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Ce un este cunoscut, deocamdata, la subiectul abordat

Cu toate ca sunt cunoscute caracteristicele sociale, de-
mografice si economice ale pacientilor cu recidiva a tuber-
culozei pulmonare, diferentele dintre recidiva tuberculozei
drog-rezistenta versus celei sensibile nu au fost elucidate.

Ipoteza de cercetare

Modalitatea de gestiune a cazului de tuberculoza ar putea
crea diferente dintre recidiva tuberculozei drog-rezistenta
fata de tuberculoza sensibila.

Noutatea adusa literaturii stiintifice din domeniu

Varsta tanard, resedinta urbana si statutul social econom-
ic defavorizat au caracterizat pacientii cu TB-MDR, iar var-
sta Tnaintata si resedinta rurala - pacientii cu TB sensibila.
Pacientii simptomatici au avut, preponderent, TB sensibila.
Pacientii transferati din alte institutii medicale au avut, pre-
ponderent, TB-MDR.

Rezumat

Introducere. Recidiva tuberculozei reprezinta un nou
episod al bolii, dezvoltat dupa vindecare sau dupa incheie-
rea celei mai recente cure de tratament. Spectrul rezistentei
medicamentoase permite diferentierea reinfectiei exogene de
reactivarea infectiei tuberculoase latente. Scopul studiului a
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What is not known yet, about the topic

Despite, the fact that social, demographic and economic
characteristics of the patients with tuberculosis relapse were
well studied the features of the drug resistant and suscepti-
ble relapse were not identified.

Research hypothesis

Epidemiological and management differences contribute
to the relapse development with different drug-resistance
spectrum.

Article’s added novelty on the scientific topic

Young age, urban residence and social economic vulnerable
state characterized patients with MDR-TB, but the older age
and rural residence were more frequently in patients with sus-
ceptible TB. The examination of symptomatic patients permit-
ted the identification of the drug-susceptible TB, but the trans-
fer from other medical institutions contributes in diagnosis of
patients with MDR-TB.

Abstract

Introduction. Tuberculosis relapse represents a new epi-
sode, developed after healing or treatment completion of the
latest treatment cure. The drug resistant spectrum permits
the differentiation of exogenous infection from the reactiva-
tion of latent tuberculosis infection. The research aim was the
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constat in evaluarea caracteristicilor sociale, demografice si
economice, precum si identificarea factorilor de risc ai pacien-
tilor cu recidiva a tuberculozei pulmonare.

Material si metode. A fost realizat un studiu retrospectiv,
comparativ, care a inclus 119 pacienti cu recidiva a tuberculo-
zei, diagnosticati in perioada anului 2015. Acestea au fost dis-
tribuiti in 2 loturi: cel cu TB sensibila (n=57) si cel cu TB-MDR
(n=62). Comparati parametrii socio-demografici si de aborda-
re a cazului. Statistica descriptiva.

Rezultate. Recidiva tuberculozei pulmonare are o pondere
importanta in indicatorul incidentei globale si demonstreaza
persistenta factorilor de risc de imbolnavire. Pentru TB-MDR
a fost caracteristic: varsta tanara, resedinta urbana si statutul
social-economic defavorizat, iar pentru TB sensibila - varsta
inaintata si resedintd rurald. Examinarea simptomaticilor a
permis identificarea cazurilor cu TB sensibila, iar transferul
din alte institutii medico-sanitare a permis confirmarea dia-
gnosticului de recidiva a TB-MDR. Cea mai mare ratd a paci-
entilor cu TB sensibila au fost tratati cu succes si o proportie
similara de cazuri din ambele esantioane au decedat pe par-
cursul tratamentului.

Concluzie. Particularitatile socio-demografice si de mana-
gement al pacientilor contribuie la dezvoltarea recidivei cu di-
ferit spectru de rezistenta medicamentoasa a micobacteriilor.

Cuvinte cheie: tuberculoz3, recidiva, factori de risc.

Introducere

Tuberculoza (TB) reprezinta o problema de sanatate publi-
ca globala bine recunoscuta in Republica Moldova [1, 12]. Unul
dintre obiectivele tratamentului direct observat (TDO) al TB
constituie prevenirea tratamentului repetat [2]. Recidiva este
definita ca un episod tuberculos recurent - recidiva de facto
sau un nou episod de infectie tuberculoasa exogena a pacien-
tului anterior tratat si definit cu tratament incheiat sau vinde-
cat [3]. Potrivit Centrului National de Management in Sdnata-
te, in Republica Moldova (RM), in 2016, au fost declarate 3.029
de cazuri de TB, dintre care, 2.495 de cazuri noi si 534 de reci-
dive. In indicatorii epidemiologici, prevalenta bolii a constituit
85,2/100.000 populatie, incidenta - 78,3/100.000 si recidiva
-19,5/100.000 populatie. Tratamentul standardizat al tuber-
culozei sensibile, realizat conform recomandarilor OMS, se
utilizeaza in RM din 2001 si dureaza sase luni pentru cazurile
noi, sau opt luni pentru recidiva, esec terapeutic si cazurile re-
cuperate dupa pierderea din supraveghere [2, 6]. O cercetare
recenta a identificat frecventa redusa (1-2%) a recidivei dupa
finalizarea TDO cu durata de 6 luni, administrat pacientilor cu
TB sensibila dupa 2 ani de la finalizarea curei [5]. Aplicarea
tehnologiilor industriale si utilizarea medicamentelor anti-TB,
asociate cu Tmbunatatirea infrastructurii sociale, au contribuit
la scaderea indicatorilor epidemiologici si diminuarea ponde-
rii bolii In majoritatea tarilor cu venituri ridicate [7, 8]. Pe de
alta parte, imbunatatirea procesului de diagnostic si utiliza-
rea medicamentelor noi in tarile cu venituri mici si medii, dar
cu probleme sociale nesolutionate, mentin pacientii tratati cu
succes vulnerabili la reactivarea infectiei tuberculoase si reci-
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assessment of social, demographic and economic character-
istics, as well as identification of the risk factors of patients
with relapse of pulmonary tuberculosis according to the drug
resistance spectrum.

