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FIGURE 1: Incidence rates (with 95% confidence interval) of triple class virologic failure
(TCVF) by time from the start of ART.
® This study forms part of the PLATO Il project (Pursuing ® COHERE (Collaboration of Observational HIV Main analysis ® A subgroup of 2042 patients were included in the

25 4

Later Treatment Options) Epidemiological Research Europe) is a collaboration of analysis of patients starting a Pl/r as second line ART

® 45937 patients were included in the main analysis

e Life expectancy in people with HIV has been estimated to most HIV observational cohorts in Europe. The 28 cohorts 20 (TABLE 1). Patients were followed for a median (TABLE 2).
be approaching that of the uninfected general population in participating in the PLATO Il project submitted data in a % i (IQR) of 3.0 (1.5-5.0) years. @ In these patients, the median (IQR) time from starting
" i i inati E 15 -
some successfully treated population subgroups. For these standardized format to one of two regional coordinating 5 E o 980 (2.1%) pationts developed TCVF. Th ART to failing an NNRTI was 0.9 (0.5-1.9) years, and
.1%) patients develope: .The
potential life expectancies to be attained, viral suppression centres, where error checks were performed and i o . . . the median (IQR) time from failing an NNRTI to
duplicate records removed 3¢ 10 + incidence increased in the first 3-4 years after the
must be maintained for decades. . £y + tart of ART but b to plat * fter duri starting a Pl/r was 0.8 (0.3-2.2) years.
& start of ut began to plateau thereafter during
. N . 5 §
e Patients who have virologically failed all three original ® The analysis was restricted to patients aged 16 or over, the follow-up available (FIGURE 1). ® Of a total of 2945 person-years of follow-up from
antiretroviral classes have limited treatment options. It is who started ART from 1998 onwards with an initial ) S o Kaplan-Mei fimates for th Jati failure of the NNRTI to initiation of the PI/r, 353
; . aplan-Meier estimates for the cumulative
therefore important to monitor the rate at which this is regimen of 2 NRTIs and either an NNRTI or a Pi/r. 0 1 2 v 3 4 . f " fAGRT v 8 ° i £ patients who had develoned TCVE person-years (12.0%) were spent off ART, 1928
) ! ears since the start o proportions of patients who had develope
occurring in order to anticipate the continuing need for new Patients wers followed from the start of ART to their last by 5 and 9 § the start of ART 3.4% person-years (65.5%) were spent on ART with viral
; ; ; y 5 and 9 years from the start of were 3.4%
drugs in the future. viral load, and were only included if they had at least 4 A " . . - oic fai load >500 copies/ml, and 664 person-years (22.5%)
months of follow-up FIGURE 2: Adjusted" hazard ratios for triple class virologic failure after the start of ART . (95% Cl: 3.1%-3.6%) and 8.6% (95% Cl: 7.5%-
PR . . e . N mosexual men . . < N .
® In resource-limited settings, NNRTI-containing regimens Homoserual men 9.8%). were spent on ART with viral load <500 copies/ml
. ) e X ® Vi ic fail 1 i Combined gender / risk group —— Heterosexual women X .
are the almost universal choice for initial regimens. Second Virologic failure of a drug was defined by a viral load >500 — Giher  Unkown H ios for f . ith the risk ® 575 (28.2%) patients developed TCVF, in all cases on
. . - —_ . copies/ml despite at least 4 months of continuous use. — 1624 ® Hazard ratios for factors associated with the ris . Lo .
line regimens containing a PI/r are being introduced in Age —e 2534 § TCVE after the start of ART h . the date of virologic failure of a Pl/r. The Kaplan-Meier
| ; i fai 3544 o after the start of are shown in
such settings for patients who appear, by whatever means TCVF was defined as virologic failure of at least 2 NRTIs, [ — i FIGURE 2. L ART CDA o hiah estimates of the cumulative proportions of patients
of monitoring available, to be failing first line regimens. 1 NNRTI and 1 Pl/r. We evaluated the risk of TCVF after Year of starting ART 3 éggégégé : ower pre- . counlt and higher who had developed TGVF by 1 and 5 years from the
starting ART. ¢ : pre-ART viral load were associated with an
- NNRTI : 9 o Cl- o
e Inalarge European multi-cohort collaboration, we studied Initial regimen N 4 :L,, increased risk of TCVE. A lower risk of TOVF was start of the first Pl/r were 20.4% (95% CI: 18.4%
