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|. KnuHu4HM ciryvyan

IIpencraBeHu ca 2 KIMHUYHHU CJOYYAH, KOUTO ca MyOJIUKYBAHM B MEKIYHAPOAHH HAYyYHU
CIHMCAHMS, OTPA3SIBALIU IMATHOCTULIIMPAHETO U JIeYeHHETO Ha PS/IKO CPelllaHu 3200/ 1IBAHUS

U YCJIO0KHEHUSA B 00J1aCTTA HA OHKOJIOTHUATA.
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Primary adenoid cystic carcinoma (PACC) of the skin is a rare tumor with fewer than 70 cases
studied in detail in the English literature. This type of tumor shows a prolonged course and a
growth pattern usually manifested by multiple local recurrences and has a low potential for distant
metastases. The most important modality for primary treatment is surgical resection followed by
radiotherapy. We report a woman aged 43 years at the time of diagnosis, who presented with a
slow-growing nodule in the right axilla without lymph node enlargement. A wide local excision
was performed, and the histology revealed an adenoid cystic carcinoma. During the next 24 years,
another four local recurrences were excised (the last one in 2015) and confirmed histologically to

be adenoid cystic carcinoma. The patient was given 44 Gy of radiotherapy after the second surgery



in 1996. PACC of the skin is a rare tumor with insufficient data concerning the efficacy of the
surgical technique and chemotherapy and radiotherapy treatment, even more so in the case of
multiple recurrences. After the last recurrence, the patient was offered an active follow-up based
on the long tumor-free intervals in the past and because the site of the primary tumor allowed

further surgical excisions in future recurrences.

2. Rare case of ameloblastoma with pulmonary metastases
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Ameloblastoma is a rare low-grade odontogenic tumor of epithelial origin. The World Health
Organization (WHO) has defined malignant ameloblastoma (MA) as a histologically
benignappearing ameloblastoma that has metastasized. Treatment of the primary Ameloblastoma
usually consists of radical excision of the tumor and adjuvant radiotherapy. Chemotherapy should
be used to treat metastases due to its indolent clinical course. Presented here is the case of a 43-
year-old woman who was admitted to a hospital in 2006 with a large mass involving the neck and
left mandible. The mass had formed over years and had been neglected. The woman was diagnosed
with a primary ameloblastoma of the mandible. Surgical resection was performed, followed by
adjuvant radiotherapy. In September 2016, she was admitted again, and the findings were
consistent with metastases of the previously identified Ameloblastoma to the lungs. The patient
was evaluated for further chemotherapy with 6 cycles of cisplatin at a dose of 100 mg/m2 on day
1, 5-FU at a dose of 1000 mg/m2 /day on day 1-4 (3 wk), and pegylated filgrastim. The current



case represents the classical course of a rare disease, which in this instance involved the common
presentation of MA. This case is a valid incidence of MA based on the typical histology, findings
from a lung biopsy, the immunohistochemical profile of the tumor, the typical clinical features,

and a history of a previous primary disease.

Il. CraTtun, ny0iuKyBaHU B HAYYHHU CIIMCAHUSA:

[IpencraBenuTe TpynoBE ce OTHACAT KbM 6 OCHOBHM MpoOiieMa, TPYNUPAHU MO TEMaTUYHU

pasaciii, KakTo CJI€aBa:

1. Tpynose B 00J1acTTa HAa MOJIEKYJISIPHATA OHOJIOTHS B OHKOJIOTHSITA

1.1. (I)OC(baTI/I}IHJI-I/IHOEBI/ITOII 3-KHHAa3U: OT MOJICRYJIIpHaATaA NaToJIoruss KbM KIMHUYIHHA

npuies
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Curnanuuar neT Ha pochatuaun-unosuton 3-kuHazute(PI3K)/Akt nma BaxkHO BIUSHUE BBPXY
HEOIUTACTUYHUS PACTEX, OLEISIBaHE, MOTHJIMTET, METabOIM3bM U € Hal-4ecTO aKTUBUpaHATa
Kackajia npu 4yoBewmKd TyMopu. CunTe3upanu ca MHoro PI3K-nHxuOGuTOpH,KOMTO HaBIM3aT B

KIIMHUYHU U3IIUTBAHUS.

Len Ha TO3M 0030p € Ja nuckytupa poisra Ha PI3Ks B Tymoporenesara u JaHHUTE OJKPETISIIH

nznon3paneTo Ha PI3K-unxuburopu B KIMHUYHATA IPAKTUKA.



1.2. Ocra HGF/MET: mexaHu3Mu Ha TYMOPHA NPOrPecHsi U JIEKAPCTBEHA Pe3MCTEHTHOCT

Authors: [loneB U., llones H, UepenkoB Tp., Koncynosa A., I'enes I1., Tones U., JlumutpoBa
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MET e TuposuH-kuHa3eH peuentop 3a xemarorutHus pacrexen ¢akrop (HGF). Cucremara
HGF/MET e HeoOxonuMa mo BpeMe Ha eMOPHUOHAITHOTO pa3BUTHE, a a0EPaHTHO aKTUBUPAHUST
MET-curnanen mbT OnaronmpusiTcTBa TYMOPHOTO pa3BUTHE, METAacTa3UpaHe W pa3BUTHE Ha
JIeKapCTBEHA pe3uCcTEeHTHOCT. Llen Ha To3u 0030p € 1a 06001 MOJIEKYIIIPHATE MEXaHU3MH, Ype3
kouto octa HGF/MET unaynupa pazButuero Ha nponudepaTUBHU WHBA3UBHH (EHOTUIIUBE U
JIOTIpUHACS 3a Pa3BUTHE HA JIEKApCTBEHA pe3ucTeHTHOCT. [IpobnemMbT e BakeH 3a pazOupaHe Ha
MEXaHU3MUTE 32 TYMOPHA NPOTPECUs U NMPENOCTABS NPUBJIEKATEIHN MPULIEIN 32 aHTUTYMOPHA

Teparnus.

1.3. MexaHu3Mu Ha npunoﬁnTa PE3UCTEHTHOCT KbM THPO3UH-KHUHA3HU I/IHXI/IﬁI/[TOpH Ha

enuaepMaJieH pacrexeH GakTop npu HeApeOHOKJIeTh4YeH 0eJ10Apo0eH KapuMHOM
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Tuposun-kunazaure naxuoOutopu (TKU) Ha pernenTopa Ha emmuepMmaiiHus pacTexeH (akTop
(EGFR) — gefitinib u erlotinib - ca edexTuBHH TepameBTUYHH BB3MOKHOCTH IIPU
HepeOHOKIIeThYEH 0e0/Ipo0eH KapIMHOM, KOWTO eKkchpecupa comarnunu mytanuu B EGFR.
Knunnuan npoyuBanus Tpera ¢a3a moka3Bar, uye MPUIOKEHHETO UM MPEBB3X0XKAA CTaHAapTHATA
IbpBa JIMHUS ITUTOTOKCHYHA Tepamusi, o0ade B JaJeH MOMCHT BCHUYKHU MAIlUEHTH Pa3BUBAT
PE3UCTEHTHOCT KbM TAX. [Ipe3 nmocneaqnute ronuuu ca naeHTUGUIMPaHU JBa TUIIA MEXaHU3MHU Ha
pesuctenTHOCcT KbM EGFR-TKU: Bropuuna myramus B EGFR (T790M) u ammumduimpane Ha
MET-onkoren. Te3u JaHHU CTOAT B OCHOBATA HA KIIMHUYHU TPOYYBAHUS, LEJISIIN Ja PEOI0IESIT
PE3UCTEHTHOCTTa, MenuupaHa oT xemnarouut-pacteskeH Qakrop (HGF), mpu EGFR-mytupan
oenoapodeH ageHokapuuHoM. IIpoabmkurenta in vitro excriozunus ¢ PI3K-unxudutop PI-103

edexTuBHO notucka nponudepanusara Ha EGFR-mytupanu kinerku B npucscrsue Ha HGF.

1.4. Biusinne Ha MUKPOPUOOHYK/JIEHHOBUTE KHCEJIMHN BbPXY CUTHAJIHU KJIETHYHU MbTHIIA

IPHU KOJIOPEKTAJCH KapIUuHOM
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MuxkpopubonykinennoBute kucenunu (MuPHK) ca manku PHK-Monekynu, usrpagesu ot okoJio
21-25 HyksIeoTHa, KOUTO HE KOAUPAT MPOTEHHHU, HO UMAT BaXKHA (PYHKIUS 32 pPErylIupaHe Ha
TeHHa eKCIpecHsl upe3 CBbp3BaHe ¢ KoMmIuleMeHTapHM 3’HeTpaHciupanu obmactu(3’UTR) nHa
unpopmanronna PHK. /o To3u moment ca otkputu xuisaau MuPHKu B paznuunu pactenus,

KUBOTHU M MUKpoopranusmu. Hatpynanu ca penuma gokasarenctsa 3a ydactue Ha MUPHK B



pa3HOOOpa3HU OWOJOTHYHH TMPOIECH, KaTO PErylaropd Ha KIeThYHa mposmdeparnms,
nrdepeHIranys, anonTo3a U Ipyry sSBICHHS, CBbP3aHH C OHKOTEHE3aTa, B TOBA YKCIIO W IPH

koJsopekTanen kapuuHoM (KPK).

