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HEACHW ®EBPUTHN CbCTOAHNA

K. financku', B. MloppaHosa', B. CnaBueBa? u A. AHTOHOB?

TKnunuka no peBMokapavonorvs, 2KnuH1Ka o xemaronorus
BMW - MneBen

Pesziome. [lpuyuHume 3a ¢ebpurumem mozam ga Bapupam — om Kpamxu U He3Ha4yUmeAHU 3a6oAsBaHus go

- XuBomosacmpawaBawu UHPeKUUU, MaAUZHEHU UAU aBmoumMyHHU 3aboAsiBakus. Yecmo nbmu sekapsm ce
cpewa ¢ 6oAHU ¢ pebpuaumem, Kolmo npogbakaBa noBeve om 2 cegmuyu 6e3 Buguma npuyuHa. B me3u
cayqau e BaxHo ga ce onpegeau gaau cbujecmByBa gonbAHUMEAHA AOKaAHa cumnmomamuka. Bbnpexu ye
Hau-4ecmume NPUYUHU 3a HeSICHU PeBPUAHU CbCMOSHUA ca UHPeKUUUMe, MarugHeHume U KoaazeHoBume 3a-
6onsiBaHus, omgeAHUme HO30/02UYHU GopMU B me3u 2pynu ca gUHAMUYHU Nopagu nogo6peHume cepoguaz-
HOCMUYHU Memogu, KyAmypaAHU MeXHUKU U PeHMe2eHOAO2UYHU Memogu Ha usciegBare, Qebpusumembm e
Yecma nposba Ha peBmMamuyHume 3aboasiBaHus. Tol Moxe ga 6bge NbpBu CUMNMOM, HO MOXe ga 6bge 6erez 3a
akmuBupate (exsauepbauus) Ha UHPEKUUOIHO YCAOXKHEHUE, Ha BMOopuYHa HeonAasus UuAU ga 6bge SMmpO2eHeH.
B masu cmamus ce npegcmaBsm Hali-yecmume u Ba)kHU NPUYUHU 38 HeSCHUS e6puAumemn.

K. lablanski, V. lordanova, V. Slavisheva and A. Antonov. FEVER OF UNKNOWN ORIGIN

Summary. The causes of fever can vary from minor brief illness to lifethreatening infectious, malignant or
autoimmune diseases. The physician often has to evaluate patients with fever of yet undiagnosed cause, lasting
more than 2 weeks. In these cases it is important to determine whether additional local findings are present.
Although infection, malignancy and collagen vascular disease remain the 3 most important causes of pyrexia of
unknown origin, the relative importance of different disease entities within each of these major categories has
changed because of the improvements in serodiagnosis, culture techniques and radiologic imaging modalities.
Fever occurs frequently in several rheumatic disorders. It can be the initial symptom of a rheumatic disease, but
it can also be the expression of a disease flare, of an infectious complication, of a secondary neoplasm or it
can be of iatrogenic origin. This article describes the most important causes of fever.

Key words: fever of unknown origin/etiology, diagnosis
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XPOMO30OMHW ABEPALIN N NMPEXKUBAEMOCT HA BOJTHWN
B PA3/INYHN CTAOUN HA Ph+ XPOHUYHA MUEJIOTEHHA NEBKEMUSA

C. AHzenoBa’, A. AumoHoB', M. CumeonoB8a’, K. Jo6peB’, H. LiBemko8’,
B. CraBueBa’ u b. L{BemkoB'

'KnuHuka no xemaronorusi — "MBAJT - MneseH"
*MenvKo-reHeTUUHa AUarHocTMYHa naéopartopus — "MBAJ — Mnesen"

Pesiome. Hue crobliasame 3a 43-ma 60nHu ¢ Ph' XMJ1, nekysaHu cbC CTaHAapTHU XMMUOTEpanes-
TMUW 1M NpocnefssaHn He No-mManko oT 4 roguHu B XemartonornyHara knuHuka npu MBAJT — MnegeH. MNMa-
UMeHTUTE ca noapasfeneHu B OBe Bb3pacToBW rpynu: nod U Hag 60 roguHn. OT 6GonHUTE B XpPOHWUYEH
ctaguin Ha Ph* XMJ1 nop 60-roauiuHa Bb3pacT 50% noxuessar 0o 36 mecela, a oT 60nHUTe Han 60 roouHKU
— 50% pnoxwussasar camo o 30 meceua. MaumeHTute B xpoHuyeH ctagui Ha Ph' XMJ1, noa 60-roguiuHa
Bb3pacT, umaluu t(9; 22)(q34;q11) Kato eaMHCcTBEHa aHOManua B KapuoTuna, NpeXxuessar cpedHo 42 me-
cela, a naunMeHTUTe ¢ AoNbAHUTENHN XPOMO30MHIK abepaluu OT chllaTta rpyna npexuwesasar cpegHo 25.3
mecela. BonHuTte B akuenepaTtuBeH u 6nacted ctaguin Ha Ph' XMJT ¢ ponbnHUTENHU XPOMO3OMHU aHo-
Manuu B KapuoTuna umart Tpu NbTh No-Manka cpefHa npexxuBsemMocT (2.9 mecela) B cpaBHeHWe ¢ Tasu
npu 6oNHKTE OT chluaTa rpyna, Ho 6e3 AOMbAHUTENHWU XPOMO30OMHU aHOMATUA.

S. Angelova, A. Antonov, M. Simeonova, K. Dobrev, N. Tsvetkov, V. Slavcheva and B. Tsvetkov.
CHROMOSOMAL ABERRATIONS AND SURVIVAL OF PATIENTS IN DIFFERENT STAGES OF CML

Summary. We report for 43 patients with Ph"CML, treated and followed up for not less than 4 years
in a hematological clinic at High Medical School — Pleven. The patients are subdivided into two age
groups: under and over 60-year-old. From the patients in chronic stage of Ph*CML, under 60-year-old,
50% survive only up to 30 months and from the patients over 60 years — 50% survive only up to 30 months.
The patients in chronic stage of Ph*CML, under 60-year-old, having t(9;22)(q34;q11) as an only anomaly in
the karyotype, survive 42 months on average, and the patients with extra chromosomal aberrations from
the same group survive 25.3 months on average. The patients in an accelerative and blastic stage of
Ph*CML with extra chromosomal anomalies in the karyotype have three times below the average survival

(2.9 months) in comparison to that, where the patients are from the same group, but without extra chro-
mosomal anomalies.

Key words: chromosome aberations; leukemia, myeloid, chronic/genetics; blast crisis/genetics (source: MeSH)
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MPOrHOCTUYHA CTOUHOCT HA CD38 NMPU NAUMEHTU C B-XPOHNYHA
NMAMDONEBKO3A
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PROGNOSTIC VALUE OF CD38 IN PATIENTS WITH B-CHRONIC LYMPHOCYTIC
LEUKEMIA
V. Slavcheva', A. Antonov’, A. Velkova’, N. Tzvetkov' and Tz. Lukanov’
'Clinic of Hematology - MHAT Pleven,
2Dea;:nartrnent of Social 'Medicine and Health Management, Medical University — Pleven,
*Department of Immunology — MHAT Pleven

PezioMe. [fenma Ha Hacmosauwomo npoyysane e da onpedenu Hanuyuemo Ha 3asucumMocTl Mexady exkcrpecu-
sgima Ha CD38 npu nayueHmu ¢ B-XJ1/T u 6uonozuyHume napamempu — numgouumen 6poli, speme Ha yosos-
gaHe Ha NuUMGhoOUUMUME U KOCMHOMO3IbYHE UHGhUNmpayus. Mpedcmaseny ca peaynmamume Ha 25 Gonnu ¢
AuaeHo3a B-X/1/1, om koumo 20 ca ¢ HucKa eknpecus Ha mapkepa CD38 (nod 30%) u & - ¢ ekcnpecus Had
30%. Mpu scuykl nayueHmuU e npogedeH NoyLUUMOMEeMpUYeH aHanu3 Ha KOGIMeH MO3sK U NepuchepHa Kphs.
3a cpagHsisaHe Ha MpoMeHnusUMe npu uyama C eucoka u Hucka excnpecusi Ha CD38 e uanonzeaH Mann-
Whitney U test 3a HezagucuMu u3gadku npu HenapaMempuyHo pasnpedenenue. YomaHosaea ce criamucmu-
Yyecku 3Hayuma zasucumocm mexdy exkcrnipecusma Ha CD38 u sucoxkus neskoyumer 6poll (p=0.002), kakmo u
¢ epememo Ha yososeaHe Ha numcoyumume (p=0.002).

Summary. The aim of the present study is to determine the existence of refationship between the expression of
CD38 in patients with B-CLL and the biological parameters — lymphocyte count, lymphocyte count doubling
time and bone marrow infiltration. The results of 25 B-CLL patients are shown of which 20 are with low expres-
sion of CD38 marker (below 30%) and & are above 30%. Flow cytometric analysis of bone marrow and periph-
eral blood has been carried out. To compare the variables in patients with high and low CD38 expression,
Mann-Whitney U test is used for independent extracts at non-parametric distribution. Statistically significant re-
lationship was found between the CD38 expression and the great lymphocyte count (p=0.002) as well as the
doubling time (p=0.002).

Key words: leukemia, B-cell, chronic/genetics; antigens, CD; prognasis (source: MaSH)
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ANALYSIS OF EFFECT FROM THE TREATMENT WITH RITUXIMAB + CHOP
IN NEWLY DIAGNOSED PATIENTS WITH DIFFUSE LARGE B-CELL LYMPHOMA
IN BULGARIA

M. Staneva', I. Amin’, Br. Spasov’, I. Galabova', Ju. Jechev', G. ArnaudoV’, V. Hrischev', A. Lilova',
P. Ganeva', L. Gercheva’, R. Rachev’, St. GoranoV’, E. Spasov’ N. Tzvetcov’, Ant. Antonov’,
V. Slavcheva®, E. Hadjiev’, At. Stanchev®, Ju. Rainov’, I. Gigov® and I. Nicolov®
'National Hospital for Acute Treatment of Haematologic Diseases — Sofia,
“Medical University — Varna, *Medical University — Plovdiv, “Medical University — Pleven,
*Medical University — Sofia, *Medical Military Academy — Sofia

Pestome. Briuzo mpudecem 20dUHU OCHOBHA UM Ha KITUHUYHUME mbpceHus e da ce nodebpu npoeHosama 3a
nayuesmume ¢ Gugbyser B-edpornemsyuen numgom (ABEKS). Llenma na Hacmoswyus aHanus e da oueHu

_ethekmusHocmma Ha komBurayusma Rituximab + CHOP ebpxy KoHmpona Ha 6onecmmea u aHadeHuemo U 3a
npexussemMocmma npu Hosoomkpumu onmu ¢ BEKST & Evnzapus. Yecmomama Ha obuius omaosop e 87%,
kamo fefiHa pemucus e nocmuzsHama rpu 70%, a wacmudxa — npu 17% om nayueHmume. poepecus Ha
6onecmma e ombenazana camo npu 13%. Habmodaea ce cmabunHocm Ha NOCMUaHamama (TeiHa PEMUCUST —
84.9% om bonHume npodbmkasam Oa ca e munHa pemucus Ha 5-ama eoduHa. [lemzoduwHama ofwa
npexussemocm e 68%. XemamonoaudHa MOKCUYHOCT, C&bp3aHa ¢ MnpunoweHuemo Ha Rituximab, He e
Habrirodasana. Pesynmamume om HacmoswWus aHanu3 3a nauueHmu, nekysadu e bunzapus, nomespidasam
eghekmueHocmma om kombunayusma Rituximab + CHOP, yumupara 8 numepamypama.

Kmouoeu dymu: duchysen B-edpoknemuuen numgom, Rituximab, pemMucus, NpexueaeMoc

Summary. The main goal of the clinical investigations in the last 30 years was to improve the outcome of the
patients with Diffuse Large B-cell Lymphoma (DLBCL). This analysis was conducted fo assess the efficacy of
Immunochemotherapy combination of rituximab + CHOP over the DLBCL disease management and survival in
the actual clinical practice in Bulgaria. Results: The overall response, complete response and partial response
rates were 87%, 70% and 17% respectively. Progressive disease was noticed only in 13% of the patients. The
complete remission is kept stable as almost 85% of the patients are progression free al 5 years. 5 years overall
survival is 68%. Hematological toxicity related to Rituximab application was not reported. Conclusions: The re-
sults of the present analysis of patients ireated in Bulgaria confirm the efficacy of the combination of Rituximab +
CHOP and are in keeping with the results obtained from large international trials.