Material and methods. A retrospective, cohort, descrip-
tive study which included 119 patients with tuberculosis re-
lapse diagnosed during 2015, distributed in a drug susceptible
TB group - 57 patients and a second group of 62 patients with
MDR-TB was performed. Were compared social, demographic
and case management parameters. Descriptive statistics.

Results. Pulmonary tuberculosis relapse constitutes a high
proportion within the global incidence value and demonstrates
the maintenance of the risk factors for the morbidity. For MDR-
TB patients were characteristic young age, urban residence
and social economic vulnerable state, but the susceptible TB
old age and rural residence. The examination of the sympto-
matic cases permitted the identification of the drug susceptible
TB cases, but the transfer from other medical-sanitary institu-
tion permitted the diagnosis of the MDR-TB relapse. The high-
est rate of patients with drug susceptible TB was successfully
treated and a similar proportion died during the treatment.

Conclusion. Social demographic features and management
of patients contributed to the development of the relapse with
different spectrums of the drug-resistant Mycobacterium.

Key words: tuberculosis, relapse, risk factors.

Abstract

Tuberculosis (TB) represents a global health problem well
recognized in the Republic of Moldova [1, 12]. One of the ob-
jectives of direct observed treatment of TB is to prevent the
re-treatment especially of the relapse [2]. Relapse is defined
a recurrent episode of TB - true relapse or a new episode
caused by re-infection of the patients previously treated for
TB and declared cured or treatment completion [3]. According
to the National Centre in Health Management in the Republic
of Moldova (RM) 3.029 cases were notified, from which 2.495
new cases and 534 relapsed cases in 2016 [4]. In epidemiolog-
ical indices the disease prevalence constituted 85.2/100,000
population, incidence 78.3/100,000 and relapse 19.5/100,000
population [4]. The standard treatment for drug-susceptible
tuberculosis (TB) according to WHO recommendations in the
RM has been used since 2001 and lasts six months for new
cases or eight months for relapse, treatment failure and cases
treated after a previous loss to follow-up [2, 6]. A recent trial
noted the low frequency of relapse from 1 to 2% in 2 years
after the end of the 6 months standard treatment for the drug-
susceptible TB [5]. The combination of the industrial devel-
opment and using of the anti-TB drugs, associated with the
social infrastructure improvement contributed to the drop of
the epidemiological indices and reducing the relapse rate in
the majority of the high-income states [7, 8]. By the other side
the improvement of the diagnosis and the treatment options
in low and middle-income countries, but with unsolved social
problems, make the successfully treated patients vulnerable
to the reactivation of latent tuberculosis infection and disease



diva bolii. Studiile efectuate 1n tarile cu povara inaltda a TB au
elucidat, ca riscul recidivei este mare in grupurile pacientilor
avand conditii nefavorabile de viata si nivel igieno-sanitar re-
dus. Conform cercetdrilor in domeniu, cei mai importanti pre-
microscopiei sputei si a culturii dupa 2 luni de tratament, pre-
zenta cavitdtilor pe cliseele radiologice ale toracelui si afecta-
rea ambilor plamani [13, 14, 17]. Factorii care tin de gazda,
cum ar fi statutul HIV-pozitiv, tabagisml, subponderabilitatea
si varsta cu risc ftiziogenic sunt factori contributivi ai recidi-
vei TB [17, 18]. Asadar, obiectivele cercetarii au constituit: (1)
evaluarea caracteristicilor sociale, demografice si economice
ale pacientilor cu tuberculoza pulmonara diagnosticati cu re-
cidiva, in functie de rezultatele testului de sensibilitate la me-
dicamentele antituberculoase; (2) identificarea factorilor de
risc ai recidivei cazurilor cu tuberculoza sensibila si rezistenta
la medicamente antituberculoase.

