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Abstract—A preparation for the prophylaxis and treatment of inflammations of oral mucosa and parodont
Dentavax (D) was investigated in guinea pigs. Animals were given orally D for 5 consecutive days and a month
later the procedure was repeated. On day 3, 10, 21, and 28 after immunization and reimmunization lympho-
proliferative responses to PHA, rIL-2, LPS and D were measured by the radiometric blast transformation
assay in peripheral blood, spleen, mesenteric lymph nodes (MLN) and Peyer’s patches (PP). The percentage
of cells entering S and G2/M-phases of cell cycle was assessed by the flow cytometric DNA analysis. A
correlation in proliferative activity of cells after in vifro stimulation with PHA and LPS has been established
by both methods. Peak values of lymphocyte stimulation were found on day 10, especially after the second
administration of D in all organs tested, mainly in MLNs and spleen. Electron-microscopic studies
demonstrated an extensive development of the endoplasmatic reticulum in plasmatic cells from spleen,
PPs, mesenteric, bronchial and inguinal lymph nodes. The results obtained may be considered a proof of
the immunostimulating effect of Dentavax. © 1997 International Society for Immunopharmacoiogy.
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Abstract

BACKGROUND: Modern drugs could sometimes be a good solution even to problematic patients. The cutaneous
and systemic forms of the CD30 positive anaplastic large T-cell lymphoma could often be described as a suitable
target for therapy with Brentuximab vedotin.

CASE REPORT: We present the first case of a Bulgaran patient with a histologically confirmed primary
cutaneous T-cell CD30+ALK- large anaplastic cell lymphoma-cALCL (therapeutically resistant to therapy with
Methotrexate, radiation therapy and systemic corticosteroid therapy) who was successfully treated with
Brentuximab vedotin. In several years, the patient has developed a comparatively fast skin progression as well as
an initial systemic one which impacts inguinal and mediastinal nodes. After the implementation of 4 therapy cycles
with Brentuximab vedotin, complete regression of the described by previous hospitalisations lymph nodes as well
as 80% reduction of the cutaneous and subcutaneous located tumour formations were observed.

CONCLUSION: The therapy of CD30+/ALK- anaplastic large T-cell lymphoma is a significant challenge for
oncologists and dermatologists because it requires maximally efficient and minimally traumatic treatment in
parallel. Therapy with Brentuximab is a new direction which shows extremely good clinical results and can be
applied to the cutaneous as well as to the systemic form of anaplastic large-cell CD30 positive lymphoma. The
key element by treatment with Brentuximab is suppression of the CD30- expression which, in tumn, could be the
cause of relapses. On that ground, patients with these lymphomas should be strictly monitored.
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10.3889/0amjms.2018.228. PMID: 29875860; PMCID: PM(C5985889.

Abstract

BACKGROUND: Blue nevus is an interesting finding, which aetiology and risk of locoregional and distant
metastasis have not yet been fully clarified. it may be inherited or acquired, with sporadic cases usually presented
as solitary lesions. It is often localised in the area of the head and less often on the arms, legs or trunk. Blue nevi
are formations with relatively low but still possible potential for switching to melanoma.

CASE REPORT: The patient we descrnbed was hospitalised for pronounced cyanosis of the small toe of the right
foot, accompanied by painful symptoms at rest and pain symptoms for a few weeks. Using inpatient paraclinical
and instrumental tests, the patient was diagnosed with cholesterol microembolism. During the dermatological
examination, blue nevus on the contralaterally localised limb was also diagnosed as a sporadic finding. According
to the patient's medical history, the finding had existed for many years, but in the last few months, the patient has
observed growth and progression in the peripheral zone of the nevus without any additional clinical symptoms.

CONCLUSION: Due to the risk of progression o melanoma, the lesion was removed by radical excision, and the
defect was closed by tissue advancement flap.
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Abstract. Chronic myeloid leukemia (CML) is one of the

most common hematological malignancies and accounts for

15-20% of all leukemia cases. The cyvtogenetic marker of CML

is the presence of Philadelphia chromosome (Ph) in =>95%

of patients. The current case reports a 83-year old woman

who was directed to the genetic laboratory for a cytogenetic

and molecular-genetic analwysis suspected to be Ph positive

[(+)]. Karvotype analysis of a bone marrow sample revealed

a hyperdiploid karvotype in a part of Ph (+) cells with addi-

tional chromosomes 8, 10 and 12, Restriction analysis for

V6lTF JAK?Z2 mutation was negative, while the quantitative

RT-gPCR assayv indicated BCER-ABIL/ABIL. transcript at the

level of 120% International Scale (I5). Generally cytogenetic

complexities are important in the prognostic evaluation of

CML. Besides the Ph chromosome, a variet of chromosoimal

aberrations may be associated with CML. A total of 5-10%

of these cases show complex translocations involving another

chromosome. The current case is Ph(+) demonstrating an

additional hyperdiploid karyvotype clone with three additional

auntosomes (5. 10 and 12). This case highlights the significance

of cyvtogenetic abnormalities on the prognosis of CMWI..
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ABSTRACT

Myelofibrosis (MF) is characterized by a presence of
an extra fibrous tissue in the bone marrow and additional
hematopoiesis. The somatic mutation in the Janus kinase 2
(JS4K2) gene (V617F) occurs gradually and is detected in
about 50.0% of myelofibrosis or essential thrombo-cytope-
nia (ET) patients, Our aim was to determine the genotype
status according to the carriers of the V617F mutation in
patients with MF at the Hematology Ward of the University
Hospital “Ivan Rilski” in Sofia, Bulgaria. DNA samples
were isolated from venous blood of patients with various
hematological disorders. DNA was amplified by polymer-
ase chain reaction (PCR) and subsequent resiriction analy-
sis was performed using a BsaXI restriction enzyme. The
genotype status was determined on 2.0% agarose gel. We
analyzed 38 patients initially suspected of carryving MF or
osteomyelofibrosis (OMF). After trepanobiopsy, 20 out of
38 patients were confirmed as myelofibrotic (52.6%), 5/38
(13.2%) were diagnosed as ET, 1/38 (2.6%) was diagnosed
as myeloproliferative neoplasm (MPN), 6/38 (15.8%) had
polycythemia vera (PV). In six patients, the presence of
disease was rejected. Patients with MF were divided into
three groups according to the J4K2 V61 7F genotype status:
homozygous for the mutation (3/20 or 15.0%), heterozy-
gous (9/20 or 45.0%) and homozygous for the wild type
allele (8/20 or 40.0%). The triggering factor of MF is still
unknown. It was considered that this factor could have
a genetic nature. Mutations in three genes were mainly
accepted as an actual predisposing events to this disease:
point mutations leading to amino acid substitutions in J4 K2
(V617F) and in MPL (W515L, W515K), as well as inser-