Key words: Diffuse Large B-cell Lymphoma, Rituximab, complete response, survival
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PE3FOME

MacEES72 XEMONTEIA & OTAMEmO B OOTeEIHATHO BX-
BOTCIATPAMIBAMO ETHERTEOD CHCTOEEHS. XeMONTHIATa
TP2ICTARINES IEITENO KTHEETEO CBCTOSERS C ZHCOKA 33-
5072B32300CT B DOTESDHATHA CMEPTEOCT. BpoHKEaTEaTa
apTEpROrPAGES C eMSOTHIARAL (2 & IPEESPEATA B T5PEA
TEENS B TET2ENRTO H) ReMONTHIATA. EMGOTHINDA=LTO Ha

SPOEXEATERTS 3PTePHH HPEIOCTIEE MEEIBATHO HEBAIAS-
HO J2TeEHS JOPE 32 HAE-XOMIPOMRTHDAEHTE MAMESHTE X

Farovosn oy Evsozuszaiie, 621 pos, Gporxuaikn ap-
mepu

EMBOLIZATION OF BRONCHIAL
ARTERIES IN CASES OF LIFE-
THREATENING BLEEDING
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‘Department of Imaging Diagnoctics and
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ABSTRACT

Massive hemoptysis 1s a frightening and potentially hfe-
threatening climical event Hemoptysis represents a sis-
nificant clinical ennty with high morbidity and potential
moetality. Bronchial artery angiography with embolization
bas become a mainstay in the treatment of hemopeysis.
Bronchial antery embolization offers 2 mmimally mvasive
procadure for even the most compromised pacient serving
as first-line reament for hemorrhage as well as providng
a bridge to more definitive medical or surgical mervention

focused upon the eticlogy of the hemorrhage.
Kegywords: Embolizarion, himg. bronchial arveries, hemop-
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FrEHETU4YHW OE®EKTU 3A TPOMBO®UITUA U PUCK OT TPOMBOTUYHU
YCNOXHEHWUA NPU NALUMEHTU C ECEHLIMATTHA
TPOMBOUUTEMUA U NONTULUIMTEMNA BEPA.

I YACT. YHECTOTA HA TrEHETUYHUTE OE®EKTU 3A TPOMBODUITUA
NnPU NAUMEHTU C ECEHUMANHA TPOMBOUUTEMUA U NONULUMTEMUA BEPA
K. Koeaqesa', A. AHmoHo&>, I1. UsaHoe’, H. Ljeemkoe?, P. Komca-leHkoea’, B. Cnasyeea’,

J1. BozdaHoe’, U. Xpucmoe®, A. Kameroea® u U. NearHos®
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GENETIC THROMBOPHILIC DEFECTS AND RISK OF THROMBOTIC COMPLICATIONS
IN PATIENTS WITH ESSENTIAL THROMBOCYTHEMIA AND POLYCYTHEMIA VERA.
PART |. PREVALENCE OF GENETIC THROMBOPHILIC DEFECTS IN PATIENTS
WITH ESSENTIAL THROMBOCYTHEMIA AND POLYCYTHEMIA VERA
K. Kovacheva’, A. AntonoV?, P. Ivanov’, N. Tsvetkov’, R. Komsa-Penkova®, V. Slavcheva’,

L. BogdanoV?, I. Hristov?, A. Kamenova® and I. Ivanov’
'Section of Medical Genetics, “Clinic of Hematology, *Section of Biochemistry
University Hospital, MU — Pleven

Pesrome. Tpombozume ca edHU 0m Hal-CepUO3HUME YCNIOXHEHUS 8 KNUHUYHOMO npomuYyaHe Ha eceHyuanHa-
ma mpomboyumemus (ET) u nonuuyumemusi eepa (I1B). C yen 0a oyeHuM 3HaYeHuemo Ha HacnedcmeeHama
mpombogpunus (HT) 3a nosuwasaHe Ha pucka om mpomMb03u MPOCMNEKMUBHO MPOyYUXMe Yecmomama Ha Ho-
cumencmeo Ha 2eHemuyHu deghekmu npu 20 nauyueHmu ¢ ET u 22-ma — ¢ 1B. Hecmomama Ha omdenHume
Mapkepu 8 uzcrnedsaHama zpyna (42-ma nayueHmu) u npu Koimponume (112-ma 3dpasu uHdusudu) bewe: 3a
cpakmop V Leiden — 4.8 u 6.2%, 3a mymauus e npompombuHosus zeH — PR G20210A — 9.5 u 2.7%, mymauyus e
2eHa Ha eH3uma MemuneHmempaxudpoghonam pedykmasa — MTHFR C677T — 19% u 11.6%, u nonumopgusbm —
anen PIA2 e 2zena Ha mpomboyumHus anukonpomeuHos peuenmop lIb/llla — PIA2/GPllla — 28.6 u 13.4%. PR nokaza
ocobeHo 8ucoKa yecmoma Kakmo & nodzpynama Ha nayuesmu ¢ ET (20%; p = 0.009; OR — 9.08), maka u npu me3u
om mgx, koumo ca ¢ mpombomuyHu rposeu (TI1) (18.2%, OR — 8.0), 8 cpasHeHue ¢ konmponume (2.68%). Myma-
uua MTHFR C677T bewe ycmaroseHa npu 25% om 6onHume ¢ TT1, kamo demoHecmpupa acouyuayusi ¢ mpomboau
2nasHo kozamo e 8 kombuHayus ¢ PIA2/GPIlla. Hali-eucoka cmeneH Ha acoyuauusi ¢ TT1 nokasa PIA2/GPIlla kakmo
8 obwama uscnedsaHa zpyna (41.7%; p — 0.004; OR — 4.62), maka u e yacmHocm ocobero 3a B (46.2%; p — 0.01;
OR — 5.54). [soliHomo Hocumencmeo ce cpelyawe ¢ no-eucoka Yecmoma cped nayuedmu ¢ T11(15.3%, OR - 5.0
3allB; 27.3%, OR — 8.0 3a ET), 8 cpasHeHue ¢ koHmponume (4.5%). JanHume kamo usno nokasaxa, 4e HT ce aco-
yuupa ¢ mpombosu (p — 0.004, OR — 4.17), yecmomama Kamo HOCUMECcmaomo Ha fnoHe eouH seHemuyeH deghekm
bewe 62.5% cped nayuermu c TT1, & cpasHeHue ¢ 28.57% npu KoHmponume.

Knroyoeu dymu: nacnedcmeerna mpomboghunus, eeHemuyHu Geghekmu 3a mpomboghunus, mpombo3u, eceH-
yuanHa mpomboyumemus, nonuyumMemMus eepa

Summary. Thromboses (T) are the most serious complications in clinical course of essential thrombocythemia
(ET) and polycythemia vera (PV). To evaluate the role of inherited thrombophilia (IT) in determining the risk of
thrombotic complications, we investigated the prevalence of genetic thrombophilic defects in a prospective study
of 20 patients with ET and 22 patients with PV. The prevalence of examined markers in study group (42
patients) compared with controls (112 healthy individuals) was: for factor V Leiden — 4.8 u 6.2%, for prothrombin
(PR) G20210A— 9.5 u 2.7%, for MTHFR C677T — 19 u 11.6% and for PIA2/GPllla — 28.6 u 13.4%. The mutation
PR G20210A presented a higher prevalence in patients with ET (20%; p = 0.009; OR — 9.08) as well as in
patients of ET who had T (18.2%, OR — 8.0), compared with controls (2.68%). The mutation MTHFR C677T
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Pesiome. Tpombozume ca edHu om Hall-CEpUO3HUME YCHOKHEHUS 8 KITUHUYHOMO npomuyaHe Ha eceHyuanHa-
ma mpomboyumenmus (ET) u nonuuumemus eepa (MB). 3a da oueHuM 3HAYeHUEMO Ha HacnedcmeeHama
mpombogunus (HT) 3a nosuwasare Ha MPoMBOMUYHUS PUCK, MPOCMEKMUBHO U3criedeaxme Yyecmomama Ha
Hocumencmeso Ha zeHemuYHuU Oeghekmu npu 42-ma nayuenmu ¢ ET u B u pa3nuyxu KnuHUYHU npossu u yc-
noxHeHusi. MacnedsaHume zeHemuyHu mapkepu 6axa: chakmop V Leiden, Mymauus & npompomMOuHOBUs 2eH —
PR G20210A, mymauus 6 2eHa Ha eH3uMa MemuneHmempaxudpoghonam pedykmasa — MTHFR C677T, u no-
nuMopgusbM — anes PIA2 6 2zeHa Ha MPOMBOUUMHUSA 2NUKOMPOMEUHo8 peuenmop lib/llla — PIA2/GPIlla. PR nokasa
8ucoka yecmoma cped nayuenmu ¢ ET (20%), om msax 50% umaxa mpoMGomuyHu nposeu (Tr1). Mymauyusima
MTHFR C677T Gemorcmpupa acoyuayusi ¢ mpoMboau znaeHo 8 kombuHayusi ¢ PIA2/GPIlla. Yecmomama Ha TT1
cped Hocumenume Ha MTHFR C677T e 75%, & cpasHeHue ¢ 41% npu HeHocumenume (OR — 4.33). Hocumencm-
eomo Ha PIA2/GPllla e 6 memu no-wecmo npu nayuenmume ¢ T, 8 cpasHeHue ¢ acumrnmomnu (p — 0.06; OR —
5.71). Kamo usino mo e cebp3aaHo che 7 mbmu No-8LCOK PLUCK 0M mpoMGo3uL (p—0.04; OR - 7.22), ocobeHo uspaseH
npu 1B (OR — 8.40). [eoliHomo HOCUMencmeo ce cpewa C Mo-eLcoka Yecmoma cped nayueHmume c TIT (20.8%,
OR ~ 4.47), omkonkomo npu acumMnmomHume rnayueHmu (5.6 %) u e cebp3aHo ¢ 00 7 MbMU M0-8UCOK PUCK OM pas-
sumue Ha mpombosu (83% om max umam T[T cpewly 41% npu nayueHmume HeHocumenu Ha deghekmu; OR —
7.22), ocobero npu ET. QaxHume kamo usno rokaszaxa, ve HT ce acoyuupa ¢ mpombo3su (p — 0.004 OR — 4.17),
Kamo Hanu4uemo Ha rnoxe eduH seHemuder degbeKm e CebP3aHO C OKOMO 4 MbMU MO-8UCOK PUCK OM MPOMGO3U
npu nayuermu Hocumenu (75%, p— 0.05, OR — 4.33), e cpasHeHue ¢ HeHocumenume (41%).

Kntoyoeu dymu: Hacnedcmeena mpombocpunus, zeHemuynu dedekmu 3a mpomboghbunus, mpomBosu, eceH-
yuansa mpoméoyumemus, nonuyumemus eepa
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Clinical case of acute
myeloblastic leukemia with

t(8;21)(q22;q22) in a patient
with Klinefelter's syndrome

Vanya Slavcheva,' Trvetan Lukanov,?
Gueorgui Balatsenko,?

Svetlana Angelova® Antonia Antonov,’
Lachezar Bogdanov.' Nikolay Tsvetkov'

Hematology dinic, University Hospital,
Pleven, Bulgaria;

Flow cytometric laboratory, University
Hospital, Pleven, Bulgaria;

ILaboratory of cytogenetic and maolecullar
bislogy. National Hospital of Hematological
Disease, Sofia, Bulgaria

Abstract

Klinefelter's syndrome is characterized by
ahnormal karyolype 47, XXY and a phenobype
assaciated with hypogonadism and gyneco-
mastia. Often the disease can be diagnosed
accidentally, when carrving oul cylogenchic
analysis in cases of a malignant blood discase.
We present the clinical case of a patient diag-
nosed with acute myelomonoblastic leukemia-
M4 Eo (AML= M4), where by means of classic
cytogenetics @ karyotvpe was found corre-
sponding to Klinefelter's syndrome, Thres
induction courses of polychemotherapy wer-
made, which fed 1o remission of the discase,
documented both floweylometrically and cylo=
genetically.