Material si metode

A fost realizat un studiu retrospectiv, comparativ, pe o serie
de cazuri, care a inclus 119 pacienti cu recidiva a tuberculozei
pulmonare, diagnosticati in anul 2015. Criteriile de includere
au fost: varsta peste 18 ani, pacientul cu recidiva a TB stabilita
prin metode microbiologice si consimtamantul informat. Con-
form criteriilor determinate initial, in studiu au fost inrolati
125 de pacienti, dintre care, 6 bolnavi au fost exclusi din cauza
diagnosticului neconfirmat. Astfel, 119 bolnavi au fost moni-
torizati si tratati, rezultatele evaluarii carora au fost incluse in
raportul final. Acesti bolnavi au fost distribuiti in 2 esantioa-
ne: esantionul pacientilor cu TB sensibila, care a inclus 57 de
cazuri identificate cu tulpini sensibile si esantionul pacientilor
cu TB-MDR - 62 de cazuri cu tulpini multidrogrezistente. Toa-
te cazurile selectate au fost diagnosticate si tratate in cadrul
institutiilor medicale specializate din orasul Chisindu. Fisa in-
dividuala a studiului a inclus date demografice: sexul, varsta
(repartizarea pe grupuri de varstd, conform recomandarilor
OMS), originea pacientului (ndscut in RM sau in alte tari), re-
sedinta, statutul educational (ultimul nivel al invatamantului
absolvit), statutul economic (angajat, somer, pensionat, per-
soana cu dizabilitati, student). Alte particularitati stabilite au
fost: prezenta asigurarii medicale, prezenta factorilor cu risc
sporit (vulnerabilitatea sociald, contactul apropiat cu un pa-
cient cu tuberculoza, istoricul de migratie si detentie, comor-
biditatile), caracteristicile focarului epidemiologic (statutul
microscopic al sputei pacientului), calea de depistare si per-
sonalul medical implicat in depistarea pacientului, caracteris-
ticile corelate cu boala: localizare, extensibilitate, rezultatele
examenului microbiologic al sputei: microscopia, cultura pe
mediile conventionale, testul molecular-genetic (GeneXpert
MTB/Rifampicind), regimul terapeutic, reactiile adverse la
medicamente, rezultate finale ale tratamentului. Toti pacientii
selectati au fost diagnosticati si tratati conform Protocolului
Clinic National , Tuberculoza la adulti”, elaborat conform reco-
mandarilor OMS. Analiza statistica a fost efectuata prin verifi-
carea comparativa a caracteristicilor cantitative, fiind stabilit
pragul semnificatiei statistice de p<0,05.

Particularitdtile recidivei tuberculozei pulmonare

relapse. Studies performed in high TB burden countries es-
tablished that the risk for relapse is higher in patients with
low living conditions and poor hygieno-sanitary level. Accord-
ing to the literature data the most important risk factors as-
sociated with the TB relapse are positive sputum microscopy
results after 2 months of treatment, cavitations on the initial
chest radiography and involvement of both lungs [13, 14, 17].
Host factors such as HIV-positive status, smoking, low nutri-
tional state and the age with phtisiogenic risk are factors con-
tributing for TB relapse [17, 18]. The objectives of the study
were: (1) assessment of the social, demographic and economic
characteristics of patients with pulmonary tuberculosis diag-
nosed with relapse (recurrent episode) according to the drug
susceptibility testing; (2) establishment of the risk factors for
the relapse (recurrence) of the drug susceptible and drug re-
sistant tuberculosis.

Material and methods

It was performed a retrospective, cohort type, descriptive
study of 119 patients with tuberculosis recurrence diagnosed
in the Chisinau city in the period of 2015 year. Including cri-
teria were: age more than 18 years, patient with tuberculosis
relapse detected through microbiological methods and signed
informed consent. In corresponding to the determined crite-
ria, 125 patients initially were enrolled in the study, 6 patients
of them were subsequently excluded due to the non-confirmed
diagnosis and 119 patients were monitored and treated during
the study, the results of which were included in the final report
of the study. Those patients were distributed in two groups:
the drug susceptible TB group included 57 patients identified
with drug-susceptible strains and the MDR-TB group included
62 patients with multidrug-resistant strains. All selected cases
were diagnosed and therapeutically managed in the frame of
medical specialized organizations of Chisinau city. The inves-
tigational schedule of the research included information about
demographic characteristics: sex (male-female), age (distribu-
tion in age groups according to the WHO recommendations),
patient’s origin (born in the Republic of Moldova or in other
states), residency, educational status (the last level of edu-
cation), economical status (employed, unemployed, retired,
disabled, student). Other established characteristics were:
health-insurance state (presence/lack of health-insurance),
high risk characteristics (social vulnerability, close tuberculo-
sis contact, migration and detention history, co-morbidities),
characteristics of the epidemiological cluster (patient’s mi-
croscopic status), way of the patient’s detection, medical staff
involved in the patient’s management, disease related charac-
teristics: localization, extensibility, microbiological character-
istics: smear microscopy, culture on the conventional media,
molecular-genetic test (GeneXpert MTB/Rifampicine), drug
susceptibility test results, treatment regimen, adverse drug
reactions, final treatment outcome. All selected patients were
diagnosed and managed according to the National Clinical
Protocol - ,, Tuberculosis in adults” approved according to the
WHO recommendations. Statistic assessment was carried out
by comparative checking of the quantitative features, being es-
tablished the statistical threshold of p<0.05.
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Rezultate

