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Characteristics Uf the presented dissertation work:

The dissertation has a classic structure.

paue. (l Yhap/er one—"IShe dissertation contains 132 standard pages w ith the followino• sections: Introductionw

Literature review 42 pages, C'hapler rvlethodoloey;: Purpose and tasl<S I page A Materials and methods 10

13 paces.pages, (j'hupler Ihree> Results 43 pages CChap(er L)iscussion and analysis of results

I page.16 pages. Applicationfive. C)onclusions and reconunendations 2 pages, Bibliography•

The work is illustrated with tables and figures of high quality and infonnativenesss The reference

includes 98 literary source.ss The dissertation has a balanced structure the proportions between the individual

sections are respected and meet the requirements of the [.xaw on the Development of Scientific Statf of the

Republic of Bulzariao



The dissertation student has chosen a critical topic in the field of oncologyz researched it in detail and presented

it thocoughly in her thesis€ Lunz cancer ranks first in and mortality a;nong all cancers worldwide with

more than 2.4 ;nillion cases. The available data show that most of the patients are diagnosed at an advanced stage

and have a relatively; short' survival. Despite the significant proore.s.s in drag treatment of lang carcino;na in

recent decadesc the 5myeal' survival rate for patients with advanced and disea.se reniains too low

below i w ith variations in different regions of the vvorlcl (including the Rulgarian population).

interest in the discovery of new bi(.unarkers to pfedict and mon itopIn recent vear,sa there has been increasino

of patients according to proonosis would help design anInitial stratificationresponse to treatment 4

individualized treaunen;: strategyo Candidates for such nun•kers are ihe Systemic inumune inflatxuyvation index

the Advanced lung cancer infla;nnlation index (AL l) and thé Khorana score which inakye

"scientifically attractive" more analysis and evaluation.

In her Literature Review, Tanya Ly•ubomirova Zlatanova has presented in detail the main points in the

etiology epiden) iology; pathogenesis, staging„ diagnosis and treaünentof lung cancero An exceptional impression

is made by the broad information luesented bv the dissertation student. the precise use of scientific tenninolouy;

and the conoect citation of the authors of scientific publications in the tield. Dre Yl'anya Zlatanovais

expert presentation of the essence of the aforementioned indices Onarkers) is extremely

dissertation thoroughly' and precisely presents the scientific logic and studies that have proven the prilnary

expediency for the use ofmarkers.

The of the presented data in the point "Conclu.sion.s fronk the Literature review" also nvakes a

good iüu:noes.sions

ranya Lyubomirova Zlatanova sets for herself is focused on a current and key problen) inThe main goal that

patients with lung cancer, na:nely to establish the prognostic potential of the Iftin)une Inflam:uation

Index (SII)A l<horana score imodified 1<hQrana score (mKS) and Advanced Lung Cancer Index(ALI) in

firseline inumunotherapy or chemoi}xununothecapy inrelation to therapeutic response and survival durino

patients with pne:astaiic nortÆnvall cell lung cancer«

The realization of this goal is to the fififillnient of the main tasks that the dissertation student Ivas set

hetselfl

investigate and analyze the clinical and laboratory characteristics of patients with imetastatic NSCLC treated

with s! line imm unotherapy or combined

To look for a cot}Tdation between the systemic inflammation index SIL Khorana scorea AL,} score and

knoc{ified k Itorana score:

the prognostic potential of the systeinic immune inflanunation index SIKA Khocana score, ALI

in ter;ns of tunu)f response,score and modified Khorana score. exaniined before the start of treaunentA

in patients who underwent coinpared toprogression4rcee survival and overall survival

patients on ccunbined chelmoimmunotherapy;



To stadv the role of Khorana score. •modified Khorana score and SII score as prognostic •markers for the

occurrence of thro;nbosis:

To analyze the frequency and type of toxicities;

look •for etn association between nvackers of systemic inflammation (KS. mKS. SII and AL!) and early death

(within 6 months of initiation of syßtemic• therapy) in patients with metastatic

The assigned tasks are clearly and accurately tarmulated and coti•e.spond to the set goal, which shows the good

theoretical preparation and mastery of the problem by the dissertation

Materials and research gnethods are well selected and comprehensively explained. 'The analysis of the

collected data was carried out by applyinsz the methods ofmedicaßstatistical data processing,z.

The dissertation is based on an observational ambispective study: with a retrospective and a prospective partö

Patients who kneet predefined inclusion and exclusion criteria3 treated from to at the

*Medical C)ncology C?linic of "Adjibaclenl City Cellinic Tokuda" EAD are included Patients were divided

into two groups: Retrospective observation ocoup (retrospective group RG) and Prospective observation Qtoup

'The retrospective observation group includes patients who started firsvline(prospective group
IShe prospectiveimmunotherapy after 17A followed up to

observation group includes patients who started first4ine immunotherapy or chemoimftlunotherapy; after

followed up until

Own results are presented in detail on 43 pages and illustrated with statistically processed munecical tables and

graphs. Presented in Section.s:

I
. (.)linical and laboratory characteristics of the examined patients:

2
< Levels of SII% KS, ALI and inl<S initiation of systemic therapy:

