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INTRODUCERE

Pacientii imunosupresati sunt pacienti cu un sistem imunitar cu o capacitate
scazuta de reactie impotriva elementelor non-self. Cine face parte din acesta categorie?
Persoanele care au beneficiat de un transplant, cei care sufera de boli autoimune si pacientii
cu tumori maligne.

Transplantul reprezinta sansa la a doua viata, pacientul transplantat fiind reintegrat
din punct de vedere profesional, social si familial. Supravietuirea grefei implica un
tratament cu medicamente imunosupresoare, in doze foarte mari imediat dupa transplant,
cu diminuarea treptata in functie de rezultatele obtinute in timp si mentinerea
tratamentului pe toata perioada functionarii grefei. Aceste medicamente scad foarte mult
capacitatea de apdrare a organismului, ducand la aparitia infectiilor. Frecvent, aceste
infectii sunt determinate de microorganisme oportuniste, care in mod normal, la persoanele
imunocompetente, nu au rasunet negativ asupra starii de sanatate.

Tumorile maligne au o mare capacitate de a invada tesuturile invecinate, cu efecte
compresive si obstructive asupra organelor din jur. Se caracterizeaza prin celule slab
diferentiate sau nediferentiate, care seamana cu celulele normale, functionale. Datorita
caracterului invaziv, sunt imprecis delimitate si au o viteza de multiplicare mult mai mare
decat cea a celulelor proprii organismului. Consecinta este un numar mare de formatiuni
slab diferentiate care nu pot indeplini functiile normale si un numar tot mai mic de structuri
apte morfologic si functional. indepartarea chirurgicald a tumorilor maligne nu este
intotdeauna un succes datoritd dificultatilor de delimitare. Radioterapia si chimioterapia
contribuie la succesul tratamentului pacientilor cu cancere, prin modificarile ADN-ului
celulei tumorale, care se raspandesc si asupra celulelor sanatoase, din pacate, ceea ce duce
si la distrugerea lor. Toate aceste episoade favorizeaza aparitia infectiilor, pe fondul unui
organism cu o imunitate precara.

Pacientii imunosupresati sunt mult mai vulnerabili la infectii, de aceea trebuie luate
masuri adecvate In ceea ce priveste tratamentul si prevenirea expunerii la factorii
microbieni. Spre deosebire de persoanele imunocompetente, manifestarile clinice ale
diferitelor tipuri de infectii pot fi diferite, chiar absente. O evolutie asimptomatica a unei
infectii la un pacient imunosupresat nu ne permite trecerea cu vederea, dimpotriva, este
necesar un tratament adecvat si tinerea sub observatie pentru evitarea complicatiilor care
pot pune in pericol viata pacientului.



STADIUL ACTUAL AL CUNOASTERII

In partea generald a tezei sunt sintetizate, in 3 capitole distincte, cele mai importante
aspecte legate de imunosupresie, necesitatea terapiei imunosupresoare si
microorganismele responsabile de infectiile apirute in toate aceste situatii. in primul
capitol sunt prezentate notiuni generale despre imunitate, despre cazurile in care
organismul uman devine imunosupresat, cauzele imunosupresiei precum si avantajele si
dezavantajele pacientilor afectati. Cel de-al doilea capitol abordeaza problema infectiilor
aparute la pacientii care au beneficiat de un transplant de organ, prin prisma etapelor
parcurse Tnainte si dupa interventia propriu-zisa. Aplicarea unei terapii imunosupresoare
puternice, in mod special imediat posttransplant, constituie un factor decisiv in aparitia
infectiilor la acesti pacienti. De aceea este foarte important controlul acestora prin metode
profilactice si curative eficiente. Al treilea capitol atinge un subiect extrem de delicat,
anume, infectiile aparute la pacientii neoplazici, pe un teren puternic afectat atat din punct
de vedere fizic, cat si din punct de vedere psihologic. Pentru cd, in majoritatea cazurilor,
indepartarea chirurgicala a tumorii nu este suficientd, fiind necesara instituirea radio si
chimioterapiei. Aceastd terapie adjuvantd creeaza terenul propice actiunii
microorganismelor de tip bacterian, viral, fungic, parazitar, pacientii neoplazici fiind
vulnerabili la infectii oportuniste, absente in mod normal in cazul persoanelor sanatoase,
imunocompetente.

