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ABSTRACT METHODS RESULTS CONTINUED

Background: Peripheral neuropathy (PN) is the most frequent neurological Participants were selected from the AIDS Clinical Trials Group (ACTG) Longitudinal Linked Prevalence Pain Levels

complication in HIV infection. Symptoms including pain, numbness, and “pins and Randomized Trials (ALLRT A5001) trial, a meta-study comprised of participants Signs and symptoms of PN persist despite viral control and improved immune function with initiation of combination ARVS. Most PN occurs without pain.

needles” sensation, affect quality of life, often require analgesic therapy and may prospectively enrolled into randomized clinical trials. Study participants include those that Neuropathy Signs Pain Distribution for Participants with PN
influence the choice of antiretroviral (ARV) drugs. No FDA-approved therapy exists. have agreed to be followed long-term for the purpose of evaluating clinical, virologic,

While pre-HAART risk factors for PN included high HIV-1 RNA, low CD4, and immunologic, and neurologic outcomes associated with treatment of HIV with potent ARVs. =

neurotoxic ARV (d-drug) use, risk factors in the HAART era are not well delineated All available data for AR for which lated data had been

Obijectives of this study include estimating the prevalence of neuropathic signs and collected were included.

symptoms with ARV initiation in ARV-naive patients and investigating prognostic

factors in the HAART era. Neuropathy Data

«The Brief Peripheral Neuropathy Screen (BPNS) is administered in A5001 every 48 weeks
by trained site personnel (not neurologists). The BPNS assesses signs (vibration sensation
and ankle reflexes) and symptoms (pain, “pins and needles”, and numbness).

performance characteristics of the BPNS have been studied (Simpson 2006, Ellis 2005).
+PN was defined as at least mild loss of vibration sensation in both great toes bilaterally or
absent or hypoactive ankle reflexes bilaterally relative to knees. Symptomatic PN (SPN)
was defined as PN plus bilateral symptoms. Painful PN (PPN) was defined as PN plus pain
symptoms. Use of d-drug or Pls was defined as at least 4 weeks of use within the last 6
months of evaluation.

Methods: Participants from the ACTG A5001 cohort that initiated HAART in
randomized trials for ARV-naive patients were annually administered a brief PN
screen by trained site personnel, evaluating symptoms and signs of PN between
January 2000 and June 2007. HIV-1 RNA, CD4, d-drug and Pl use were
concurrently collected longitudinally. PN was defined as at least mild loss of
vibration sensation in both great toes bilaterally or absent or hypoactive ankle
reflexes bilterally relatve to knees. Symptomic PN (SPN) was defined as PN
plus bilateral symptoy logistic estimating equation
regression models were used to estimate associations with PN and SPN while
controlling for potential confounders.

Objectives S

Results: 2135 ARV-naive participants (81% male, 44% white, 32% black, median ~Tal describe the and incidence of in AR patients after Symptoms PN appears to increase over time after initiation of
age=39, median log HIV-1 RNA at HAART initiation=4.9) were analyzed. d-drug initiation of combination ARV therapy combination ARVs despite decline in d-drug use.
use peaked at week 144 (25%) dropping to 10.9% at week 384. The increasing «To identify prognostic factors associated with PN in ARV-naive patients after initiation of =3 =

prevalences of PN and SPN after HAART initiation are summarized below: combination ARV therapy o Drug Use