Len Ha To3u 0030p € Aa auckyrupa Bb3MoxkHoctuTe Ha MUPHK 3a perynupane Ha OHKOreHHHU U

TyMOOP-CYIIPECOPHH CUTHAJIHU IIBTUILA, ydacTBaIly € narorevesara Ha KPK.

1.5. BECLIN-1 kaTo noTeHuuajieH npeAMKTUBEH MapKep 3a 5-DY azupana XuMHOTepanus

npu 00JIHM ¢ MeTAacTATH4Y€eH KapuuHOM Ha KOJIOH

Authors: Eneonopa Jlumutposa, MBan [oneB, Hukomaii [loneB, Const [paranosa, Pocrocnas
Mamnes, Mapraputa borganosa, Xpucto [lonos, Hanexxna Credanona, paromup CrosiHoB, SIBop
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[IpencraBs ce peTpocneKTHBEH aHaiW3 Ha 98 OoNHM ¢ KapuMHOM Ha Ae0eIoTo 4YepBO B
METacTaTU4YeH CTaaui, MpoBeau mbpBa JuHusA 5S-OV 6asupana xumuorepanus B YMBAJI ,,Cs.
Mapuna” Bapna. [IpoBene ce *MyHOXHCTOXMMHYEH aHAIM3 3a ekcripecus Ha Beclin-1 — mapkep
3a aBTodarus B mbpBUUHUA Tymop. Cpennara npexxuBseMoct 0e3 mporpecust (PFS) 3a rpymara
ManueHTH ¢ HUucKa excnpecus Ha Beclin-1 6e 7.7 mecena (95% CIl, 4,6-6,4), cpemty 5.5 mecena
(95% ClI, 5,6-9,9) 3a rpymara ¢ Bucoka ekcrpecusi (log rank test p=0,04). Cox perpecHoHHUs
aHaJIN3 TI0Ka3a, ue OOJTHUTE ¢ BHCOKA ekcrpecus Ha Beclin-1 mmart TeHISHITNS 3a TTOBUIIICH PUCK

ot nporpecus Ha 6onecra HR-1,44 (95% ClI, 0,9-2,2; p=0,09).

1.6. ABTodarusi npu COTUAHH TYMOPH
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ABTo(arusaTa € XoMeoCTaTH4eH U €BOIIOLIMOHHO 3aMa3eH MpoLec, KONTO pa3rpax/jia KIeTbUHUTE
OpraHesid M HPOTEMHU, U TOJAbpXKA KIETbYHHMS OMOCHMHTE3 IIPU HApyUIEHO XpaHEHE WM
MeTabonuTeH cTpec. ABTodarusra € BakHa BbB BCUUKU KJIETKH 32 OTCTPaHsIBaHE Ha IOBPEICHU
WM “‘crapu’ NpOTeMHU U opraHenu. Hapymenusita B mporecure Ha aBTo(arusi ca CBbp3aHU C
YYBCTBUTEIHOCT KbM METaOOJIUTEH CTpeC, TEHOMHO YBpEXKJaHE U TyMoporeHesa. Brempeku, ye
aBTO(haruATa ydyacTBa B TYMOpHATa CyNpecHs, TS ChIIO TaKa OCHUTYpsiBa U TOJEPAHTHOCT HpHU
KJIETHhYCH CTPEC, MO3BOJSABAMKM HAa TYMOPDHHTE KJIETKH Jla OLENSBAT NMPH HEOIArONpUsSTHH
ycinoBus. Crpec-uHayuupaHara apTodarvss B TYMOPHUTE KJIETKM MOXE Ja JIOBEAe [0
PE3UCTEHTHOCT MPHU JICUEHUE U TYMOPHA JIATEHTHOCT, C €BEHTYaJIEH IOBTOPEH TYMOPEH PacTeX U
nporpecus. M3sicHsABaHeTO Ha pojsiTa Ha aBTOdarusiTa B JICYCHUETO HAa paka € OT pElIaBalio

3HAYCHHUE, 3al10TO MHOI'O IPOTUBOPAKOBHU TCPAIINHN Ca CBBP3aHU C AKTUBUPAHETO H.

1.7. First line 5-FU-based chemotherapy with/without bevacizumab for metastatic colorectal

cancer: one center experience results
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Purpose: Colorectal cancer is the second leading cause of cancer mortality in the United States.
Ac-cording to the National Institute of Statistics in Bulgaria for 2012 there have been 2370 newly
di-agnosed colon cancer and 1664 rectal cancer cases and the total number of registered patients
IS 29995. Adding Bevacizumab to chemotherapy in patients with metastatic colorectal cancer im-
proves progression-free survival but yet no predictive markers for patient selection have been de-
scribed and proved in the clinical practice. In our study we examined two plasma biomarkers that
may correlate with response to first line Bevacizumab containing chemotherapy in patients with

metastatic colorectal cancer.

Patients and Methods: 54 patients with metastatic colorectal cancer were assigned to first line 5-
Fu-based chemotherapy with/without Bevacizumab. The primary end point was progression-free
survival, with additional determination of response and toxicity. Blood samples were collected at
base-line from all 54 patients prior to initiation of chemotherapy and Bevacizumab. Plasma
samples were stored at -80° C until analysis at the Immunology Laboratory at the University
Hospital “St. Ma-rina” (Varna, Bulgaria) by a multiple-step sandwich immunoassay Human
ELISA VEGF121 and VEGF165 Kits.

Results: The median progression-free survival for the group treated with CT/Bev was 8.8 months,
compared with 5.4 months for the group treated with chemotherapy alone (95% CI, log-rank test
P =0.003). The corresponding overall response rates were 19.3% and 10.2% respectively (P < 0.05
for CT/Bev vs CT).

Conclusion: The addition of Bevacizumab to 5-Fu based chemotherapy improves progression-free
survival duration for patients with metastatic colorectal cancer. We could not find any association
between pretreatment plasma levels of VEGF 121 and 165 and worse PFS.

1.8. First line 5-FU-based chemotherapy with/without bevacizumab for metastatic colorectal

camcer: tissue biomarker candidates

Authors: Assia Konsoulova, Ivan Donev, Nikolay Conev, Sonya Draganova, Nadezhda Petrova,

Eleonora Dimitrova, Hristo Popov, Kameliya Bratoeva, Petar Ghenev
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Purpose: Colorectal cancer is the second leading cause of cancer mortality in the USA. According
to Bulgarian National Statistics Institute, 2370 colon and 1664 rectal cancer cases were diagnosed
in 2012 with total number of patients 29995. Adding bevacizumab to chemotherapy in patients
with metastatic disease improves progression-free survival (PFS) but no predictive markers have
been proven in the clinical practice. In our study we examined two tissue biomarkers that may
correlate with response to bevacizumab-containing chemotherapy in patients with metastatic

colorectal cancer.

Patients and Methods: 54 patients with metastatic colorectal cancer were assigned to first line 5-
Fu-based chemotherapy with/without bevacizumab. The primary end point was PFS, with
additional determination of response and toxicity. Paraffin-embedded samples from primary
tumors were collected from all 54 patients. Expression levels of two tumor biomarkers VEGFR-2

and Neuropilin 1 (NP-1) were evaluated with immunohistochemistry.

Results: The median PFS for the group treated with CT/Bev was 8.8 months, compared with 5.4
months for the group with chemotherapy alone (95% CI, log-rank test P =0.003). The
corresponding overall response rates were 19.3% and 10.2% respectively (P < 0.05 for CT/Bev vs
CT). Patients with low NP-1 had statistically significant prolongation of PFS as compared to those
with high NP-1 (95% ClI, log rank test p= 0.017). Patients with low NP-1 appeared to experience
a larger bevacizumab treatment effect in terms of PFS (p=0,049,HR 0.333, 95% Cl, 0.111 to 0.995)
than patients with high NP-1.

Conclusion: The addition of bevacizumab to 5-Fu based chemotherapy improves PFS for patients

with metastatic colorectal cancer. Expression of tumor NP-1 is a potential biomarker candidate for
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prediction of clinical outcome in patients with metastatic colorectal cancer, treated with first line

chemotherapy plus bevacizumab.