CONTRIBUTIA PERSONALA

Partea a doua a tezei este structurata pe 8 capitole si reflecta o importanta munca
de cercetare In domenii mai putin atinse In viata medicala clujeand. Pentru Inceput am
detaliat ipoteza de lucru, scopul acestor studii precum si obiectivele stabilite. Urmeaza 3
studii retrospective ce evidentiaza infectiile diagnosticate la pacientii imunosupresati ca
urmare a efectuarii unui transplant renal precum si un studiu retrospectiv despre infectiile
aparute la pacientii cu tumori maligne uro-genitale. Fiecare studiu este structurat clar, cu
descrierea ipotezei de lucru, precizarea obiectivelor, prezentarea metodelor si a
materialelor utilizate, cu o cazuistica foarte mare si rezultate credibile, discutii pe marginea
rezultatelor obtinute si concluzii legate de fiecare studiu in parte. In incheiere am pistrat
loc concluziilor generale si am subliniat aspectele referitoare la originalitatea si
contributiile inovative ale acestei lucrari.

Studiul 1 intitulat PATOLOGIA INFECTIOASA LA PACIENTII CU TRANSPLANT RENAL,
a avut ca scop evidentierea infectiilor prezente la pacientii imunosupresati in urma



transplantului renal. Obiectivele stabilite in acest sens au fost: identificarea tipurilor de
infectii, identificarea microorganismelor responsabile de aceste tipuri de infectii si testarea
rezistentei antimicrobiene a diferitelor tulpini implicate. Au fost incluse probe biologice
recoltate corect de catre personalul ICUTR de la 850 de pacienti cu transplant renal si
analizate In Laboratorul de specialitate din cadrul Spitalului de Boli Infectioase Cluj, in
perioada ianuarie 2009-decembrie 2015. Rezultatele au aritat ca 340 de pacienti (40%)
au prezentat diferite tipuri de infectii (bacteriene, virale, parazitare si fungice). Au
predominat infectiile bacteriene (74%), din 529 de probe recoltate, In 56% din ele s-au
izolat diferite specii de coci Gram pozitivi (mai ales Enterococcus spp si Staphylococcus
spp) si In 36% din ele s-au izolat diferite specii de bacili Gram negativi (E.coli, Klebsiella
pneumoniae si Pseudomonas aeruginosa). In vederea testirii rezistentei la diferite
antibiotice am lucrat cu 63 de tulpini de E. Coli, cu 61 de tulpini de E. faecium, cu 55 de
tulpini de E. fecalis, cu 55 de tulpini de K. pneumoniae, cu 41 de tulpini de Staphylococcus
aureus si 31 de tulpini de Pseudomonas aeruginosa. Infectiile fungice s-au clasat pe
urmatoarea pozitie (24%), dupa infectiile bacteriene. Astfel, 92% din infectiile fungice au
avut ca agent etiologic diferite specii de Candida, restul fiind infectii cu Aspergillus
(A.fumigatus), Sacharomyces cerevisiae, Criptococcus neoformans si Mucorales. Specii de
Candida non albicans au fost izolate din probe recoltate de la 132 de pacienti iar Candida
albicans a fost izolata din probe recoltate de la 27 de pacienti. Speciile de Candida non
albicans izolate din probele analizate au fost: Candida krusei (41), Candida glabrata (30),
Candida guilliermondii (11), Candida norvegiensis (9), Candida parapsilosis (9), Candida
kefir, Candida lusitaniae, Candida tropicalis si Candida lipolytica. Tulpinile de Candida
albicans izolate in perioada 2009-2015 din probele recoltate de la pacientii transplantati
renal au fost sensibile la Fluconazol (conform antifungigramei), in timp ce tulpinile de
Candida non albicans au fost rezistente la Fluconazol dar sensibile la Caspofungin,
Mycafungin si Amfotericina B.

