku dozu npy 18-200uwen nayuenm c
MPAHCHYIUONHO-3ABUCUMA MATACEMUA.

18-roguIieH NaHeHT ¢ PeIOBHO H3RBPHIBAHE Ha XEMOTPAHC(Y3HH OT paHHa JeTCKa
BB3PACT M TEXKKO MPETOBapBaHe ¢ JKelIa30 Ha Muokapaa — T2* 7.02 ot 01.2017 r. ce
IpeJICTaBs [pH PeIoBeH Mperiel Che CHMNTOMH Ha cnabocT M 3anyx. EKI — ciunycos
putbM, HR - 95 crien xemotpancdysus. Exokapauorpadus: HamaneHa EF — 45.6%,
HaMaJIeHW CKOPOCTH Ha MHOKapa, H3C/IeBaHy ¢ JoIiepoB 06pa3 Ha ThKaH.
Jleuenwne: bisoprolol 2.5 mg o.d. I[locnenpaia exoxkapauorpadgus caen Mecerl u
MOJIOBMHA — 3HAYHTENHO MoA0OpeHHe Ha KoHTpakTHIHATA PyHKuMs, EF — 58.5%, HR
- 73 b.p.m.

Bera-GiiokepuTe ca CTAHAAPTHO JIeYEHHE MIPH MALHEHTH ChC ChPAEUHA
HeJOCTATBYHOCT C HaMaleHa (pakins Ha u3THackBaHe. [[pHIoKEeHHETO MM TIpH
[AaLMEHTH ¢ TanaceMus obaue TpabBa Ja Obje NpennasnuBo, Thit KaTo Te3u
[ALFEHTH OOMKHOBEHO UMAT HUCKO KPBBHO HajsraHe. IIpy Halia NalyenT ¢ TexKa
MHOKAPHA CHIEP03a U HUCKA MHOKap/IHa KOHTPaKTHIHA GYHKLHA Ha JIABATA KAMEpa
[OCTHIHAXMe 3HAYMTETHO MOoJ00pEHNeE CIIel 3all0YBaHe Ha ieyeHue ¢ OeTa-Oiokep.

Abstract: An 18-year-old patient with regular hemotransfusions from infancy and
severe myocardial iron overload — T2 * 7.02 from 01.2017 presented with regular
examination with symptoms of weakness and shortness of breath. ECG — sinus
rhythm, HR — 95 after chemotransfusion. Echocardiography: decreased EF — 45.6%,
decreased myocardial velocities examined with tissue Doppler. Treatment: bisoprolol
2.5 mg o.d. Subsequent echocardiography after a 1.5 month — significant
improvement in contractile function, EF — 58.5%, HR - 73 b.p.m.

Beta-blockers are standard treatment in patients with heart failure with a reduced
ejection fraction. However, caution should be exercised when administering them to
patients with thalassemia, as these patients usually have low blood pressure. In our
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patient with severe myocardial siderosis and low left ventricular contractile function,
we achieved significant improvement after initiation of beta-blocker therapy.

157. Peteva E., B. Marinska, Y. Bocheva, V. Kaleva. Aquired Hypofibrinogenemia
Combined with Factor VIII and Factor IX Inhibitors in 11 Years Old Girl — a Case
Report. 12" Regional Central-Eastern/South-Eastern European Pediatric
Oncohematology Meeting&ZO”” Romanian-Hungarian Pediatric Oncology Meeting.
Cluj-Napoca, Romania, 28-30 September, 2017

Pesiome: Ilpudobuma xunogubpunozenemus, KomGUHUPaARA ¢ unxubumopu cpewy
gaxmop VI u paxmop IX npu momuve na 11 200unu — xnunuven cryuail,
lIpencraes ce 11-roguiino Momude ¢ HeoOpeMeHEHa (aMUIIHA aHAMHE3A 32 KBPBEHE,
KOETO € XOCIIHTAIU3HPAaHO B PEIrMOHAIHA OOIHHUIA 10 HOBOJ, EITUCTAKCHC H
xemarypus. OT 1aGopaTopHUTE PE3yNTaTH Ca YCTAHOBEHH XHIO(QUOPHHOrEHEMHUS H
yawkeHo APTT. Jlerero e npeseneno B Knuaukara mo geTcka OHKOXEMATONOrMs
BHE BapHa, KbeTo ca JoKasaHH HUCKH HHBa Ha (aktop VI n daxTop IX.
Jleyenueto e craptupano ¢ methylprednisolone 3a 5 ceqMuUH, ClIe KOETO €
NPOIBIDKCHO OLIE 7 ceIMUIIN ¢ KOMOMHaLuUs oT methylprednisolone u
cyclophosphamide. B pe3ynTar Ha Jie4€HHETO BCHYKH TabOPaTOPHU [IOKa3aTelH ca
ce HOPMaITH3HUPAIIH.

