Trends Over Time in Initial Virological Failure of First HAART: 1996 to 2002.
A Joint Cohort Analysis of 4143 Subjects.
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BACKGROUND RESULTS
Triple comblne}tlon antiretroviral treatment (HAART) for gﬁs.’s&;i‘;ﬁftifxgi in recent vears were more likely to be Adjustment for demographic factors, pre-HAART CD4, VL and Other factors were associated with virological failure. Risk of
HIV has been in use for almost a decade. However the worrl1en have hgterosexual rick beyolder and have IoweryCDA AIDS had little effect on the trend (Figure 1; Table 3). Risk of failure was lower with older age and for homosexual
likelihood of initial treatment success may have ! X virological fell substantially from 1996 to 1999, with evidence of a compared to heterosexual, IDU and other risk groups. Risk of

count. The most frequent starting regimen changed from a non-

changed considerably over this period, due to changes . ; - further decline from 1999 to 2002 (p<0.001 for trend across 7 year failure was higher with a higher pre-HAART VL and pre-
: N . Hi . boosted PI to an NNRTI-including combination (Table 1). N : -
in drug options, accumulating clinical experience and period for A, B, C). existing AIDS.
lncrea_sgq understanding of treatment issues by patients Table 1: Demographic and clinical characteristics by Relative reduction in failure risk was greatest when considering Trends in CD4
and clinicians. calendar year of starting HAART subjects remaining on any ART (analysis C), because reductions CTSZ sin tretspotnset ‘ed with calend ]
Year of starting HAART over time in the risks of loss to follow-up and treatment 'rESEZTSTOTLea mEn fvane with calen 2’557” 03
1096 1997 1998 1999 2000 2001 2002 discontinuation were relatively small (Table 2). ;tartlng - The risk ot a poor response ( mm
OBJECTIVE increase from baseline) fell over time (Table 4; p=0.002 for
The trend in risk of virological failure remained but was attenuated trend across 7 year period, adjusted model).
Combining data from five observational HIV clinic o e g e w b B A after further adjustment for type of first HAART regimen (Table 3).
cohorts in Europe and Canada, we examined the risk of % T :
? ) . . . . . . able 4. CD4 count response by calendar year of starting
initial virological failure of first HAART among \:"/Otmen e ;2 ig zg gg gg gg gg Figure 1. Adjusted? risk ratios for virological failure by HAART
i i i i i B calendar year of starting HAART
antlretrpvual naive subjects, according to calendar year U b o - 2 e e y 9 Year of starting HAART
of starting treatment, from 1996 to 2002 . Previous AIDS 23 20 2 25 26 24 25 100 - 1996 1997 1998 1999 2000 2001 2002
Median: % with <50/mm* 39 43 42 40 38 36 32
Age at HAART 358 352 356 362 359 365 374 — CD4 increase®
METHODS VLc/mLpre HAART 54 51 51 51 52 51 51 S 30 Adjusteds risk ratios 113 110 1.04 1 098 093 082
. . CD4 /mm? pre HAART =~ 232 262 225 202 186 179 189 E I (95% CI) for (09,1.5) (09.13) (0.9,1.2) (08,12) (0.8,1.1) (0.7,1.0)
The following HIV cohorts were included: . X o Qi <50/mm? increase:
3rd drug in regimen, % ~ 1.0 G; Ama
. . L Single PI: SAQ HG 13 15 3 1 0 0 0 i<l . = Q Median increase* 97 119 120 121 127 125 150
« Hospital Clinic i Provincial HIV cohort, Barcelona Single PI- other % G - = e 10 9 © /mm?
* Frankfurt HIV cohort, Goethe University Clinic, Frankfurt Ritonavir.plus SlEmE 4 2 5 G G = . x #From pre-HAART to 6-12 months, with missing CD4=failure. SAdjusted for age, sex, risk
* Royal Free HIV clinic cohort, London . = 0.3 group, pre-HAART VL, pre-existing AIDS, stratified by cohort. 1999 is reference category.
« Hopital de I'Archet HIV clinic cohort, Nice S'b”gle NNRTI 4 17 25 33 43 40 47 *For median increase, subjects with no CD4 count from 6-12 months excluded.
’ Abacavir 0 1 1 13 18 19 12
« Southern Alberta HIV clinic cohort, Calgar inati
gary CaEiEnciciee ¢ 2 g < g 2 2 01- 1996 1997 1998 ~ 1999 ~ 2000 ~ 2001 ~ 2002
Subjects were selected according to the following criteria: ¥ @ “‘
Trends in risk of virological failure A M=failure B M=exclude C On ART only CONCLUSIONS
= started HAART (>3 drugs including a PI, NNRTI or Overall proportions of subjects with virological failure were: $Adjusted for age, sex, risk group, pre-HAART VL and CD4, pre-existing AIDS, . R
abacavir) naive to ART from 1996 to 2002 at age > 16 years A: 34.8% (1443/4143) stratified by cohort. 1999 is reference category. Over a seven-year period of HAART use in clinical
= >1 pre-HAART viral load (VL) B 19 6% (660/3360) practice, the risk of initial virological failure of treatment
= potential for >1 year follow-up (based on last follow-up for C: 14.4% (449/3111) Table 3: Unadjusted and adjusted risk ratios for virological has halved at least.