Studiul 2 intitulat INFECTIA CMV LA PACIENTII IMUNOSUPRESATI PRIN
TRANSPLANT RENAL, a avut ca scop evidentierea incidentei infectiei si, respectiv, a bolii
CMV in randul pacientilor transplantati renal. Obiectivele au vizat identificarea pacientilor
cu infectie CMV, analiza probabilitatii aparitiei bolii CMV la pacientii cu infectie CMYV,
precum si evaluarea masurilor necesare prevenirii instalarii bolii CMV la pacientii infectati.
In studiu au fost inclusi 674 de pacienti transplantati renal in ICUTR Cluj in perioada
ianuarie 2009 - decembrie 2014. S-a respectat protocolul ICUTR Cluj Napoca, conform
caruia se testeaza prezenta sau absenta CMV la pacientii transplantati la fiecare vizita post-
transplant. Daca testul este pozitiv pentru CMV, asta inseamna infectie CMV si pacientul
primeste tratament, chiar si in absenta bolii CMV. Rezultaele au aratat ca din totalul de 674
de pacienti luati in studiu (416 barbati si 258 femei cu varsta intre 4 si 74 de ani, cu o medie
de 39.6 £ 11.97), 241 de pacienti (35,7%) au fost identificati cu CMVpp65 pozitiv si doar 35
de pacienti (5,2%) au dezvoltat boala CMV. Riscul de aparitie a infectiei cu CMV depinde
foarte mult de statusul serologic al donatorului (D) si al primitorului (P), cu risc crescut la
combinatii D+/R-, D+/R+, dar cu risc foarte inalt de a dezvolta infectii CMV extrem de severe



la combinatia D+/R-. Prevenirea infectiei CMV se poate realiza in doua modalitai: prin
terapie preemptivd si prin profilaxie. Evaluarea atenta din punct de vedere clinic si paraclinic
atat a donatorului cat si a primitorului a scazut considerabil riscul aparitiei infectiei la
pacientii transplantati renal In cadrul ICUTR Cluj. Succesul posttransplant a fost obtinut
datorita prevenirii si controlului infectiilor CMV 1in centrul de transplant, prin aplicarea
profilaxiei CMV cu raspuns foarte bun in randul pacientilor.

Studiul 3 intitulat ASOCIEREA DINTRE ALELELE HLA SI BOALA CMV LA PACIENTII
CU TRANSPLANT RENAL a avut ca scop analizarea asocierii bolii CMV cu alelele speciale HLA
dupi transplantul renal. In studiu au fost incluse 674 de transplanturi renale realizate in
ICUTR Cluj intre ianuarie 2009 si decembrie 2014. Pacientii au fost impartiti in doua
grupuri in functie de prezenta sau absenta bolii CMV (manifestari clinice sau sau disfunctii
de organ) si de prezenta sau absenta CMV pp65. Toti primitorii au fost CMV IgG pozitiv si
CMV IgM negativ (100%) Inainte de transplant. Au fost identificate asociatiile de alele de
la 639 de pacienti transplantati fara boala CMV si 35 de pacienti transplantati cu boalda CMV.
Tipizarea HLA-A, HLA-B a fost realizata prin metoda microlimfocitotoxicitatii standard
(One Lambda, USA). Se pare ca unele alele HLA pot avea efect protector fata de boala CMV,
dar altele pot avea rol predispozant in boala CMV, iar aceasta situatie poate fi utild in
estimarea pre-transplant a riscului de a dezvolta boald CMV post-transplant si in stabilirea
unei terapii individualizate.