tion or deletion in C4ALR. We have proven that carriers of
the V61 7F mutation prevailed in the group of patients with
MF (altogether 12 patients or 60.0%). Previous studies also
showed that J4K2 V617F is present in more than half of
MF patients within their blood-forming cells. Therefore, the
risk of evolution to MF could be associated with V617F-
mutant allele burden in patients with MPN.

Keywords: J4K2 (Janus kinase 2) V617F mutation;
Myelofibrosis (MF); Myeloproliferative neoplasms (MPN).

INTRODUCTION

The existence of extramedullary hematopoiesis, over-
stimulated fibroblasts in abnormal microenvironment, fi-
brous tissue deposils in the bone marrow, dysregulation of
the normal production of blood cells, low count of platelets
and subsequently, the onset of anemia, are events typical
for myelofibrosis (MF). Myelofibrosis could be Philadel-
phia chromosome positive or negative, primary or resulting
as a consequence to initially diagnosed polycythemia vera
(PV) or essential thrombocytopenia (ET) [1]. According
to the diagnostic criteria of the World Health Organiza-
tion (WHO), the V617F mutation on the Janus kinase 2
(JAK2) gene is listed among the major criteria for primary
MF (PMF), ET and PV [1]. Mutations on three genes are
associated with PMF: V617F (J4K2), ins/del (CALR),
WS15L/WS15K (MPL) [2]. Different researchers have
investigated the frequency of those genetic mutations in
patients with ET, PMF and PV [3-8].

Janus kinase 2 exon 14 mutation in JAKZ2 is the most
frequent mutation in myeloproliferative neoplasms (MPN),
present in the majority of PV and ET/PMF patients {96.0
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Abstract:

This phase 2 study evaluated pevonedistat in combination with azacitidine in patients with higher-risk MDS,
chronic myelomonocytic leukemia (CMML), or low-blast acute myelogenous leukemia (LB-AML). A total of
120 patients naive to hypomethylating agents were enrolled on the trial and randomized in a 1:1 ratio to
pevonedistat plus azacitidine (n = 58) or azacitidine alone (n = 62).

Pevonedistat plus azacitidine yields comparable safety to azacitidine monotherapy and demonstrates improved
overall survival (OS), event-free survival (EFS), and response rates in patients with higher-risk
myelodysplastic syndromes (MDS), according to results from a phase 2 study.

Pevonedistat, the first and only small-molecule inhibitor of the NEDDS8-activating enzyme, disrupts
proteasomal degradation of select proteins and has shown promising clinical activity and good tolerability in
combination with azacitidine in AML.

Pevonedistat was administered intravenously (IV) at 20mg/m2 on days 1, 3, and 5, and azacitidine was
administered IV/subcutaneously at 75mg/m2 on days 1-5, 8, and 9 of 28-day cycles until unacceptable toxicity,
relapse, transformation to AML or progression.

Pevonedistat plus azacitidine had a comparable safety profile to azacitidine alone, did not increase
myelosuppression, and maintained azacitidine dose intensity.

Although not statistically significant, P+A increased OS, EFS, and response rates vs A, particularly in pts with
higher-risk MDS.



14. PagunoB A., P. Mapkoa, M. CbmHaganeB. OCHOBHM NPHHUMIHM Ha
daoyunromerpuunuss JHK ananu3: Bb3MOKHOCTHM 32 KIMHUYHO TNPWIOKEHHE B
OHKoJIorMYHaTa npakTtuka. Uadexronorus, T XXIX, 1992, 6p.4, ¢.35-39.



15. Paiinos, 10., A. Pagunos, K. [lnoues. JIHK-anaiu3 npu MaJurdHeHuTe XeMONATHH -
AHATHOCTHYHO U MPOTHOCTUYHO 3HaYeHHe. Boenna meaununa, 1996, 3, 53-56. ISSN 0324-1211
Dayounromerpuara (PLI) naBa 6Gbp3a KosMuecT- JHK-aHaiu3bT HA MaJMCHEHWTE XEMONaTHH Ce
BEHa M KayecTBeHa OleHKAa Ha HIMPOK CIEKTHD KJle- SABABA BaXEH JION'bJIHUTEJIEH METO/I B /iMarHo3ara, Jie-
THhYHU NONYJIAINH. an 3JI0KA4YECTBEHNUTE TYMOPH CE YEHHUETO U NPOrHo3aTa Ha 6onecrra. OueHkara Ha 1npo-
M3I10J13BA 34 U3y4YaBaHe Ha TsXHaTa xereporeHHoct. C nudepaTuBHaTa GPaKIUMS U CTENEHTA HA aHEeYIlJIoN-
ONnpeJIC/ISHETO HA KJIETHYHOTO CbABPXKAHUE HA JHK JIM4 1e Jaje HoBa uﬂcbopMamm Ha Jiekaps B [10;]60pa
¥ M3I0JI3BAHETO HA HAKOU CrieuUYHU IapaMeTpu — Ha Hal-MOAXOAMLIMTE MEJUKAMEHTH W OLEHKAaTa Ha
JAHK-unpexc, nposmdeparuBHa akTUBHOCT, CTaHa TXHaTa €PEeKTUBHOCT.