Introduction

Klinefelter's syndmme was first described in

L W L QSRR EANI SRR L PCIEI EE RECRIC PR RPLE | R

phoma and one was with acufe myzloblastic
leukemia, The fact that a cytogenetic analysis
is roulinely carried oul in patients with
leukemia and [ymphoma by means of which
constitutional abnormalities of the karyotvpe
may be detected and should not be related with
a connection between Rline felter's syndrome
and malignant hematologic  diseases!
According o one retrospective study in
Denmark in 696 patients with Klinefelter's
syndrome not & single case of leukemia or lyme
phoma was established

Clinical Presentation

KER- 3d-yearold man diagnosed with acule
myelomonoblastic leukemia (AML- M4), dete=
rrined for the first time during his stay in the
climic in July 2006, when he entered with come
plaints of weakness, fatigue al normal pliysical
exercise and fever to 38°C, The physical exam-
ination did not show any pathological abnors
malitics. The conducled laboralory lesls —
complete bleod count and differential count
showed: Hb 76.0 g/idl. RBC 22100, PLT 46
=109, WRBC 35=1091, band 2%, segmented
neatraphils 3%, eosinophils 1%, lymphocytes
Th%, monoblasts 18%. The flow cvlometric
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analysis of bone marrow during diagnosticas
tion showed: myeloblasts expressing: CDI3,
CD33, CD34, CD11T and monoblasts wilh
immuno-phenotype CO11b, CDIle, CDL3,
CDI4, €033, CO64, HLA- DR. Conclusion: the
described fow cytometric inding is character-
istic oo AML =M4 (Figure 1). Cytogenetic
analysis was performed of 18 metaphase plates
of bone marrow which showed: 46, XX.(7)-




( KNUHUYHA XEMATONOMS
CLINICAL HAEMATOLOGY

TUNUYHW N ATUNNYHN XPOMO3OMHW ABEPALIMA NPW BONTHU
C PA3NNYHN NOATUNOBE HA AML

CB. AHzenoBa, A. AHmoHoB, Xp. AHgpeeBa, B. CaaBueBa, H. LiBemkoB,
M. C_uueonoBa, Kp. fo6peB u b. L|BemkoB

Bucw MeauuMHCKM MHCTUTYT - MNneseH

S. Angelova, A. Antonov, C. Andreeva, V. Slavcheva, N. Tzvetkov, M. Simeonova, K. Dobrev
and B. Tzvetkov. TYPICAL AND ATYPICAL CHROMOSOME ABERRATIONS IN PATIENTS WITH DIFFRENT
AML SUBTYPES

Summary. Successful cytogenic investigations of 47 AML adult patients, divided in two groups of
age (under and above 60 years) have been carried out for a period of 8 years in Medical Genetics Depart-
ment at University of Medicine - Pleven. Numerical, structural and complex chromosome aberrations have
been found out in 27 of them. In the group under 60 years of age chromosome aberrations have been
determined in 80% of the patients (men/women ratio 1:1) and, in the group above 60 years of age - only in
32% of them (men/women ratio 2:1). Chromosome aberrations existed in 46.1% (6 out of 13) of the AML-
M1 patients and half of them are typical for AML-M4 with corresponding immunophenotype. There is a
correspondence between the typical chromosome aberrations, morphology and immunophenotype in
AML-M2 patients. Typical t(15; 17) that disappears in clinical remission has been found out in 100% of
AML-M3 patients in the initial investigations. Cytogenetic abnormalities have been determined in 44.5% (4
out of 9) of the AML-M4 patients, but only in one of them it was typical for M4 subtype. The high
percentage of the chromosome aberrations is impressive despite the low number of AML-M5 patients.

Key words: leukemia, myelocytic, acute; chromosome aberrations

LluToreHeTnyHuTe u3cneaBaHUs B OHKOXeMaronorusta 3aemaT CblIeCTBEHO
MSCTO NPU U3SICHABAHE Ha TOYHATa AMarHosa, NporHo3ara 3a NpeXxuwBsemocT, edek-
Ta OT TepanuaTa U NpocneasBaHeTo Ha XPOHWYHO 6onHuTe. o nuTepaTypHu AaHHW
[1, 2, 4, 6] okono 50% ot 6onHute ¢ AML umat xpomosomHu npeycTtponcTsea. o-ro-
nAMaTa 4acT OT TAX ca TUMWYHW U cCe CBbp3BaT C onpeaeneHn nogrunose Ha AML:
t(15;17) - ¢ M3-nogTun, t(8;21) - ¢ M2-nogrun, t/inv (16) - ¢ M4-noaTun, u T.H. 3Have-
HWETO Ha aTUNUYHUTE XPOMO30MHK abepauun ce Npoyyea.

Llenta Ha uacnensaHeTo 6elwe TbpCeHe Ha CbOTBETCTBME MEXAY LMTOreHeTuy-
HWTE HaxodKu, UMYHONOTMYHUTE Mapkepn » mopdonoruuHute 6enesv npu bonHute c
pasnuynn noartunose Ha AML.
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An open clinical study assessing the efficacy and safety of
Factor IX Grifols®, a high-purity Factor IX concentrate, in
patients with severe haemophilia B

T. LISSITCHKOV,* M. MATYSIAK .t K. ZAWILSK A, L. GERCHEVA,§ A. ANTONOV.Y

M. MONTANES** and A. PAEZ**

*National Center of Hematology, Sofia, Bulgaria; tPediatric Hematology and Oncology Department, University Medical
School, Warsaw, Poland; {Department of Internal Medicine and Hematology, . Strusia Hospital, Poznan, Poland;
SDepartment of Hemaiology, Sveta Marina University Hospital, Varna, Bulgaria; T Department of Hematology, University
Hospital, Medical University, Pleven, Bulgaria; and **Instituto Grifols 5. A. Department of Clinical Trials and
Pharmacouvigilance, Parets del Vallés, Barcelona, Spain

Summary. Factor IX Grifols® is a new high-purity
plasma-derived FIX concentrate with two specific

infusions (range 12-83 infusions per patient): 31%
for prophylaxis and 69% for bleeding episodes. Only

pathogen elimination steps. Until this study was
performed, there were no detailed reports with an
adequate number of patients on the clinical evalua-
tion of this product. To determine the efficacy and
safety of Factor IX Grifols® for replacement cherapy
in previously treated patients with severe haemophilia
B, this open, multicentre and non-randomized study
included 25 male subjects over the age of 12 with
severe haemophilia B. Patients underwent prophy-
laxis and trearment of bleeding episodes with Factor
IX Grifols® for 1 year. The clinical efficacy and safety
of this product were assessed. Forty percent of the
patients were children and adolescents (12-17 years
old). During the 12 months follow-up, 1 445 000 IU
of Factor IX Grifols® were administered in 961

five major bleeding events were reported in two
patients. These haemorrhages were successfully
treated with a mean of 2900 IU per bleed (range
1500-4000 IU), and 1-3 infusions per bleed. The
average time elapsed from the first infusion to
resolution of bleeding was 43 h (median). Overall,
haemostasis was rated as excellent or good by the
investigator in 96% of the infusions. No product-
related adverse events were reported. Factor IX
Grifols® is an effective and safe Factor IX concentrare
and can be considered as a fist line option for
replacement therapy in haemophilia B parients.

Keywords: efficacy, Facror IX, Factor IX Grifols®,
Grifols, haemophilia, haemophilia B
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KJNIETBbYEH LUWKbJ1, OHKOreHW, MPOTOOHKOIEHWN
B. CaaBueBa*, A. AHmoHoB* u K. slbaaHcKu**

* XemaronoruyHa knvHuka - BMU - Mneeex
** PepMoKapavonoruyHa knuHuka - BMW - MNneeex

Pestome. Ha 6asara Ha peavua Npoy4saHua B 06NACTTa Ha LUMTOrEHETUYHUA aHanns, Monekynsap-
Harta 6uenorna U U3NON3BaHeTo Ha nonuMepasHara sepwxkHa peakuus (PCR), BHUMaHWeTo 6e chcpeno-
TOYEHO BbPXY Y4aCTMETO Ha BMPYCHU OHKOTeHW, NPOTOOHKOTEHW W TYMOP-CYNPECOPHU FeHK B PasfnnyHm
eTanu oT KNeTbYHUA UMKbN. EKCNpecuaTa Ha HAKOW NPOTOOHKOreHn e HeoBXoAUMMO YCnoBue 3a npexoaa
OT eaHa $a3sa Ha KNeTbyHMA LUMKLN KbM Apyra. B pesynrar Ha amnnndukauua, MyTauna unu cTpyKTypHa
anTepaums, aHraxvpaww npoTOOHKOreHUTe, Ce MHAyLMpa Ch3AasaHeTo Ha manurHed deHotun. AGHopm-
HaTa eKCnpecus Ha reHW U TeXHUWTe NPOAYKTW BOAW OO0 HapylwaBaHe Ha KNeTbYHWA UMKBA, KneTbyHara
nponndepauna u andepeHunauna.

V. Slavcheva, A. Antonov and K. lablanski. CELL CYCLE, ONKOGENES, PROTROONKOGENES

Summary. On the ground of many researches in the field of cytogenetic analysis, molecular biology
and the use of polymerase chain reaction (PCR), the attention was focused on the participation of viral on-
cogenes, cellular protooncogenes and tumor suppressor genes in different stages of cell cycle. The ex-
pression of some protooncogenes is necessary for the transition from one phase of the cell cycle to anot-
her. As a result from amplification, mutation or structural alteration of oncogenes, the production of malig-
nant phenotype is induced. Abnormal expression of genes and their products leads to disturbance of the
cell cycle, cell proliferation and differentiation.

Key words: cytogenetics; oncogenes; proto-oncogenes; ligands; transduction, genetic.
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PROBLEMS WITH THE DIFFERENTIAL DIAGNO-
SIS OF T- CELL NON- HODKIN‘S LYMPHOMS

V. Slavcheva, A. Antonov, N. Zvetkov
Clinic of Haematology
Medical University, Pleven

ABSTRACT

T- cell lymphoms are a relatively small part of the
group of non- Hodjkin lymphoms. With the aim of de-
termining a therapeutic attitude it is often necessary to
differentiate between T- cell chronic lymphocytic leuke-
mia, Hodjkin's disease (2) and T- cell lymphom/ leuke-
mia (1).

There are reports about the instructive value and
the stimulating of the differential diagnosis by modern
techniques such as molecular analysis (1) and flowcyto-
metry of a sammple of biopsy from a lymph node mak-
ing in this way the therapeutic attitude towards patients
with T- cell non- Hodjkin lymphomas more precise.

Key words: leukemia, lymphoma, Hodjkin

- penTreHorpadus Ha MaAKU CTaBU Ha PbUe U XO-
TuAa: ZaHHU 32 NEpPUapTUKyadpHa OCTEONnoOposa

- HUBO Ha peBMaTouneH GakTOp: B pedepeHTHU
rpasuuu <

- uMyHOPEHOTUNUIUPAHE Ha NepudepHa Kpbe U
KOCTEH MO3bK: NPOBEJEHUSAT aHAAU3 NOKA3a KOHCTEA-
uus, XapakTepHa 32 AUMGOM C TOAeMU IPaHyAupaHu
aumouurtu /CD 2+, CD 3+, CD 8+, CD 16+, CD
57+/ (4). Taxa npu OnuCaHUAT JOACH UMYHOPEHOTU-
NU3UPAHETO HU NO3BOAU 1a PEBU3UPAME NBPBOHAHAA-
HATa QUarkosa. .

ITpu nocodeHuAT naquenT No 2, OT GUUKAARUAT
CTAaTyC U NpOBEferuTE 00pa3HU UCASOBARUA, CHUECTBY-
Baxa JaHHU 33 FTEHEPAAU3UPaHa AuMpaneHOMeraus, xe-
naToMeraaus u meHunroaeskemusi. OT xemorpama u
AymbBasen nyHkTaT- 51% 0T KaeTkute Haxa auméouu-
Tu ¢ MOPGOAOTUMHU GEAE3U HA ATUNU3BM.