Distributia pacientilor in functie de sex a stabilit predomi-
narea barbatilor comparativ cu femeile In ambele grupuri, cu
un raport barbati/femei de 5,3:1 1n esantionul cu TB sensibila
si de 3,8:1 in esantionul cu TB-MDR. Distribuind pacientii pe
grupuri de varstd, conform recomandarilor OMS, a fost iden-
tificata predominarea subgrupului de varsta 25-34 de ani in
esantionul cu TB-MDR. Pacientii cu resedinta urbana au pre-
dominat 1n esantionul cu TB-MDR, cu toate cd au constituit
ponderea cea mai mare in ambele esantioane. Toti pacientii
au fost originari din RM. Persoanele fara loc de trai au predo-
minat nesemnificativ in esantionul cu TB-MDR. Persoanele cu
istoric de migratie recenta au predominat in esantionul cu TB
sensibilg, iar cu istoric de detentie - In esantionul cu TB-MDR.
O proportie mica din ambele esantioane a fost constituita din
pacientii cu contact infectios (Tabelul 1).

Distribuind pacientii in functie de statutul economic, a fost
stabilit ca ponderea angajatilor, persoane care contribuie la
bugetul public prin plata impozitelor, asigurarii medicale si
a taxelor sociale, a constituit doar a cincea parte din ambele
esantioane. Persoane angajate au constituit fiecare al cincilea
pacient, iar si asigurati in sanatate - fiecare al doilea pacient
din ambele esantioane. Fiecare al cincilea pacient din ambe-
le esantioane a beneficiat de asistenta medicala specializata,
fiind pensionar sau persoana cu dizabilitati. O jumatate din
esantionul pacientilor cu TB sensibila si doud treimi din esan-
tionul cu TB-MDR a fost constituit din persoane somere, care
nu aveau asigurare medicala si niciun suport financiar perso-
nal. Ponderea pacientilor neangajati In cAmpul muncii si a ce-
lor cu venituri sub minimul de existenta (invalizi, pensionati)

Tabelul 1. Distributia in functie de factorii demografici.
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Results

Distributing patients, according to the sex it was estab-
lished the predominance of men in comparison with women in
both groups with a male/female ratio=5.3/1 in the susceptible
TB group and 3.8/1 in the MDR-TB group. When distributing
in age groups according to the WHO recommendations, it was
identified the prevalence of the 25-34 year-old age subgroup
in the MDR-TB group. Patients with urban residence predomi-
nated in the MDR-TB group, however were the highest pro-
portion in both groups. All patients were from RM. Homeless
patients predominated insignificantly in the MDR-TB group.
Patients with recent history of migration predominated in the
drug susceptible group, but with the history of detention - in
MDR-TB group. A low proportion of both groups were consti-
tuted from patients with infectious contact (Table 1).

Distributing patients, according to the economic status,
it was established that the employed persons, by this way
contributing to the health budget by paying taxes, health in-
surance policy and social taxes were only one fifth of both
groups. Employed patients were each fifth and patients with
health insurance were each second from both groups. Each
fifth patient from both groups received the specialised health
care as being retired or disease disabled. One half of the drug
susceptible group and two thirds of the MDR-TB group were
constituted from unemployed patients, which had no health
insurance and personal financial support for life. The rate of
unemployed patients and those with the income lower than
economic minimum level (disease disable, retired) statisti-
cally predominated in the MDR-TB group. Persons with poor
living conditions were each second in both groups. The rate of

Table 1. Distribution according to the demographic factors.

Parametri / Parameters

TB sensibila TB-MDR
Susceptible TB MDR-TB
(n=57) (n=62)

Sex / Gender
= Barbati/ Men
= Femei/ Women
Grupuri de varsta tandrd / Young age groups
= 15-24 ani / years
= 25-34 ani / years
= 35-44 ani / years
Grupuri de varsta matura / Older age groups
= 45-54 ani / years
= 55-64 ani / years
= >65ani / years

Resedinta / Residence
= Urbana / Urban
= Rural / Rural
Grupuri sociale / Social cathegories
= Fara loc de trai / Homeless
= Migranti / Migrants
= Detentie / Detention
Factor epidemiologic / Epidemiological factor
= Contact apropiat / Close contact

48 (84,2%)

46 (80,5%)

9 (15,8%) 12 (19,5%)
1(1,7%) 0 (0%)
6 (10,5%) 19 (30,6%)**

19 (33,3%)

16 (25,8%)

14 (24,6%) 14 (22,6%)
12 (21,1%) 9 (14,5%)
5(8,7%) 4 (6,4%)

43 (75,4%) 56 (90,3%)*
14 (24,5%) 6 (9,7%)*

6 (10,5%) 9 (15,5%)

5 (8,7%) 3 (4,8%)
3(5,3%) 11 (17,7%)
5 (8,8%) 3 (4,8%)

Notd: Statistica - testul exact Fisher. *- p<0,05; **- p<0,01.
Note: Statistics - Fisher’s exact test. *~ p<0,05; **~ p<0,01.



au predominat statistic semnificativ in esantionul cu TB-MDR.
Persoane cu conditii nesatisfacitoare de viata au constituit
fiecare al doilea pacient din ambele esantioane. Ponderea pa-
cientilor cu studii medii generale a constituit o jumatate din
ambele esantioane si fiecare al patrulea a finalizat doar scoala
primara. O proportie comparativ mai mica a fost constituita
din pacientii cu studii profesionale si superioare (Tabelul 2).
Evaluand managementul cazurilor cu recidiva, am stabilit
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patients with secondary studies constituted one half of both
groups and each fourth graduated only primary school. A low-
er proportion was constituted from patients with professional
and superior studies (Table 2).