BBH3MOXKHO /Ja CE OLIeHU TO-M'bJIHO KJIWHUYHMS X0/ Ha
pas/IMYHUTE XHUCTOJIOPMYHM BapMaHTH Ha TYMOPHTE,
[a ce MPOrHo3Mpa TAXHOTO PasBUTHE U [PEKUBSE-
mocTTa Ha 6osiHuTe. Ypes DL 3a KpaTKo BpeMe Morat
aa ce uscieasar Hag 100 000 TyMOpPHU KJIETKH U 110-
Jsiy4ar 6bp3u M CTATUCTUHYECKH JOCTOBEPHM PE3y.JiTa-
TH.
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JI. MuteB. Edgexr ot nporokosa CNOP npu 00/1HM ¢ HeX0)KKUHOBH JuMpomu. - KinuHuvyna

u Tpancdy3uoHHa XxemaTtoJorus, 32, 1996, N 3, ISSN 0861-7880, c. 21-25

Pesiome: OueHeH e 29ektuT OT cxemata CNOP npu 12 BonHu (11 Mbxe u 1 Kewa) Ha
3b3DACT 0T 21 [o 68 roguHU C peuuauBMpaLLM U pedpaKTepHU Ha NeyeHueTo He-XOKKUHOBY
TAMGOMM (K-C.NI-V). MpoTtokonsT e NOBTapAH Npe3 21 (28) gHuM, KaTo ca npsefleHu oT 2 Ao 6 Kyp-
ca. [P e nocturHara npu 4-ma (33.3%) 6onwu, a YP - nipu 6 (50.0%). Mosnuasane (MP+4P) e Hab-
n;cqasa:—lxc? npy 10 (83.3%) ot naunertute. Mpogbnxkutentocrra Ha NP e 14.7 (3-38) Meceua, a
Zasm Ha 4P - 4 (3-6) Meceua. C nporpecupare Ha 3abonssaHeTo ca 2-Ma HONHK. XeMaTonomuz—;a-
;a roriiuqucr € Mexa, a HexemaTonoryHara BKMIOYBA MasHo anoneuus, rageHe u nospuiyase
(I-ll crened no C30). MoxocuMocTTa Ha npoTokona e pobpa 1 3HaYuTenHa YacT oT 6onHUTe npo-
B840Xa Nevenune Npu aMoynaTopHu yCrnosus.

U. Rainov, T. Kancheva, G. Georgiev, R. Stanchev, T. Popova, A. Radinov, K. Plo-

chev, L. Mitev THE EFFECT OF THE
LYMBHOMA SCHEDULE CNOP FOR TREATMENT OF NON-HODGKIN

i ~ Summary: The effect of the scheduie CNOP (Cyclophosphamid, Novantrone
;:edm_sc?lon) was evaluated in 12 patents (11 males andqi/ ferlrp'aalre)‘,) aged i‘mm 21 to 68' 331(:?1‘::-'
{odgkin's ryrpphomas - In relapse or resistent to previous therapy (clinical stages Ill and V). The
therapy consisted of 2 to & courses. Complete remission (CR) was observed in 4 patients (33‘ %)
partal remission (PR) in & (50.0%) and overall response in 10 (83.3%) patients. The duration c,;f CR
was 14.7 months (from 3 to 38) and PR - 4 (from 3 to 8) months. Rapid progression of the diseasa
was marked in 2 patents. The haematological toxicity of the schedule was mild. Tha nonhaemate-
I:‘g\ﬁ Ct)c;x%t\é t.;?lr;s‘;tetgi g::lun;y offag‘op;cia, nausea and vomiting (grade I-ll, according to the scale
; : 4 . k
Spis Aatmpiad o treatmc;nL & therapy was good and most of the patients did not need to
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21. PaiinoB 1O, T. KbHueBa, I'. /I. 'eoprues, U. I'uros, P. Ctanyes, T. IlonoBa, A. Pagunos,
K. ILlnoueB u JI. Mutes. NovantroneR u Cytosin-Arabinosid npu Jieuenue ga peuuuBHpaIIH
U Pe3UCTEHTHH OcTpH HejmM@poOaacTHH JeBkemuu - B kH: Novantrone®™: OHKOJOrH4YHA U
xemaToyiornuHa npaktuka B boarapus. Iloa pen. 1. Tonopos u JI. Kanes. C, Wyeth - Lederle,
1997, 119-121 c.

Ocmpama neaumdobnacmmua aeBlkemun (OHAN) e manueHena xemonamus,
“uemo aeverue Bee ouge e HeycnewHo u NnpoyeHMBM Ha pemucuume e IHauu-

mearo no-manvk. Pezaucmenmuocmma u yecmo HacmbnBawume peyuquBu
caeg npunaodkeHuemo Ha cmaHgapmuama aevebua cxema DAT (Daunorubicin
Cytosin-Arabinosid u Thioguanin) goBege go mupcenemo ma anmepHamuBru
xumuomepaneBmuunu cxemu ¢ ozaeg nogobpaBawne ecelkma om neweruemo
uzbseBane na nakou mokcuuny npoaBu Ha anmpauukaunume /2,3,4,5,7/.

Novantrone (Mitoxantrone) e npenapam c npomuBomymopna akmuBuocm,
nogobna Ha aHmpayulkauHume, Ho ¢ HamaneHa kapguomolkcuunocm, koemo
2o npaBu nogxogsawy u 3a Bvipacmuume nayuenmu. YcmanoBeno e, ue B lkom-
burauun ¢ Cytosin-Arabinosid moa e nokasan Bucoka ecpelkmuBrocm npu bon-
HU ¢ OHAA /1,5,6/.

