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BACKGROUND

Thymidine analogues (TA) and didanosine (ddl)
have been associated with redistribution of body fat
from subcutaneous (SAT) to visceral (VAT) adipose

RESULTS

Age and sex distribution were similar in PLWH and
uninfected controls (54.2 vs 54.4 years and 85.5%
vs 85.5% male). 451 (60.5%) PLWH had exposure

Age, mean (SD) 954.2 (9.0) 54.4 (9.0) 0.594
tissue, which, in turn, is a risk factor for to TA and/or ddl. Of those, 6 (1.4%) were still Gender male, n (%) 051(855)  1,953(85.5)  1.000
_ _ _ Origin, n (%) < 0.001
cardiovascular disease (CVD). We explored exposed. Mean cumulative exposure was 6.6 (SD, Scandinavia 570 (76.1) 2,122 (94.0)
differences in adipose tissue distribution between 4.2) years and time since discontinuation was 9.4 e L rr(0.3) 13(.0)
people living with HIV (PLWH) with/without prior (SD, 2.7) years. After adjustment, prior exposure to continent 12(1.6) 18(0.8)
exposure to TA and/or ddl and uninfected controls TA and/or ddl was associated with 21.6 cm2 larger HIVTransatiiizon node. n (% 90 (12.0) 4(0.2)
and the association with CVD risk factors. VAT (13.8 —29.3) compared to HIV infection without Heterosexual 166 (22.5)
. 1.2
exposure (Table 2). HIV-negative status was — 516 (69,9
METHODS associated with similar VAT compared to HIV Other 47 (6.4)
. . . C t CD4 ,n (%
761 PLWH from the COCOMO study aged > 40 and infection without exposure (Table 2). After rrent € aroup. n (%) 13(1.8)
2,283 age- and sex-matched uninfected controls adjustment, HIV infection with exposure to TA and/or gggggg 112(21@-3;
from the GCPS study were included. PLWH were ddl was associated with 14.8 cm2 smaller SAT >500 560 (75.8)
stratified according to prior exposure to TA and/or compared to HIV infection without (-23.3 - -6.3). HIV- 52;;?,2:12(3/0{ yes, n (%) 32; Eggg;
ddl VAT and SAT were determlned by abdomlnal negatlve Status was aSSOCIated Wlth 130 Cm2 Iarger Curre,nt Vi,ral load < 50, n (%) 713 (96.2) Association between exposure to thymidine analogues and/or didanosine and hypertension,
CT-scan (Figure 1). Hypotheses were tested by SAT compared to HIV infection without exposure :ea;: f;’l‘;;e HIV positive test, years, 16.0 (8.9) roported a5 odds ratios (95% CI). Mulivariable models were adjusted for exposire o TA andior dd
. . . . . . age, gender, smoking, physical activity, origin, and BMI. Abbreviations: people living with HIV, PLWH,;
linear and |Og|St|C regression analyseS adjusted for (58 - 203) (Table 2) Cumulative exposure to TA Years since cART initiation, years, mean 121 (6.4) g‘im‘i%ii;‘:e;lllf;'ggggt?:n;:j'/ggar;ege\r/ﬁ)_tlrsgs%égaczeini{‘ehrivbaijogl, TA: didanosine, dd; body mass index
. . . . . . _ . (SD) ' ' ’ ! ! ! )
age, sex, origin, smoking, physical activity, and BMI. a.nd/or d.dI (3.? cm? per year [2.3 - 5.1]), but not time Exposure to TA andior ddl, 1 (%) 451 (60.5
_ _ _ since discontinuation (-1 1 cm2 per year [-34 — Presgnt exposure, n (%) 6 (1.4) Table 3 - Association between cumulative exposure to