The case-management assessment of the relapsed patients
established that one half of both groups were detected in the
frame of the primary health care sector. The patients from drug
susceptible group were diagnosed more frequently through

Tabelul 2. Distributia In grupuri social-economice si epidemiologice.

Table 2. Distribution in social-economical and epidemiological groups.

Parametru / Parameter

TB sensibila TB-MDR
Susceptible TB MDR-TB
(n=57) (n=62)

Statut social-economic / Social economical status
= Angajat / Employed
= Neangajat / Unemployed
= Invalid / Disabled
= Pensionat / Retired
= Asigurat / Insuranced
= Conditii nesatisfacatoare de viata / Low living conditions

Statut educational / Educational status

= Analfabet sau cu studii primare / Illiteracy or primary school

= Studii secundare / Secondary education
= Studii profesionale/ Professional education
= Studii superoare / High education

13 (22,8%)
33 (57,9%)
5 (8,8%)
6 (10,5%)
26 (45,6%)
28 (49,1%)

10 (16,1%)
50 (80,6%)**
5 (8,1%)

7 (11,3%)
27 (43,5%)
36 (58,1%)

15 (26,3%) 15 (24,2%)

29 (50,9%) 34 (54,8%)
12 (21,1%) 11 (17,7%)
1 (1,8%) 2 (3.2%)

Notd: Statistica - testul exact Fisher. **- p<0,01.
Note: Statistics - Fisher’s exact test. **~ p<0,01.

Tabelul 3. Managementul cazului.
Table 3. Case management.

Parametru / Parameter

TB sensibila TB-MDR
Susceptible TB MDR-TB
(n=57) (n=62)

Nivelul asistentei primare / Primary health care level

= Depistat de MF ca si simptomatic / Detected by GPs as symptomatic case

Depistat de MF prin screening / Detected by GPs through the screening

Nivelul de ambulator / Ambulatory specialised level

Depistat de SP ca si simpotmatic / Detected by SP as symptomatic case
Depistat de SP prin screening / Detected by SP through the screening

Nivelul de spital / Hospital level

Adresare directa la spitalul de profil / Direct addressing to the specialized hospital

Alte cai / Other ways

Alte cai (transferat) / Other ways (transfered)

Tipul recidivei / Relapse type

Recidiva precoce / Early relapse
Recidiva tardiva / Late relapse

Microbiologie / Microbiology

Examen microscopic pozitiv / Microscopic positive exam
Cultura conventionala pozitiva / Positive conventional culture

Examen radiologic / Radiological examination

TB infiltrativa / Infiltrative TB
Afectare bilaterala / Both lungs affected

Tratament si rezultate / Treatment and outcomes

Tratament standardizat / Standardized treatment
Succes terapeutic / Treatment success

Decedati / Died

Pierduti si esec terapeutic / Defaulted and failed
Continud tratamentul / Continue the treatment

22 (38,6%)
7 (12,3%)

13 (22,8%)
1(1,8%)

13 (22,8%)

1(1,8%)

9 (15,8%)
36 (63,2%)

32 (56,1%)
27 (47,4%)

54 (94,7%)
29 (50,9%)

51 (89,5%)
43 (75,4%)
4(7,2%)
4(7,2%)
5 (8,8%)

23 (37,1%)
4 (6,5%)

10 (16,1%)
3 (4,8%)

12 (19,4%)

10 (16,1%)*

6 (9,7%)
44 (70,9%)

43 (69,4%)
56 (90,3%)***

56 (90,3%)
21 (33,9%)*

61 (98,4%)
6 (9,7%)"*
5 (8,1%)

0 (0%)
51 (83,5%)***

Notd: AMP - asistentd medicala primard; MF - medic de familie; SP - specialist pneumolog. Statisticd - testul exact Fisher. *- p<0,05; ***- p<0,001.
Note: PHC - primary health care; GPs — general practitioners; SP - specialists in pneumology. Statistics - Fisher’s exact test. *- p<0,05; ***- p<0,001.
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ca fiecare al doilea pacient din ambele esantioane a fost depis-
tat de catre colaboratorii sectorului medical primar. Pacientii
din esantionul cu TB sensibila au fost diagnosticati, mai frec-
vent, prin examinarea persoanelor simptomatice: 35 (61,4%)
de cazuri comparativ cu 27(43,5%) de cazuri din esantionul
cu TB-MDR. Fiecare al cincilea pacient din ambele esantioa-
ne a fost depistat de catre medicul specialist pneumoftiziolog
(pneumolog). Sumand totalitatea pacientilor diagnosticati
prin examinarea simptomaticilor, s-a constatat predomina-
rea lor in esantionul cu TB sensibild - 45 (78,9%), fata de 33
(53,2%) 1n esantionul cu TB-MDR. Pacientii diagnosticati in
alte conditii decat cele enumerate au fost, mai frecvent, Inre-
gistrati in esantionul cu TB-MDR (Tabelul 3).