Hue cu nocmaBuxme 3a uen ga oyeHum edelkmuBrocmma wa lkomburauun-
ma Mitoxantrone (Novantrone - Wyeth-Lederle) + Cytosin-Arabinosid (Cytozar -
Up John) npu nocmuzane Ha pemucus, HeuHama npogbvmlkumenrocm u molkeuy-
Hocm npu Boanu ¢ pedpakmepnu u peyuguBupawu OHAA. Aavnume ca om
omBopeno npegBapumenano Hepangomusupano npocnekmuBro npoyuBane,
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(Navoban) 3a KoOHTpPoJ Ha eme3uca NPHM BHCOKOEMETOreHHA (IUCIIATHH-CHIbPKAIIA)
xumuorepanus. Boenna mequuuna u gpapmanus, 2, 1998, 15-18.
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nojauxumuorepanus. - Kiuauyna m tpancysmonna xemaroJsorus, 1.35, op.1, 1999, ISSN
0861-7880, c. 30-34

Summary. Induction therapy with Vesanoid and chemotherapy (CT), including mitoxantrone and
ARA-C (3+7) was carried out on a patient with acute promyelocytic leukaemia (M3). There was fasi
m‘.;'rrnmhnel".‘ of the haemarrhagic synd-ome and clinical results The reinduction and maintaining ”'”—"%‘-I")‘
retained the cytological and cytogenelic remission more than 20 months. Vesanoid and CT achieved fast
and long lasting remission in the subtype M3 of APL, which had had the poorest prognosis in the past
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7192
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28.  PaiinoB l0O., P. CranueB, A. Pagunos. HoB moaxox B j1eyeHMeT0 Ha eme3nca NpH

nuciiatuia (HUC) - ceabpikama xumuorepanus. OukoJsoroc, 2000, 2, 3-6.
PE3IOME

[Ipoyusana ¢ aHTHeMeTHYHATa ¢(EKTHBHOCT HA OHAAHCETPOH M METOKJIOMPAMMJL, CAMOCTOATCIHO MIM B
KOMOMHALMSA C KOPTHKOCTEPOUIH ¥ OeH30AMa3HITHH (Ha3enaM), 3a MPOTEKLMA Ha OCTPOTO raZicHe U OBPBIIAHE
cllej1 JIeUYeHHE C BUCOKOMETOTeHHA (LIMCIUTaTHHA-ChABPKaIa) xumuorepanus. [Ipencrass ce u aBTopecka cxema
AET “papuant”, BK/I104Baa KOMOHHALHA HA OHIAACETPOH + KOPTHKOCTEPOH H METOKIONpPAMMUL “KBKTCHIT .

Haii-Bucoka e()eKTHBHOCT MPH KOHTPOJIA HA OCTPOTO rajieHe W MOBPBIIAHE € MOoKa3ajla KoMOMHAUMATA
onpancetpoH + koprukoctepous u AET “sapuant”. AET “Bapuant” ©mMa OpeyMCTBa MPEJ BCHUKH H3M0/3BAHHU
AHTHEMETHIIH, 4 C OHAAHCETPOH + KOPTHKOCTEPOH/T TOKa3Ba M0706Ha e eKTUBHOCT, HO € C MO-HHCKa ce0eCTORHOCT,
Knwouosu Oymu: UHCILIATHHA-CBBPIKAIIA XUMHOTEPANHA, AHTHEMETHIH, OHAAHCCTPOH, METOKIOMPAMHL

SUMMARY:

The antiemetic efficacy of ondansetron and metoclopramide, alone or in combination with corticosteroids and benzodiazepin (diazepam)

were studied for the acute nausea and vomiting after receiving of the cisplatin — containing chemotherapy. The autor presents his shedule
AET *variant”, including combination of ondansetron + cortocosteroid and metoclopramide “cocktail”

In the control of acute nausea and vomiting the most efficacy was found with combination ondansetron + cortocosteroid and AET
“variant”. AET “variant” shows priority over all studied antiemetics and with ondansetron + cortocosteroid has the same efficacy, but has
a less prime cost.

Key words: cisplatin-containing chemotherapy. antiemetics, ondansetron, metoclopramide

29. I'mros U., E. CaBoB, A. Pagunos, T. KbuueBa, P. CtanueB, U. Jlamsinos, FO. PaiiHoB.
IIpoyuBanusi Ha OakTepHaJHUTEe MH(EKUMU NPHU JeYeHHETO HA OOJHH C OCTPH JIeBKEMHHU.
Kiaununyna u tpancdy3uonna xemaroJiorus, 38, 2002, Ne 1, 39-44.

30. I'uros U., 10. Paiinos, JI. MutesB, A. Pagunos, P. Cranues, U. lamsanoB u T. KbHueBa.
Jo0bp neueden epexkT oT KoMOUHANUATA (uaynapaduH, uutodun-apadunosua u G-CSF npu

peuHMIuB Ha ocTpa HequMdobdaacTHa JeBkemus. KimHn4yHa M TpaHcpy3HOHHA XeMaTOJIOTHs,
38,2002, Ne 1, 44-48.
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31.  Paiinos 1O., P. Cranues, A. Paaunos, U. lamsanoB. I'panucerpon (Kytril®) 3a konTpo.a
Ha ocTpusi eMe3uc npu Bucoxkoemerorenna (HUC-cpabpxama) xumuorepanusa. OHKoJI0I0C,
2002, 1, 12-15.

PE3IOMI:

chna’ AET rpyirac I'rA, o
e oK i QBCPHO 1CO} i PPA ‘
| | HCOKA1) ehexkri ( ' | | N
2 e T RN | rosi Ha MK THY]

Kmouoeu oy vy
SUMMARY

A
(MC]

Keywords: ¢

32. I'uros U., I'. 'eoprues, K. ILi1oues, 0. Paiinos, P. Ctanues, A. Pagunos, T. KbHueBa.
HammsaTt onut B JjieyeHneTo Ha B-kierbuHaTa XpoHHMYHA JUM@HA JeBKeMHsl ¢ MYPUHOBHUS
anajor gayaapadun ¢ochar, Knunuuna u tpancdysunonna xemarosorus, 39, 2003, Ne 1, 23-
28.

