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Background. The Republic of Moldova (RM) is among the
countries with the highest rate of multidrug-resistant tu-
berculosis (MDR-TB). Mycobacterium tuberculosis complex
(MTBC) includes several genotypic lineages with potential
differences in the molecular drug resistance (DMR) deter-
minants. Objective of the study. To compare the spectrum
of DMR between different MDR MTBC lineages circulating in
the RM. Material and Methods. Whole genome sequencing
(WGS) of a set of MTBC MDR strains stored in the Biobank of
the National Tuberculosis Reference Laboratory of the RM
during 2013-2018 was performed. Sequenced strains were
randomly selected in equal proportion for each year of the
study period. Based on the sequencing data, phylogenetic
tree of the studied strains was generated, and the spectrum
of DMR associated mutations was described. Results. The
study included 288 MTBC MDR strains. According to WGS
data they belonged to 2 genotypic lineages L2 - 43% and L4
- 57%. L4 was characterized by a higher clustering rate than
L2 (63.4% vs 36.3%, p< 0.0001). The statistically significant
main differences between L2 and L4 in terms of DMR de-
terminants included mutations: katG S315T (79% vs 5.5%);
katG S315T + fabG1-15¢>t (10.5% vs 92.1%); embB M306V
(37.6% vs 19.7%); embA upstream (11.8% vs 36.4%); rpsL
K43R (76.6% vs 1.2%); rpsL K88R (8.9% vs 90.7%); fabG1
- 15¢>t (20.3% vs 97.4%); thyA R222G (78.7% vs 12.5%);
Rv2670c A5V (6.4% vs 81.3%) eis -12c>t (14.6% vs 96.6%).
Conclusion. MTBC MDR strains in RM belong to 2 genoty-
pic lines L2 and L4 with significant differences in clustering
rate and DMR determinants.
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Introducere. Republica Moldova (RM) este printre tarile cu
cea mai Inaltd ratd a tuberculozei cu rezistenta multipla la
medicamente (TB MDR). Mycobacterium tuberculosis com-
plex (MTBC) include mai multe linii genotipice cu potentiale
particularitati ale rezistentei moleculare la medicamente
(RMM). Scopul lucrarii. De a compara spectrul RMM in-
tre diferite linii de MTBC MDR circulante in RM. Material
si Metode. A fost realizatd secventierea intregului genom
(WGS) a unui set de tulpini de MTBC MDR stocate in Bio-
banca Laboratorului National de Referinta in tuberculoza
din RM in perioada 2013-2018. Tulpinile secventiate au fost
selectate randomizat in proportie egala pentru fiecare an
din perioada de studiu. in baza datelor de secventiere a fost
generat arborele filogenetic al tulpinilor studiate si caracte-
rizat spectrul mutatiilor asociate RMM. Rezultate. in studiu
au fost incluse 288 de tulpini MTBC MDR. Conform datelor
WGS acestea au apartinut la 2 linii genotipice L2 - 43% si L4
- 57%. L4 s-a caracterizat printr-o rata mai inalta de cluste-
rizare decat L2 (63,4% vs 36,3%, p< 0,0001). Diferentele de
baza, statistic semnificative, intre L2 si L4 in ceea ce priveste
determinantele RMM au inclus mutatiile: katG S315T (79%
vs 5,5%); katG S315T + fabG1-15c>t (10,5% vs 92,1%);
embB M306V (37,6% vs 19,7%); promotor embA (11,8%
vs 36,4%); rpsL K43R (76,6% vs 1,2%); rpsL K88R (8,9%
vs 90,7%); fabG1l - 15c>t (20,3% vs 97,4%); thyA R222G
(78,7% vs 12,5%); Rv2670c A5V (6,4% vs 81,3%) eis -12c>t
(14,6% vs 96,6%). Concluzii. Tulpinile MTBC MDR din RM
apartin la 2 linii genotipice L2 si L4 cu diferente semnificati-
ve in rata de clusterizare si determinantele RMM.
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