Studiul 4 intitulat PATOLOGIA INFECTIOASA LA PACIENTII CU TUMORI MALIGNE
URO-GENITALE a avut ca scop evidentierea infectiilor aparute la pacientii cu cancere
urogenitale. Ca si obiective am urmarit distributia tipurilor de cancere urogenitale,
incidenta infectiilor pentru fiecare tip de cancer din aceasta categorie si asocierea infectiei
cu varsta pacientului, izolarea tulpinilor raspunzatoare de infectiile aparute la pacientii cu
cancere urogenitale si identificarea microorganismelor implicate, rasunetul asupra starii
generale a organismului, precum si rezistenta antibioticd, atat de problematica in ziua de
astazi din cauza tulpinilor multirezistente. Am realizat un studiu retrospectiv pe un lot de
probe biologice recoltate corect de catre personalul IOCN de la 1164 de pacienti cu cancere
uro genitale si analizate in cadrul Laboratorului Synevo din incinta IOCN, in perioada
ianuarie 2009 - decembrie 2015. Am exclus cazurile de cancer ovarian si uterin. Din cei
1164 de pacienti, 23% au prezentat infectii, predominata fiind etiologia bacteriana (79%).
Din totalitatea infectiilor bacteriene identificate la pacientii cu cancere urogenitale
monitorizati in perioada 2009-2015, 60,06% au ca agent etiologic diferite specii de bacili
Gram negativi. Majoritatea infectiilor sunt cauzate de E.coli, Klebsiella pneumoniae si
Enterococus fecalis. Scaderea capacitatii de aparare a organismului la pacientii neoplazici
determina moartea acestora ca urmare a infectiilor aparute, cea mai afectata categorie de
varsta fiind cea cuprinsa intre 50 si 70 de ani.



CONCLUZII GENERALE

Prin aceastd lucrare am dorit sa subliniem rolul extrem de important jucat de
imunitate In relatia organismului uman cu universul microbian. La persoanele
imunocompetente exista o multitudine de microorganisme care traiesc in pace si deplina
armonie In organism, fara a determina imbolnaviri. Orice dezechilibru aparut la nivelul
sistemului natural de aparare favorizeaza aparitia infectiilor. Terapia imunosupresoare
aplicata pacientilor transplantati este foarte puternica in prima etapa post-transplant,
ulterior fiind adaptata necesitatilor fiecarui pacient. Astfel, riscul aparitiei infectiilor este
mult mai crescut in aceasta perioadd, predomindnd infectiile cu microorganisme
oportuniste. Infectiile aparute la pacientii neoplazici sunt consecinta scaderii imunitatii ca
urmare a invaziei rapide si necontrolate a tesuturilor cu structuri celulare slab diferentiate
sau nediferentiate, in detrimentul celulelor sdnatoase, normale din punct de vedere
morfologic si functional. Astfel, organismul nu le recunoaste pe cele noi, iar celulele vechi
imbatranesc si mor. Radioterapia si chimioterapia sunt menite sa limiteze aceasta invazie
dar contribuie considerabil la spolierea mecanismelor naturale de aparare ale
organismului, favorizand aparitia infectiilor, mai ales a celor oportuniste. Profilaxia
postchimioterapie este foarte importanta in vederea controlului raspandirii infectiilor pe
cale hematogena.

In cazul pacientilor imunosupresati este foarte importanti echilibrarea balantei
intre protocolul terapeutic instituit si riscul aparitiei infectiilor.

ORIGINALITATEA SI CONTRIBUTIILE INOVATIVE

Studiile prezentate In aceastd lucrare au cuprins cea mai buna perioada a
transplantului clujean, Intre 2009 si 2015 realizdndu-se cu succes un numar de 850 de
transplanturi renale. Poate cel mai important element inovativ al acestei teze de doctorat
este reprezentat chiar de absenta unei astfel de lucrari in Roméania si cum domeniul
imunosupresiei si, In mod deosebit, cel al transplantului sunt in plind dezvoltare, o astfel de
prezentare a riscului infectios la pacientii imunosupresati era necesari. In acest context, a



apdrut un contingent nou de pacienti care s-au aldturat celor sistemul oncologic toti fiind
caracterizati prin imunosupresia indusa cu scopul stoparii evolutiei bolii de baza.
Experienta indrumatoriilor mei si cercetarile personale realizate cu sprijinul specialistilor
in imunologia de transplant, au permis evidentierea riscurilor la care sunt expusi pacientii
cu boli oncologice si cei transplantati, incepand cu momentul zero: cand afla ca sufera de o
boala de cele mai multe ori incurabila si pe care, pentru a o tine sub control, va trebui sa o
trateze toatd viata cu diverse scheme terapeutice imunosupresoare.