33. Bonesa T, A. Henena, JI. MonoBa, H. Hukouos, 0. Paiinos, P. Cranues, A. Pagunos,
. Ilonosa, P. Bnagumuposa u JI. Mutes. Ciayuaii Ha myJaTuiied muesiom c t(11;14)(q13;q32).
Kinnuyna n tpancdysunonna xemaroaorus, 2011, Tom XLVII, Ne 1-2, 76-79.
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34. I'opanoBa-Mapunosa B, K. Urnarosa, Il. I'aneBa, E. Cnacos, U. MuueBa, A. Pannnos,
P. Ilerposa, I'. LiBeTkoBa, E. Xaxxues, C. 'opanos, JI. I'epueBa. Pe3yiraTu ot jedyennero ¢

brentuximab vedotin npm mnanmenTH ¢ XOMKKHHOB JUMPOM — OBJrapCKUAT OINMT.
Xemarouorus, 53,2017, N 1-2, ISSN 2367-7864, c. 60-65

35. Nikolova, A. Yordanov, V. Damyanova, A. Yavorova, A. Radinov. Gaucher disease type
I: A case report. Acta Medica Bulgarica, Vol. XLVII, 2020, No 3, ISSN 0324-1750, p. 22-25
Abstract. Gaucher disease (GD) is a multi-systemic disease with a low population frequency.
Itis a lysosomal storage disorder (LSD) that causes accumulation of glucocerebroside in the
so called Gaucher cells predominantly in areas like the spleen, liver and bone marrow. Type
| GD (GDI) is the most common form and usually does not involve the brain and the spinal
cord. The symptoms can range from mild to severe and may appear anytime from childhood
to adufthood. Diagnostics can often be challenging and imposes looking at person’s medical
history, symptoms, physical exam, and laboratory test results. We present a difficult to diag-
nose case of a 34-year-old woman admitted to the Clinic of Hematology, “Sv. I. Rilski” hospital
with splenomegaly, normal laboratory findings and non-enlarged liver. She didn't show focal
neurological symptoms. A series of tests were assigned including genetic targeted analysis.
The case is an example of a rare genetic disease with mild clinical symptoms. Diagnosis of
Gaucher disease, type | was confirmed by measurement of a GBA enzyme activity and iden-
tification of mutations in the GBA gene inherited in an autosomal recessive manner. Thanks
to the efforts of the clinical team, the assignment of adequate clinical and laboratory tests and
their correct interpretation, the patient was subjected to enzyme replacement therapy (ERT).
Although the diagnosis was settled relatively late (at 34 years of age), the correct therapy
slowed down the invalidation and improved the quality of life of the patient.
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36. Nikolova D., A. Yordanov, A. Radinov. Azacitidine treatment in patients with
myelodysplastic syndrome, chronic myelomonocytic leukemia type 2 and acute myeloid
leukemia according to their cytogenetic findings. Acta Medica Bulgarica, Vol. XLVIII, 2021, Ne

3

Abstract. Introduction: Azacitidine is one of the hypomethylating agents available for
the treatment of elderly patients with myelodysplastic syndrome (MDS) or acute myeloid
leukemia (AML). It is also used as an appropriate treatment of chronic myelomonocytic
leukemia (CMML) in the real life setting. As treatment of AML and CMML is not curative,
and allogeneic stem cell transplantation (allo-SCT) remains traditionally the only option,
significant clinical benefits by hypomethylating agents have been reported. According to
the available data, 16% of subjects with MDS who received azacitidine had a complete or
partial normalization of blood cell counts and bone marrow morphology, while two-thirds of
patients who required blood transfusions no longer needed them. Nevertheless, it can also
be hepatotoxic in patients with severe liver impairment and extensive liver tumors. Aim: to
summarize the effect of azacitidine treatment in patients in the light of their general condli-
tion, blood count parameters, toxicity (general and hematologic), as well as the presence
of cytogenetic aberrations. Materials and Methods: Twenty-seven patients of which 15
patients with MDS, 9 patients with CMML and 3 patients with AML received azacitidine
treatment. The blood count levels and toxicity were followed for a period of twelve months.
Results: 22.2% of our patients (6 of 27) of different hematologic diagnoses showed genetic
aberrations in their DNA. All they showed quick disease progression and fatal outcome,
four of them also developed hematologic toxicity. The remaining 77.8% had no cytogenetic
findings. Of all the cohort, 19.05% developed toxicity during the course of the treatment,
38% — decreased leucocyte levels, 14.3% — decreased thrombocyte levels and 18.2% —
decreased hemoglobin level. The erythrocyte levels were not substantially influenced by
the treatment. The majority of the patients sustained stable levels of red blood cells, as
well as of platelets and hemoglobin without remarkable changes between month 0 and
month 6 of the treatment. Conclusion: Qur results showed, that the main disadvantage of
azacitidine treatment in our patients were progressive leucopenia (in 10/27 patients or 37%

of cases) and toxicity (8/27 or 29.6% of cases).

37. Pagunos A., I0. Paagunos. KOBU/I-19 nanaemusita: BiIMsAHME BbPXY KJIMHHUYHUTE
NPOYYBAHUS H JIEYEHHETO HA MHOKECTBEH MHEJOM W JAPYrd XeMaTOJOTMYHH HeOIlIa3uM.
Bbarapcko cnucanue 3a odmecrseHo 3apase. 2021, tom 13, ku. 3, crp. 10-20

PE3HOME

fMTandevuama COVID-19 cuzdade Gesnpeyedenmui ey
FP U GCHSVPRSAHEM O Ha MEeDUWHHOKHME SPUHNCH Ha RaylieH-
mime choe snoxauecmeenty sabonseanus. Tpu nayuernmume
© XEMAMONOSUNHU HEONTAIUN UISTENCIE, Ue UMa HO-GUCOK
puck om ungexmupane che SARS-Col-2 u no-mexcro Apo-
RN AR e Ha Golechima ROpad i MEeoCYRPECUARG W g -
nenuama. Hvepeomo NpeduzsuKamencmeo, cledoaameino,
e Kar Dda Cf OCUSVPN SPEKMUEno TeYeHne Ha VA IEHAMEmE
FIAWUEHTY, Kamo ChUfeapeMenno ©e uifiesne umTasanerno
wa puck om sapasseane cwe SARS-CoV-2 wawxmo wa Aayu-
CHMWME, MAaKa @ Ha MeKVEQIYUmMeE 23 eKumd. Edwno dombust-
PEEHG FRe UG UK aIen CiieEn € HAasPeMeHHONTo UG TG AR E
e QUAEHOCIRWYHERTE U Cadupanii npoyedyvpn, neobxod -
wvn, za da ce onpedersm nodxodaupume newelnn nIanose.
Chnagzanemo Hd RPpoyedVpRpume W usGRGAanermo Ha MHO20-
KP@mHN ROCEWERUA Hd XUPVPSUYHImE, DEUEASH OO HLTRE T
AGEOPARTOPRNIRE GOSN ENnA NIHCKGD  CUNXPoiiiupane na
HREBPUISAHEM O Hd ECHYMKN APOYedVPu & edun den. Toill kamo
AABOPAMOpPUume cd ROSHLARHGmE om MeoGxodunocmma od
OCUIVPAGAW 200AM HabGop om mecwmiose 3a COVID-I9, doc-
FRBRROCIIIG D0 PVIRWHNU MOREKVARPRN IMeCMoae &€ CEPUORTa
FacesHama. B Kpaiina CAMMemKdg, §Ce RO-YeCmo e COTLOKGaMe
© MPeAUISUKAMETCINGOM G O 2eMaMe CTONCHN PEll e s P
COVID-I19 nosumuens RAyuenmy, SortedVeduin om azpecs-
M, HO ROMEHYHATHO JeHMI ZNOKAYeCHECH I 306 0iAe JH A
Ha Kpwema. Hava omzosop na eeRpocHme Koza da Guoam
AESKVE I, KaK Oa Gu0am ReKVEant, Ko2a O 3 aia arm, KomKeo
DBA20 Od WINAKEAN TEHeHNE, KakK Od ©F RPpedaudsim u oaina-
DHEAIN IOKCUNHWINE @GP ermu 1 karx Aa ce usbesne KoM apon e-
FRUPAREnTT o Ha ReveHnume pesyinmanu.