Recidiva a fost diagnosticata in primii doi ani de la finaliza-
rea ultimei cure de tratament, definita ca precoce in 9 (15,8%)
cazuri din esantionul cu TB sensibila si in 6 (9,7%) cazuri din
esantionul cu TB-MDR. Recidiva s-a dezvoltat intre doi si cinci
ani la 12 cazuri din fiecare esantion: 21,1% - in esantionul cu
TB sensibila si 19,35% - 1n esantionul cu TB-MDR. Recidiva
tardiva, diagnosticata peste cinci ani de la finalizarea ultimei
cure de tratament, a fost stabilita Intr-o proportie similara in
ambele esantioane: 36 (63,2%) de cazuri in esantionul cu TB
sensibila si 44 (70,9%) de cazuri - in esantionul cu TB-MDR
(Tabelul 4).

Examenul microscopic al sputei a fost pozitiv pentru iden-
tificarea bacililor acido-alcoolo-rezistenti la fiecare al doilea
pacient din ambele esantioane: 32 (56,1%) - in esantionul cu
TB sensibila si 43 (69,4%) - din esantionul cu TB-MDR, aceste
cazuri definind focarul infectios cu cel mai mare pericol epi-
demiologic (de gradul 1). Cea mai mare rata a pacientilor cu
rezultate pozitive, stabilite prin metodele culturale conventio-
nale, a fost constatata in esantionul cu TB-MDR si se datoreaza
includerii in studiu a pacientilor identificati cu rezistenta con-
firmata prin metode bacteriologice conventionale. Atat mono-
rezistenta la izoniazid3, cat si cea la streptomicina a fost sta-
bilita in 4 (7,0%) cazuri din primul esantion, iar rezistenta ex-
tinsa a fost stabilitd intr-un singur caz din grupul cu TB-MDR.

Evaluand caracteristicile radiologice ale pacientilor inves-
tigati, a fost stabilita predominarea pacientilor cu afectarea
ambilor plamani in esantionul cu TB sensibild. Tuberculoza
pulmonara infiltrativa a fost diagnosticata intr-o proportie si-
milard in ambele esantioane: 54 (94,7%) vs. 56 (90,3%) de pa-
cienti. Forme severe, cu risc letal major, au fost stabilite intr-o
pondere mica in ambele esantioane, fara diferente semnifica-
tive. Tuberculoza diseminata a fost diagnosticata la cativa pa-
cienti: 1 (1,8%) caz din esantionul cu TB sensibila si 3 (4,8%)
cazuri - din esantionul cu TB-MDR. Tuberculoza fibro-cavitara
a fost stabilita in 2 (3,4%) cazuri din esantionul cu TB sensibi-
1a vs. 3 (4,8%) pacienti din esantionul cu TB-MDR.

Pacientii cu boli asociate au fost diagnosticati intr-o pro-
portie similard in ambele esantioane: 14 (24,6%) cazuri in
esantionul cu TB sensibila si 19 (30,6%) cazuri - in esantionul
cu TB-MDR. Pacienti infectati HIV au fost 3 (5,3%) 1n esantio-
nul cu TB sensibila si 6 (9,7%) In esantionul cu TB-MDR. Cate
un pacient cu diabet zaharat a fost inregistrat in ambele esan-
tioane. Un pacient cu tratament imunosupresiv a fost identifi-
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the examination of the symptomatic cases: 35 (61.4%) cases
compared with 27 (43.5%) cases from the MDR-TB group. Each
fifth patient from both groups was detected by pulmonologist.
Summing the totality of the patients diagnosed through the
symptomatic examination was established their predomina-
tion in the drug susceptible group 45 (78.9%) compared with
33 (53.2%) in the MDR-TB group. Patients diagnosed in other
conditions as previewed by the national protocol were more
frequently registered in the MDR-TB group (Table 3).

Relapse occurred in the first two years after the ending the
last treatment cure, defined as early relapse in 9 (15.8%) cas-
es of the susceptible TB group and 6 (9.7%) cases of the MDR-
TB group. Relapse developed between two and five years in
12 cases from both groups: 21.1% in the susceptible TB group
and 19.4% of the MDR-TB group. Late relapse diagnosed af-
ter more than five years following the last finished course of
the treatment was identified in a similar rate in both groups:
36 (63.2%) cases of the susceptible TB group and 44 (70.9%)
cases of the MDR-TB group (Table 4).

Sputum smear for acid-fast-bacilli was positive in each
second patient from both groups: 32 (56.1%) cases in the
susceptible TB group and 43 (69.4%) cases of the MDR-TB
group, those cases being defined with the highest degree of
the epidemiological danger (first degree). The highest rate of
the microbiological positive patients identified through con-
ventional culture methods was established in the MDR-TB
group and was due to the including criteria of drug resistance
established through conventional culture methods. Mono-re-
sistance to isoniazid either to streptomycin was established in
4 (7.0%) cases of the susceptible TB group and extensive drug-
resistance was established in one case of the MDR-TB group.