JTonbARUTEAHO NPOBEOEHUAT GAOYUUTOMETPUNEH
aHaAU3 Ha nepupepHa KPbB U AUKBOP YCTAHOBU KAOH K-
cnpecupaw, anTurensu mapkepu /CD3+, CD 4+, CD
5+, CD 45+/. Onucanarta KOHCTeAauusi ou MOraa aa ce
Kemust (3)

AHTUMUKOTUYHA MPODOUANAKTUKA U TEPA-
nMuA NPU NALUMEHTU C OCTPA AEBKEMUA

B. CnnaBuepa, A. A5TOHOB, P. Benxos *, H. L{petkon
Kaunuxa no Xemamonozus

*Muxpobuonozuyna rabopamopus

MPEBAJI - IThegen

ANTIMYCOTIC PREVENTION AND THERAPY IN

PATIENS WITH ACUTE LEUKEMIA

V. Slavcheva, A. Antonov, R. Velkov*, N. Tzvetkov

Clinic of Hematology
*Microbiology - Pleven

ABSTRACT

Heavy mycotic infection very often can be fatal for

* yBpeeH KIETHUHO-MeIHUPAaH HMYHUTET
* NPOABLIKMTETHA HEYTP OTICHH S

DyHrammTe HHPEKIMH ce H3SBABAT KaTo JIOKaIHa
H JIeCHMHHHpPaHa (hopMa M MoraT Ja IpoTeKaT 0CTPO WIH
XpoHuaHo /2/.

Kimiiuna n3siBa Ha MEKOTHYHHTC HH(EKIHA NpH
NAIHCHTH ¢ 0CTpa JeBKeMus /4/.

Kauunuun deaesu npll‘lllllllTe."l

patients treated with immunosuppressive and antineoplas-
tic therapy. Fluconazol /Diflukan/ is an acceptable and
good antimycotic agent against Candida, Aspergillus and
Fusarium and has a relative lack of toxicity /5/. Based on
the data and recommendations accepted at the Interna-
tional Conference for treatment and prevention of severe
candidous infection, which took place in Harbor in April

neeneunuyni
Gebpumnrer, HenopMABALL
ce OT aHTHOHOTHIIH

BeAKa ru0a (Haii-vecto
necumuunpana Candida
unn Aspergillus )

B 0012¢TTA HA [JIABATA 1 WNATA
JmueBH Goixn CAHOCTPAHHO

1995, we used tfluconazol prevently on patients with acute  oTok Ha JieTO Aspergillus
leukemia in the period of neutropenia and on patients with ~ nponrosa Fusarium
symptoms of cadida. CHHYHT Mucoralli
CMiCcTaKcHc -
Key words: neutropenia, diflukan, candida epoHHs Candida, Aspergillus
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EVALUATION OF THE CORRELATION BETWEEN JAK2V617F, LEUCOCYTOSIS AND THROMBOGENIC RISK IN
PATIENTS WITH POLYCYTHEMIA VERA AND ESSENTIAL THROMBOCYTHEMIA

Antonio Antonov?! B Liana Gercheval'', Nadezhda Stefanova?'’, Maria Tzaneva3't/, Trifon

Chervenkov*'Y,

1) Clinic of Haematology, University Hospital St. Marina, Medical University, Varna, Bulgaria.

2) Department of General and Clinical Pathology, Faculty of Medicine, Medical University, Varna, Bulgaria.

3) Department of Preclinical and Clinical Sciences, Faculty of Pharmacy, Medical University, Varna, Bulgaria.
4) Clinical sciences, Department of Medical Genetics, Faculty of Pharmacy, Medical University, Varna, Bulgaria.
ABSTRACT:

Thrombotic events (TE) are the most common, debilitating and fatal complications in Polycythemia Vera (PV)
and Essential Thrombocythemia (ET). Approximately 20% of patients have experienced TE at the time of
diagnosis. The subsequent cumulative incidence of non-fatal thrombosis is 3.8 incidents/100 patients / year [1,
2]. The risk stratification divides patients by age and a history of thrombosis. There is controversy in the
literature about the impact of JAK2 V617F allel burden and changes in peripheral blood counts on the TE
frequency.

Aim: The aim of this study is to evaluate the influence of JAK2 V617F allel burden and changes in leukocyte
count on the development of thrombotic events in patients with PV and ET.

Methods: We performed a retrospective analysis of the data of 96 patients with PV and 43 patients with ET
diagnosed according to the WHO criteria. JAK2 mutational burden was determined by RealTime-PCR. The
statistical analysis was performed with SPSS 19.0 software.

Results: In the group of PV patients, thrombotic events were recorded in 46 patients. We did not find a
correlation between higher levels of JAK2 V617F allel burden and frequency of TE. Clinically, patients with a
higher mutational burden had more pronounced splenomegaly. There was no correlation between
leukocytosis at the diagnosis and the number of TE, but there was a significant correlation between
leukocytosis and the presence of splenomegaly.

In the group of ET patients (43) we established TE in 13 of them, and 54% were carriers of JAK2 V617F. There
was no relationship between the frequency of TE and the increased leukocyte count. Unlike PV patients, the
presence of JAK2 V617F>50% was associated with pronounced leukocytosis in the group with ET patients.
Conclusions: The JAK2 V617F allel burden and leukocytosis level are prothrombogenic, but are not a
predetermining factor for thrombosis. The current risk stratification criteria for PV and ET, although common,
reflect the complexity of thrombotic complications. Clotting mechanisms are different not only in both
diseases but also in different parts of the vascular system. More studies are needed involving the functional
state of the vascular system to help differentiate individual arterial and venous thrombotic index for each
disease.

Keywords: JAK2 V617F mutation, thrombosis, myeloproliferative neoplasm, polycythaemia vera (PV), essential
thrombocythaemia (ET), leukocytosis, splenomegaly, risk stratification,
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XPOHUYHA MUENOUAHA NEBKEMWUA: AUHAMMKA HA UMTONEHETUYHUTE
NPOMEHMU B 3ABUCUMOCT OT NPUNATAHOTO NEYEHUE
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CHRONIC MYELOID LEUKEMIA: DYNAMICS OF THE CYTOGENETIC CHANGES
DEPENDING ON THE THERAPY
S. Angelova’, K. Dobrev’, L. Gercheva’, A. Zheliazkova®, A. Antonov’, V. Mareva', G. Balatzenko®,
K. Kovacheva’, N. Tzvetkova® and M. Simeonova’
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Pearome. Liwmozenemismuim mapxep Y9:22Nq34:011) @ 00UH OM OCHOBHLIME QUATHOCIUNHY KDUTEPLY pY
DONHUME C XDOWUNKE MUBTOLDHE NEEXEMUA (XIAN), LUmoRenamUNEma ocsew QUARHOCIILNHO UME U npoe-
HOCTUNHO IHAYONIS DU MU NayUeNmIL, TR CAymU KMo HeIBEUCUM Mamod, OUEHRARUY BPEKME Om NEUNA-
FAHOIMES NiEvenue, MINoRIeaHama § nac cmasdapmmxa XUMUOMEPATUR HE J08exDa OO NOCMUBAHE Ha LUMOsa«
uvmmmucun.nomamnpuwnmmoﬁanmcxwu&naopmmconpocnmmum-
MUSHD. BEaexOansmo 4a APLHLLTNG HOBU Mepanswmuyuy coedomea xamo Interfaron u Gleeves nanasa woe
MOOXGA 38 NPOCNBOABAHE HE NPOMEHLTIE 8 XAPUOMINE M3 BOMHY & XMJL 8 cmamusma ca npedcmaeewy pe-
:ymmmomuwmmmomnmmmm»aqum:Mchwmmmpmm
XMUOMEPANUR, & dpyzama - ¢ Interferon. Mpedcmasena e u odwa GONKS, NEXySans NOCTRACSRMANHE ¢ Intar-
faron u Gbomﬂpumcanmmum«ymmmwumm. 33 NOKYREHUME CBE Crmaw.
CADMNG XUMUOMEDINLA WATIOIBHAMLNHOMO NPOCHEINEINE CO OKFTRS MEMKD LMDOOMAMUGHD. 38 GonHume,
NEKYBANY C InlGrTaron ne No-Manvo om edwa 200UME, OMELEMEUEMO Ma CYaKaaHa UUMOIONRTIYHE DERLCUN &
mnunpm«ummommmmmwmmcm.fbnmnmmmmwmaﬁapmwo
AApUDMUTE Ha Somaame, Nexyeanu ¢ Inferfaron, NG apewe Ha KNUWUVHE peMucus @ 0enea 3a Npedcmoawa
NDCADSCUN Mat 330CNRESHENG,

Summary. The cytogenetic marker 19:22){a34:911) is one of the basic dlagnostic criteria for patients with CML
mcwngmwcshuammmawmmnmmmﬁcamandcmoowodnmmdopcndom
evaluanion method for the afficiency af the applied treatment. The standard chemotherapy in Bulgana does not
Jead to cytogenetic revmission. For this reason, most of the CML palients are nof followed up cytogeneticaily,
The introduction of entirely new trestment medizines as intedsron and Glpavac Impeses 3 new approach (o
foliow up the kanyolype changes of CML patients. We prasent the cytogenetic follow up results of two patient
Qroups; ane, reated with sfandard chemotherapy and another - with interfaron. Also, we present one famale
patlent treatad consacutively with Interferon and Glaevec. She was tesfed by molecular genetic methods, 16o.
Thccyfomﬁclo\bwupprommMhnh@mﬂnhpﬁmmﬂwmmmmmomwapy. The
absmcodoxpomdcyfogmﬂcmm!snbnbmmmdpmrsbrapeﬂaddammonemrua
signal for a reassessmant of the treatment approsch. The rance of the additional chromosome abera.
tlons in the raryolype of the inferfaron treated patients during thair clinical remissions s a faature of the forth-

coming disease progression,

Key words: laukeémia, myeloid, chronicenetics, dng therapy; piperazingstherspeutic use; pynmidingsahe-
rapeutic use; inferferon alpha/ thorapaulic Use (ssw=e' MesH)
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VLewsse u sapasinn CEZ2T MTHFR

A Valkova, K. Kavachava, B Ivanov

Hunegenwe /

Hacragdorsanat pomBodims oo s MPAKA IO
TIHETHYHO ASTORMUHIDAND CRNOHHOCT ShM BATOHTS
I wa rpoubn/rpamGantioneasd. Npnema ce karo
rRHOTOQRIRTANEH Mogen, NPy KORTO TROMBOTHNTE
FRERHI G pESNEAY OF BIANMOORETIN MERAY
FURULINHA 0 Cpaaoun prskani EORTOpN, kato
ARRESNRTAZHN. actiancas, HRCHIYRITIH HHhex i,

FACTOR V LEIDEN AND CG77T MTHFR TH
PERFIBRINOGENEMIA, PERSISTENT HIGH
WITH PERINATAL INFECTION — A GLINICAL CA

(DAKTOP V LEIDEN 11 C677T MTHER EHETUYNIN REQEKTN 34 TPOMEOQUANA,
CLYETAHYN € XUNEPPUEPNHOT, EHEMUA, NEPCUCTUPALL BUCOK CRP
W NEBKOUNTO3A Y HOBOPOSEHD ¢ NEPHHATAAHA MHMEKUNS -

A. Bunkoea', K, Koaavesa’®, A. Aumonoa’, . Meanoa®

FIDCERCLEHLLR 10 DHEMEMON CINDPON, HACONGAM K TTTROCEHE W OPYL anIMOXHU (pUL. TIpoasdemumn
AIHE- Qe 5 Bore s MPMELLIL COMISANU G MPOMENIINUN YOMaHORnGa HOCUMEncman Paxmop

Kmovoau dymu thiemop V Loidon, CRP XURCOARGOGHISEHOMGR, HOBDROIOHD

ROMBOPHILIC MUTATIONS ASSOCIATEDWITH
CRP AND LEUCOCYTOSIS IN NEWBORN BABY
SE

Summary, Wo present a clinical cagse of nesvborm baty with pennatal infection Daspita the solidity

AOXIIDATELH 1 /10y Ta

HECIRIOrg Ha MOCATOHGTID 1 TOHETHUNA
AN aa tpodBodinin i oGuara natynsyun
B BIHOGHIONHD hacoka — okono 10%, no npw
HHUMBHTY CLE CAMMTOMETHYHM 1pomboan an 18
UL SBIRAST 1591 B0CTHID 410 54% 0 CoBBHONRG

G URIDACTHATO ARLUENTY, PH (ONTD Co Crpag 4

a0 ot criyvaare.
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cnucamue CHEMOADTOT 272002

JIMM®OMH CHC CTOMAIITHA JOKAJIU3AIIHS, B IPAKTUKATA
HA XEMATOJIOTTYHA KJIMHUKA- IVTEBEH

B. Caapuesa', A. AnTonos', A. Bearosa?, H. Ieerxos!, T. Jeauiickn’, P. Crostnor?, 1.
Merognes?

Kiunnka no Xemaronorua' — MBAJI- EAJL, Tliesen, KaTeapa conmaTha MeIHIHHa U
3apaseonassane’ - BMI, IMnesen, Ouxoxupypraysa xinauka’ MBAJT- EAJL Tlepex

PE3IOME
[Ipes NOCAEIHITE MOIHAN CE BHINPHEXA IPOMEHH (10 OTHOLUSHHE KA TEPANeBTHYHOTO OBECHHE H K IHHHKO- romrpafpczc;n:?e
cradnpatiy eucteM (Ann Arbor it Musshoff), npu Sontm ¢ nuMboMH Chbe CTOMALIHA TOKATHIALIAR (MALT, Large cell - B iymphoma).