Abstract: An 11-year-old girl with an unburdened family history of bleeding is
presented, who has been hospitalized at a regional hospital for epistaxis and
hematuria. The laboratory results revealed hypofibrinogenemia and prolonged ART.
The child was transferred to the Clinic of Pediatric Oncohematology in Varna, where
low levels of factor VIII and factor IX were demonstrated.

Treatment was started with methylprednisolone for 5 weeks, followed by a further 7
weeks with a combination of methylprednisolone and cyclophosphamide. As a result
of treatment, all laboratory parameters have returned to normal.

158. Spasov N., I. Chakarov, B. Avramova, M. Iordanova, M, Spasova, D.
Konstantinov, I. Shtarbanov, V. Kaleva, A.A. Stoyanova, M. Belcheva, 1.
Christozova, LN. Mumdjiev, H. Burnusuzov, L. Ivanova. Therapeutic results of high-
risk neuroblastoma in childhood by SIOPEN Rapid Cojec protocol — current issues
and caveats in Bulgaria. 12" Regional Central-Eastern/South-Eastern European
Pediatric Oncohematology Meeting &20" Romanian-Hungarian Pediatric Oncology
Meeting. Cluj-Napoca, Romania, 28-30 September, 2017

Pesiome: Tepanesmuuny pesynmamu om npunoxcenue Ha npomokon SIOPEN Rapid
Cojec npu sucoxopuckoe Hegpobnacmom 6 OemcKa ev3pacm — GKMyanHy npobremMy u
ozpanuyenus ¢ bvnzapus.

Ilem: [la ce oueHH peTPOCHEKTHBHO CTPATH(HKALUATA HA PUCKA, KIMHUYHATA
XapaKTepUCTHKa W M3X0Md IPH JeNa ¢ BUCOKOPUCKOB HeBpobaacToM upes SIOPEN
Rapid Cojec Protocol ¢ en na ce yTOUHAT HAKOH IpoGNeMH U IPOTUBOPEYHs IPH
JUarHOCTHKATA M JIEYEHHETO Ha ToBa 3abonaeane B Buarapus.
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HanpaseH e aHanu3 3a S-TOJHIUEH NEPHUO/ HA ONUTA B bharapus 110 OTHOLUEHHE HA
JIMATHOCTHKATA, CTAAHPAHETO U CTPAaTU(PMKAIIMATA HAa PUCKA ITPH AELA C
HeBpobIacToM. JIOMBIHUTENHO ca ASPMHMPAHT NPEKHUBICMOCTTa Ha MaJlka Ipyna OT
MALWEHTH, KOUTO CA OLICHEHH KAaTO BUCOK PHCK U Ca IeKyBaHH ChOOpa3Ho
otuumanuus npotoxon SIOPEN Rapid Cojec.

VeTanoBedy ca HEBB3MOKHOCT 3@ MPUJIaraHe Ha UEeNUA JHATHOCTHYEH aJITOPHTHM 3a
PHCKOBA CTpaTH(MKALKMA, XETEPOTE€HHOCT H4 NPHJIAraHeTo Ha TCPanCBTHYHES
IPOTOKOJ W XUPYPTrHUECKUs MOAXO0M KbM BUCOKOPHCKOBHU IMTAIHEHTH C MCTACTATHUYCH
HEBpOOIacTOM, JIMICA Ha BE3MOXKHOCT 3a npoBexaane Ha KMT BEB BCcHYKM NE€TCKH
OHKOXEMATOJIOTHYHH KITHHHKHA B Benrapus, nunca Ha MIBG Tepanus u
uMyHOTepanus. JIOKaTHHTE TepaneBTHYHH anropuT™MH He ca agantupanu ot 2015 r.
ABTOpHTE NpaBAT 3aKMTIOUYSHHETO, Y€ HMa HYXJa OT 110-eK3aKTHA CTpaTHHKALHS HA
pHCKa IpH Jiela ¢ HeBpoOIacTOM, Ha XUPYPTUYHHUA NTOAXO0 M Ha BE3MOXKHOCTTA 32
TepaneBTHYHY OMLIMH 32 PelHMBUpaIy/pedpaKTepen HeBpobIacToM.