1.9. Hekponro3a

Authors: M. bornanora, U. [lones, H. Ilones, E. Jumurpora, P. Manes, p. CrosHos, Y.
bovuBapos, I'. Tonopos, T. Panes, H. Credanora, K. Kamyes, M. TaymanoBa

Publication date: 2017
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Issue: 1/2017

Pages: 59-68

Publisher: ITapagurma

HekponTo3ara € HacCKOpo OTKpWTa, Kaclasza-He3aBUCHMa (popMa Ha IporpaMHpaHa KIeThuHa
CMBPT, KOSTO M3MCKBA B3auMojecTBaIila ¢ pernentopa nporend kuHaza 1 (RIPK1), RIPK3 u
MpOoTenHa ¢ KMHa30mo00eH nomeitH ot cmecen npousxon (MLKL). HarpynBat ce Bce moBeue
JIOKA3aTeJICTBA, KOWTO II0Ka3BaT, Y€ HEKPOITO3aTa y4acTBA HE CAMO B PETYJIMPAHETO Ha
HOPMAJIIHOTO pa3BUTHE U (PU3MOJOTUYHH TPOIECH, HO M TPU pa3IUYHU 3a00JIsIBAaHUSA,
BKJIFOUMTEITHO U 3JI0Ka4ecTBeHH TyMopH. Hackopo Ta3u HoBa (hopma Ha mporpamupaHa KieTbyHa
CMBPT C€ IIPOSIBU KaTO MOTEHIIMAIIHO HOBA CTPATETUS 32 AHTUTYMOPHO JIEUEHHUE, KOSITO MOXKE J1a
MIpeojiojiee Pe3UCTEHTHOCTTA Ha anonro3ara. B Ta3u cratus Hue 00001uxMe Jocera Npoy4eHuTe

MCXAaHU3MH Ha HCKPOIITO3aTa B HOpMaJIHU U PaKOBH KJICTKH.

1.10. Pery;qimpaHe Ha KJIeThbYHATa CMBPT NPH PaKOBH 3a00/IIBAaHUSI — 3HAYeHHE U

TepaneBTHYeH edexT

Authors: Kamemust Bpatoesa, Eneonopa JlumutpoBa, Hukonait [{ones, ['eopru Togopos, Kanun

Kamnues, Mapus Mapus Paganosa, Ban Jlones

Publication date: 2017
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Journal: Bapaencku MemuuuHCKU GopyMm
Volume: 6

Issue: 2

Pages: 92 — 98

KommiekcHaTta poinisi Ha pa3siUYHUTE BUAOBE KJIEThYHA CMBPT IpPU PAKOBHUTE 3a00JSBAHHS €
CJIO’KHA U MTPOABIDKABa Ja ce paskpuBa. HabmrogeHusTa mokassar, 4ye ¥ TpPUTE MpoIieca- aromnrosa,
aBTO(arus U HEKpo3a MOTrarT Jia ChIIECTBYBAT B €MH TyMOP M TSAXHOTO OTHOCHTEIHO YYacTHE,
JMKTYBA TPACKTOPHUATA HA TYMOPHHSI PACTEK, PErPEecUsi U OTTOBOP KbM aHTH-TyMOpPHA TEpaIusl.
AnHanmu3a Ha KJIEThYHATa CHTHATU3AIMS MOXKE Jla pa3Kpue W Ja OCHTYpH HOBU OHOMapKepH,
oTpa3siBaiid (PyHKIIMOHAJHATA AKTUBHOCT Ha TE3W TPOLECH, KOUTO M€ MOJIOMOTHAT
WH/IMBUyaJIM3UpaHaTa TePaIus MpU KapIMHOMHO OoyHUTE. B TO3M mperien cMe ce crpenu Ha
HSKOM OCHOBHU ITHTHINA M PEryJaToOpd CBBP3aHU C KIEThYHATa CMBPT U OLENISIBAHE, KOMTO
OCUTYpSIBAT METa0OJIMTHA YCTOWYMBOCT B TYMOPHUTE, BOJCIIA JO PE3UCTCHTHOCT KbM

XUMOTCpanus 1 HCYCIICIIHO JICHCHHUEC Ha paKa.

1.11. Serum expression levels of miR-17, miR-21, and miR-92 as potential biomarkers for

recurrence after adjuvant chemotherapy in colon cancer patients

Authors: Nikolay V Conev, Ivan S Donev, Assia A Konsoulova-Kirova, Trifon G Chervenkov,
Javor K Kashlov, Krasimir D Ivanov

Publication date: 2015
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Issue: 6
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Advancement
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The present study examined whether miR-17, miR-21, miR-29a, and miR-92 that are dysregulated
in colon cancer (CC) can serve as potential predictive markers for relapse of disease after radical
surgery and adjuvant chemotherapy. Real-time reverse transcription quantitative polymerase chain
reaction was used to measure the expression levels of the miRNAs in serum samples from 37
patients with CC and 7 healthy individuals, tested as a control group. The area under the receiver
operating characteristic curve (AUC) was then used to evaluate the predictive performance of the
four miRNAs alone or in combination and compare it with carcinoembryonic antigen. The
expression of miR-17, miR-21 and miR-92 were significantly higher in serum of patients with
disease relapse. The AUCs for miR-17, miR-21, miR-92 for Nx patients were 0.844, 0.948, and
0.935, respectively (p < 0.05). Combining the four miRNAs for stage 1l patients increased the
diagnostic performance, yielding an AUC of 0.881, with a sensitivity of 83.3% and a specificity
of 85.7% (p < 0.05). Our study suggests that the expression levels of serum miR-21, miR-17, and
miR-92 in patients with CC who underwent radical surgery and adjuvant chemotherapy may have

diagnostic value for differentiating between recurred and non-recurred patients.

1.12. Role of the pretreatment 18F-fluorodeoxyglucose positron emission tomography
maximal standardized uptake value in predicting outcomes of colon liver metastases and that

value's association with Beclin-1 expression

Authors: Eleonora G Dimitrova, Borislav G Chaushev, Nikolay V Conev, Javor K Kashlov,
Aleksandar K Zlatarov, Dilyan P Petrov, Hristo B Popov, Nadezhda T Stefanova, Anelia D

Klisarova, Kameliya Z Bratoeva, lvan S Donev
Publication date: 2017/4/30
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AdvancementThe current study sought to evaluate the predictive and prognostic performance of
pretreatment values of maximum standardized uptake value (SUVmax) in 43 patients with colon
cancer and unresectable liver metastases. A retrospective analysis was conducted in the population
of patients with colon cancer who underwent 18F-FDG-PET/computed tomography (CT) scans
for staging before start of first line 5-Fluorouracil-based chemotherapy. Expression of Beclin-1 in
cancer cells was evaluated in primary tumors by immunohistochemical staining . Pretreatment
SUVmax for the liver metastases was not able to predict progression free survival, but was
significantly associated with poorer overall survival, hazard ratio 2.05; (95 % ClI, 1.016-4.155).
Moreover, a negative correlation was found between SUVmax and expression of a marker of
autophagy — Beclin-1 (rho=-0.42, p = 0.006). This suggests that pretreatment SUVmax on 18F-
FDG PET/CT is a useful tool to help predicting survival outcome in colon cancer patients with
unresectable liver metastases and may significantly discriminate between patients with low and
high expression level of Beclin-1 (AUC = 0.809, 95% CI: 0.670-0.948, p = 0.001).

1.13. Serum levels of RIPK3 and troponin | as potential biomarkers for predicting impaired
left ventricular function in patients with myocardial infarction with ST segment elevation

and normal troponin | levels prior percutaneous coronary intervention

Authors: Javor K Kashlov, Ivan S Donev, Jordanka G Doneva, Veselin D Valkov, Arpine D
Kirkorova, Peter | Ghenev, Nikolay V Conev, Temenuzhka R Radeva, Borislav D Ivanov, Zhaneta
T Georgieva

Publication date: 2016
Journal: Bioscience trends
Volume: 10

Issue: 4

Pages: 294-299
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AdvancementThe current study examined the serum levels of receptor-interacting protein kinase
3 (RIPK3) in 51 patients with New York Heart Association (NYHA) class I11-1V heart failure, 53
patients with myocardial infarction with ST elevation (STEMI), and 19 healthy subjects serving
as a control group. An enzyme-linked immunoadsorbent assay (ELISA) was used to measure the
levels of RIPK3 expression in serum. The area under the receiver operating characteristic curve
(AUC) was then used to evaluate the predictive performance of RIPK3 and troponin | in patients
with STEMI. In patients with normal levels of troponin | prior to percutaneous coronary
intervention (PCI), serum levels of RIPK3 and troponin | after PCI were sufficient to differentiate
patients with a preserved left ventricular ejection fraction (LVEF) from those with impaired left
ventricular function after PCI (AUC = 0.780 (95% CI: 0.565-0.995, p = 0.043) with a sensitivity
of 76.9% and a specificity of 71.4% vs. AUC = 0.735 (95% CI: 0.530-0.941, p = 0.038) with a
sensitivity of 88.2% and a specificity of 63.6% at the optimal cutoff values, respectively).
Moreover, elevated levels of troponin | after PCI were associated with an increased risk of an
LVEF < 50% prior to discharge (odds ratio, 1.014; 95 % CI, 1.001 to 1.027; p = 0.03), while
elevated levels of RIPK3 were not associated with such a risk. The current findings suggest that in
patients with normal levels of troponin I prior to PCI, serum levels of RIPK3 and troponin | can
serve as a potential marker to identify patients with a decreased LVEF, thus possibly allowing an

early shift to more intensive therapy.