When assessing radiological features of the investigated pa-
tients was established the predominance of the patients with
both lungs affected in the susceptible TB group. Pulmonary, in-
filtrative tuberculosis was diagnosed in a similar proportion in
both groups: 54 (94.7%) vs. 56 (90.3%) patients. Severe forms
with death risk were established in a low proportion of both
groups, without statistical differences. Disseminated tuber-
culosis was diagnosed in a minor rate - 1 (1.8%) case in the
susceptible TB group and 3 (4.8%) cases in the MDR-TB group.
Fibro-cavernous tuberculosis was diagnosed in 2 (3.4%) cases
of the susceptible TB group vs. 3 (4.8%) patients from MDR-TB
group.

Patients with associated diseases were distributed in a
similar proportion in both groups: 14 (24.6%) in the suscepti-
ble TB group and 19 (30.6%) cases in the MDR-TB group. HIV
positive were 3 (5.3%) patients in the susceptible TB group
and 6 (9.7%) in the MDR-TB group. One diabetic patient was
registered in both groups. One patient with immune suppres-
sive treatment was identified in the MDR-TB group. Chronic al-
cohol abusers were 7 patients from both groups (12.3% in the
susceptible TB group and 11.3% in the MDR-TB group). Drug
users were 3 (4.8%) patients from the MDR-TB group.

The standard regimen for drug susceptible tuberculosis
was administrated in 51 (89.5%) patients of the susceptible
TB group and 6 (10.5%) by individualized regimens. In the



cat in esantionul cu TB-MDR. Utilizatorii de alcool au fost cate
7 pacienti in ambele esantioane (12,3% - 1n esantionul cu TB
sensibila si 11,3% - in esantionul cu TB-MDR). Utilizatori de
droguri au fost 3 (4,84%), toti din esantionul cu TB-MDR.

Regimul standardizat pentru tuberculoza sensibila a fost
administrat la 51 (89,5%) de pacienti din grupul TB sensibi-
le, iar la 6 (10,5%) bolnavi - regim individualizat. in grupul
TB-MDR, 61 (98,4%) de pacienti au fost tratati cu regimul
standardizat pentru TB-MDR, definit DOTS-Plus si 1 pacient
(1,6%) a fost tratat cu regim individualizat pentru tubercu-
loza cu rezistenta extinsa. Reactii adverse au fost stabilite la
un singur (1,8%) pacient din esantionul cu TB sensibila si la
3 (4,8%) pacienti din esantionul cu TB-MDR. Rata succesului
terapeutic a fost de 75,4% (43 de pacienti) in grupul pacien-
tilor cu tuberculoza sensibila; 4 (7,2%) pacienti au decedat, 3
(4,8%) au fost pierduti din supraveghere, 1 (1,6%) caz a fost
calificat drept esec terapeutic si 4 (7,2%) pacienti au continu-
at tratamentul. In esantionul cu TB-MDR, 51 (80,6%) de paci-
enti au continuat tratamentul, 5 (8,1%) pacienti au decedat si
6 (9,7%) cazuri au fost vindecate (Tabelul 3).

Evaluarea diferentelor dintre factorii de risc asociati reci-
divei tuberculozi sensibile si celei drog rezistente a constitu-
it unul dintre obiectivele studiului. Raportul probabilitatilor
a fost calculat doar pentru factorii care au expus diferenta
semnificativ statistica intre esantioane. A fost stabilit ca var-
sta tanara, resedinta urband, somajul si transferul pacientior
din institutii medico-sanitare cu profil somatic au constituit
particularitatile recidivei TB-MDR. Pentru TB sensibil3, a fost
caracteristic varsta Tnaintatd, resedinta rurald, depistarea pe
cale pasiva prin examinarea pacientului simptomatic si afecta-
rea ambilor plamani (Tabelul 4).

Tabelul 4. Distributia pe grupuri cu risc.
Table 4. Distribution according to risk groups.

Particularitdtile recidivei tuberculozei pulmonare

MDR-TB group 61 (98.4%) patients were treated with the
standard regimen for MDR-TB, knew as DOTS-Plus regimen
and 1 (1.6%) patient was treated with individualized regimen
for extensive drug resistant tuberculosis. One patient (1.8%)
in the susceptible TB group and 3 (4.8%) patients in the MDR-
TB group developed allergic drug reactions. Treatment suc-
cess rate was reported 75.4% (43 patients) in the drug sus-
ceptible TB group, 4 (7.2%) patients died, 3 (4.84%) patients
were lost to follow-up, 1 (1.6%) case failed the treatment and
4 (7.2%) patients were still continuing the treatment. In the
drug-resistant group 51 (80.6%) cases were continuing the
treatment, 5 (8.1%) patients died and 6 (9.7%) cases were
cured (Table 3).

The assessment of the risk factors associated with the tu-
berculosis relapse was one of the objectives of our study. The
odds ratio was calculated only for factors showing statistical
significance. It was established that young age, urban resi-
dence, unemployment and the transfer from the medical sani-
tary institution with somatic profile were the features of the
MDR-TB. For drug susceptible TB was characteristic old age,
rural residence, detection by passive way through the exami-
nation of the symptomatic case and involvement of both lungs
(Table 4).