Abstract: Objective: To evaluate retrospectively the risk stratification, clinical
features and outcome in children with high-risk neuroblastoma using the SIOPEN
Rapid Cojec Protocol in order to identify some problems and contradictions in the
diagnosis and treatment of this disease in Bulgaria.

An analysis was made for a 5-year period of experience in Bulgaria regarding the
diagnosis, staging and stratification of risk in children with neuroblastoma. The
survival of a small group of patients who were assessed as at high risk and treated
according to the official SIOPEN Rapid Cojec protocol was further defined.

The impossibility to apply the whole diagnostic algorithm for risk stratification,
heterogeneity with regard to the application of the therapeutic protocol and the
surgical approach to high-risk patients with metastatic neuroblastoma, lack of the
possibility of conducting CMT in all pediatric onco-haematological clinics in
Bulgaria MIBG therapy and immunotherapy. Local therapeutic algorithms have not
been adapted since 2015.

The authors conclude that there is a need for more stratified risk stratification in
children with neuroblastoma, the surgical approach, and the possibility of therapeutic
options for recurrent/refractory neuroblastoma.

159. Avramova B., I. Vlahova, T. Hristova, M. Yordanova, V. Kaleva, M. Spasova,
M. Belcheva, N. Spasov, K. Bachvarov, N. Yurukova, A. Muchinova, D.
Konstantinov (Sofia, Bulgaria): Treatment of children and adolescent with Hodgkin
lymphoma according to the Euro Net-PHL-C1 study. 21st Romanian — Hungarian
Pediatric Oncology Meeting &13th Regional Central-Eastern/South-Eastern
European Pediatric Oncohematology Meeting, Corvin Hotel Budapest 4-6 Sept,
2018

Pestome: Jleuenue na deya u ronowu ¢ numgpom na Hodgkin cnoped npomoxona na
npoyusanemo Euro Net-PHL-CI.

Hacnenganeto Euro Net-PHL-C1 e nspROTO MEXIYHAPOIHO MEXIYTPYIIOBO
npoy4BaHe 2a Kiacuuecku muMpom Ha Hodgkin ipu nena ¥ I0HOIIH, BKITIOYHTEIHO
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TeYCHUE Ha IBPBA ¥ BTOPA JIHHUA, M OMHT 32 HAMAJIABaHE HA OCTPATa U JBJIrOCPOUHA
TOKCHYHOCT Ha XMMHUOTEPAITUATA U TRYETEPANUS 9pe3 HaMASIBaHE Ha KOJHYECTBOTO
TiedeHHE PH OHE3X JEL, KOMTO B MOMEHTA Ca CBPBXJIEKYBaHH.

brirapckuTe NeaMaTpHIHy OHKOXEMATONOTHYHN LIEHTPOBE CE NPUCHEIUHIXA TTOT
dopmara Ha MEXAMHHO IPEICTABAHE HA NAIMEHTH 6e3 NpoyuBaHe Npeny
OQHUMANIHOTO y4acTHe B IIPOydBaHETo OT HoeMmBpd 2016 r. OTTorasa nekyBaxMe B
NpoABIKeHHe Ha 18 Mecena B TpUTe LEHTEPa 16 NauueHTH ChrIacHO TO3H NPOTOKOM
cnel MbpBOHa4anHaTa Auckycus ¢ Xomkkun Cynu Henrpanara B 'ncen, I'epmanus.
INpencrapsMe qaHHATE Ha TE3U NALUCHTH U IWEPBHTE PE3YITATH OT JIEUEHHETO
cropel poToKoNa.

Abstract: The Euro Net-PHL-C1 study is the first international Inter-Group Study for
classical Hodgkins Lymphoma in children and adolescents including first and second
line treatment of these patients and the attempt for reduction of acute and long-term
toxicity of the chemotherapy and radiotherapy as a reduction of the amount of
treatment in those children who are currently over-treated.

The bulgarian pediatric oncohematology centers have joined in the form of interim
non study patients presentation before official participation in the study from
November 2016. Since than we treated for 18 months in the three centers 16 patients
according to this protocol after the initial discussion with Hodgkin Sudy
Headquarters in Giessen, Germany.

We present the data of these patients and the first results of the treatment according to
the protocol.

160. Hristosova H., H. Burnusuzov, K. Bachvarov, M. Belcheva, E. Peteva, V.
Kaleva, N. Spasov, M. Spasova, B. Avramova, M. Jordanova, D. Konstantinov.
Langerhans cell histiocytosis in children: A 10-year experience in Bulgaria. 215t
Romanian — Hungarian Pediatric Oncology Meeting &13th Regional Central-
Eastern/South-Eastern European Pediatric Oncohematology Meeting, Corvin Hotel
Budapest 4-6 Sept, 2018

Pesiome: Langerhans-knemvuna xucmuoyumosa npu deya — 10-200uwen onum &
Bureapus.

