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INTRODUCTION!
! Thymidine!analogue!muta0ons!(TAMs)!remain!a!commonly!reported!form!of!transmi:ed!drug!

resistance!(TDR)!(Baxter*et*al.*HIV*Med*2015)!

! Guidelines!recommend!that!subjects!with!transmi:ed!TAMs!start!ART!with!a!boosted!protease!
inhibitor!(bPI)!in!order!to!improve!the!barrier!to!resistance!(EACS*2015).!The!guidance!substan0ally!
restricts!treatment!op0ons!

$
$

AIM$
!  To$invesVgate$the$virological$outcomes$of$firstXline$ART$in$HIVX1$posiVve$adults$harbouring$$

≥1$TAMs$as$the$sole$form$of$TDR$compared$with$subjects$who$started$ART$in$the$absence$of$
detectable$resistance$

$

SUBXANALYSES$
•  Subjects! star0ng! EFV,! ATV/r,! or! DRV/r!

showed! similar! pa:erns! of! virological!
failure!as!seen!in!the!total!popula0on!

•  Higher!rates!of!virological!failure!observed!
with!DRV/r!than!LPV/r!or!ATV/r!

•  Higher!rates!of!virological!failure!observed!
with! mul0ple! vs.! singleton! TAMs! within!
both!the!NNRTI!and!bPI!treatment!groups,!
although! due! to! small! numbers! the!
difference!was!not!sta0s0cally!significant!

Figure$1.$KaplanXMeier$analysis$of$virological$responses$by$baseline$
resistance$profile$and$treatment$regimen.$a)$Time$to$virological$

suppression;$b)$Time$to$virological$failure$(VL$>50$cps/mL);$c)$Time$to$
virological$failure$(VL$>200$cps/mL)$

Data$source:$Sanger!sequences!and!clinical!data!retrieved!!
from!the!UK!HIV!Drug!Resistance!and!CHIC!Study!Databases!
!

Eligible$pa2ents:$$
•  Started!tenofovir!or!abacavir!and!emtricitabine!or!

lamivudine!plus!an!NNRTI!(efavirenz!91%;!nevirapine!8.8%;!
rilpivirine!0.2%)!or!a!bPI!(atazanavir!35%;!darunavir!18%;!
fosamprenavir!4%;!lopinavir!43%;!plus!ritonavir)!

•  ≥1!resistance!test!prior!to!treatment!ini0a0on!
•  ≥2!viral!load!(VL)!measures!a`er!the!first!12!months!of!ART!
!

Resistance$defini2ons:$
•  TAMs:$M41L,!D67N/G/E,!K70R,!L210W,!T215Y/F/rev,!K219Q/

E/N/R;!T215rev:!any!T215!change!other!than!T215Y/F!
•  TDR$mutaVons:!WHO!2009!list;!T215rev;!RTE138K!
•  GSS!(genotypic!suscep0bility!score):!suscep0ble/poten0al!

lowhlevel!resistance=1;!lowh/intermediatehlevel!
resistance=0.5;!highhlevel!resistance=0!(Stanford*HIV*Drug*Resistance*v7.0)*

VIROLOGICAL$RESPONSES$

! Virological$suppression$[2!consecu0ve!VL!≤50!cps/mL]!rates!were!higher!for!NNRTIhbased!ART!
whereas!there!was!no!effect!of!the!baseline!resistance!profile!]!(Fig$1a)!

! Virological$failure$[2!consecu0ve!VL!>50!cps/mL!a`er!≥6!months!of!ART!or!a!single!VL!>50!cps/mL!
followed!by!a!significant!treatment!changea]!occurred!in!834/6599!(12.6%)!subjects!over!median!
2.5!years!(IQR!1.1h4.3)!of!followhup.!By!5!years,!the!predicted!probability!of!virological!failure!was!
15.3%!(14.0h16.7)!for!NNRTIhbased!ART!and!31.8%!(28.5h35.3)!for!bPIhbased!ART!(Fig$1b)$$

! With!NNRTIhbased!ART,!virological!failure!rates!did!not!differ!by!the!baseline!resistance!profile.!
With!bPIhbased!ART!virological!failure!rates!were!higher!in!subjects!with!no!resistance!!

! Using!a!VL!>200!cps/mL!reduced!the!cumula0ve!risk!of!failure!for!all!groups,!while!con0nuing!to!
show!an!increased!risk!with!bPIhbased!ART!among!subjects!with!no!resistance!(Fig$1c)$

! The!mul0variable!model!confirmed!the!effect!of!drug!class!on!the!likelihood!of!suppression!and!
failure!and!the!lack!of!effect!of!the!baseline!resistance!profile!(Table$3)$!

*********aSignificant*treatment*change*=*change*from*NNRTI*to*bPI*or*vice*versa,*or*to*a*non_eligible*ART*regimen!

BASELINE$RESISTANCE$

! No$resistance:$No!TDR!
muta0ons;!started!an!ART!
regimen!with!GSS=3!(n=6330)$

! Isolated$TAMs:$≥1!TAMs,!!
no!other!TDR!muta0ons,!!
and!no!other!muta0on!that!!
would!cause!a!reduc0on!!
in!the!GSS!of!the!ini0al!ART!
regimen!(n=269)$(Table$1)$

! Pa0ents!with!isolated!TAMs!
were!more!likely!to!be!white!
MSM,!to!carry!subtype!B,!and!
to!ini0ate!bPIhbased!ART!!
(Table$2)!

CONCLUSIONS$
! Detec0on!of!isolated!TAMs!did!not!influence!virological!responses!to!NNRTIhbased!ART!!
! Virological!responses!were!reduced!with!bPIhbased!ART.!Subjects!with!no!resistance!!showed!an!
increased!risk!of!failure!regardless!of!whether!the!VL!cuthoff!was!set!at!50!or!200!copies/mL.!Subjects!
with!TDR!had!similar!failure!rates!as!those!on!NNRTIhbased!ART!when!using!a!200!copies/mL!cuthoff$

! The!results!call!into!ques0on!current!guidance!on!the!management!of!subjects!that!by!conven0onal!
sequencing!show!TAMs!as!the!sole!form!of!TDR,!and!pave!the!way!to!controlled!studies!

! The!observa0ons!must!be!placed!into!the!context!of!TAMs!being!detected!most!commonly!as!singleton!
muta0ons,!and!T215rev!variants!accoun0ng!for!most!cases!!
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