L{errra HA TPOYYBAHETO € CPABHABAHE IPSKUBAEMOCTTA HA MALMEHTHTE € IMATH03A AnMDOM CbC CTOMALKE TORATHIALMA
[POBETH XHMHOTEPAMHA ¢ NPEIUECTBYBAa cTOMALIHA pesexua (Billroth T wan Billroth 11) enpsiso rpvnata Soos
CaMOCTOATEIHE XUMHOTEpANHA.

[TpeacTaset ca pe3yaTaTHTE OT Aeuenneto Ha 20 Gorux ¢ IMarH03a auMdoM obe CTOMAtL
onepupary, 8 Heoneprpand. Beuuky 00XBAHATH MAUMEHTH Ca IpOBEIH xusHotepanud. di
OCBULECTRERH BL3 0CHOBA Ha DHODPCTaCTPOCKOMHA ¢ GHONCHA, HMYHOXHCTOXHM A, €HI0CKONCKA YITPacoHOrpads
KOMIKTSHDHA TO.‘-'IDF“QFJ‘"iF 3a Onpeasnaye Ha eIHOorogHuiHara NPSHRHBASMOCT € NPHIICHESH M2T0I3 Ha K It
De3vITATHTE ca cpasHeni upes Log Rank test.

Pe3yITaTH: BEPOATHOCTTA 38 IPEKMBABAHE HA TLPBATA FOIHNA C/le] [I0CTABANS Ha Jxarsoiataa 1], 25 =1 .02 mecena, 3a
rpynata enepupary Gonen. n 11, 25 =0, 66 Meceua 3a DallHeHTH NPOBEIH CaMOCTOATETHA xAamuoTepanua. Hace yer
CHUISCTBEHM PA3IHYHA 3 PSKHBASMOCTTA Ha 1BSTS [Py Iy S0THH,

Karouosu dymu: nungon, Buoncus, npexcugaeriocm.

SUMMARY
[n recent years, changes h the attitude towards the therapeutical behaviour and the clinic and topograp g
systems (Ann Arbor and Musshef?) with patients with lvmphomas localized in the stomach (MALT . Large cell- B lymphoma),

have been conceivad.

The aim of study is to compars the survival ratio of the patients with th
chemotherapy after gastric reszction (Billroth [ or Billroth 1) to p of pat
The results of h treatment of twenty patients with the diagnosis g
operated and 8 have not. All the patients have undergone chemotherapy. T
"‘V means of “br:gas roscopy with biopsy, immunohystochemistry, endoscos
mine the survival ratio the a(anla -Mzier method is applied and the results are com
Results: probability during the first year after the diagnosis had been mada is
have undergone an operation, and 11, 25 + 0, 6 months for patients who have un
ifference in the survival ratio between the two groups have not bean determinead.
Key words: lvmphoma, siopsy, survival,
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ORIGINAL ARTICLE Clinical baemophilia

A clinical study assessing the pharmacokinetics, efficacy and
safety of AlphaNine®, a high-purity factor IX concentrate, in

patients with severe haemophilia B

T. LISSITCHKOV,* M. MATYSIAK, K. ZAVILSKA,§ P. EAGUNA,t L. GERCHEVA,§

A. ANTONOV,Y N. CABRERA,** J. A, AZNAR,** M. K. WOODWARD*t and A. PAEZ 4

*National Center of Hematology, Sofua, Bulgaria; tPediatric Hematology and Oncology Department, University Medical School,
Warsaw, Poland; §Department of Hematology and Internal Medicine, | Strus Hospital, Pognan, Poland; §Department of
Hematology, Sveta Marina University Hospital, Varna, Bulgaria; YDepartment of Hematology, Umiversity Hospital, Medscal
University, Pleven, Bulgaria; ** Hemostasis and Thrombosis Unit, Department of Haematology, La Fe University Hospital,
Valeneia, Spain; and t1Department of Clinical Trials and Pharmacovigilance, Instituto Grifols S.A. Parets del Vallés, Barcelona,

Spain

Summary. Effective treatment with factor IX (FIX)
requires a thorough consideration of the properties of
the concentrate to be used as replacement therapy, to
date, the only available treatment for haemophilia B. The
aim of the study was to determine the pharmacokinetics,
clinical efficacy and safety in routine clinical use of
AlphaNine®, a high-purity human FIX concentrate. This
open, single-arm, multicentre, non-randomized trial
included 25 subjects (age = 12) with moderatefsevere
haemophilia B. Pharmacokinetics was assessed at base-
line and after a 6-month follow-up. The degree of
haemostasis control achieved was evaluated during a
12-month follow-up. Safety was evaluated in terms of
tolerance, thrombogenicity, immunogenicity and viral
safety. Mean recovery was 1.01 = 0.19 TU dL™' per
IU kg™ ' atbaselineand 1.23 = 0.34 TU dL™" per [U kg ™'
6 months later. Terminal half-life was 34.5 = 6.2 h and
33.7 £ 5.4 h, respecnvely. Ratios of each parameter

between the two pharmacokmetic studies were all close
to 1. A total of 1,576,890 TU AlphaNine®™ were admin-
istered in 889 infusions (mean dose per infusion:
1774 IU; 3.2 infusions per month per patient). The main
reasons for infusion were mild'moderate bleeding
(62.3%) and prophylaxis (20.5% cononuous, 15.6%
intermittent). Overall, 93.0% of the efficacy assessments
were rated as excellent/fgood and 88.8% of bleedings
resolved after the first infusion. Twenty-one adverse
events were re ported in eight patients, none of which was
considered related to the study medication. AlphaNine™
showed a pharmacokinetic profile in agreement with that
of other plasma-derived FIX concentrates and provides
safe and clinically effective substitution therapy for
patients with haemophilia B.

Keywords: AlphaNine™ efficacy, factor IX, haemophilia,
haemophilia B, pharmacokinetics
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ORIGINAL ARTICLE Clinical haemophilia

Head-to-head comparison of the pharmacokinetic gmﬁles
of a high-purity factor IX concentrate (AlphaNine®) and a
recombinant factor IX (BeneFIX®) in patients with severe

haemophilia B

T. LISSITCHEKOWV.* M. MATYSIAK + K. ZAVILSKA } P. LAGUNA .+ L. GERCHEVA_§

AL ANTONOV. T A, MORET,** P. CAUNEDO,** [. A, AZNAR,*® M. K. WOODWARD{T and

A. PAEZ T

*Matioral Center of Hematology, Sofia, Bulpana; 1Department of Hematology and Orcology, Medical Universdty, Warenes;
t Dieprartment of Hematology and Intemal Medicine, | Strs Hospatal, Pomnan, Poland; §Department of Hematology, Sveta
Maring Umrrrar}' Hu.'.;l'.'.u'u.l'. Wirrma; 1!’Jrl|'.'.a'hﬂmr e.lll" Hz:m.dufu.lg'. Unu'mu:r' H.u;’uru.lf. Medical -L'nu'muj'. Pleven, Swl'ﬁ.lru;
**Department of Hemostasis and Thromboss, La Fe Unarersaty Hospatal, Valencia; and tf Department of (Jinca Trials and
Phamacoviglance, nstituto Grifols 5.4, Parets del Valles, Barcelona, Span

Summary. Head-on comparative studies of factor 1X
[(AX) concentrates performed under standardized
conditions are rarely conducred regardless of being a
valuable instrument guiding health care providers
twvards better informed and cost-effective decsions.
This study is an extension of a mulicentre study that
assessed the efficacy, safery and pharmacolaneocs
(FK) of AlphaMine® in 25 previously meated padents
with severe haemophilia B (FX:C < 2%). After a
washout period =7 days following the last PK
performed with AlphaMine™ afer a dose of 63—
75 W ke', an identcal PK study was performed
with BeneFIX™® on 22 of the same patients. Venous

for AlphaMine™ and 1.0 £ 0.3 TU AL™" per IU kg™’
for BeneAX® (P = 0.01). Mean wrminal halflife,
mean residence time, area under the curve, dearance
and wolume of distribution of BeneFIX™  were
360 £ 128 h, M3 £ 139h, 1631 = 467 IU
hdL=", 0046 + 0,01 dL kg™ min~" and 1.75 £ 0.52
ml kg™ respectively. These values were not
significantly different ro those observed in AlphaMine®,
although BeneFIX™ displayed higher than expeced IVR
values and lower than expected dearance values. In
conclusion, AlphaMine™ showed a comparable half-life,
but an IVR significantly higher than that of BeneFIX™®.
Thi dissimilarity may have implicatiors on dosing

requirements  for  on-demand  treatment  regimes
affecting opomal resource allocanon.

blood samples for analysis were taken at baseline and
at 025, 0.5, 1, 3, 6 9, M, 48 72 and 74 h post
infusion. The outcomes of the comparson of the PK
parameters were as follows: Mean (£5D) in vivo
recovery (IWR) was 1.3 4+ 0.4 U AL~ per U k!

Keywords: AlphaMine™, BeneFIX™, haemophilia B, phar
macokinetics, ecombinam factor IX

NOVANTRONE® MPU OCTPI NEBKEMMUN
N MANTUTHEHI HEXO)XKMHOBN NuMdomMn

b. LBETKOB, H. LBETKOB, KP. IOBPEB, A. AHTOHOB, B. C/IABYEBA
KJINHWUKA 10 XEMATOJI0rAs1, BUCLL MEOVLMHCKN WHCTUTYT, NJIEBEH

D R R 00 000 0000000000000000000000000000000000000000000000000000000s0000e00a0000000008s00000s

Novantrone e cuimemuuen anmpauyeHnguoH, 3a koiamo ekcnepumenmanto
e ycmaHoBeHo, ue e HecneyuduueH no omHoweHue Ha knembunus uuksa. Toa
ce cBvp3Ba c AHK He3aBucumo om cazama Ha knembunomo geneHue u om Ha-
Auvuemo uau omcbemBuemo Ha akmuBen memaboausbm. Mo omHoweHUe Ha
xemamonozuyHume 3abonaBanua Hali-gobpe e npoyuen epekmbm MYy npu ae-
ueHue Ha ocmpu reBkemuu u manuzHeHu HexogkkuHoBu Aumdcomu.

Len na nawama paboma e ga npoyyum mepaneBmuunus epekm Ha
Novantrone npu BoaHu ¢ ocmpa mucaobaacmua neBkemun (OMA) u manuzHeHu

HexogkkunoBu aumdomu (HXA) kamo moHomepanus u B komBunayus ¢ gapy-
2U yumocmamuuyu.