Langerhans-xnersunara xucruonurosa (LCH) e 3a0ons8aHe Ha HIMYHHATa CHCTEMA C
HEHM3BECTEH MIPOU3X0Jl. B IETCKa BB3pacT ce cpellla CPABHUTEIHO PHAIKO.

Llemu: Llenra Ha TOBa IpOyYBaHe € A Ce AHATH3NPA JUATHOCTHIHHAT ITOAX0],
KIMHUYHHUSA KypC ¥ pesynTarute oT JedenueTo Ha LCH nipu nena B Bearapus 3a 10-
rOHIIEH IEPUO/L.

Meroau: PerpocnexTuseH aHanu3s Ha JaHHH 3a 28 nena ¢ LCH, nuarnoctuumnpauny,
JIeKYBaHK | NPOCIEAABAHY B TPUTE ICIHATPUYHH OHKOXEMATOIOTHYHH IIEHTPOBE B
brirapusi — Codus, Ilnosnus u Bapua 3a nepuo ot 10 roguny.

Pesyirrarn: Mexny auyapu 2008 1. u nexemepy 2017 r. B TPHTE IEAHATPHYHH
OHKOXEMATOJIOTHYHH LIEHTPOBE Ca IEKYBaHK M Npocnefdsanu 28 nena, Be3pacTra
NPy THArHO3aTa Bapupa ot 6 mecena 10 16 roguHu (Cpelua BE3PACT: 5 roAHHK);
CHOTHOLICHHETO MBKeKeHH € 2.1:1. [Ipanaznecer nelia ca HMalId MOHOCHCTEMHA
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LCH, a 16 — mynTHCHCTEMHO 3a00/159BaHE KbM MOMEHTA Ha TUarHosata. [pama
nalyeHT! ca OuiIn JeKyBaHH Ype3 onepauus 1 JlokanHo o0nsyBaHe 6e3
XuMuoTepanus. J{BageceT H WECT Jela ca 1odyduay Xxumuorepanus. llecr geua ca
UMaTH PELUIUB ChC CPeNHO 2 rOAUHM U § Mecena cliejl IbpBaTa Auar€osa. JIsama
NalyEeHTH ¢a MOYMHAIH Mopaay nporpecupade Ha fojrecrra. [Ipy mauHenTH ¢
myntacucTemMua LCH uHCUNRIHUAT nuabeT € Hal-4ecTOTO YCIOXKHEHHE.
3axnouenne: Kimnnnunara npossa Ha LCH npu nuarnosara B K IMHHYHHSA XOX
BapupaT B rolisMa crenesd. B rercka Bb3pacT GolecTTa € JeuuMa CpaBHUTENHO nobpe
v uma Hobpa nporHosa. [lopagu BrcokaTa YecToTa Ha peuuaueure Ha LCH ¢
HeoOXOAUMO BHHMATETHO HAOMIOIEHHE Ha MaldEHTHTE 32 PAHHO OTKpHUBaHe Ha
peLUIHE.

Abstract: Langerhans cell histiocytosis (LCH) is a disease of the immune system with
unknown origin. It is relatively rare in childhood.

Objectives: The aim of this study was to analyze the diagnostic approach, clinical
course and treatment results of LCH in children in Bulgaria for a 10-year period.
Methods: Retrospective analysis of data on 28 children with LCH, diagnosed, treated
and followed-up in the three pediatric oncohematological centers in Bulgaria - Sofia,
Plovdiv and Varna for a period of 10 years.

Results: Between January 2008 and December 2017, 28 children were treated and
followed-up in the three pediatric oncohematological centres. The age at diagnosis
ranged from 6 months to 16 years (median age: 5 years); the male-female ratio was
2.1:1. Twelve children had single-system LCH and sixteen had multisystem disease
at the time of diagnosis. Two patients were treated by surgery and local irradiation
without chemotherapy. Twenty six children received chemotherapy. Six children
have had a relapse with a mean of 2 years 8 months after a first diagnosis. Two
patients died due to progression of the disease. In patients with multi-system LCH,
diabetes insipidus was the most common sequela.

Conclusion: The clinical manifestation of LCH at diagnosis and the clinical course
vary widely. In childhood the disease is well treatable and have a good prognosis.
Because of the high relapse rate of LCH, it is necessary closely monitoring of the
patients for early detection of reactivation of disease.