each cohort) There was a marked reduction over time in the probability of failure by calendar year of starting HAART

These data suggest that changes in starting regimens

. . . N . virological failure for analyses A, B and C (Table 2). Year of starting HAART > >
Virological failure was defined as VL >500 c/mL using the 1096 1997 1998 1999 2000 2001 2002 may not fully explain this trend. Factors such as
first VL from 6 to 12 months after HAART initiation, including: ; _ ' . A (M=failure) increases in adherence and improvements in clinical
. ) o . ~ Table 2: Virological failure by calendar year of starting Unadjusted 131 125 113 1 092 089 071 management of patients starting HAART may have
A-_ all subjects, missing VL=failure [n74}43] HAART Year of starting HAART Adjusteds 141 125 111 1 092 090 074 made an additional contribution.
B: all subjects with VL measurement [n=3360] 1996 1997 1998 1999 2000 2001 2002 Adjusted plus SR# 127 112 104 1 0.96 099 0.82
C: all subjects on any ART at VL measurement [n=3111 ith fai . . .
I 4 [ ] Z"("’\V/'I”‘ff"“"“'e) woi aie sms  aso sis 04 254 B (exclude M) For subjects starting HAART who remain on treatment,
. =failure; - : : s : - - Unadjusted 178 155 122 1 080 082 068 ; it i i ing i
CD4 response to HAART was assessed using the change Py —— AT SRd e SR IAm  wy e o D risk of initial failure is now very low, leaving little
' justeds 186 150 119 1 076 083 071 tential for further i tH failure d
from pre-HAART to the first value from 6 to 12 months after C (on ART only) 248 230 173 124 100 80 8.4 Adjusted plus SR 148 122 106 1 083 098 086 potential tor u er |_mpro_vemen - However, fallure due
HAART initiation. An increase of <50/mm?3 was defined as , to treatment discontinuation and loss to follow-up
. N P L Median weeks: HAART 29.9 &l 321 313 31.9 321 324 C (on ART only) . .
failure, with missing CD4=failure. ) remains more common, suggesting scope for
to VL measurement Unadjusted 242 18 139 1 0.80 066 0.6 tinued i tin fut ith simol
c i ith fixed foll fi tratified by cohort % with no VL from 148 191 211 195 198 184 150 Adjusteds 251 192 140 1 076 067 070 continued improvement in future years with simpler,
0X regrgss'on (wi "?ek o _OW;UP _|m|e) S ral 'f"_"l Y C‘:j or 6 to 12 months Adjusted plus SR¥ 218 164 133 1 081 076 080 less toxic regimens and increasingly effective patient
Wi ner. I rati I VIr I Hure ni H
CaDiuse to gene at(;. S X at OIS ?j olog cfataty eSAART 9% off ART at VL 94 81 76 85 65 74 48 care strategies.
response according to calendar year of starting measurement* SAdjusted=risk ratios adjusted for age, sex, risk group, pre-HAART VL and CD4, pre-existing
and other factors. *Of those with VL measurement AIDS. #Adjusted plus SR=risk ratios adjusted for all previous factors plus starting regimen as

defined by 3rd drug in Table 1. All analyses stratified by cohort. 1999 is reference category



