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[Abstract] Objective To elucidate the molecular evolutional characteristics of HIV-1 nucleoside
reverse transctiptase inhibitor (NRTI) drug resistance-associated mutations in patients with AIDS receiving
highly active antiretroviral therapy. Methods ~We selected 4 AIDS patients receiving highly active
antiretroviral therapy (HAART) with good adherence under a HIV-1 drug resistance cohort from a rural
region in central China. Those people carried susceptible virus at the beginning of treatment and gradually
came to produce virus resistant to NRTIs during the process of antiretroviral therapy (ART). Reverse
transcriptase (RT) genes from each patient’s peripheral blood samples (from 3 to 33 months after
withdrawal) were cloned and sequenced in succession. Results We sequenced a total number of 855 clones
and obtained the HIV-1 NRTI drug resistance-associated mutations patterns of the 4 patients. Typical
resistance mutations of thymidine analogue mutations ( TAMs) pattern 1, such as L210W, T215Y and
M41L, were generated in patient ‘A’ . TAMs pattern 2, including D67N,K70R and K219Q mutations, was
discovered in patient ‘B’ . Interestingly, in patient ‘C’,some clones comprising not only TAMs pattern 1
mutations(T215Y) but also TAMs pattern 2 mutations (K70R.D67N). Conclusion The four patients
show different pathways on HIV-1 NRTI drug resistance-associated mutations, including TAMs pattern 1,
TAMs pattern 2 and the fusion pattern of TAMs-1 & TAMs-2. We also noticed that the tendency of
gradual accumulation was obvious and those mutations detected earlier tended to be the predominant strains.

[Key words] Nucleoside reverse transcriptase inhibitor; Drug resistance-associated mutations;
Molecular evolutional characteristics
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(K70R,D67N 2 K70R .D67N.K219Q) A fit H BE &Y
BR, UEXRKPREBELD, RO EKE
TAMs-1/TAMs-2 B 4 &, Hanna &' 5F A R A &
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89T 33 1 A i B K70R/D67N/K219Q + T215Y
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MHREARTFENRDE 2 MEAE(CAG>ATG), 5
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FER ., MAIL # i B EBE B8 & T215Y W7,
MAERE 1.3.4 F, ML HERT R LA, RIE
T T215Y EEEAPRPEE, FH#E—FP KRR T
BE2H ML BRZELBRE LA, RE T215Y
ERIT M ARERMEREDPRERSHW S
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HIR#, B 1.3 40T BIAN, FEREY
BTIRIT 3 MNAMKYE, wESEWN EFA MR 2
HBRAE EY & —BIARX T 25 sk
R, WA BRERTREFETRAEERN. )T
RERITIRE, EREVIRELYNERES
T BRI, Tt 25 Bk 2 PR B AT T B AR
Pk, AT S BORIT R WM. 4B R SR T O
O 4 Bl MR E NRTI B A RE R R4
HIBEBR 3l AR 1T . 3X 4 BIRETERT Eir R
PR ROAG 0 34 O SRR, T SR AR RT 518 52 R W 1 4y
RN X EERPRETROCEBHRERS
MG RAE  RARARENFE BRI TR R
A5 B B % 0k , 7E IR 9T 90 359 B AT 8 B B NRTI 26t
HRBM R E LR, ZEWRTRPRT AR
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TERESDTT I BR L E L, PEE R B R K, R
BiEhM R ERE R KL FHREN
ROBEBEHHE., RHRD 4 HIEER NRTI
firt 25 4k B €45 LA TAMs 7% % ¥, B 4 LA TAMs-1
BEXRNE, EAUTAMs 2R N £, 545 K & F ot
RERRBR, EKBWH K E L EE R TAMs-1/
TAMs 2B AR E i 4 REEK , FHELRE
RAHBREBRMBEYE MBAMELROWHE
BHEEAUBRBREB BTG (BREE 45,

AR FTEEN — N RIBE T RE REDEITH
R I 3% A A B AR O B, R Ut T ik WL L S0 e 2 1y
AHHER .
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