In cazul pacientilor imunosupresati este foarte importanti echilibrarea balantei
intre protocolul terapeutic instituit si riscul aparitiei infectiilor.
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INTRODUCTION

Immunosuppressed patients are patients with a low-response immune system
against non-self elements. Who is included this category? Transplant recipients, patients
with autoimmune diseases and patients with malignant tumours. Transplantation is
the second chance, the transplanted patient being reintegrated professionally, socially
and by the family. Graft survival involves treatment with immunosuppressive drugs at
very high doses immediately after transplantation, with gradual decrease based on the
results obtained over time and maintenance of treatment throughout the graft operation
period. These drugs greatly decrease the body's ability to defend, causing infections.
Frequently, these infections are caused by opportunistic microorganisms, which do not
normally have a negative impact on health, in immunocompetent people.

Malignant tumours have a great ability to invade neighbouring tissues with
compressive and obstructive effects on the surrounding organs. They are characterized
by poorly differentiated or undifferentiated cells, resembling normal, functional cells.
Because of their invasive nature, they are imprecisely delimited and have a much higher
rate of reproduction than that of the cells of the body. The consequence is a large number
of poorly differentiated formations that cannot fulfil normal functions and a smaller
number of morphologically and functionally apt structures. The surgical removal of
malignant tumours is not always a success because of delimitation difficulties. Radiation
therapy and chemotherapy contribute to the success of treatment of cancer patients,
through changes in tumour cell DNA, which spread to healthy cells, unfortunately, which
also leads to their destruction. All of these episodes favour infections, amid a poorly
immune system. Immunosuppressed patients are more vulnerable to infections,
therefore appropriate measures should be taken to treat and prevent exposure

to microbial agents. Unlike immunocompetent individuals, the clinical manifestations
of different types of infections may be different or even absent. An asymptomatic
evolution of an infection in an immunosuppressed patient does not allow us to overlook
it, on the contrary, proper treatment and observation are necessary to avoid
complications that may endanger the life of the patient.



CURRENT STATE OF KNOWLEDGE

In the general part of the thesis there are synthesized, in 3 distinct chapters,
the most important aspects related to immunosuppression, the necessity of
immunosuppressive therapy and the microorganisms responsible for infections
occurring in all these situations. In the first chapter general notions about immunity
are described, about the cases in which the human body becomes immunosuppressed,
the causes of immunosuppression as well as the advantages and disadvantages of
affected patients. The second chapter addresses the problem of infections in organ
transplant patients, in terms of the stages before and after the intervention itself.
Applying strong immunosuppressive therapy, especially post-transplant, is a critical
factor in the occurrence of infections in these patients. This is why it is very important
to control them with effective prophylactic and curative methods. The third chapter
touches an extremely delicate subject, namely infections in neoplastic patients, on a
heavily affected physical and psychological ground. Because in most cases, surgical
removal of the tumour is not sufficient, requiring radiotherapy and chemotherapy. This
adjuvant therapy favours the action of bacterial, viral, fungal, parasitic
microorganisms, and neoplastic patients are vulnerable to opportunistic infections,
normally absent in healthy, immunocompetent individuals.

PERSONAL CONTRIBUTION

The second part of the dissertation is structured in 8 chapters and reflects
important research work in areas less affected by the medical life of Cluj. For the
beginning, we have reserved the place for work hypothesis, the purpose of these studies
as well as the established objectives. There are 3 retrospective studies that highlight the
diagnosis of infections in immunosuppressed patients as a result of renal
transplantation and a retrospective study of infections in patients with urogenital
malignancies. Each study is clearly structured with a description of the working
hypothesis, the specification of the objectives, the presentation of the methods and
materials used, with a very large caseload and credible results, discussions on the results
obtained and conclusions about each study. In conclusion, we have retained the general
conclusions and highlighted the issues regarding the originality and innovative
contributions of this paper.



