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By Order No P-109-662 / 14.12.2018 on the grounds of Art. 4, para. 2 of the

Law on the Development of the Acadennic Staff in the Republic oJ'Bulgaria I
have been appointed for the preparatic,n of an opinion on the procedure for
obtaining a scientific degree "Doctor of ,Sciences" by the candidate Assoc. Prof,
Dr. Nikolay Todorov Evtimov on the to,pic "The role of II{GF and BDNF and
their receptors Trk-A, Trk-B, p 75 for th<z occuruence and metastasis of prostate
carcinoma" in the field of higher education 7. Health and Sports, Professional
Field 7.1 Medicine, Precision" Urologt ".

The presented dissertation thesis by Ass,oc. Prof, Dr. Nikolay Todorov Evtimov
is properly structured. It contains 232 pages. It is illustrated with 58 figures qnd

44 tables. The bibliographic reference includes 290 titles, of which 27 in the

Cyrillic alphabet.

The concept of cell growthfactors - the dffirentiation andfunctions of various
cell types are regulated by specific signal proteins called cell growth factors.
Today, cell growth factors qre more tl:nan 50 in number and occupy central
locations in the pathogenesis of many diseases. In recent yeqrs, research has

also addressed the demand for intercellular interactions between stromal cells

and epithelial cells of the prostate gland.

Assoc. Prof, Evtimov has set a clear goal to establish and evaluate the

immunohistochemical density of neurotrophin expression Ir'IGF and BDNF as

well as their tyrosine kinase receptors TrkA, TrkB, p75 that regulate stromo-



epitheliat interactions and their fundaru,entar rore in the onset and progression

of prostate ,or"r.no*a and lror Tor*:*tlated 14 tasl<s in order to achieve this goal'

For the period 2010-2016 in the (Jrolo5,l Clinic of ,,5t. Anna.Varna 
,,pedormed

257 radicar prostatectomies ir"porioirt w.ith iocalized prostate carcinoma'

patients are divided into t*o groirps depending on the PSA and Gleason score'

Tissue preparations have been routinery processed. 257 patients with prostate

cancer were examined with sampru ,irn"aid relative ratio-being determined' Ten

biopsycylinderswereobtainedandwereexaminedhistologicallyand
immunohistologicary. All preparations were treatedwith monoclonal antibodies

and the expression of growth factors and their receptors was determined' By a

formula based ,, iO-arbitrariii"'"t''""d fields oid 
'totistically 

processed' a

semi-quantitative analysis o7 ilru ex\tression of the neurotrophins and their

specific receptors was. perfo,*,d, ona, o correlation was made between the two

groupsofpati.ents,dependingonthePSAvalues)20ng/ml,clinicalstage
pT2><pT3-4,Gleasonscore)lT,lotostateyolume>60g,patientage<60
yearsandpathoanatomicstageG2><G3-4.Theintensityofexpressionin
carcinomo txruu ,elative ,o iiu u*prrrrion level in benign prostate tissue is

comPared.

The results are arranged and illustrctted in 40 tables and t9 figures' They are

statistically credibl" ind originally w,ritten by the author'

In the discussion, the tyvo main groups of parameters monitored during the study

were analyzed: clinical and i'imuio'hiiti'h'*i"ol' The correlation analysis of

all parameters demonstrates a relationship between BMI' prostate volume' PSA'

Gleason score and neurotrophic expression density and their use in

combination. These dependen rus read ti the creation of prognostic models with

a high Positive Predictive Yalue'

Theauthorattemptsandpresentsahllyotlesisaboutalikelypathoatomic
pathwayfortheoccurrenceandmetasfasl,sofprostatecarcinoma.Italso
proposes the possible introducl,tion in the clrnical )ractice of another extremely

sensitiye and subiective *uiod for diagno'i' oid prognosis of this insidious

disease by immunohistochemiial examination 'r wce and BDNF and

quantitative analysis of their blood levels p":iopu'otively' It also expresses the

view of potentiil theiapeutic pote,ntial iy ''upp'""i"g 
t!.u growth factors it

studiesorblockingitsspecificrecelltorsasaprobablehealingstrategt.

onthebasisofthestudy,theauthormadellcredibleconclusionsandhasS
contributnn'oToooriginalnature'ofwhich4areconfi'rmatory'

In conclusion Assoc. prof. Eytimot, is a urologist who- won the trust and respect

of his colleagues. In his sciemtific tvork hu p'u:u"' and analyzes the expression of



BDNF and NGF in prostate carc_inorfia. In his study he suggested that strong

expression "f Nci and noNi ,,o, probably Lssociated with increased

invasiveness of the neoplastic pr:or,rrr, -indicating 
increased proliferative

activity. This matkes it increasirisJy pos;sibl-e .to 
uie target therapy to treat

neoplasti, p'o'"""'' His ax'"'iotroi vvork is th' 'u'it of many years of

scientiftc ,"r"orJ,- some of whlJh' io orrrrnted to the Bulgarian urological

community. There are the n"r"r,ro,ry scie'ntific publications in our and foreign

ur ol o gic al s c i ent ific i ournal s'

The present scientific work is entirely the author's work and possesses all the

qualities ora ,"lu'irum"rtr Tor,o*,ormng. the educational and scientific degree

,,Doctor of Mei"al scienier,, ;i];;;rz:,. _erof. 
Dr. Nikolav Todorov Evtimov'
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