the rate of triple class virologic failure (TCVF) in patients @ Infurther analyses we focused on a subgroup of patients FreARTAOS dagoss - - b d in h I than in the oth: 22.3%) and 46.3% (95% Cl: 42.8%-49.7%).
. 049 observed in homosexual men than in the other
. " i -| i Pre-ART CD4 t —e— 50-199 X . § X
who started ART with 2 NRTIs and either an NNRTI or a who had started ART with an NNRTI-based regimen, (cansim) . 203 combined gender / risk groups, and older age at ® Hazard ratios for factors associated with the risk of
Pl/r virologically failed an NNRTI, and then subsequently R Snkrown the ti f starting ART found to b TCVF after first starting a Pl/r are shown in FIGURE 3
g e time of starting was found to be :
started a Pl/r as first PI. In these patients, we evaluated Pre-ART viralload [ S 044 ) . )
® We also specifically focused on TCVF in a subgroup of P (o3, copsim e §o54 associated with a lower risk of TCVF. Lower CD4 count and higher viral load at the time of
the risk of TCVF after starting a PI/r. =% starting the PI/r were associated with an increased risk
patients who started a Pl/r-containing regimen (as first PI) \ b i c— Unknown ,  ® There was no significant difference in the risk of
. . . . - . In both analyses, Cox regression methods were used to of TCVF. Patients who, between failing an NNRTI and
after having virologically failed a first-line NNRTI regimen. ) ) i g ) ) o Adjusted ozt o * TCVF according to the drug class used in the 9
investigate factors associated with the risk of TCVF. Adjusted for all other factors in the model, initial ART regimen (adjusted HR for Plir starting the Pl/r, had spent less than 3 months on ART
TABLE 1: Characteristics at the time of starting ART (n=45937). TABLE 2: Characteristics at the time of starting a Plir as second line ART (n=2042). FIGURE 3: Adjusted" hazard ratios for triple class virologic failure after the start of a Plir as second line ART . compared with NNRTI: 0.88, 95% CI: 0.75-1.03, with a viral load >500 copies/ml had a lower risk of
Characteristic n (%) Characteristic n (%) Homosexual men TCVF.
P Heteroseual men -
Combined gender / risk group  Homosexual men 16649 (36.2) Combined gender/ risk group Homosexual men 613 (30.9) Combined gender / sk group —— Hetsrosexual women p=0.11).
Heterosexual men 9122 (19.9) Heterosexual men 465 (22.8) — Other / Unknown
Heterosexual women 10523 (22.9) Heterosexual women 484 (23.7) _ R 16:24
IDU 5586  (12.2) IDU 303 (14.8) Age —— 2% COM M ENTS
Other / Unknown 4057 (8.8) Other / Unknown 159 (7.8) . A 560
P DG o = (66) AP DG AT " @ (@) —f 60- ® The rate of development of TCVF was very similar according to whether ART was started with NNRTI-containing
(years) 2534 15467  (33.7) PIr (years) 2534 587 (28.8) Year offrst sarting a Piit D 30042008 regimens or Plir-containing regimens
3544 17814 (388 3544 947 (464 T———— 20062008 - .
4559 8516 :1 8_5; 45-59 382 E1 3_7; AIDS diagnosis between start of No
R s
60- 1570 (34) 60- 64 (31) ART and starting the Pt ot ® For those patients who experienced first line virologic failure, the time to the start of a regimen containing the third
Year of starting ART 1998-2001 16509  (35.9) Year of first starting a Pl/r 1998-2003 750  (36.7) CD4 count at the time of first BN soge | singly | ) dian of 0.8
2002-2003 11474 (25.0) 2004-2005 851  (41.7) starting a PIr (cells/mm?) — 350499 class was surprisingly long at a median of 0.8 years.
2004-2008 17954 (39.1) 2006-2008 441 (216) —— — 0
Initial regimen 2NRTIs + 1 NNRTI 20282 (63.7) AIDS diagnosis between startof  Yes 258 (126) Viral load at the time of first 029, ® Factors in our analysis associated with slower development of TCVF after starting ART included being in the
Efav\renz ngs (ig g) ART and starting the Plir staring & P (og,, copiesiml) T 3089 i ) - ) )
. N;‘q_;:v:ﬂfp]/r b iss 3; CD4 count at the time of first 0-49 200 (9.8) i el TR homosexual male risk group and older age, in addition to lower pre-ART viral load and higher pre-ART CD4 count.
s + starting a PI/r 50-199 579 (284 New NRT! ttime of ! ’ . .
ILn'JdP‘:::V‘:'r;i' ggg? ﬁ; 3; (ceus/rgnms) 200-349 650 E3|,5; f.;r’aamnzg»;eﬁmn aime o e In those starting a PI/r as second-line ART, homosexual men also experienced a slower rate of TCVF, as did those
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