3, Prognostic potential of SII and KS ('retrospective group). SIR nik'S3 ALI (prospective group) studied

before the start of treatment* in terms of tumor response progressionmfree survival and overall survival;

Role of Khorana scoreu ;nodifiecl Khorana score and SII scote as prognostic inarkers •for occurrence of

thro;nbosis:

The frequency and type of diated toxicities:

64 Relationship between markers of systeftlic inflammation (1<S. m K S} SII and AL I) and early death (within 6

months of initiation of systemic therapy) in patients with advanced and metastatic NSC)LC;

In the section "Discussion and analysi.s of the results$? (discussionL Dro Tanya Lyubo;nirova Zlatanova

the results of her research with ilar studies worldwide3 thus emphasizing the innovativeness and

relevance of the conducted research, and also identifying some clesign flaws.

In the section "C.onclusions and recom mendations" the conclusions are described in detail in ten pointss



The abstract, which is in a volume of 86 pages, is a sunumary of the ;nain points of the dis.sertation materials

and aim and discussion, contributions and conclusion.s of the dissertations A list of the

publications of Tanya which are related to the dissertation worlg is presentedo The

main contributions of the .scientific work are also pre.sented

Scientific conirihu/ions original nature:

I
s For the first time in the worlds the role of mKS and SII as a •factor in the occurrence of early death (within 6

;nonths of initiation of or combined che;noinumunothecapy) in patients with metastatic

N SCI-(l) was investigated

2. For the first time in the role of systemic inflanunation linarkerg SII} K SA mKS and A1...I as prognostic

who received 1st linefactors for PF?SO (I)S and tumor response in patients with metastatic

or com bined chenr.)iinmunotherapy was studied.

3€ For the •Fir.st time in Bulgaria, the role. of SIL K Si nfl<S and ALI in relation to the risk of thrombosis was

investigatede

a study is beinz conducted withi prospective observation (Pf patients withFor the first titne in Bulgaria„

mtetastatic NSCL(I) with serum in and I.>dimer testinza before st'd?ting systemic therapy* is possible

to becoine routine in practice* with the aim of evaluating cancer cachexia and determin ing the risk of thrombosis%

For the first {igne in Bulgaria. the frequency and type of toxicities during first4ine

or combined chennoinununothecapy in pat:ients with NSCLC are studied and de.scribed

(?on/ribu/ions Q/ a scientific and prac/icc/l nalure

the increase in KS and mKS with respect to (DS paffients with['he negative proenostic role of

metastatic NSCILC treated with monoimmunotherapy could serve to select patients with high expression of

the appoinunent of combined che;noinununotherapy is appropriate in order to opti;xli'zeL, in who;n

therapeutic results.

24 'The neuative m•ornostic role of an increase in Sfl with respect ito (I)S in patients treated with cc.unbined

was demonstrateds

rhe reliable role of ALI score in terms of overall survival in patients treated with monoinumunotherapy as

well as patients with cornbined che;noinumunotherapy was demonstrated in prospectively followed patientsx with

Ionszer overall survivtai observed in patients with AL & These results could provide the basis f•bc a larger

prospective study to validate this ;narke;• in patients with Enetastatic NSCLCI undergoing firsGline

immuüothecapy or includ ing the construction of a clinical behav iot algorithma

4. A higher risk of early death within the first 6 inonths of treat:nent with Inonoimmunotherapy or combined

was deft)onstrated in patients with inl<S values of 3 and above. and patients with SII of

and above. 'Therefi)cex mKS and SII e;necoe as potential clinical predictors •foc selecting patients with an

unfavorable proenosis, which requires active and strict followwup with a view to tipnely •therapeutic actions.

Sogne critical remarks:



In the strucuo•e of the dissertati0üx so;ne hiecacchical inaccuracies are noticeable as well as the use of

Rcuzarcli(hl the •figures that ace used to visualize the statistical analysis (SPSSnonwaccepted scientific ter;nse

generated)m it is noticeable that additional pcocessing better visualization is no issiüsz en

removal of background and colors of the curves4 and also addition of presence data absence of statistical

significance„ which would amprove their understanding and interpretationa There are also differences in

proportions and sizes of 102ically si;nilac tables and figuu•e.sö I also that there is no overlap between

the main points of the dissertation and the abstTactö

Conclusion

The dissertation wocl< of DE'. Tanya repre.sents a thorough and cornplex scientific

The topic is current and extensive The applied methods are adequate to achieve the forntulatecl

the conclusions are clearly latecl the contributions are ofgoals and iaskrgA the results are convincing 3

.gi2i) ificant i:heoretical and potential practil:alvaluea

dissertation on the topic "MARKERS FOR XYS'1hEÅMlC AND EFFICACY OF

IMMUNOTHERAPY IN WI'PH MEIASAT%fC CELL LUNG CANCER" the

indicators for obtaining the educational and scientific dezree meets the requi?ements of the Law the

development of the academic *taff in the Republic of Bulgaria and the Rules for its implementation.

ased on the above, I give a positive assessment of the dissertation work of Dt Tanya Lyubovn irova Ziatcaüova

and propose to the men)becs of the respected Scientific hay to awacd her the educational and scientific de2\'ee
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