HECTOTA W CTPYKTYPA HA XPOMO3OMHWTE ABEPALUMM NPH BONHK
C MUENOOMCNNAC TUYEH CUHAOPOM
C. Anzenosa’, M. Xpucmoe®, M. Cumeowoaa’, A, Anmonos’, H. eemuoe’, B. Hukonosa®,
H. Qumoes®, I, Banayesre’ u €. Towwoa'
'NEBCPaTapMA MO UMTOreHB T 1 ranerynspHa Guonoiis, HUXT - Codua
“Krmmva no xemaErenons, YWMEAN S0 T CTpaHckn” = Moesen
MU o MenpiLimeces reneTies, YMBAT D0 T, Grpancie” - Mneasy
"J‘Iaﬁupa‘mpnn M LHTORATONONWA, GACTONATHNOMR, WMYHONOIUN | HryHoRWMA, HLET - Codina
*Warespa no meanumHGka reHeTH, MEZMUMHED yHHaEpErTaT — Codia

FREQUEMNCY AND STRUCTURE OF THE CHROMOSOME ABERRATIONS
IN PATIENTS WITH MYELODYSPLASTIC SYNDROME
S. Angelova', |, Christov’, M. Simeoniova®, A. Antonov’, N. Tsvetkov’, V. Nikolova®,
I. Dimova®, G. Balatzenko’ and St. Toshkoy'
"Laboratory of Cylogenetics and Molecular Biology, NCHT - Sofia

*Cliniz of Hematology, University Hospital - Plaven

*Labaratory of Medical Geneties, University Hospital — Bleven

‘Depariment of Cytopathology, Histepathology and Immunology, MCHT - Sefis
*Department of Medical Genetics, Medical Univarsity — Sofia

UL (XA npu MuenoduCInacmUsHYS cwidpom (MIC) v da oo wanpasy munomeo Mpoy4aaHe 38 PaaRpUese.

Knrovoau dywu; Muenoducniacmues CUHGDOM, XpOMO30MAY a6epatiuy

Summary. The aim of our investigalion was o define the cylogenetic profile of the chromosone abemstions
{CA} In MDS pattents and fo pevform a pilof exanmination of the possibiily of detecting the most comman
abefralions (550}, using fuorescence in sity hybrdization (FISH), We appied comvenional cytogernatic
methods in 48 newly dlagnosed MOS patienis, n addion, we examined 10 ofher MOS palignts with
unsuccessiy cytogenelic analysis, using FISH fechnigue for detecting -5/5g- shermations. We foungd numetcal
and siructural CA in 18 out of 48 (37,6%) patients, using cyfogenetic analysis Full or partial foss of the 5" and
7" ehromasome and trisomy & were the most commen CA in MOS patients, thal wee found in 86, 7% out of the
abvormal karnoivpes. We detested -55g- abemafions, using FISH, in 3 owl of 10 {30%) pafients with
unsuccessiul cylogenstc analysis. The application of FISH sigificantfy increased the defscton of -5%5g-
aberrations in MDS patients from 14, 6% by conventional cyfogenatic methods fo 17, 2% by both methods
appiied togother. Combinafion of conventional c¥togenctic method with FISH analysis appears fo be useful for
detection of CA in patients with MDS,

Hey words: myelodysplastic syndrome, chromosame aberations

Knmn. rpanctia. xesaron,. XLILL 2007, Ne 1-2




FEHETUYHW OE®EKTU 3A TPOMBO®UITUA U PUCK
OT TPOMEOTUYHU YCNOXHEHWUA NMPU NALUMEHTU C ECEHUMANHA
TPOMEOUUTEMWUA U MNONTMLUUTEMUA BEPA
I YACT. NPMHOC HA FTEHETUYHWUTE QEDEKTU 3A TPOMBO®UITUA KbM PUCKA
OT TPOMBOTUYHU YCIIOXHEHUA
A. Anmoroe’, K. Koaaveea’, 1. Meanoe’, H. Lieemkoe', P. Komca-Menkoea’, B. Cnaeveea’,
11. Bozdaroe’, . Xpucmose', A, Kameroea® u Y. Uearios®
"Knukuka no xemaronorus, 2Cexum MeauumHcka reHeTuxa”, 3Cenuuﬁ JBuoxmmus"
YMBAN J-p I'. Ctpanckun”, MeguuyuHcy yrusepcuTeT — Mnesex

GENETIC THROMBOPHILIC DEFECTS AND RISK OF THROMBOTIC
COMPLICATIONS IN PATIENTS WITH ESSENTIAL THROMBOCYTHEMIA
AND POLYCYTHEMIA VERA
PART Il. CONTRIBUTION OF THE GENETIC THROMBOPHILIC DEFECTS
TO THE THROMBOTIC RISK
A. AntonoV', K. Kovacheva’, P. Ivanov’, N. Tsvetkov', R. Komsa-Penkova’, V. Slavcheva’,

L. BogdanoV', I. Hristov’, A. Kamenova® and I. Ivanov’
"Clinic of Hematology, “Section of Medical Genetics, *Section of Biochemisrty

University Hospital, MU - Pleven

Pestome. Tpombosume ca e0Hu OmM Hal-CEPUOIHUME YCNIOKHEHUS 8 KNURUYHOMO NPOMUNEHE HA EceHuuanHa-
ma mpomBoyumemusn (ET) u nonuuumerus eepa ((1B). 3a 0a oueHuM 3HAYEHUEMO Ha HacnedcmeeHama
mpombogpunun (HT) 3a nosuwasane Ha MPOMBOMUYKUS PUCK, MPOCTIEKMUEHO U3CHEdsaxMe Yecmomama Ha
HOCUMENCMEO Ha eeHemuyHu dedbekmu npu 42-ma nayuersmu ¢ ET u M1B u pagnuyKu KIUKUYHU NPOSEU U yc-
Noxwenus. Macnedsarume 2eHemuyHU mapkepu Osixa: ghakmop V Leiden, Mymauus e npompomMEUHOsUs 2eH —
PR G20210A, Mymayus & zeHa Ha eH3uma MemuneHmempaxudpogonam pedykma3sa - MTHFR C677T, u no-
numopghuam — anen PIA2 @ zena Ha mpomboyumKuA 2nuxonpomeuros peyenmop lIbAlla — PIA2/GPIlia. PR nokaza
sucoka Yecmoma cped mayuenmu ¢ ET (20%), om msx 50% umaxa mpomBomuyHu nposeu (Tr). Mymayusma
MTHFR C877T demorcmpupa acouuayus ¢ mpombosu 2naeHo & KombuHauus ¢ PIA2/GPYlla. Yecmomama wa Tr1
oped Hocumenume Ha MTHFR C677T e 75%, & cpasmenue ¢ 41% npu Hexocumenume (OR — 4.33). Hocumencm-
eomo Ha PIA2/GPIlia e 6 nbmu no-yecmo npu nauvesmume c TTT, 8 CPABHEHUE C aCUMAMOMHU (p— 0.06; OR ~
5.71). Kamo ysino mo e cesp3aHo cbe 7 mumu no-GUCOK PUCK Om mpomb0au (p—0.04; OR — 7.22), 0coBeHo uspasen
npu 1B {OR — 8.40). feodromo Hocumencmeo ce cpewa ¢ no-sucoka yecmoma cped nayuenmume ¢ TI7 (20.8%,
OR — 4.47). amunnknmn oper acusnmomsume nayuesmi (5. 69) u o GoLpaao ¢ 4o 7 MM N10-UCOK PUCK Om pad-
sumue Ha mpombo3u (83% om msax umam TIT cpewy 41% npu nayuexmume Hewocumenu Ha degpexmu; OR —
7.22), ocobero npu ET. Jauxume kamo uano noxasaxa, ve HT ce acoyuupa ¢ mpombosu (p — 0.004 OR - 4.17),
Kamo Hanuyuemo Ha rmeedunaeuemwended:exmempsanocoxmo4nbmuno-eucoxpucanmpomﬁmu
npu nayuesmu Hocumenu (75%, p — 0.05, OR — 4.33), & cpasHeHue ¢ Henocumenume {41%).

Kmovoeu dymu: Hacnedcmeena mpombogunus, zeqemuynu dedexmu 3a mpombogunus, mpowmboau, ecex-
Uuanna mpomboyumenmus, NONUUUMEMUS 68pa

Summary. Thromboses are the most serious complications in clinical course of essential thrombocythemia (ET)
and polycythemia vera (PV). To evaluate the contribution of inhenited thrombophilia (IT) to the thrombotic risk,
we investigated the prevalence of genetic thrombophilic defects in a prospective study of 42 patients with ET
and PV with different clinical complications. The examined genetic markers were; factor V Leiden, prothrombin
(PR) G20210A, MTHFR C677T and PIA2/GPlila. The mutation PR G20210A presented a higher prevalence in

- - - -
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ORIGINAL ARTICLE Treatment

Pharmacokinetic study of a high-purity factor IX concentrate
(Factor IX Grifols®) with a 6-month follow up in previously
treated patients with severe haemophilia B

J. A AZNAR,* N. CABRERA,* M., MATYSIAK, K. ZAWILSKA, ] L. GERCHEVA,§ A. ANTONOV,Y
M. MONTANES,** A. M. PAEZ** and T. LISSITCHKOV{+

* Hospital Universitario La Fe, Unidad de Coagulopatias Congénitas, Valendia, Spain; tPediatric Hematology and
Oncology Department, University Medical School, Warsaw, Poland; tDepartment of Internal Medicine and Hematology,
I. Strusia Hospital, Poznan, Poland; §Department of Hematology, Sveta Marina University Hospital, Varna, Bulgaria;
% Department of Hematology, University Hospital, Medical University, Pleven, Bulgaria; **Department of Clinical Trials
and Pharmacovigilance, Instituto Grifols 5.A, Parets del Valles, Barcelona, Spain; and 1¥National Center of Hematology,

Sofia, Bulgaria

Summary. Optimal replacement treatment in hae-
mophilia B patients requires a good understanding of
the pharmacokinetics of factor IX (FIX). The aim of
this study was to compare the pharmacokinetic
profile of Factor IX Grifols®, a highly purified
human FIX concentrate with two specific pathogen
inactivation/removal steps, to that of available FIX
preparations. The study was an open, non-random-
ized trial including 25 male subjects older than
12 years of age with severe haemophilia B. Pharma-
cokinetic profile of the FIX preparation regularly
used by the subjects was determined as control.
Pharmacokinetic profile of Factor IX Grifols” was
determined twice, one 7-15 days after control
assessment and second after a 6 months period had
elapsed. Results showed that all products had peak
plasma levels of FIX:C within 30 min. Mean recovery
was 1.3 = 03 IUdL™" per U kg™ for Factor IX

Grifols® and 1.0 = 0.3 TU dL™" per U kg™ for con-
trol products (P < 0.001). The mean terminal half-life
(t12) for Factor IX Grifols™ was 26.7 h and 26.8 hfor
control product. Pharmacokinetic parameters after
& months of trearment with Factor IX Grifols™ did not
statistically differ from the parameters obtained with
the first infusion. There were no adverse events related
to Factor IX Grifols® for the duration of the study. In
conclusion, Factor IX Grifols® has adequated phar-
macokinetic properties comparable to the control
plasma-derived FIX and these parameters remain
stable afrer 6 months of treatment. Factor IX Grifols™
can be an effective and safe plasma-derived FIX
concentrate for replacement therapy in haemophilia
B patients.

Keywords: factor IX, factor IX Grifols®, Grifols,
haemophilia, haemophilia B, pharmacokinetics




CAYYAW HA EKCTPAMEYAAPEH NMAASMOLMTOM HA LHC NP XXEHA HA 29T,

NMPOrPECUPAA A0 MHOXECTBEH MMEAOM C DATAAEH U3XOA
M. E¢ppaum, A.Armowo8, M._MuueBa, Ba.lepoB u A. lepueBa

A CASE OF EXTRAMEDULLARY PLASMOCYTOMA OF THE CENTRAL NERVOUS SYSTEM
AFFECTING (CONCERNING) A WOMAN AT THE AGE OF 29 THAT PROGRESSED TO
MULTIPLE MYELOMA WITH FATAL END.

M. Efraym, A. Antonov, . Micheva, V. Gerov, L. Gercheva

Peslome. MpegcmaBs ce pagvk cayqad Ha ekcmpamegynrapeH NnAa3MouUmoM npu nauueHmka Ha 292., geblomupan
¢ onnakBaHus om 2AaBo6oAue NPeguMHO C YeAHa AokaAusauus, gunaonus u omcaabBaHe Ha 3peHuemo.HamepeHu
ca 2 mymopHu macu B 2raBHus Mo3vk, a nocregBawia gByemanHa HeBpoxupypauyHa uHmepBeryus 2u omcmpaHsBa
MomanHo.XUcmoAO2UYHUAM pe3yamam € NAa3Mouumom. MocmonepamuBHo € ocbwecmBeH nvAeH naHeA om
uacaegBaHus,koumo uskalo4Bam MyAmMUNAEH MUEAOM. MpoBegeHa e kpaHuanHa Avdemepanus C 004 50 Gy.iBa
meceua no-kvcHo e ycmaHoBeHa npogpecus Ha 3abonsBaHemo B MHOkecmBeH MUeAOM, CbC 3amezHam Xog, Ao
egpekm om npoBegeHama xumuomepanus u pamaneH u3xog.