Study 1 entitled INFECTIOUS PATHOLOGY IN RENAL TRANSPLANT PATIENTS
was aimed at highlighting infections present in immunosuppressed patients following
renal transplantation. The objectives set out in this regard were: identification of types
of infections, identification of micro-organisms responsible for these types of infections
and testing of the antimicrobial resistance of the different strains involved. Biological
samples were correctly collected by ICUTR (Clinical Institute of Urology and Renal
Transplant) staff from 850 renal transplant patients and analysed in the Specialty
Laboratory of Cluj Hospital of Infectious Diseases, from January 2009 to December 2015.
The results showed that 340 patients (40 %) experienced various types of infections
(bacterial, viral, parasitic and fungal). Bacterial infections (74%) predominated, of 529
samples collected, 56% of which were isolated from different Gram-positive species
(especially Enterococcus spp and Staphylococcus spp) and for 36% of them, various
species of Gram negative bacteria (E. coli, Klebsiella pneumoniae and Pseudomonas
aeruginosa) were isolated. In order to test the resistance to various antibiotics, we
worked with 63 E. coli strains, with 61 strains of E. faecium, with 55 E. fecalis strains,
with 55 strains of K. pneumoniae, with 41 strains of Staphylococcus aureus and 31 strains
of Pseudomonas aeruginosa. Fungal infections were ranked on the following position
(24%), after bacterial infections. Thus, 92% of fungal infections had different Candida
species as an etiological agent, the rest being Aspergillus (A.fumigatus), Sacharomyces
cerevisiae, Criptococcus neoformans and Mucorales. Candida non albicans species were
isolated from samples collected from 132 patients and Candida albicans was isolated
from 27 samples. Species of Candida non albicans isolated from the analysed samples
were: Candida krusei (41), Candida glabrata (30), Candida guilliermondii (11), Candida
norvegiensis (9), Candida parapsilosis (9), Candida kefir, Candida lusitaniae, Candida
tropicalis and Candida lipolytica. Candida albicans strains isolated from 2009-2015 from
samples collected from renal transplant patients were sensitive to fluconazole
(antifungiogram-based), while Candida non-albicans strains were Fluconazole-resistant,
but sensitive to Caspofungin, Mycafungin and Amphotericin B.

Study 2, entitled CMV INFECTION IN PATIENTS IMMUNOSUPRESSED BY RENAL
TRANSPLANT, aimed to highlight the incidence of CMV infection and CMV disease
among renal transplant patients. The objectives were to identify patients with CMV
infection, to analyse the likelihood of CMV disease in patients with CMV infection, and to
evaluate the measures necessary to prevent CMV disease from being established in
infected patients. The study included 674 renal transplant patients in ICUTR Cluj
between January 2009 and December 2014. The ICUTR Cluj-Napoca protocol, according
to which the presence or absence of CMV was evaluated in patients transplanted at each
post-transplant visit. If the test is positive for CMV, it means CMV infection, and the
patient receives treatment, even in the absence of CMV disease. The results showed that
of the total of 674 patients enrolled (416 men and 258 women aged 4 to 74 years, with



an average of 39.6 + 11.97), 241 patients (35.7%) were identified with Positive
CMVpp65, and only 35 patients (5.2%) developed CMV disease. The risk of CMV
infection is highly dependent on the serum status of the donor (D) and the recipient (R),
at high risk for D + / R-, D +/R + combinations, but with a high risk of developing
extremely severe CMV infection of D +/R- combination. Prevention of CMV infection
can be accomplished in two ways: pre-emptive therapy and prophylaxis. Clinically and
para-clinically careful evaluation of both the donor and the recipient has considerably
decreased the risk of infection in renal transplant patients within ICUTR Cluj.
Posttransplant success has been achieved by preventing and controlling CMV infections
in the transplant centre by applying CMV prophylaxis with a very good response among
patients.