Statistical Methods

Week Graphical methods are utilized to display the prevalence of PN, neuropathic signs and
When CD4>350 When HIV-1 RNAS400 symptoms, and ARV use over time as well as to summarize odds ratios and associated Risk Factors
after intervals for risk factors for PN and SPN. Logistic generalized estimating Increased age, d-drug use, and higher baseline HIV-1 RNA are univariately associated with increased risk of PN
HAART N N | sPN N x| SPNGG equation (GEE) regression models are used to estimate the association (odds ratios and and SPN.
Initiation (%) (%) (%) (%) associated confidence intervals) between potential sk factors (e.g., d-drug use, Pl use, Univariate OR for PN Univariate OR for SPN
variables, HIV-1 RNA, CD4, CD4 nadir, time since initiation of combination
48 768 25.7 82 1253 295 10.1 ARV, etc.) and PN.
% 1042 20.9 7.9 1389 321 87
192 889 33.1 88 1053 335 96
288 494 37.9 17 556 415 140 R E U L
384 287 415 : 136 331 44.A‘ » 14.2 and Baseline Characterist When CDA > 350 When VL <400
Notable factors associated with PN included: year since HAART-initiation (p<0.01, 2135 ARV-naive participants (81% male, 44% white, 32% black, median age=39 years,
OR=1.09 for each additional year, 95% CI=(1.06, 1.12)), age (p<0.01, OR=1.89 for median log HIV-1 RNA =4.9 and median CD4 count = 206 at HAART initiation) were ALLRT Neuropathy Symptomatic Neuropathy Symptomatic
10 year increase, 95% CI=(1.72, 2.06)), and d-drug use (p=<0.01, OR=151, analyzed. weok | N o6 (95% C) Neuropathy N % (95% CI Neuropathy
(130, 1.75)) % (95% Cl) 9% (95% CI)
Conclusions: The prevalence of PN and SPN increases with time after ARV o | 13 266 (19.5, 34.8) 29(08,7.2) o B
initiation in ARV-naive patients despite increased virologic control and immune Total Total It I
function, and the decline of d-drug use. Age and d-drug use are notable risk factors N 2135 (N=2135) 5 | 768 257 (226, 28.9) 82(64,104) | 1253| 295(27.0,32.1) 101 (85, 11.9)
for PN and SPN. ’ Median 39|
BA RO # missing 0 1019 6( 0%) 9% | 1042 209(272,328) 79(63,9.7) 1389 | 321(29.7,34.6) 87(7.3,10.3) i modeling suggests notable factors associated with PN include age (OR=1.89, 95% CI=(L.72, 2.06)),
Log10 ’;":';am 495 20-20 263 ( 12%) 144 | 1004 | 30.2(27.4,33.1) 7.8(6.2,9.6) 1256 | 32.9(30.3,35.6) 88(7.3,10.5) d-drug use (OR=1.51 95% CI=(1.30, 1.75)), and log10 baseline HIV-1 RNA (OR=1.13, 95% CI=(1.02, 1.26)). The
Sensory neuropathies (SNs) are the most frequent neurological disorder associated RNAVL), | on 0.76 AGEALALLRT 5 39 864 ( 40%) multivariate model also included race, CD4 count, P use, and years since HAART initiation.
with HIV infection and its treatment with ARVS (cp/ml) Entry 192 889 33.1(30.0, 36.3) 8.8(7.0,10.8) 1053 33.5(30.7, 36.5) 9.6 (7.9, 11.5)
Min, Max 1.96,7.11 40-49 696 (33%) modeling suggests notable factors associated with SPN include age (OR=1.89, 95% CI=(.67, 2.13)),
There are two major types of HIV-associated peripheral SN, distal sensory Median 290 5050 238 ( 11%) 240 | 673 35.1 (315, 38.8) 9.8(7.7,12.3) 731 | 37.3(338,41.0) 10.9 (8.8, 13.4) d-drug use (OR=1.84 95% Cl=(L49, 2.28)), and log10 baseline HIV-1 RNA (OR=135, 95% Cl=(L.13, 1.62)). The
polyneuropathy (DSP) and ARV toxic neuropathy (ATN) which affect approximately QL 03 226 551
30%-67% of patients with advanced HIV disease. DSP is the most common SN in l O Over 60 68 (_ 3%), 288 | 494 37.9 (336, 42.3) 117 (9.0, 14.9) 556 415 (37.4, 45.8) 14.0 (11.2,17.2) multivariate model also included gender.
HIV infection. ATN is the most common toxicity of ARV therapy in Sub-Saharan Male 1736 (81%) NCL |
Africa. Gender ‘ 299 ( 19%) 336 | 304 38.2(32.7,43.9) 125(9.0,16.8) | 347 |  40.6 (354, 46.0) 135 (101, 17.6)
Total Female 19%)
The most common symptom of HIV-SN is pain. Other symptoms include numbness, i a5 ( a%) 2 | 287 415 (357, 47.0) 13698 180) | 331 | 44.4(390,499) 142 (106, 184) Neuropathic signs persist despite improved immunologic function and viral control associated with combination
paresthesia, or burning sensation. Common signs include reduced or absent ankle N 2133 ARVs.
reflexes with inact patelar reflexes, reduced or absent vibration sensaion in the 4 missing 2 Race/Ethnicity Black 693 ( 32%) 32 | 135 37.8 (20,6, 46.5) 111(64,17.7) | 168 | 408 (33.3, 48.6) 12.4(7.9, 18.4) Signs frequently oceur without pain
toes, and d d pin and sensation in a Other 493 ( 23%)
No FDA dth for HIV 6 SN with treatment limied Mean 235.8 Age, d-drug use, Pl use, year since initiation of anti-HIV therapy, IV drug use, HCV seropositivity, and baseline
Sympomate measutes. €4 Cont, [Sandad | 1005 | |\varug history (90%) ACKN LEDGEMEN
(f/mm3)  |deviation Yes 206 (10%)| “This work was supported by National Institute of Health (NIH) grants including the Neurologic AIDS Research Limitations of this study include its observational nature with the potential for informative drop-out/in, self-selection
Higher plasma HIV-1 RNA levels and lower CD4+ cell counts before the initiation of Min, Max 0,1513 " 208 ( 10%) Consortium grant NS32228 from NINDS, the AIDS Clinical Trials Grant AIOG8636 from NIAID, and the issues in ARV use (e.g., d-drug use), and that the observed association may not be causal.
ARV therapy appeared to increase the risk of DSP in the pre-HAART era. positive ever ( 10%) Statistcal and Data Management Center of the Adult AIDS Ciinical Trials Group grant 1 UO1 068634. The
Prolonged exposure to HAART, protease inhibitor (P1) exposure, and lipid lowering Median 206 HCV Negative 1764 ( 83%) authors acknowledge the generous dedication of the many participants volunteering for the ALLRT study, and
drugs (statins and fibrates) have been suggested as risk factors for neuropathy in o103 50,350 " Notavaiable  163( 896) frthe coninbuians of he coniiuing AIDS Clical Tl Uns el investiators and saf, hat colcied
the HAART era. . .
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