1.14. I/IMyHO.]'IOFI/I‘IHH MEXaHUM3MHU, OCHOBH H BUA0BE€ HUMYHOTEpPANud Npyu COJIMAHU TYMOPH

Authors: Acs Koncynosa, iBan Jlones, Huxonaii [lones, Eneonopa /JlumutpoBa, Anekcanapuna

Xpucrosa, Cons [paranosa, Kpacumup Kupos
Publication date: 2015

Journal: Studia Oncologica

Issue: 1

Pages: 29-48

Publisher: U3narenctso ITapagurma



15

The immune system and cancer coexist in close relationship which is an indispensable part of the
processes of tumorigenesis, tumor growth, and metastatic spread. The elucidation and
understanding of this continuous process could provide opportunities to develop strategies to
impact the prognosis, and eventually to improve the cancer treatment process. Such strategies have
been already implicated and proven efficient in the treatment of several tumor localizations such
as malignant melanoma, lung and renal cancer. The present publication reviews the principles of
cancer-related immune response, types and mechanisms of immune response and suppression,
immunotherapy of solid tumors. We also discuss the pathways and the signaling molecules,
participating in those immune response/suppression processes, turning them into potential targets
and their actual and potential future role in the management of solid tumors. We focus on potential
role and rationale for combination of immunotherapeutic and chemotherapeutic/targeted agents

and radiotherapy in one treatment strategy.

1.15. AHTHAHTeOTeHe3HO JiedeHne - PAIIMOHAJIHOCT, MEXaHU3MHU HA JelCTBHEe U KIUHUYHO

NPUJIOKEeHHE B MEINIIHHCKATA OHKOJIOTHS

Authors: Koncynosa A., Jlones 1., [lones H., Tones U., Kanes /1.

Publication date: 2015

Journal: Criucanue Ha bparapcko onkosiornuso npyxxectBo/Journal of Bulgarian Cancer Society
Issue: 2015/2

AHTHAHTHOT€HE3HUTEe MHXMOUTOPU HABJIM3aT BCE MO-HACTOMYMBO B MEIUIIMHCKATa OHKOJIOTHS,
KOETO Hajara ThbpCeHEe Ha OMOMapKepH 3a OTTOBOP M PE3UCTEHTHOCT. lIpmiiokeHueTo UM BbHB
BUCOKH JIO3M MOXK€ Ja IOBEJIE /10 MPEXO/EH OTIOBOP, HO €IHOBPEMEHHO U JI0 T€XKKA TOKCHYHOCT
WIM pa3BUTHE HA I0-arpECUBHEH TyMOp. AHTHAHI€OI€HE3HO JIeUeHHue, MPHIoKEHO 0e3
IIUTOTOKCUYEH areHT, € Hee(eKTUBHO 3a peAyKILUs Ha Ty-MOpHaTa Maca B MOJEIH IMPU MUIIKH.
Hskon edexktn Ha Te€3M MOJEKYTM MOrar Aa MOBIUAAT MpeHoca M (PYHKIUATa HAa KPbBHU-TE
MIPOr€HUTOPHU KJIETKM M Ha MUMYHHUTE €(EKTOPHMU KIETKH, BOJEIIO IO CTUMYJIHpAHE WU
3a0aBsiHe Ha TyMOpHMsA pacTexk. CI0XKHOCTTa Ha aHTMOT€HE3HOTO IIOTHCKaHe o00yciaBs

HE00X0AUMOCT OT crerduuerH Habop OHoMapKepu 3a pa3lIUYHU KapLUHOMHHM JIOKATU3AlUU U
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CbOTBETHU aHTHAHTHOTE€HE3HU MHXUOUTOPH. 3acera UMa caMo HSAKOJIKO paHOMU3UPAHU U3IUTBA-
HUS, U3CTIEIBAILM PETPOCIIEKTUBHO LIUPKYyIUpaiiy ouomapkepu. CrtaTusita € IuteparypeH 0030p

34 AHTUAHTMOTCHC3HUTC CTPATCIUN U TAXHATA KIIMHUYHA NPCAUKI .

1.16. Excnpecusi Ha MHKPOPHOOHYK/JIeMHOBH KHMCEJIMHH NPH KOJOPEKTAJIeH KapUUuHOM:

BBH3MOKHOCTH 32 HOBH OHOMAapKepH

Authors: [loneB H, Jlones U, Uepsenkos Tp, ['eopruesa M, Koncynosa A, Tones U, Kanes /|
Publication date: 2013

Journal: Criucanue Ha beiarapcko onkonoruuno npyxectBo/Journal of Bulgarian Cancer Society
Issue: 1/2013

Pages: 42-46

Publisher: bearapcko onkonoruuno npyxecrBo/Bulgarian Cancer Society

MicroRNA (miRNA) are small RNA molecules composed of 21-25 nucleotides that do not code
proteins. They have an important role in regulating gene expression. There is a lot of evidence
confirming the participation of miRNA in various biological processes as regulators of cell
proliferation, differentiation, apoptosis and other oncogenetic mechanisms, including in colorectal
cancer (CRC). Recent studies have reported significant levels of miRNAs in serum, other body

fluids and tissue raising the possibility that miRNAs could serve as useful clinical biomarkers.

2. Tpynose B 00;1aCTTa HA OHKOIICHXOJIOTHSITA

2.1. CKpUHHUHT 32 QMCTPeC NPH OHKOJOTMYHO 0OJIHM MALUMEHTH U (PAKTOPHU, MOBJIMSBAIIU

HHMBOTO MY

Authors: Acen fInueB, Mapruna MBanosa, Eneonopa Jlumutposa, UBan Jlone, Hukonaii [{ones,
Hparomup CrosiHoB, SABop Kanuios, Becena 3nareBa, Kamenust bparoesa, Ban Anekcanapos,

Craunucmnasa [1aBioBsa
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Publication date: 2018

Journal: Criucanue Ha brirapcko onkonoruuHo apyxxectBo/Journal of Bulgarian Cancer Society
Issue: 2018/1

Pages: 82-90

Publisher: bearapcko onkonoruuno apyxectBo/Bulgarian Cancer Society

HHTepechT KbM CKPUHMHT 32 JUCTPEC IPH OHKOJIOTMYHO OOJIHM HapacTBa 3HAYUTEIHO, HO HA TO3H
(OH U3/IM3aT HasiBE U ChOTBETHUTE J0KA3aTEJICTBA 3a IPOOJIEMH TP Pa30MPaHETO U MPUIIAraHETO
Ha IpOTpaMH 3a WACHTHPHUIHUPAHETO My. MeIuIIMHCKaTa cecTpa, padoTela B OHKOJIOTHS, ChIIO0
MMa pOJIs B IIPOLECA HA CKPUHMHTA 33 AUCTPEC. B HAIIM JHU MEXaHU3MUTE HAa CKPUHUHT U pOJIsITa
Ha OT/EIHUTE YYaCTHHLHM (3ApaBHH CHELMAIMCTH) BCE OIlE THPIU pa3BUTHE U MOJICKHU Ha
nuckycusi. CKpUHHMHIBT 32 KOHKPETHO 3a0o0JisiBaHE WJIM 3/paBOCIOBEH NpOOJIEM 3aBHCU OT
HSIKOJIKO OCHOBHH (DaKkTOpa: caMHAT 3/IpaBeH MpoOiieM (B KOHKPETHHS CIIydail OHKOJIOTHYHOTO

3a00JIsIBaHe), THIIHT CKPHHUHTOB TECT M HAI[MOHAIHATA CHCTEMA 32 3/IpaBeolla3BaHe.