Study 3, entitled ASSOCIATION BETWEEN HLA ALLELES AND CMV DISEASE IN
RENAL TRANSPLANT PATIENTS was aimed at analysing the association of CMV disease
with HLA alleles following renal transplantation. 674 renal transplants performed in
ICUTR Cluj were included in the study between January 2009 and December 2014.
Patients were divided into two groups depending on the presence or absence of CMV
disease (clinical manifestations or organ dysfunction) and the presence or absence of
CMV pp65. All recipients were positive CMV IgG and negative CMV IgM (100%) before
transplantation. The associations of alleles were identified from 639 patients
transplanted without CMV disease and 35 patients transplanted with CMV disease. The
typing of HLA-A, HLA-B was performed by the standard micro lympho-toxicity method
(One Lambda, USA). It appears that some HLA alleles may have a protective effect
against CMV disease but others may play a predisposing role in CMV disease and this
may be useful in predicting before transplantation of the risk of developing CMV post-
transplant disease and in establishing individualized therapies.

Study 4 entitled INFECTIOUS PATHOLOGY IN PATIENTS WITH URO-GENITAL
MALIGNANT TUMOURS, was aimed at highlighting infections in patients with urogenital
cancers. As targets, we followed the distribution of types of urogenital cancer, infection
rate for each type of cancer in this category and the association between the infection
and the patient’s age, isolating strains responsible for infections in urogenital cancer
patients and identify causative micro-organisms, the implications of the overall
condition of the body, as well as antibiotic resistance, so problematic today because of
multi-resistant strains. We performed a retrospective study on a group of biological
samples correctly collected by the staff of the IOCN (Oncological Institute in Cluj-
Napoca) from 1164 patients with urogenital cancers, analysed in Synevo Laboratory
attached to the IOCN, between January 2009 - December 2015. We excluded cases of
ovarian and uterus cancer. Of the 1164 patients, 23% had infections, the bacterial
etiology (79%) being predominant. Of all identified bacterial infections in patients with



urogenital cancers monitored over the period 2009-2015, 60.06% had different types of
Gram-negative bacilli. Most infections are caused by E. coli, Klebsiella pneumoniae and
Enterococus fecalis. The decreased defence capacity of the body in neoplastic patients
causes death caused by infection, the most affected age category being between 50 and
70 years.

GENERAL CONCLUSIONS

Through this work, we wanted to emphasize the extremely important role played
by immunity in the relationship between the human body and the microbial universe.
Immunocompetent people have a multitude of microorganisms living in peace and full
harmony in the body without causing illness. Any imbalance in the natural defence
system favours the occurrence of infections. Inmunosuppressive therapy applied to
transplant patients is very strong in the first post-transplant phase, and is then tailored
to the needs of each patient. Thus, the risk of infection is much higher during this period,
with opportunistic micro-organisms prevalent. Infections in neoplastic patients are
the consequence of decreased immunity due to rapid and uncontrolled invasion of
poorly differentiated or undifferentiated cell structures, to the detriment of healthy,
morphologically and functionally healthy cells. Thus, the body does not recognize the
new ones, and the old cells dye by aging. Radiotherapy and chemotherapy are designed
to limit this invasion, but it contributes considerably to the confiscation of the body's
natural defence mechanisms, favouring the emergence of infections, especially
opportunistic infections. Post-chemotherapy prophylaxis is very important in
controlling the spread of haematogenous infections. In the case of immunosuppressed
patients, it is very important to balance the scales between the established therapeutic
protocol and the risk of infection.

ORIGINALITY AND INNOVATIVE CONTRIBUTIONS OF THE THESIS. The
studies presented in this paper include the best period of Cluj transplantation, between
2009 and 2015, when a number of 850 renal transplants were successfully carried out.
Perhaps the most important innovative element of this doctoral thesis is the absence of
such a work in Romania, and as the field of immunosuppression and, in particular, that
of transplantation is in the process of developing, such a presentation of the infectious
risk in immunosuppressed patients was necessary. In this context, a new patient
contingent has emerged, who joined the oncology system, all of whom are characterized
by immunosuppression induced to stop the development of the underlying disease. The



experience of my mentors and the personal research done with the support of transplant
immunology experts, have made it possible for us to highlight the risks of patients with
oncological and transplanted diseases from zero: when they learn that they are suffering
from an often-cureless disease and who, in order to keep it under control, will have to
treat it throughout the whole life with various immunosuppressive regimens.

In the case of immunosuppressed patients, it is very important to balance the
scales between the established therapeutic protocol and the risk of infecti






