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Introducere. Mutatiile care confera rezistenta la medica-
mentele antituberculoase ar putea determina o crestere
mai lenta si o adaptabilitate mai redusa a tulpinilor de M. tu-
berculosis complex. Bacteriile reusesc sa acumuleze mutatii
secundare (mutatii compensatorii - MC) care contribuie
la restabilirea cel putin partiala a functiilor compromise.
Scopul lucrarii. De a descrie spectrul MC in liniile geno-
tipice de Mycobacterium tuberculosis complex multi-drog
rezistente (MTBC MDR) circulante in Republica Moldova
(RM). Material si metode. A fost realizata secventierea in-
tregului genom (WGS) a unui set de tulpini de MTBC MDR
stocate In Biobanca Laboratorului national de referinta in
tuberculozid din RM izolate in anul 2018. In baza datelor
de secventiere a fost caracterizat spectrul mutatiilor com-
pensatorii asociate mutatiilor din gena rpoB, care deter-
mini rezistenta la rifampicini. Rezultate. In studiu au fost
incluse 137 de tulpini MTBC MDR. Conform datelor WGS
acestea au apartinut liniilor genotipice L2 - 58,4% si L4 -
41,6%. 86,1% (118/137) dintre tulpinile analizate au avut
cel putin cate o mutatie compensatorie In una dintre genele
rpoA (5,1%), rpoB (5,9%) si rpoC (81,7%). Dintre tulpinile
L4 90,2% (46/51) au prezentat aceeasi mutatie compensa-
torie V483G (gtg/gGg) in gena rpoC. In acelasi timp, tulpin-
ile L2 au fost caracterizate de o eterogenitate semnificativa
a mutatiilor compensatorii din rpoC (10 mutatii diferite),
cele mai frecvente fiind 1491V (atc/Gtc) - 23,7% (19/80) si
E1137G (gag/gGg) - 11,3% (9/80). Mutatiile compensatorii
din gena rpoA au fost identificate exclusiv la tulpinile L2, cea
mai frecventd mutatie (66,7%) fiind E184D (gag/gaT). Con-
cluzii. Majoritatea tulpinilor MTBC MDR din RM prezinta
mutatiilor compensatorii cu diferente semnificative intre
cele 2 linii genotipice L2 si L4. Cuvinte-cheie: TB MDR, linii
genotipice, mutatii compensatorii.
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Introduction. Mutations that confer resistance to antitu-
berculosis drugs may lead to slower growth and reduced
adaptability of Mycobacterium tuberculosis complex strains.
Bacteria can accumulate secondary mutations (compen-
satory mutations - CM) that help restore at least partially
the compromised functions. Aim of the study. To describe
the spectrum of CMs in the genotypic lines of multidrug-re-
sistant Mycobacterium tuberculosis complex (MTBC MDR)
circulating in the Republic of Moldova (RM). Material
and methods. Whole genome sequencing (WGS) was per-
formed on a set of MTBC MDR strains stored in the Biobank
of the National Tuberculosis Reference Laboratory in RM,
isolated in 2018. Based on sequencing data, the spectrum
of compensatory mutations associated with mutations in
the rpoB gene, which determine rifampicin resistance, was
characterized. Results. The study included 137 MTBC MDR
strains. According to WGS data, they belonged to genotypic
lines L2 - 58.4% and L4 - 41.6%. 86.1% (118/137) of the
analyzed strains had at least one compensatory mutation
in one of the rpoA (5.1%), rpoB (5.9%), and rpoC (81.7%)
genes. Among the L4 strains, 90.2% (46/51) exhibited the
same compensatory mutation V483G (gtg/gGg) in the rpoC
gene. At the same time, L2 strains were characterized by sig-
nificant heterogeneity of compensatory mutations in rpoC
(10 different mutations), the most frequent being 1491V
(atc/Gtc) - 23.7% (19/80) and E1137G (gag/gGg) - 11.3%
(9/80). Compensatory mutations in the rpoA gene were
identified exclusively in L2 strains, the most frequent mu-
tation (66.7%) being E184D (gag/gaT). Conclusions. The
majority of MTBC MDR strains from RM exhibit compensa-
tory mutations with significant differences between the two
genotypic lines L2 and L4. Keywords: MDR TB, genotypic
lines, compensatory mutations.