2.2. CKpMHUHT 32 JHCTPeC NPH OHKOJOTMYHO 00JHHI

Authors: Maptuna lBanoa, Acen fnueB, Hukonaii [lones, Ban Jlones, Eneonopa lumutposa,

Hparomup Crosinos, SABop Kamnos, Kamenust bpatoea, Ctanucnasa [leneBa
Publication date: 2018

Journal: Studia Oncologica

Volume: 1

Pages: 31-39

Publisher: TTapagurma

3. Ipyru TpyaoBe B 00J1aCTTa HA OHKOJIOTHATA
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3.1. 2-year single center clinical experience in patients with colon cancer stage Il and Ill

receiving adjuvant chemotherapy

Authors: Nikolay Vladimirov Conev, Ivan Shterev Donev, Eleonora Dimitrova, Miglena

Kozhuharova, Margarita Georgieva, Assia Konsoulova-Kirova, Dimitar Kalev
Publication date: 2015/6/11

Journal: Scripta Scientifica Medica

Volume: 47

Issue: 2

Pages: 43-48

Abstract

Introduction: Colorectal cancer is the most commonly diagnosed gastrointestinal cancer
worldwide. For patients without metastatic disease, surgery is the first option used with curative
intention, for stage | disease the adequate treatment consists only of surgical excision. In stage 111
additional adjuvant chemotherapy post-surgery is recommended. In stage 11 colon cancer, adjuvant
treatment remains controversial. We aim to stratify patients according to different criteria, identify
those with recurrence within the first year post last cycle of adjuvant chemotherapy and discuss
those primary results. Materials and methods: a total of 52 patients who were subject to curative
resection of stage Il and Il colon adenocarcinoma and who were administrated 5 FU based
adjuvant chemotherapy were included and were followed for a period of two years. Data analysis
was performed. Result: After a mean of 2 years of follow-up, recurrence was identified in 16
patients. None of stage 1l patients (n=6) and 3 patients in stage 11 (n=6) experienced recurrence.
Patients with Nx cancer (n=30) were detached in separate group. Thirteen of them experienced
recurrence (9 patients had relapse within 6 months after surgery — defined as synchronous
metastatic disease). Conclusion: Surgery remains the cornerstone of treatment for the majority of
colon patients. The selection of optimal chemotherapy for each patient is a complex process and
there is a practice evidence gap which remains a significant problem. Our results for relapse are
comparable with the reported ones worldwide. The reports suggest that there is still lack of

evidence in the adjuvant colon cancer chemotherapy worldwide.
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3.2. HeBPOTOKCI/I‘IHOCT Ha NPOTUBOTYMOPHHA MECIUKAMECHTH

Authors: Hukomnaii IloneB, UBan IllepeB, PoctucnaB Manes, Eneonopa JlumutpoBa, [Iparomup
Crosnos, SBop Kanutos, YaBnap bvuBapos, I'eopru Tonopos, Cranumup Cupakos, Kamenus

bparoesa

Publication date: 2018/1

Journal: BapaeHcku MemuuMHCKU GOpyM
Volume: 7

Issue: 1

Pages: 13-19

Publisher: MY-Bapna

HeBpoTokcnuynute ehekTi Ha XUMHOTEPANHSITA CE IMOSBIBAT OTHOCUTEIIHO Y€CTO M Ca IPUYHHA 32
MoauGUKaKs Ha J03aTa Ha MEAMKAMEHTHTE — JI030JMMMTHpAIla TOKCUYHOCT. PHCKBT OT
pa3BUTHE HA HEBPOTOKCUYHOCT C€ yBEIMYaBa C IIOBUIIABAHE HA IIPUIIOKEHATA J03a U 33 pa3iuKa
OT MUEJOTOKCUYHOCTTa (OCHOBHHUAT OrpaHMyYaBalll ()akTop MpU MOBEUETO XUMHUOTEPANEeBTUUYHU
PEXHUMHU), KOSATO MOXKeE J1a O'bJIe MPEOI0JIsHA C PACTEKHU (DAaKTOPH WM TpaHCIIAaHTAIIHs HAa KOCTEH

MO3bK, HAMa CTAHAAPTHO MOBCACHUC, KOCTO 1a 1 OrpaHUYH.

[IpoTuBOTYMOpHHUTE IIpenapaTH BOJAT J0 JBa THUIA TOKCUYHOCT - epudepHa HEBPOTOKCUYHOCT,
ChCTOSIIIIA C€ OCHOBHO OT Mepu(epHa HEBPONATHS M LEHTpajJHa HEBPOTOKCHYHOCT, KOSITO
BKJIIOYBA OT HE3HAUMTEIHM KOTHUTHBHM YBpPEXAaHUS W JeQUUUTH A0 eHuedamonaTus c

ACMCHIUA WK JOPU KOMa.

He chiecTByBa yTBBPJACHH AITOPUTMU 32 MOBEIEHUS U MPO(PUIAKTHKA HA HEBPOTOKCHYHOCTTA
IIPUYMHEHA OT MPOTUBOTYMOPHUTE IpenapaTy. [loBeneHneTo 0CHOBHO ce CBEXAa N0 PENyKLUs
Ha J103aTa WK OTJIaraHe BbB BPEMETO Ha MPHIIOKEHNETO, 0COOEHO MPH MAIlMeHTH, KOUTO ca C 10~
BHUCOK PUCK OT pa3BUTHE HA HEBPOTOKCUYHM CTpaHW4YHM epekTu. Ha To3u eram He chlecTByBatT
HEBPOIPOTEKTUBHHU areHTH, KOUTO Ce MPEenopbyuBaT 3a CTaHJapTHA yrnoTpeda mpH pa3BUTHE Ha

HCBPOTOKCHUYHOCT.
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3.3. le¢puHUTOBHO Jib4YejleYeHne, ChUYeTAHO ¢ TAPreTHa Tepanusi NPH JIOKOPEeruOHAJIHO
aBaHCHPAJIM KAapPUUHOMH HAJIAPMHKC, XUNOGapuHKC M opodapuHKC — NpeABAPUTEHHU
pe3yJTaTH MO OTHOIIEHHE ONMHUTA HA eIMH LEeHThP C NMPWIOKeHUe, MOHOCMMOCT U PAHHU

CTPAaHUYIHHU pCaKIUU

Authors: Xp. MBanoBcka, E. EnueBa, Panesa, T, JI. [Tanamynosa, I'. nues, C. bunrokosa, T.

I'yrnesa, K. XKenes, E. lumutposa, H. [lones, W. lllepes
Publication date: 2018

Pages: 50-56

Journal: International Bulletin of Otorhinolaryngology
Abstract:

Objective: To report the clinical experience of Radiotherapy Department at University Hospital
St. Marina, Varna, with definitive radiotherapy combined with targeted therapy Cetuximab in
patients with locally advanced head and neck carcinoma (LAHNC), the observed toxicity and

management protocols

Materials and Methods: The study included 36 patients with LAHNC who received definitive
radiotherapy combined with Cetuximab in the period 2015-2018., VMAT and IGRT irradiation
techniques were applied in all patients, with a prescription of total dose to 70Gy in the primary
tumor and the involved lymph nodes, based on PET-CT. Cetuximab was administered according
to the known protocol. Both Radiotheray and Medical Oncology Departments of the University
Hospital "St.Marina" - Varna elaborated common protocol for premedication. The side effects

were evaluated by the treating physician according to the CTCAE vers. 4.0

Results: During the application of the loading dose, an anaphylactic reaction was observed in 6
out of all 36 patients. The reduction of maintenance doses with 75% was done only in two patients
without interruption of radiotherapy schedule and the planned infusions. One patient refuses to
continue therapy. One patient died of cardiac comorbidity in the second week. All the others 26
patients completed the full course radiotherapy combined with full dose target therapy, with only

moderate toxicity up to grade 3. No haematological toxicity was observed.
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Conclusion: The reported patients compliance was high 75%, with no higher than grade 3 side
effects and a good quality of life. To our knowledge currently, this is the first study in Bulgarian
clinical practice regarding the application of Cetuximab in combination with radiation therapy and
reporting of early toxicity and patients compliance.

4. Tpyaose B 00J1aCTTa HA MOJIEKYJISIPHATA OHOJIOTHS B KAPAMOJIOTHATA

4.1. Dynamic change of NT-PROBNP in patients with ST-elevation myocardial infarction

treated with primary coronary intervention

Authors: Javor Kostadinov Kashlov, Veselin Dobrev Valkov, Yordanka Georgieva Doneva, Ivan
Donev, Arpine Kirkorova, Galina Arabadzhieva, Lilia Ivanova, Nikolay Conev, Borislav Ivanov,

Temenuzhka Radeva, Zhaneta Georgieva
Publication date: 2016/12/20

Journal: Scripta Scientifica Medica
Volume: 48

Issue: 4

Pages: 9-12

In the recent years important biomarkers have emerged as tools for diagnosis and risk
stratification in cardiovascular diseases. Such markers are B- type natriuretic peptide ( BNP) and
N- terminal B- type natriuretic peptide (NT-proBNP).