B mazu cramua o8 RPaei oW 9a o8 HaRpasam P o -
WECKH MPESTONCENUR 3G NOSEAEHUSo MpW RAUenmu © xe-
MAPIRIO2WYHY Heoniazun noe epesme na COVID-19 nandesmun.
Haxpamixo ce pazeiexncAdam ocHOSHIME QORermi Ha npobie-
M, KA 3ABAERNSING MY ROCPIGERHE S Ha OUa2Hosama,
CTASANEINO Hd XHUMUOMepanuamd, ompaicenuemo abpxy
FAUNHWYH IS RPOVHEaHUS,  FPUITONCEHMEM G N CrEolost
KAEmK, Modurukayuinme  Ha PAoddBDRICauiume  1eueHuR,
DOCTTLRTBIT W WIROFIEARETO Hd RO0OBRNCAN G HeNeHue, Pois
u BEZORACHOCTN Ha PAp2 eI EUme e aniit

KarmwaosH aymMu: SARS-CoV-2, xeMaToOmoraa-
HH Heonnazuu, COVID-19, lvmphoma, myeloma,
leukemia, CAR T-cell

ABSTRACT

The COVID-I? pandemic has created wnprecedented
obstacles to the delivery of care to patients with cancer.
Patienis with hematologic malignancies appear (o have
a greater risk of SARS-Col-2 infection and severe
disease due to myelosuppression and lvmphopenia. The
first challenge, therefore, is how to continue to deliver
effeciive therapy fo vulnerable patients and af the same
rime ro avoid exposing them, and their healthh care
teams (HCT), fo SARS-ColV-2. An additional challenge
is the timely completion of the procedures reguired
Jor diagrosis and staging (o formulate appropriate
treatment plans. Deferred procedures and avoidance
af multiple trips to the surgical wards, diagrnostic units,
and laboratories regquire same day consolidation of
all procedures. With [aboratory medicine absorbed
by the need to deploy large scale COVID-testing., the
availability of rowtine molecular tests is seriowsiy
affected. Finally, we are increasingly faced with the
challenge of making complex treatment decisions in
SARS-ColV-2 positive patients with aggressive bur
potentially curable blood cancers. When to treaf, how
ro treal, when to wair, how fong 1o wail, how o predicr
and marnage foxicities, and how fo avoid compromising
CHFE FAales remains unknown.

fn this ariicle, we alftempt to provide some practical
sSuggestions on Mhe management of patiernrs Witk
hematologic malignancies during the COVID-I9
pandemic. The manuscript briefly covers practical
issues such as delavs in diagnosis, deferral of
chemotherapy, impact on the clinical trials, wiilization
of SCT, modifications of maintenance (reatrments,
access (o and utilization of supportive measures, role
and safety of targeted therapies.

Keywords: SARS-CoV-2, hematologic
malignancies, COVID-19, lyvmphoma, myeloma,
leukemia, CAR T-cell
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38. HwuxogaoBa /l., PagunoB A. /laHHM 3a HapacTBamlo BJMSIHHE HA MHKPOOMOMa NpH
3JI0Ka4eCTBEHH XeMATOJOTHYHHU 3a00/siBaHusl. bbhiarapcko cnucanue 3a 001ecTBEHO 3/paBe

2021, Tom 13, kH. 4, cTp. 97-103
PE3HOME

SMukpotuomem” e 2enemuynuAm Mamepuar Ha GCHYKE MU-
KpoopzanizMy, Koumo obumasam YOSLWKOMo MANG, d ca-
Mume MUKPOOP2AHUIMU Ce HapuNam obgo | mukpobuoma’.
Bpoam na zenume na BCUNKN MUKPOOP2ARUIMY & YOBCWIKUA
muxpofiuom e 200 nemu no-zonam om Bpos na zenume & wo-
gewrus cenov, Haii-Hozam na mukpoopeanieavis e crosma-
HO-MPEBHUA MPAKM.

Xemamonosuunume nokauecmaeni 3a00MA68aHUS SKTTOUEaM
MHOMCECTEEN MUETOM, ."!H,’Wfﬁ(l'ld U nesreMus oW .'J‘,DE‘!’)C'HJ(JEL'!H-
agam 6,5% om ecuyku pacosu 3abotasanua no ceema. Te 3a-
CAZAM KPBemd, KOCMHUR MOZBK N .-'m.wrfmum{’ EB3TH W RPOS-
THIGM O HEKOHMPORUPAN PACMENC HO XeMamOonoemusni i
aumMcboudny knemku. [Ipes nocieduume 200uHYu € DoKa3and
GPLIINTT lf(.’J‘(-'(JIV .WHKPUF.IHO”NUH(J. ocofieno mazu na Hep-
aamid, W XeMamolosiyHime 3aPATABANNR Ha YOBER. J’L’.HJ’—
HU.HUt)}’.THPCJHfHHI&' (3(!}8.‘:3?1” Hd Yogeianta ,'Iﬂl’KPUE]HOmd e
Apocmupam daned omesd Yepeamd, Hali-geye Ypes ManKume
MOREKYIU, KOUWmo H}?OHB’I‘?EJ&'@G}H. Llenma nu € da noKaxcem
POIRMA HA MUKPOBUOMAMA AP XeMamoio2uaHy 310Ka9ecm-
GEHU 2A00NAGAHUA Hpu woseka U HEUHOMO ERUAHUE EBPXY pe-
FYARAmME oM MePanuAma 8n3 oenoed Nd J?}'EJ-.TNK}:G(I”H Ho-pa-
HO RPOVUBAHUA.