KnlouoBu gymu: MyAmUNAEH MUEAOM,NA3MOUUMOM, nNapanpomeu, 0CMEeOoAUMUYHU Ae3uu

Summary. We present a rare case concerning a woman at the age of 29 with complaints of headache in the front side
of her head and diplopia with reduction in her visualization is presented. Two tumor masses in her brain were found.
It was decided that these tumor masses had to be operated totally after a consultation with the neurosurgery depart-
ment. The histological result was plasmocytoma. After numerous tests, the patient was diagnosed as extramedullary
plasmocytoma. The treatment included craniospinal radiotherapy with dose of 50GyTwo months later progression
of the disease to multiple myeloma was found and chemotherapy was commenced. During the treatment we lost our
patient.

Key words: multiple myeloma, plasmocytoma, paraprotein, osteolytic lessions
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KJIMHWYEH CIIVYAM HA TEXXKA TPOIIMYECKA
MATAPHKA, YCIIOKHEHA C OCTPA bLbPEYHA
HEJOCTATBYHOCT M1 XEMO/JIMTUYHA AHEMUA

1
IOuana Pagxora', Kanuna Croganoea', Taraua [[eeTkoRa', AHTOHHO AHTOHOR?,
Croau [larnos'
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A CASE-REPORT OF SEVERE TROPICAL MALARIA
COMPLICATED WITH ACUTE RENAL FAILURE
AND HEMOLYTIC ANAEMIA

Diana Radkova', Kalina Stoyanova', Tatjana Tsvetkova', Antonio Antonov’,
Stojan Pavlov!

'Medical University of Varna
*University Hospital for Active Treatment “Sv. Marina * - Varna

PE3HOME ABSTRACT

Manapusma e edua om HAll-panpocmpanentime
mponudecky napazumuy Gonecmu 8 ceema. ¥ Hac

Malaria is one of the most popular tropical parasif-
ic diseases in the world. In our country, the disease oc-

3afongeatemo ce cpedia Kamo shocna fopma cped
razapcxu uAw WYIOU 2PANOAHN, NOCEMUAY Panioni
€ EHOEMUYHO PAINPOCIPANENTE.

Ieama na HACMOSIWOMo npoyssane e da ce nped-
CNABU KAUNWYEN Cy4all HA BHOCHA MENKA MPOn-
HECKA MARAPUS, Yoaoxnena ¢ Gu0peuna nedocma-
MBUHOCH 1 XEMOAWMUUHG aemust ¥ 45-zoduiuen
MBMW, Xocnumanuzupan 8 YMBAJT .Ceema Mapu-
Ha, 2p. Bapua. IIpocredenu cqa anamuesama, K-
HUMHUAI X00 Ha 3060A98aHEMO U ASHEHUENO HA
Nawuenma.

KnrowoBn gymu: Manapud, 6s0peuta
HEBOCTAMBMHOCHT, AHEMUA

curs as a deposit form in bulgarian or foreign cilizens,
visiled areas with endemic distribution.

The purpose of this study is fo present a clinical
case of an import severe {ropical malaria, complical-
ed by renal failure and hemolylic anaemia in 45- year-
old man, hospitalized in Universily Hospital “SI. Ma-
rina” Varna. We describe the clinical features, oul-
come and trealment of the disease.

Keywords: malaria, renal failure, anaemia



Ctyposa arnyTuHMHHa 6onect (CAB) - KakBo? Kak? U moxke 6u 3awo?

A. AHTOHOB
YMBAN“CseTa MapuHa“ -MNneseH, KnnHuka no Xemartonorusa

Cold agglutinin disease /CAD/ - What? How? and maybe Why?

A. Antonov
UMBAL“Saint Marina“ Pleven, Department of Hematology

Pe3rome

CrypoBa arnytuHuHHa 6onect (CAB) e pAgKko, npuaobUTO KOCTHOMO3BYHO K/OHaNHO B-
numoonponmdpepatMsHo  3abonssaHe. [MaTONOIMYHMA  KAOH  CUHTE3MpPA  aHTUEPUTPOLMUTHMU
aBTOAHTUTENa C TemnepaTypeH ONTMMYM Ha CBbp3BaHe NoJ, TenecHaTa TemnepaTypa, HapeyeHu
cTyaosu arnytmHuHM (CA). Han-yecto cTyZoBWUTE arayTMHMHM €A MMYHOFNOGYAMHM OT Khac
IgM kappa. Mpu HXUCKa OKONHA TeMnepaTypa Te ce CBBbP3aT C epUTPOLMUTUTE KaTo dopmupaT arperaTu
W aKTUBMPAT K/lacMyeckaTa Kackaja Ha KomnaemeHTta. ToBa BOAM A0 pa3pyllaBaHe Ha epuTpounTuTe
NPeaAMMHO EKCTPaBacKy/sapHO B YepeH Apob U pasBuMTME HA aBTOMMYHHA XEMOJIUTMYHA aHeMMA
(AUXA). KnuMHMYHOTO npeacTaBsHe MOKasBa CTYAOBO MPOBOKMPAHW MCXEMUYHU NPOMEHU Ha
OTKPUTUTE YacTU Ha TAZIOTO U CMMNTOMM Ha CTyA0Ba aBTOMMYHHa XeMOAUTUYHA aHemua (CAUXA).
Mpu ctypoBoarnyTMHUHeH cuHapom (CAC) Mma KAMHUYHO M3SIBEHO APYro OCHOBHO 3abonsBaHe, B
XoZa Ha KoeTto ce obpasyesat CA u ce pasBuBa BTOpMYHA CAUXA. TepanuATa e naToreHeTU4Ha U
TapreTmpa B-kneTbyHMA KNOH UK cucTemaTta Ha KomnaemeHTa. MNpu CAC npaBUAHOTO neyeHne Ha
noanexaloto 3abonasaHe nosausea U cAUXA. KopTuKocTepouaHaTa Tepanua He € [OCTaTbyHO
edeKkTmBHa. MpeacTaBeH e cay4yalt Ha naumeHT cbc CAB 1 ca 06CbaeHN HAKOM NPAKTUYECKN HACOKM
3a AMarHo3a 1 fieyeHne Ha 3abonABaHeTO.

Knouoeu dymu: ctyaoBsa arnyTMHUHHA 60ecT, CTyA0BOarNyTUHUHEH CUHAPOM, CTYA0BM arNyTUHUHM

A Case of Hepatosplenic y/6 T-Cell Lymphoma Debuting With Massive Hemoptysis.
A. 1 Antonov

Medical University of Varna, St. Marina University Hospital, Varna, Bulgaria,
Department of Clinical Hematology
St. Marina University Hospital, Pleven, Bulgaria,
Department of Clinical Hematology

Key words: Hepatosplenic y/6 (gamma/delta) T-cell lymphoma, hemoptysis, bronchial
arteriography, embolization

Summary

Hepatosplenic y/6 T-cell lymphoma (HSTL) is a very rare, aggressive extranodal
lymphoma affecting mainly the young adults. Clinically, it is presented with a symptomatic
hepatosplenomegaly and systemic symptoms but without lymphadenopathy. The diagnosis is
confirmed after a careful evaluation of the bone marrow and liver biopsies or, in some cases,
after diagnostic splenectomy. Overall survival is short regardless of chemotherapy regimens
applied including autologous stem cell transplantation. We introduce a case of y/6 HSTL
presented with a massive pulmonary hemoptysis requiring bronchial artery embolization.
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Pazrome. Konuwecmeenomo uscnedaears na BOR-ABL mpancapurimume IWUDORD 08 N3RONIEE 38 LR He
MEONEAMUIHUA CTEDA0E AP XPORUNHE Musnoudus noakesus (XML Tell kamo g HALIAMA CMPEKE DLmC-
BAM MPOKEAHLT & MEIL HACORE, HUE UICHE0EINME HISOMD HE BCR-ABL npu 83 manuesmi (43 mex 50 M-
we) 8 paznwwHy cmadin He XM, 10 apeme Ha DeeRue ¢ Imafinib (IM] gamo armapd NUHUR HE TEWEHUG, Kanme
u @ apofume om 10 GIRHY & XpoHUYNG (ha3e (W), G0y Kbtl MOMBHITIE HE Auazkozama, Hanswema u k-
nuvecTenmio Ha BOR-ABL Bewe onpedeneso yped deyemansa (8) RT-PCR v komuuecmeens (k] RT-PCR.
Ypea G-RT-PCR faxa ofiocobenu 2 apynn Soma: (I} & omysmnuaa pedysyuR e BORWABL, BRI HEamMUOUDE-
weme i (0 = 56: 60,2%); () Ges vanbemo U 0a & MOMSKISPEH OMacetn {MO) (n = 37 39.8%), axn. v 8
(8.6%) ¢ Gracrma spuss (BK), Ypes k-RT-PCR puaomo #a BOR-ABLABL g sommpansama apyna o X mpedy
nesenue Nokasa F1.2 + 23.2%. B | epyma BCRABLAABL Sews anpuuments no-Hucin (0.58 £ 1.29}, kamo mowr
21 {33,3%) faxa ramepan pues = 0.1% [2onmua MO (PO}, mpo § (5.4%) omesometis Ha BCR-ABL u mo 2=ma
memoda [raren MO [TMO)], a rpa 21 — pedyyud Ha BOR-ABLABL srewdy 5.0 0 0.22%. Npedy 1810 mece,
MO Gews wapepen npu 737 (18.8%) Gomw, Aoicamo cred 18ug - Ao Z9A6 (51.8%), e o 5 o MO
{p = 0.002). Bna Il zpyna BOR-ABLABL npu EK fxa HIHUMEMHO RO-BUCORLE cnpaMe XD (1026 £ 10.3% cpe-
wy FAL2 & 20,7%), doKamo Mpu AeMETICRoeaLseH WL YUmMOSCHEMITUEN OAnRND — mo-Huekt (3000 & 15,6%).
! B samouanue, pezyiimamume o HaWemns NpoyHaas & Chameamciieue ¢ ymanpadasasems va WO kamo
| MPOSHOCHIUYNEH armoD, KIParupaLwy & HIABHREORE HUCLE DUCH O Apoapecud e X, CNPEAERAT MONEXY-
| RARHUA MONUTICGPURE RAMG KTOU0S SMEMONTE D OMULLILDAHEMD Ha MEQaneAMIRHIMD Mg ieHue,

Knrowoeu Gymu: xpamauna weceanudne neakenus, BCR-ABL, rnatimit mesplats, KOMUUBSMAasHE FOR, MOomen)y-
MIADEN WNF0A0D, MUHLMETHE paudyanda Gomecm

Summmary. Quantitative assessment of BOR-ABL transcripls fe & common appraach for therapaullc respanse
maniiaring in chvonle myeloid leukemia (CUML). i our country, evalualion of the cfinical rafevance has mol baan
conducted so far, Therelfone, we analysed 83 CML palierds [pts) {43 femalas; 50 males) at different dizease
stages, af diffarent Hime-points dering the treatment with imatinib (M) as a second-line tharapy. A control group

) T4 Kok, Tpancdva, xemaro., XLVL, 2000, Me 1-2
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OUTCOME AFTER AUTOLOGOUS STEM CELL TRANSPLANTATION IN
PATIENTS WITH MULTIPLE MYELOMA AT THE HEMATOLOGY CLINIC OF
UMHAT “SVETA MARINA" VARNA

L Micheva’, V. Gerov’, S. Dimitrowva’, Ya. Petrov’, A. Antonov’, T. Chervenkov”, L Reanik’
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Paziowe.
Broedewue: AAMOROINIGING CIMSON0G0 ANSNLANG MPEHCINGMMaRUN (ASCT) ¢ anasdapm & Neseiuemo
G SAIPOCTTIVAY DALMY ¢ HOSORAINOCTIIULUDGN MYMTIUTUICN MUCHOM (MML

€8 GRANUIUPG PEMPOINNITIUAND OMADGIPLT, OOLIGTIC NDEALSKOCID (05) U NPONLIAROMOCTRIMA
qﬁp&- (PFS) npu nayusamy ¢ MM ond npossdoia ASCT S OMOEICHILETIG 10 MPaVK TESMTIGULR K48