Peripheral blood for the serum levels of NT-proBNP was taken from patients with STEMI before
PCl and 24-48hours after the onset of the symptoms of myocardial infarction. Three of the samples
from all 53 turned out to be positive to NT — proBNP concentration on Day 0. On day 1 there was

asignificant elevation of the positive samples 11 from 53 patients ( 20,7%) ( p =0,01). All patients
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with STEMI and elevated serum levels of NT- proBNP have left ventricular ejection fraction
<50%.

Our results imply that NT —proBNP level and its increase in the serum may be used as a biomarker

for the severity of the ischemic heart disease.

4.2. Poass nHa HMGB1 B narorene3ara Ha MMOKApAHUA UHPAPKT

Authors: SIBop Kautos, Becennn Boikos, Usan Ilepes, Mopaanka Jlonesa, Apnuse Kupkoposa,

Hukonaii Lones, JInnus MBanosa, [letsp ['eneB, Temenysxka Panesa, XKanera ['eopruesa
Publication date: 2016

Journal: Hayka Kapaunonorus

Issue: 4

Pages: 175-178

B HacToAm0TO Npoy4BaHe HHUE MOTBBPAMXME JaHHUTE OT NPEIUIIHU AOKIAAH, Y€ NALUEHTH ChC
STEMI umat no-Bucoku HuBa Ha HMGBI1 B cpaBHeHue cbe 3apaBu uHAUBUAK. OCBEH TOBA, HUE
JIeMOoHcTpupame , ye Bucokute HuBa Ha HMGBI1 npu nocrenBane npu nanuenture cbe STEMI
ca CBbp3aHHU C MOBUIIEH PUCK OT cMBPT npu Te3u nanuenTn. HMGB1 uma norennuana na 6nxe

HOB OMOMapkep 3a Npele3rpaHe Ha MporHo3ara npu nauueHTu cbe STEMIL

4.3. MukpopuOoHyKk/JIenHoBa KuceqanHa 208a — Omomapkep 3a QMar{Ho3a NIpu CbpAe4HO-

ChJA0BH 3200/1IBaHUS

Authors: Kammnos {1, Hlepes U, Llones H, I'eopruesa X, I'eoprues Cs
Publication date: 2014

Journal: Hayka kapauomnorust

Issue: 5 (87)

Pages: 255-260
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Muxkpopubonykienonosure kucenunu (miRNA) ca manku PHK-Monexysu, u3rpasenu oT 0KoJIo
21-25 nykneoruaa (cpeaHo 22), KOUTO HE KOAUPAT MPOTEMHH, HO MMAaT BaKHA (PYHKIUS 3a
peryinpaHe Ha reHHara ekcrnpecus. Cropes KJIIaCH4ecKHs MOZEI, 3a J1a CE M3sIBU JAJCH ICH,
uHpopmanusara, konupana B JIHK, ce npe3zanucsa B unpomanmonna PHK, cies ToBa ce mpeBexa
B pO030MHUTE U CE CHHTE3UPA CHOTBETHUAT IpoTenH. CKOpocTTa HAa 00pa3yBaHe Ha HOBH OENTHIH
MOJJIC)KM Ha peryjianus ¥ oOMYailHO peryaupaHo3BeHo € mnpesanucBaHero Ha JIHK B PHK.
MUKpOpUOOHYKIIEMHOBUTE ~ KUCEIMHM  (YHKUMOHUpAT  HAa  IO-KbCEH  eTall  Karo
MOCTTPAaHCKPHUITIMOHHHU PEryJIaTOpH Ha TeHHaTa ekcrpecus. miRNAs He koaupaT NmpoTerH, HO
npu cBbp3BaHe c TsaxHata TapretHa MPHK B cnemuduuna mnocienoBaTenHOCT HEraTMBHO
peryaupar ekcrnpecusita Ha cBbp3aHata ¢ UPHK nen niamu naxubupar tpancnanusra Ha nPHK.
Brpekn 4e Hall-4yecTo HamMalsiBaT I€HHAaTa €KCIPECHs, T€ ChIIO Taka MoraT Ja JOBenar Jo
NOBMILIEHA TE€HHA eKCIpecus 4Ype3 IIOTUCKAaHe Ha M3sBaTa Ha WHXUOUTOPHUTE TEHHU.
AnrtepHaTUBHO, cynpecusra Ha miRNA Moke Jja Jo0Be/e 10 TOBUIIIEHA EKCIIPECHS Ha TeHH, KOUTO

ca OWJIM TIpeau TOBa MOTHUCHATH.

5. Tpynose B 00;1acTTa Ha MeTa00JIMTEH PUCK

5.1. Mapkepn Ha MeTa0OJMTEH PHCK M NOAXOASIIM pedepeHTHH CTOMHOCTH 3a Jena B

NnpeayYnJniHa Bb3PacT
Authors: M Jlatesa, B Morosa, C ['amuesa, H Hones, T Yepsenkos, G Cardon
Publication date: 2017/3

Journal: ITEJJUATPUA

Issue: 1/2017

Pages: 21-24

CaeroBHaTa 3ApaBHA oOpraHu3anvsa OHNpeaAciid 3aTIbCTABAHETO KaToO 60J'I€CT, 3a KOATO

MPECKOMCPHUAT MPHUEM Ha KaJIOpHUU U HaMaJICHATa (pI/ISI/ILICCKa AaKTHUBHOCT Ca I/II[CHTI/I(I)I/II_II/IpaHI/I,
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KaTo OCHOBEH Mpenpasmnoiaram] u yrexussau] Qaxrtop. Llen: [la ce ycraHOBAT Mapkepu Ha
MeTabOIUTEH PUCK B MIPEIyYMIIMIIHA BB3PacT U Jja ce pedepupar 3a CbOTBETHATA Bb3PaCT U MOJ.
VYyactHunu u metonu: M3mepenu ca pber, Terno u kopemHa ooukoska (KO) Ha 40 3apaBu gena
ot obnact BapHa Ha cpemna Bw3pacT 5,31 roaunu (4-7 roj.), pa3npeaeieHn KaTo HOPMalHU, C
HaJHOPMEHO TerIo U che 3aTinbeTsiBane cropen IOTF pedepentru croriHOCTH. buoXuMuvHHUTE
u3cleBaHus ca B3eTH ciej 12 4. HollleH riaf, pedepupaHu CIpsMO CTOHHOCTU OT MPOy4YBaHE
IDEFICS. Pe3ynraru: 3a HUTO €1MH OT aHTPOIIOMETPUYHTE NIOKA3aTEJIN HE CE OTKPUBA 3HAUMMa
paznuka mexay nsara nona (p>0,05). Cnen uzuucnsBane Ha HOMA-IR unpexca, 32,3% ot
JeraTa ca ChbC CTOMHOCT MEXAY 75-TH M 95-TH MEpPCEeHTUI U caMO €IHO JeTe (MoMue) € ChC
CTOMHOCT HaJ 95-TH MepCeHTUI 3a ChOTBETHATA Bb3pacT - 1,88 (Hopma <1,86). C noBuilieHU HUBA
MEeXIy 75-TH U 97-MH MepCEeHTHII 32 CHOTBETHUS MO U Bh3pacT Ha o0u1 xosectepon ca 29% ot
nenara, kakto u 19,4% na LDL-xonecTepos, ocTaHauTe MaT CTOMHOCTH B pAMKHUTE HAa HOpMaTa.
B nsnara uscnenBana rpymna jaena B NMpeAyYHIIMIIHA BB3pAcT U JIBaTa Moja ca ChC CXOJEH
kapauomeTtabonuTeH puck. Camo egHo momue (3,2%) € ¢ HUBO Ha aJUIIOHEKTHH TOJa 25-TH
nepcenTui. [Ipu pedepupane cbc CbOTBETHUTE CTOWHOCTH I10 TIOJ ¥ BB3pacT, 38,7% oT nenara ca
C HUBA Ha JIENTUH HajA 75-TH mepceHTWs. 3axmodeHue: C HACTOSIIUTE JaHHU U U3IOJI3BAaHU
pedepentnu croiiHoctu (IDEFICS) e BBb3MOXXKHa OlLleHKa M MpocielsBaHe Ha MapKepu Ha
MeTabOIMTEeH PUCK, 32 KOMTO BCE OIIEe HE ca HATPYMaHW NOCTAThYHO JAHHU B MPEIyYUIIHIIHA

BB3PACT.