Kaouosn AyYMHu: MHKPL‘IISHOM, NEMATOIOrHIHI
GGIIECI'M._ JABHCHMOCT, BIIHAHHE

ABSTRACT

A microbiome” is the genetic material of all
microorganisms that inhabit the human body, and
the microorganisms themselves are collectively
called “microbioia”. The number of genes of all
microorganisms in the human microbiome is 200 times
grealer than the number of genes in the human genome.
The richest in microorganisms is the gastrointestinal
(ract,

Hematological malignancies include multiple myeloma,
lymphoma, and leukemia and account for 6.5% of
all cancers arcound the world They affect the blood,
bone marrow, and lymph nodes and originate from
uncontrolled growth of hematopoietic and lymphoid
cells. In recent years has been proven the link
between and microbiota, especially that of the gut, and
hematologic human diseases. However, the immune-
modulating effects of the human microbiota extend far
bevond the gut, mostly through the small molecules they
produce. We aim to show ihe role of the microbiota in
hematological malignancies, and its influence on the
therapy ouicome based on previously published siudies.

Keywords: microbiota, hematologic diseases,
link, impact

39. Nikolova D., A. Radinov. Thrombotic incidents in patients with myelofibrosis suggest to
be independent of JAK 2 V617F mutational status. Folia Medica (Plovdiv), 6p. 4 3a 2022 r.
Abstract

Introduction: Myelofibrosis (MF) belongs to a group of conditions known as Philadelphia-negative
myeloproliferative neoplasms (MPN). Bleeding or various vascular complications could be the main causes of
morbidity and mortality in patients with MF. MPN-related thrombosis, is a multifactorial process and in the
case of myelofibrosis, little is known. The risk factors for thrombotic complications have been rarely assessed.
Aim: The purpose of this study was to investigate the link between thrombosis and MF and the role of JAK2
V617F mutation as a risk factor for thrombotic incidents in patients with MF.

Materials and methods: In our study of 37 patients, 35% had thrombotic incidents in the past. All patients have
been admitted to the Clinic of Hematology, University Hospital “St.Ivan Rilski”, Sofia, Bulgaria for the period
2016-2019 year and diagnosed based on the criteria of WHO 2016.

Results: The majority of the patients (23; 62%) proved positive for JAK2 V617F mutation carrying one (16,
70%) or two (7, 30%) mutated alleles. Thirteen of the patients (35%) had a thrombotic event in the past and 9
of them (69%) are mutational carriers of JAK2 V617F. Fourteen patients of those without thrombotic history
(24, 58%) are also carriers of JAK2 V617F.

Conclusions: As a whole, we didn’t find a statistical significance between JAK2 V617F mutation and the
frequency of thrombotic incidence. Rendering an account to the possible life-threatening complications,
treatment decisions should be undertaken upon possible antithrombotic prevention in MF.

40. Papunos A. XemaroJiorusi. Bbp: ®amnina megununa: Haii-cbBpeMeHHOTO NPAKTHYHO
PbKOBOACTBO HA JInuHuA Jekap/ Orr.pea.nou. Ilersp [lanyes, aMu. Codus 2000, c.358-388
Pesrome:

B pazgena no xemaronorusi OT pbKOBOJACTBOTO MO (haMuIHA MEIUIIMHA ca Pa3TieaHd OCHOBHHUTE
IpyNU XEMaTOJIOTUYHU 3a00JsiBaHUs, TPyHUpaHU B 4 paszzgena: OOJleCTM Ha epUTpOIIOe3aTa,
Muernonoesara, Jumdornoesara U Ha XeMmocraszarta. B pasnena Oosectu Ha epuTporioesara ca
pasriieaHd pa3Iu4yHUTE BUIOBE aHEMHUH, KaKTO M AJITOPUTHM 3a MOBEJEHHE KbM IAallUEHTUTE C
aHeMUs1, METO/IM 3a M3ClieiBaHe, IUarHo3a, qudepeHnnanta quardosa 1 jeuenue. B pazaena 6onectu
Ha Muenomnoe3ara ca  paslieJaHd  OCTPUTE U XPOHWUYHU  MUENOUIHM  JIEBKEMHH,
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MUENONPOIUPEPATUBHUTE M MHUEIOIUCIUVIACTUYHUTE CHHAPOMH — JeQUHHULUS, ETHOJOTHS,
naToreHesa, Kiacu(ukanus, 1uarsosa, JudepeHnuanta juarsosa u gedenue. Ilo nogo6eH HauvH e
pa3paboTeH U paszena 3a 6oiecT Ha JIMM(OIIoe3aTa — MOAXO0/ MPH MALUEHT ¢ TUM(aTeHOMEeTaus,
audepeHnraiHa Iuarios3a, JA00pOKauyecTBEHW M 3J0KadecTBEHH OojecTu Ha jumdorioesara —
nuMQaneHUTH, TUMPOMH, MIa3MOKIEThYHH AMCKPA3UU, OCTPH M XPOHWYHHU JHM(oeBkeMuu. B
paszena 3a 00JeCTH Ha XeMOcTa3aTa ca ONMCaHH I0JX0/1a KbM MALMEHT C HapyLIEHHsI B XeMocTa3aTa
— Ba30NaTuH, TPOMOOIIMTHYU HAPYIICHH, KOAryJIONaThu, Kiacu(ukanus, uariosa, TudepeHnnarta
JUarHo3a, KIMHWYHY NPOSIBU U JICYCHHUE.