YMEAN Tarma Mapusa’? Bapaa 30 nepuod om 6 203w

Mamepuany U ROWUSRITIE 30 NOCONOLR ASCT & npusoweyas npy €3 nagueuma ¢ MM & cpodvia
saapacm &0.1+7.4 2 (27 MLNC 40 SAIpacT 772 u]lmmaq:: 61.447.02). Cnpeseo 155 6 nupsu
ORBERY CMadud ca 8 NauUeIMa, S18 amopy - 18,38 - 22 iped MpaacnaimagEcnvo 19 nayu

6 2
mmmmm:?lnqxn MIO20 nNapaney omaoeap (VGPRL, 77 - napuusanssi
KON DL 200 .
Pazynmamir - ‘u“gm-cw Mmmml&ﬂmmm
HIQI.JwWWMmmw SPOME 30 NPT U mposGo.
mmc"ﬂulhuhmmm%‘craﬂum
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ASCT
SUNUME (¢ FOMAMNARea NOCMUSam (R 4 VGPRL mapanua NG
1mthdemWﬂmMng

G4, CLOMSOTTINGL NI 05 ¢ GIUEMETID FRLTEE NPU NOULOTITIY 8 NLPAY KIWINGS Cnadud

21,8% 30 NOYUSENUMNE ¢ MO SOUT MOPANOSIMUYe) amapaag (F-0.005].
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OPHI'HHAJIHH CTATHH

UWTOrEHETUYHW AHOMANMKW NPW OCTPU NEBKO3W

W MUENOAWCNNA3NW - ANATHOCTUYHA W NPOTHOCTUYHA
PONA

Cs. Anvrenosa®, 1. lepuena, Kp. loGpes, A. Pyckoea,

M. Cameonosa®, A. AHTOHOB

MeguuuHcku yHusepeureT - rp. Mnesed, KNMHWKA No XeMATONOTHA,
*MeanKoreHeTUHEH KOMCYNTATUBEH LEHTHD.

Feztose. 3a nepuod om dee zoduni ca nposedeny yumocenemuiing uscied-
sanua na 13 Goanu ¢ nupeuna duaziora suesoducnaacmuven cundpos (MDS) u
na 22-ma Goanu ¢ ocmpa seaxemun (AL). Jecem om Goanume ¢ AL (npedumno ¢
neaumgiofiracmen sapuaim) usaxa xposmososu abepayun. C naii-aucox npoyenm
faxe anevaaoudi, ciedaaiiv om mpanceorayuu u Oeteyuu. Ocem om 13
nayuenmu ¢ MDS uaaxa yumozenemuiu aiosMaty, anpedeients no ecmomu 4
chijama nocredosameriocn, kacmo u mpu Doanume ¢ AL, Tipu deuama om
uzcredoanume yumocenemusiama  naxodxa  Dewe  pewdeaua g mosiama
duaztioza. Nicwwedam ce duuznocmuinama u  npocnocmuMNaMd  poan 1a
HUMOSEHEMUHHUME UICACORUIUY NPU ACHKEMULME ¥ MUEIOOUCRALTLUMmE.

S. Angelova, L. Gercheva, B. Zvetcov, K. Dobrev, A. Ruscova, M. Simeo-
novia, A. Antonov. CYTOGENETIC ABNORMALITIES IN ACUTE LEUKEMIAS

AND MYELODYSPLASTIC SYNDROME - DHIAGNOSTIC AND PROGNOSTIC
ROLE

Suminary. Thirteen patienis with mvelodysplastic syndrome (MDS) and 22
patients with acute leukemias (AL) were studied cvtogenetically over a period of 2
years. Ten of the pafients with AL (predominantly with non-lymphoblastic
leucemia) had  chromosome  aberrations.  The most  frequently  observed
chromosome defects were aneuploidias, followed hy translocations and deletions.
Eight of the patienis with MDS had cviopenetic abnormalities, their frequency
being distributed in the same order us in the patients with AL. In two patients the
cytogenetic findings had determinant role for diggmosing. The diagnostic and
proghostic value of cytogenelic studies in AL and MDS are discussed,

Key wards: newval tihe deffecis Teukemia: myelocylic;  aeute  chromosome
aberrafions




OCTPA MUEROBAACTHA AEBKEMUA

PERYKLMWATA HA BAACTHH KAETKH B KOCTHWA MO3BK CAEQ
WHAYKLUHOHHA XHMHOTEPANUA KATO NPOrHOCTUYEH (DAKTOP
MPH NALUEHTH C OCTPA MMEAOBAACTHA AEBKEMMS

C. ChaBueBa', Li. AykaHoB82 A. AHmMoHoB', )

A. BenkoBa’®, H. UBemkoB', C. AHzeno8a*

PE3HOME

CowecmByBam peguua cvobuieHua 3a BAuAHUE-
MO Ha HebAazonpuUAMHUME NPOZHOCMUYHU thakmopu
Bobpxy nperkuBaemocmma Ha nauueHmu c guazHo3a-
ocmpa mueaobracmHa AeBremus (OMA).

LleAma Ha npoyuBarHemo 6Gewe ga ce onpegeaam
OCHOBHUME NnpozHocMUuYHU thakmopu, Bauaewu Bop-
Xy npexkuBaemocmma Ha 6oAHume ¢ OMA, Bba ocHoBa
Ha AumepamypHUA aHaAu3 u ga ce cpaBHu npeskuBa-
emocmma, kamo 3aBucuma npomeHAauBa BeauyuHa om
npoueHma Ha 6AaCmHU KAeMKU B KOCMHUA MO3bK Ha
“4emupuHagecemua geH caeg npoBegeH:nbpBu UHgYK-
UUOHEH KYpC C NoAUXUMUOmepanus.

lMpegcmaBeHu ca peayamamume om AeyeHuemo

Ha 31 nauueHma ¢ pasAuyHu BapuaHmu Ha OMA.
AuagHozama e uszpageHa Bba ocHoBa Ha yumoxumu-
YeH, PAOYUUMOMEMPUYEH U LUMOZEHEMUYEH aHAAUS
Ha KocmeH MO3bK. 3a onpegeaaHe Ha cpegHama npe-
*KuBAemocm e npuAosKeH memogbm Ha Kaplan-Meier,
pesyamamume ca cpaBHeHu ypes Log Rank test.
- CpegHama npeskuBaemocm Ha 2pynama 60AHU ¢ no-
MaAKO om 5% BAacCmHU KAEMKU B KOCMHUA MO3bK
Ha 14-mua geH om nwpBua UHQUKUUOHEH Kypc e
19,4+7,66 meceua, 3a 2pynama ¢ 6aacmu om 5 go15 %
e 18,5+2,4 meceua u 9,15+1,13 Meceuya — 3a nauueH-
mume ¢ noBeye om 15% 6Gracmu B KOCMHUA MO3bK.
YcmaroBuxa ce couiecmBeHu pasaudua 8 nperkuBa-
emocmma Ha 6oaHume, 8 3aBucumocm om paHHUA
omeoBop Ha npoBegeHama Xumuomepanua.

KarouoBu gymu: AeBremus, pemucua, npeskuBae-
MOCm, XuMuomepanus.

BOAECT HA XOUKMH

yumonozuyHa (MIC) kaacudukayus. Ta gonvaBa cba-
gageHama npe3 1976 zoguHa (Dpecho-Amepuuchuo-
Bpumancka (FAB) kAacuduKauua U BkaouBa cybmuno-
Beme Ha OAA: paHeH npe-B nperypcop, npe-B kKaemuvy-
Ha OAA, B-kanemvuna OAA, T-kaembuHa OAA u cydbmu-
noBe Ha OMA om MO go M7, 6ucheHomunHa u Hegude-
peHuupaHaZ.

[Mpe3 nocaegHume 2oguHu ce omgeaa Bce no-2oAA-
Mo BHuMaHue Ha chakmopume, cBbpsanu ¢ Gorecmma,
MEeHgy Koumo ca: gonbAHUMEAHama EeKCNpecus Ha
AumMbougHu Maprepu npu OMAS u abHopmMeHusm Kapu-
omun. AKueHmupa ce BHumaHuemo Bopxy: HebAazo-
NPUAMHOMO NPOZHOCMUYHO 3HaYeHUe Ha mymauuu B8
FLT3 2eHa, acouuupaHu ¢ Bucok npoueHm 6aacmu B8
KOCMHUA MO3bK, NoBULWeH pucKk om peAanc u HamaneHa
npexuBaemocm*S. PaHHuam omzoBop Ha npoBegeHun
NbPBU UHGYKUUOHEH KYPC NOAUXUMUOMEPENUA Ce aHa-
AU3upa om HAKou aBmopu Kamo HezaBucum camocmo-
AMEAEH Npo2HOCMUYeH (hakmop, onpegeAsul Heobxo-
gumMocmma om UHMEeH3UUKaUUA Ha UHGYKUUOHHUME
U NOCMPEeMUCUOHHU XuMuomepaneBmuyHu peskumu®.

Lleama Ha Hacmoawomo npoyuBare Gewe ga ce
cpaBHu npemuBaemocmma Ha nayueHmume C gua-
eHo3a OMA, 8 saBucumocm om npoueHma Ha 6aacm-
HU KAemMKU B KocmuA MO3bK Ha 14-mu gew cAeg Nnop-
8a uHgUKUUOHHa XuMuomepanua u ga ce onpegeaam
OCHOBHUME Npo2HOCMUYHU hakmopu, Bb3 ocHoBa Ha
AUMepamypHUA aHaAu3 no npobaema.

KAuHuyeH mamepuan u memogu

MayueHmu
lMpoBegeH 6e pempocnekmuBeH aHaaus Ha 31 GoAHu

W KAWHHYHYN DAKTOPH
. MALIMEHTH C BOAECT HA XOUKMH

B. CaaBueBa’, L. AykaHoB®, A. BearoBa?,
A. AHmoHoB8', P. Haue8? H. Li8emko8’

m Mex
Pesjome: Llea Ha HacmoAwemo npoyuBare e ga ce onpegeAu cowecmByBaHemo Ha 3ag:czgn:rcrz] Cmaggg
gemozpad)cKume nokasameAu — NoA, Bvapacm u KAUHU4HUME cpanmopun— xucmg/éc;iuuqig pegg/\mar,nume i
H. Mpegem
ayueHmu ¢ 6oaecm Ha XouKu

Ha 3aboanaBaHemo no Ann Arbor, npu n el s

- UH. AuazHo3ama u cmagupaHemo
47 60AHU € guazHo3a — Hoaecm Ha XouK Gemnlec b

A, PUBUKAAEH cmamyc, peHmaeHo2p ;
MOAO2UYHO udcAaegBaHe Ha AumdeH Bbaea, e
KOMNIOMbpHa Momozpagua, mpenaHobuoncua. Haauyuemo Ha 3a8ucu2/|ocm mMeHgy goxras:(s)a;'rr;el/;?s e Exgct
geAeHo C nomMouima Ha aHaAu3 Ha 4ecmomHu mabAuuu. MpUAOKEH e ¥ — mecm‘ HBa eacm S et
Test. YemaHoBuXMe cmamucmuyecku 3Hayuma B8pbaka Mem%g nouasa(mexgugw;) ::520 e e
‘ = NOA U XucmoaozuyeH BapuaHm (p=0, >
BapuaHm Ha 3aboaaBanemo (p=0,004), sl e
y 03a e N0-4ecmo cpeuy P

mma (p=0,01). HogyaapHama crAep

2uvHuUA Bapuadm u cmagul Ha 6oaec il
UNUYHO 3a Auuama Hag

umcgouumHomo uayepnBare € m

ma Ha Bbvapacm go 40 2oguHu, goKamo A U
Bb3pacm I?ioggAapHama CKAEpO3a e No-4ecma npu *eHume. CmeceHUAM KAembYeH ueAyrapumem ¢

me 3acAzam MbrKeme.
umHomo usyepnBaxe B8 3/4 om cay4au =
uKmowoBu gy15u: Borecm Ha Xo4KuH, AumgoyumHo npeobragaBaHe, HogyaapHa CKAepo3a, cmece

yeH yeAyrapumem, AUMGPOYUMHO ud4epnBaHe.