5.2 Childhood obesity, renal injury and future disease risk

Authors: Mina Lateva, Dimitrichka Bliznakova, Sonya Galcheva, Yana Bocheva, Maria
Neshkinska, Vilhelm Mladenov, Irina Halvadzhiyan, Galina Yordanova, Veselin Boyadzhiev,
Yoto Yotov, Nikolay Conev, Violeta lotova

Publication date: 2017/4/25
Journal: Scripta Scientifica Medica
Volume: 49

Issue: 1
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Introduction: Evidence associates obesity with glomerular hyperfiltration. Concurrent
inflammation, hypertension, dyslipidemia, and insulin resistance represent further established risks
to renal health in both children and adults. Our aim was to investigate the relationship between
childhood obesity and the risk of renal impairment. Materials and Methods: A total of 114 obese
but otherwise healthy children, who were investigated in 2013, were included in the study (mean
age 11.5 £ 3.6). Auxology was measured using standard procedures. The pubertal status was
defined applying the Tanner scale. Blood and urine tests were performed after overnight fast.
Kidney size was measured by standard abdominal ultrasound; kidney volume and estimated
glomerular filtration rate were calculated. Results: Microalbuminuria was detected in 8.5% of the
children, and 40.2% of all patients were with high systolic blood pressure (BP). Close to half of
the children (43.4%) showed insulin resistance (assessed by HOMA-IR) and 95.4% displayed
hyperinsulinism. Kidney volume correlated with waist circumference (WC) (left r=0.636,
p<0.001; right r=0.532, p<0.001), as well as with weight and elevated systolic BP. Children with
hyperfiltration (9.6% of all) at this stage all had elevated total cholesterol and triglycerides. In
further 14.3% of the children (all pubertal) glomerular filtration rate was low, and they had
significantly larger kidney volume (left p<0.001; right p=0.004), HOMA-IR (p=0.001), WC and
BMI (p<0.001) compared to those with normal and hyperfiltration rate. Conclusion: To
summarize, childhood obesity showed association with established risk factors for renal toxicity.
Whether kidney volume in obese children has an independent predictive value of future chronic

kidney disease remains to be investigated.

5.3. Association between serum CK18 levels and the degree of liver damage in

fructoseinduced metabolic syndrome (mox meuar)

Authors: Bratoeva, Nikolova, Merdzhanova, Stoyanov, Dimitrova, Kashlov, Conev, Radanova
Publication date: 2018

Book: Metabolic Syndrome and Related Disorders

Volume:
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Publisher: Mary Ann Libert
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Abstract

Background: The pathogenesis of non-alcoholic fatty liver disease as a component of metabolic
syndrome (MetS) involves the activation of apoptosis in steatotic hepatocytes. Caspase-generated
fragments such as cytokeratin-18 (CK-18) in patients with various hepatic impairments are
investigated as markers for diagnosis and assessment of disease severity. The goal of the study
was to capture early biomarkers of apoptosis and elucidate their role in assessing the presence and
extent of hepatic damage in a MetS model. Methods: We used male Wistar rats, divided into two
groups (n=7): control and high-fructose drinking (HFD) (35% fructose corn syrup for 16 weeks).
Metabolic disorders and liver damage were studied by histochemistry (H&E),
immunohistochemical, immunological and biochemical testing. Results: Our results showed
significant increase in liver and serum levels of CK-18 and pro/anti-apoptotic Bax/Bcl2 ratio, and
decreased levels of HMGBL1 (marker of necrosis) in the HFD group as compared to the control.
All HFD rats developed obesity, hyperglycemia, hepatomegaly, microvesicular steatosis, an

imbalance in hepatic antioxidative defense (by measuring malondialdehyde and sulfhydryl groups

(SH) with no inflammation and fibrosis, elevated serum levels of triglycerides, tumor necrosis
factor alpha (TNF-o) and C-reactive protein without changes in serum aminotransferase levels
relative to the control group. As a result of the applied regression analysis, we have determined
that the variables TNF-a (0.92) and SH (0.659) have a strong complex effect on hepatic CK18
levels with predicted value of the model R = 0.9. Conclusion: The elevated CK-18 serum levels in
the HFD group and their association with the histological changes in the liver and biochemical
indicators demonstrate the key role of apoptosis in the pathogenesis of HFD-induced liver damage
as well as the reliability of CK-18 as a biomarker for non-invasive assessment of liver damages in
MetS.

6. TpyaoBe B 00;1acTTa HA MHTEPBEHIMOHAJIHA 00pa3Ha IMArHOCTHKA
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MacuBHaTa XeMONTH3a € IUIAIIEN0 U OTEHIUAIHO )KUBOTO3aCTPAIIaBAIO KIMHUYHO ChbCTOSHUE.
XeMOoNTH3aTaNpeCTaBIsABa 3HAYMMO KJIMHUYHO CBCTOSIHUE C BHCOKa 3a0051€Ba€MOCT H
MOTEHLIMaIHa CMBPTHOCT. bponxuanHaTta aprepuorpadus ¢ emOonu3anus ce € IpeBbpHala B
IbpBa JMHHUA B JICUCHHETO HAa XeMomTu3aTa. EMOonM3upaHeTo Ha OpOHXHATHHUTE apTepUH
IIPEIOCTaBs] MUHMMAJIHO HMHBA3UBHO JIEYCHHE JOPH 3a HAM-KOMIIPOMETHPAHUTE MALMEHTH H
OCUTYpsIBa MOCT KbM I0-OKOHYATETHAa MEUIIMHCKA WIIM XUPYpriUuHa MHTEpBEHIUS, (poKycHpaHa

BBpPXY €TUOJIOrUATAa Ha KPBbBOU3JIMBA.

6.2. MUHMMAJIHO MHBA3UBHU a0JATHBHU TEXHMKH IPpA 3JOKAYE€CTBCHU 3a00/19BaHUs HA

YyepHUs Apod

Authors: T'eopru Tomopos, YaBnap bruBapos, ['eopru Briaues, Hukona Kones, Auton Tones,
Banentun Urnaros, Kpacumup MBanoB, Eneonopa IumurtpoBa, Hukonait [{oneB, Cranumup

Cupakos
Publication date: 2018/1
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Camo 5-15% ot narmmenture ¢ HCC wim ¢ 94ep-HOIpOOHU MeTacTa3u MOraTr jaa ObJaT MOJUIoXKe-
HU Ha 4YepHOApPOOHA pe3eKIMsl MOpay pa3jHuyHU MPOTUBOIIOKA3AHUA: TOJSIM Opoi TymopH,
TYMOPH Ha TPYIHOJOCTBIIHM MECTa, HEAOCTaThU€H uYep-HOApOOeH o0eM 3a pe3eKIus.
BapuanTtute 3a mep-KyTaHHO JeYeHHE Morar Ja ObJaT — XMMHUYHATa a0yalus: WHKEKTHpaHe
Ha €TaHOJI WJIM OLEeTHa KHCEIWHa; TepMajHaTa absauus: (a) KpUOXUPYp-TMUHHM alnauus
(CSA/KXA): uznon3BaHe Ha TedeH a3oT, aprod wiu NO2; (6) koarynalnoHHa: U3M0I3Ba-HE Ha
panuouectoTeH TOK (RFA/P®A); mukpoBbi-HoBa abnamus (MWA/MB); nazepHa MHTEpPCTHIN-
anmna tepmotepanust (JIMTT) wnm BucokomHTeH3u-BeH (okycupan yntpassyk (HIFU/BOYVY);

HeoOparu-Ma enekrponopanus (IRE).

6.3. IlepkyranHa paguoQpeKBeHTHA alJjanusi NPH HepPe3eKTA0WIHHM YepHOAPOOHU

METaCTa3du " xenatrouejayjaapeH KapuuHOM

Authors: I'eopru Tomopos, Yasnap bruBapos, ['eopru Benues, Hukonos Kones, Auton Tones,
Banentun Hrnartos, Kpacumup MBanos, Eneonopa Jlumutposa, Hukonaii [{oneB, Ctanumup

Cupakos
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OTBOpeHaTa XUupyprusa € 3JIaTCH CTaHAApT 3a JICHCHHUC Ha XCHaTOLCIIYJIapCH KapUHHOM

(HCC) u gepHoapoOHM MeTacTa3| OT pak Ha je0enoTo uep-Bo. JlHec uepHoapoOHaTa pe3eKIus
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€ BCe omle camo JjieueOeH BapHaHT 3a MalMeHTH C paKk Ha 4yepHus ApoO, ¢ S-roaumiHara
npexxuBsieMocT Mexay 25-60%, B cpaBHeHue ¢ 0% S-roguiiHa MpexuBIEMOCT 0e3 HUKAKBU
neuenne. Camo 5-15% ot nammenture ¢ HCC mnm ¢ yepHOApoOHN MeTacTa3u Morar na 0b-1aT
MOJUTOKEHN Ha YEepHOJIPOOHA pe3eKUus MOpaad Pa3IMYHHU MPOTHBOIOKA3aHMS: TOJISIM Opoii

TYMOpPH, TYMOPH Ha TPYAHOIOCTBHIIHM MECTa, HEJOCTaTh-ueH YePHOAPOOEH 00eM 3a pe3eKIIHsl.