41. TonueBa /., I. HukosoBa, A. PagunoB — BbB:MeauuuHcka reHeruka. I'eHoMHa
MeauuuHa: O0ma xapakrepuctuka Ha JeBkemuute. Orr.pea.npod. Apara TonueBa, amH.
Codus 2010, c.658-685.

Pe3rome:

HopmaiiHOTO KpBBOTBOpEHE M3UCKBA CTPOrO peryiaupana mnpoiudepanus u audepeHIUanus Ha
HJIypI/IHOTeHTHI/ITe XCMOIIOCTHYHH CTBOJIOBH KIICTKHM, KOUTO C€ HpeBmeaT B SPGHI/I KIICTKU B
nepudepHata KpbB. JIeBkeMUUTE ca pe3ynraT OT 3I0Ka4eCTBEHO ChOUTHE, HACTHIIUIIO B €JHA paHHA
XEMOTOETUYHA MPEKYyPCOpPHA KIIETKA, KOSTO BMECTO Ja ce AU(PEPEHIMPa HOPMAIIHO J1aBa HAYAJIOTO
Ha HEKOHTPOJHMpyeMa mpoiudepalns Ha He3pesu KIeTKH, KOUTO MPU OCTPUTE JIEBKEMHH CE HapHyaT
omactu. Te ce HaTpymBaT W 3aMECTBAT HOPMAJHUS MAPCHXUM Ha KOCTHHSI MO3BK, KOCTO BOAH JIO
3ary0a Ha HOpMajHaTa KOCTHOMO3bYHA (PYHKIIHSI C TOCTIEABAIN aHEMUS, THPEKIIUU U KPHBOU3IHUBH.
OCHOBHI/I HpI/I‘-II/IHI/I 34 BB3HHKBAHC Ha JICBKCMHUUTEC Ca TCHCTHUYHU (1)aKTOpI/I, fIOHI/I?;HP&III& paI[I/IaIII/IFI,
OHKOBHPYCH, XUMUYECKH areHTH U APYTru PaKkTOpy HA OKOJHATa cpefia. JIeBKeMUuTe ca XeTeporeHHa
rpyna 3JI0Ka4eCTBEHH KpPBBHH 3a00JsIBaHUSA, KOUTO HaAW-00IIO0 ce MOApa3AeNiaT Ha OCTpU M
XPOHHUYHH, a CHIIO IbPBUYHU U BTOPUYHU. ChIIECTBYBAT MHOKECTBO KJIaCH(UKAIIMK CIIOPE]l BHIa
Ha KJICTKUTC, HTUTOI'CHCTUYHUTC U I/IMyHOJIOFI/I'-IHI/I XapaKTepI/ICTI/IKI/I, craausda Ha 3a6OJI$IBaHCTO u IIp.
Pa3srienany ca OCHOBHHMTE I'€HETHYHH MapKEpH IMPU OCTpaTa MHUEIOHAHA U OCTpara JUM(pOHUIHA
JICBKEMUS, KAKTO 1 XpOHI/I‘-IHaTa MHUCIIONIHA N XpOHI/ILIHaTa J'II/IM(bOIII/ITHa JICBKCMUSI.

42. TonueBa /l., A. PagunoB. — BbB: Meanunncka reseruka. 'enomua mequuuna: Epa na
npuueaHara repanus. Orr.pea.npo¢. Apara Tonuesa, nmu. Codus 2010, ¢.839-861.

Pe3rome:

B Ta3u rmaBa ot yueOHMKA MO MEIUIIMHCKA TEHETHKA ca pa3riieJaHl 3HAYUMOCTTa Ha mpobiema 3a
paka, KaTo BTOpPOTO I10 NMPUYMHA 32 CMBPT 3a00JIABaHe, KAKTO U MYJATHAUCUUIUIMHAPHUAT MOAXO,
BKJIIOUBAI] XHPYPTHMYHO JI€YCHHE, JTbuUeTepanus U XUMHoTepanus, (QYHKIHOHUpAIIA MpH
3HAYUTEIIHOTO OTpaHUYEHUe OT T.Hap. ,,TepaneBTUYeH Hpo3opelnr”. Ta3u KOHIENuus ce OTHacs 10
CTpeMexa /1a ce eIMMHHHpPAT MakcuMajeH Opoil pakoBU KIIETKH, 0€3 MPEKOMEPHO YBpEXKIaHE Ha
nanuenTta. [lo To3u Ha4YMH, KOHBEHIIMOHAIIHUTE TEpaNuy Ha JHEIIHHS JCH MOCTHUraT OTpaHuYeH
edexkt B Oopbara ¢ paka. AKIEHTHT € NOCTaBeH Ha HaW-ChbBPEMEHHOTO JICUEHHE C TMPUIEIHU
MEIUKAMEHTH, TP KOUTO C€ TOCTUra MakcuMajeH e(eKT, NMpH MUHUMAJIHO YyBpPEXKIaHE Ha
opranu3ma Ha oHKoOoHUsA. ToBa JaBa OCHOBaHME TO3W THII JICYCHUE Ja Ce MpUeMe 3a Havyallo Ha
HOBA €pa B JICYCHHETO Ha HeorutacTuuHuTe 3adoisBanus. Cnopen FDA mpunenHuTe jgexapcTsa ce
OMpEeENAT KaTo TAKMBA, aKO MPEAN U3MKHCBAHETO UM CE MPOBEJIE TEHETUYHO U3CIIEIBAHE U CE IOKAXKE
HaJIMYMETO Ha MHILIEHA 3a TSIXHOTO €(QEeKTUBHO JeicTBUE. Pasrimemsanu ca 1BeTe OCHOBHU TpYyNH
TapreTHU JIEKapCTBa — MOHOKJIOHATTHUTE aHTUTENA U MAJIKUTE MOJIEKYJTHA HHXUOUTOPH, OMOTOTHITA
Ha TAXHOTO JeWCTBHE, OHMOTEXHOJOTHSITa HAa TAXHOTO IPOU3BOJCTBO, KAaKTO M BHUIOBETE
HEOIUTACTUYHU 3a00JIIBaHUS TIPH KOUTO C€ MpHIarar.
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