Discussion

According to the published epidemiological indices the rate
of the new cases and relapses were 4.1:1 demonstrating the
maintaining of the risk factors in patients with completed treat-
ment. Similar results were established in the most of countries
with a high TB burden [5, 8, 13].

Grupuri cu risc sporit / Risk groups OR (95% CI) p
Grupuri socio-demografice/ Social demographic groups

. 15-34 ani/ 15-34 years old 32(1,2-82) 0,009
. Resedinta urbana / Urban residense 3,0(1,1-8,6) 0,019
L] Somajul / Unemployment 3,0(1,3-6,9) 0,0042
Factori asociati patologiei / Disease related factors

= Transferat / Transfered 10,76 (1,3 - 87,1) 0,006
. Detectare pasiva / Passive way of detection 2,1(0,99 -4,3) 0,02
= Afectare pulmonara bilaterala / Two lungs affected 2,5 (1,15 - 5,26) 0,0098

Discutii

Conform indicatorilor epidemiologici publicati, raportul
dintre cazurilor noi si recidive a constituit 4,1:1, ceea ce de-
monstreaza persistenta factorilor de risc de imbolnavire in
grupul pacientilor cu tratament incheiat si vindecati. Rezulta-
te simililare au fost stabilite in majoritatea tarilor cu povara
inaltd a tuberculozei [5, 8, 13].

Recidiva precoce a fost stabilita In proportii similar de mici

Early relapse was established in similar low proportion,
which corresponds to the results of international studies [5].
Demographic characteristics as young age, urban residence
and social defavorized state permits the suspicion of an ex-
ogenous infection in the MDR-TB group, recognized in other
studies [2, 3, 7, 13]. Reactivation of the latent infection and
development of a new tuberculosis can be supposed in older
patients, from rural localities, detected by examination of the
symptomatic. Case management and final treatment outcome
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in ambele esantioane, ce corespunde cu rezultatele studiilor
internationale [5]. Caracteristicele demografice, precum var-
sta tanara, resedinta urbana si statutul social-economic de-
favorizat permite suspiciunea unei suprainfectii exogene In
esantionul cu TB-MDR, recunoscute si In alte studii [2, 3, 7,
13]. Reactivarea infectiei latente si dezvoltarea unui nou pu-
seu de tuberculoza poate fi presupusa la pacientii varstnici, cu
resedinta rurala si depistati prin examinarea simptomaticilor.
Managemenul cazurilor si rezultatul final al tratamentului a
fost diferit, In functie de spectrul de drog rezistenta. Succesul
terapeutic a fost stabilit intr-o proportie superioara in esan-
tionul cu TB sensibild, iar continuitatea tratamentului a fost
realizata in esantionul cu TB-MDR.

Concluzii

1) Ponderea recidivei tuberculozei pulmonare constituie a
patra parte din incidenta globala a bolii.

2) Ponderea mare a recidivei tardive a demonstrat persis-
tenta factorilor de risc de Imbolnavire pe tot parcursul
vietii pacientilor anterior tratati.

3) Pentru pacientii cu TB-MDR au fost comune caracteris-
ticele: varsta tanara, resedinta urbana si statutul social-
economic defavorizat.

4) Pacientii cu TB sensibila au fost, mai frecvent, de varsta
inaintata si din localitati rurale.

5) Identificarea cazurilor cu TB sensibila s-a realizat, pre-
ponderent, prin examinarea simptomaticilor. Suspec-
tarea recidivei la pacientii cu TB-MDR s-a realizat, mai
frecvent, In alte institutii medico-sanitare, iar pentru
confirmarea diagnosticului, au fost transferati in institu-
tiile specializate.

6) Au fost tratati cu succes doua treimi din esantionul cu
TB sensibila. Majoritatea pacientilor diagnosticati cu TB-
MDR au continuat tratamentul. O proportie similara de
cazuri au decedat pe parcursul tratamentului.

7) Particularitatile socio-demografice si cele de manage-
ment au contribuit la dezvoltarea recidivei cu diferit
spectru de rezistentd a micobacteriilor, care au influentat
rezultatul final al tratamentului.
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was different according to the drug-resistance spectrum. The
treatment success was established in a higher proportion in
patients with drug susceptible tuberculosis, but the treatment
continuity was performed in most of patients from the MDR-
TB group.

Conclusions

1) The proportion of pulmonary tuberculosis relapse con-
stituted the fourth part of the global disease burden.

2) The high proportion of the late relapse demonstrated
the risk factors maintaining during the life of previously
treated patients.

3) Common characteristics in patients with MDR-TB were:
young age, urban residence and defavorized social eco-
nomic state.

4) Patients with drug susceptible TB were more frequently
older and from rural localities.

5) The drug susceptible TB detection was performed
through the examination of the symptomatics. The sus-
pection of a relapse in patients with MDR-TB was per-
formed in other medical institution, but for diagnosis
were transferred in the specialized institutions.

6) Two third of the patients were successfully treated for
drug susceptible TB. The most of patients with MDR-TB
were still continuing the treatment. A similar proportion
of cases died during the treatment.

7) The social and demographic features and management
were contributed in the development of the relapse with
different a spectrum of drug resistance, which influenced
the final treatment outcome.
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