I1l. AGcTpakTH, nMpeAcTABeHHM HAa MeKAYHAPOJAHH HAYYHU KOHQepeHUUHM U

HyﬁJIHKyBaHI/I B ClIMCAHUA C UMIIAKT (l)aKTOp:

1. Levels of miR-17, miR-21, miR-29a and miR-92 as recurrence markers after adjuvant

chemotherapy in Nx lymph node status colon cancer patients
Authors: NV Conev, A Konsoulova-Kirova, J Kashlov, | Tonev, | Donev
Publication date: 2016/10/11

Source: Annals of Oncology

Volume: 27

Issue: suppl_6

Publisher: European Society for Medical Oncology

Background: The benefit of adjuvant chemotherapy in Il and Il stage patients with colon cancer
(CC) is determined in large-scale trials. Despite the surprisingly large number of Nx cases (less
than 12 lymph nodes examined), the potential benefit of adjuvant chemotherapy is not known and
there are only a few biomarkers that could predict recurrence of the disease. Recent evidence
suggests that microRNAs are important cancer markers. Methods: CC patients (n = 18) with Nx
lymph node status, who have undergone radical surgery and have completed 5-FU based adjuvant
chemotherapy were included. Serum after last cycle of adjuvant chemotherapy was obtained and

patients were followed-up regularly for 1 year of follow-up. Real-time reverse transcription
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quantitative polymerase chain reaction was used to measure the expression levels of miRNAs
(miR-17, miR-21, miR-29a and miR-92), in the patients' samples and in 7 healthy individuals, as
a control group. Results: Seven patients from the tested group experienced recurrence after 1 year
of follow-up. Within the Nx patients all miRNAs except miR-29a had significant differences in
expression levels between the recurred patients vs non recurred patients groups. The area under
the receiver operating characteristic curve (AUCs) used to evaluate the predictive performance of
the miR-17, miR-21, miR-92 for Nx patients were 0.844, 0.948, and 0.935, respectively (p <0.05).
In patients with Nx disease only expression levels of miR-29a were not good enough to
discriminate between patients with recurrence and no recurrence of the disease. Conclusions: This
study suggests that the expression levels of the tested serum miR-21, miR-17 and miR-92 in Nx
patients with CC who underwent radical surgery and adjuvant chemotherapy may have diagnostic

value for differentiating between recurred and non-recurred patients.

2. Time perception as a novel ultra-short screening tool for distress in cancer patients.

Authors: Nikolay Vladimirov Conev, Ivan Donev, Dragomir Stoyanov, Martina Ivanova, Eleonora
Dimitrova, Asen Yanchev

Publication date: 5/2018

Source: J Clin Oncol

Volume: 36

Issue: (suppl; abstr e22123)

Publisher: 2018 ASCO Annual Meeting

Background: Perception of time strongly correlates with people’s current emotional state. The aim
of this study was to investigate the association between subjective perception of time and level of
psychological distress in cancer patients. Methods: Individual prospective perception of time was
assessed in 262 chemo-naive patients with solid tumors by evaluating how fast one minute passes
compared to the actual time. The median value (40 sec) was used to group cases into two categories
- with fast (<median) and slow (> median) perception of time. The National Comprehensive
Cancer Network Distress Thermometer was used at the beginning of treatment to evaluate the level
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of distress on a scale from 0 to 10. Patients scoring 4 and above (51.9%) were considered as having
a high level of distress. Results: The perception of time did not differ significantly between
patients’ sociodemographic and clinicopathological characteristics. The pattern of time perception
distribution significantly changed over levels of distress (p = 0.001). Patients with fast time
perception had significantly higher distress level in comparison with those with slower subjective
passage of time (4.55+3.1 vs 3.3£2.9, p=0.001). Receiver operating characteristic (ROC) analysis
revealed that at the optimal cut-off value of perception of time, patients with low and high distress
level can be discriminated with AUC = 0.60 (95% CI: 0.53-0.67, p = 0.005) and with sensitivity
of 62.5% and specificity of 53.2%. Moreover, in multivariate logistic regression model, fast
perception of time was an independent predictor of high distress level (OR 1.97; CI: 1.06-2.98, p
= 0.029). Conclusions: Perception of time is a novel potent indicator for high level of distress in
cancer patients. It is easily performed, time-saving and non-intrusive ultra-short screening tool
suitable even for patients who are not willing to reveal their level of distress via direct

questionnaires.

3. Unnexpected discordance in 5-year OS rates between Nx colon cancer patients and those

in stages 11 plus 111

Authors: Ivan Tonev, Nikolay Conev, Angel Petrov, Ivan Donev
Publication date: Source: Annals of Oncology

Volume:

Issue:

Publisher: European Society for Medical Oncology

Background: One of the most commonly diagnosed types of cancer among men and women is colon
cancer. Pathological stage at surgery is one of the most important prognostic features in that type of
cancer. The number of lymph nodes found during surgery and the presence of nodal metastases is
determining for prognosis and further adjuvant treatment decisions. Unknown nodal status is defined as
Nx and the results from an analysis performed by Surveillance, Epidemiology, and End Results Program

show that 14% of colon cancer patients are defined as Nx. The prognosis in the Nx group of patients is not
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known. Theoretically, the overall survival (OS) in Nx subgroup should be equal to OS in NO+N1+N2
patients. The potential benefit of chemotherapy in Nx patients is not known. Methods: A total of 1187
patients with colon cancer that underwent surgery at the Complex Cancer Center Plovdiv from 01.2004
to 12.2011 (734 stage I, 329 stage Il and 124 Nx patients) were analyzed retrospectively. Studied data
included date of surgery, age, gender, tumor location, lymph node status and tumor differentiation. All
stage Il patients, Nx patients and 21.9% of stage Il patients underwent adjuvant chemotherapy. Survival
analysis was performed using Kaplan-Meier method and Cox regression model. Results: For stage I, llI
and Nx cancer patients, overall survival rates at five years after surgery were 92.4%, 88.3% and 33.9%,
respectively. Moreover, the patients with Nx lymph node status were associated with higher risk of death
HR- 1.44 (95% Cl, 1.028-2.022; p=0.03). Conclusion(s): This study shows an unexpected discordance in 5-
year overall survival rates between Nx colon cancer patients and patients in stages Il plus Ill. Further
investigations are needed to confirm that Nx lymph node status is an independent negative prognostic

marker for colon cancer patients.

4. Distress in Bulgarian Oncology patients

Authors: Tsvetan Popov, Ivan Valkadinov, Martina lvanova, Kamelya Bratoeva, Nikolay Conev, lvan Donev
Publication date: 2017/11

Conference: INTERNATIONAL BIOMEDICAL CONGRESS - Sofia 2017

ABSTRACT BOOK

Pages: 64

INTRODUCTION: Screening for distress in order to improve patient outcome, is recommended by many
organizations, such as The National Comprehensive Cancer Network (NCCN). It defines distress as a
multifactorial unpleasant emotional experience that may interfere with the ability to cope effectively with
cancer. The aim of the study is to measure distress before the start of treatment among patients of the
Medical Oncology Clinic at UMHAT “St. Marina” Varna, Bulgaria. METHODS: For 1 year a total of 227
oncological patients (99-male and 128-female) took participation in the study. 123 of them had metastatic
disease. We used the NCCN Distress Thermometer at the beginning of treatment to determine the levels
of distress. It measures distress on a scale from 1 to 10. Nonparametric Mann-Whitney U-test was used

for statistical analysis. RESULTS: The Mann-Whitney U-test shows significant difference between the mean
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distress level score of men (3.2+2.8) and women (4.3+3.2) (p=0.014). Difference was detected among
patients with Eastern Cooperative Oncology Group (ECOG) performance status 0 (3.4+3.2) and 1 (4.4+3.1)
(p=0.029). Surprisingly we couldn’t find significant difference between distress levels score in non-
metastatic (3.6+3.1) and metastatic patients (3.9+3.2) (p>0.05). CONCLUSION: This study indicates that
women and patients with poor ECOG performance status experience higher levels of distress. The
diagnosis cancer causes the same distress levels among patients with metastatic and non-metastatic

disease.
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