161. Spasov N., 1. Chakarov, M. Belcheva, 1. Boronsuzov, M. Iordanova, I.
Mumdjiev, M. Spasova, A. Stoyanova, 1. Christozova, V. Kaleva, B. Avramova, L
Viahova, D. Konstantinov. Treatment results and survival rates of Ewing sarcoma in
Bulgaria — national experience. 21st Romanian — Hungarian Pediatric Oncology
Meeting &13th Regional Central-Eastern/South-Eastern European Pediatric
Oncohematology Meeting, Corvin Hotel Budapest 4-6 Sept, 2018

Pestome: Tepanesmununu pe3yaimamu i APejCUsIeMocH Ha 0eya CbC CaproM HA
Ewing ¢ bwvnzapus — nayuonanern onum.

[TogxoaBT 38 MyJITUMOIATHO JICUSHHE Ha capkoMa Ha Ewing (EWS) sHaunTenHo e
nogo6peH Tpe3 [oCNeIHUTE AeCeTHNETHA. BhIIpeky ToBa, BHCOKOPHCKOBATA
NOArpYyTa MAIHEHTH BCE OLLE OCTABA MPEIM3BUKATENCTBO 3a JETCKUTE
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OHKOXEMAaTOJI03H.
[len: Jla ce ananu3upa peTpOCIIeKTUBHO CTPATU(GHUKAIMSITA HA PUCK, KIIMHHYHATA
XapaKTEPUCTHKA M 5-TOJUILIHATA IIPEKUBIEMOCT Oe3 ChOMTHS NPH JIela U FOHOIIH
cbe EWS ot usnara crpana.

Marepuan u Metoau: [Ipoyuenu ca 28 nanuentu ¢ EWS Ha cpesna Bb3pact ot 11
FOJMHM NIPH AMArHoCTULMpaHe, 17 MomueTa 1 11 Momuuera. [lanuenture ca
JeKyBaHu 1o eauneH nporokoi: Euro EWING 99. IlpexussiemoctTa 6e3 ch0uTHS ce
u34MCIsiBa ypes ananusa Ha Kaplan-Meier. OnucBa ce cTpaTudUKaluaTa Ha PUCKA U
METOJIUTE 32 JIOKOPErMOHAJIEH KOHTPOJI.

Pesynrati: Hacrosiara koxopra npeicTapisBa 10CTa BUCOK TPOLIEHT
METACTaTHYHU, TA30BH U aKCHaHH JIoKanu3auuu Ha EWS. [letroaumnara
BEPOATHOCT 3a OlleIgBaHe 3a 1s1aTa rpyna e 6una 43.6%. Kato texymu npobiemu
ca ONpeielIeHH HEITbIHUTE JMArHOCTHYHM METO/IH 33 CTPAaTU(GHKAIHS HA PHCKA H
ne4eOHUAT MOAX0/[ 32 BACOKOPHCKOBH MAllMEHTH ¢ MeTacTaTuuHd EWS.
3akmodenue: MiMa Hyxaa OT MO-TOYHO CTpaTH(OHUIMpaHe Ha PUCKa, XHPYPTHUCH
NOJXOJ MPH TPYAHM MECTA Ha 3aCsiaHe U HAJTMYKMe HA Bb3MOXKHOCTH 32 JICUEHHE Ha
peLuauBUpaniy/pedpakTepHu U MetactatuuHd EWS.

Abstract: The multimodality treatment approach for Ewing sarcoma (EWS) has
substantially improved in the last decades. However, the high risk subgroup of
patients still remain a challenging disease.

Objective: To analyze retrospectively the risk stratification, clinical characteristic and
5-year event-free survival nationwide for children and adolescents with all stages of
EWS.

Material and methods: We evaluated 28 patients with EWS at median age of 11 years
at presentation, 17 boys and 11 girls. The patients were treated according to a uniform
protocol: Euro EWING 99. The event free survival was calculated by the Kaplan-
Meier analysis. We describe the risk stratification and methods of locoregional
control.

Results: The current cohort represents quite a high percentage of metastatic, pelvic
and axial localizations of EWS. The 5-year survival probability for the whole group
was 43.6%. We have identified as current issues incomplete diagnostic methods for
risk stratification; the treatment approach for high-risk patients with metastatic EWS.
Conclusion: We need more exact risk stratification, surgical approach for difficult
sites of involvement and availability of treatment options for relapsed/refractory and
metastatic EWS.
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