Figure 1 - VAT and SAT determination on CT scan 1.1]), was associated with VAT (Table 3). In PLWH . Ptretwous ?);p;osure, n (%) 445 (98.6) ‘o 001- TA and ddl and VAT and SAT
A _ o moking status, n (% _ : _
prior exposure to TA and/or ddl was associated with Never smoker 256 (34.3) 1,042 (46.0) _I ::ibf)‘:::‘i‘:zzz
; : Current smoker 196 (26.2) 275 (12.1) &
excess risk of hyper.tensmn (@OR 1.62 [1.13 - 2.31]), ErosmoKer 205(30.5) 950 (41.9) s A
hypercholesterolemia (aOR 1.49 [1.06 - 2.11]), and Physical activity, n (%) < 0.001 : :
: : Inactive 68 (9.4) 114 (5.0) Cumulative ti f t
low HDL (aOR 1.40 [0.99 — 1.99]), when adjusting Moderately inactive 259 (35.7) 771 (34.0) A PonE
for confounders. Moderately active 310 (42.7) 1,099 (48.4)
Very active 85 (12.3) 286 (12.6) < 3.6 years Ref Ref
Abdominal adipose tissue distribution 3663 17.5 0.047 13 0.862
VAT, cm2, mean (SD) 104.4 (70.6)  106.5 (64.4)  0.456 9= 5.9 yedrs 0.2:34.8] [16.2:13.6]
SAT, cm?, mean (SD) 140.7 (77.9)  184.8(83.9) <0.001 6.4 — 9.2 years [23429588 5 <0001 7 g_'gz g 0328
VAT-to-SAT ratio, mean (SD) 1.0 (1.3) 0.6 (0.4) < 0.001 444 9o
>90.2 ' < 0.001 | 0.781
Table 2 - Linear Regression Model predicting the degree of change (with 95% CI) in cm2 of VAT and SAT i“:r'ev:r::):: ﬁ,se('i)le T PO e dipoii'ﬁsiff)\/AT; Subj?a'niéi'ga)dipo;ot'igil years [26.0:62.7] -13.6;18.1]
) ) ) . . (SAT)_; body mass in_dex, BMI; standard devia’_[iqns, SD; intr_avenous drug use, IDU; ma_le-to-mgle.s.ex, MSM, Time since discontinuation of
Visceral adlpose tissue Subcutaneous adlpose tissue combined antiretroviral therapy, cART thymidine nucleoside analog reverse-transcriptase inhibitors, TA; TA and/or ddi
Unadjusted B* p-value Adjusted B* p-value Unadjusted B* p-value Adjusted B* p-value hepatitis C virus, HCV
[95% CI] [95% CI] [95% CI] [95% CI] < 8.1 years Ref Ref
CONCLUSIONS 135 8.1
Study Group . . . 8.1 — 9.6 years 30858 0127 ‘68031 0288
PLWH without exposure fo TA/ Ref Rt Ref Ref Prior exposure to TA and/or ddl was associated with — -
- ' ' ' ' ietri I 9.7 — 10.7 years ) 0.906 '_ 0.595
Uninfected controls 17.6[9.5:25.7]  <0.0001 0.2 [-6.4:6.8] 0.9319 34.2[24.1;44.3]  <0.0001  13.0[5.8;20.3] 0.0004 Ionglla.stlng alterations in abdomlnal _fat d!StFIbU’[ICPﬂ, sl Gt JHIEE
persisting after TA and/or ddl discontinuation, which 107 862 4 agy 142 475
PLWH with exposure to TA/ddI 26.6 [16.8;36.3] < 0.0001 21.6 [13.8;29.3] < 0.0001 -15.6 [-27.8;-3.4] 0.0122 -14.8 [-23.3;-6.3] 0.0006 ) . i . [-9.4;26.7] [-1.4;29.9] |
TG 0 P (LA e (0 6 T may be |nVOIVed N the excess ”Sk Of hypertenSK)n, *B Cr:)iafficilenftshrepreTent the degrebT of change in cm? of VAT and SAT, respectively, associated with
. O, 1. < U. . -2.0 |-4.3;-0. <0. -291-4.05-1. _ . . each level of the explanatory variables.
Age, per 5 years : . ! (e |BSSa S\ [ . ! 2.9[-4.05:-1.7] R0 hyperChOIGSterO|em|a, and IOW HDL found N PLWH Abbreviations: visceral adipose tissue, VAT; subcutaneous adipose tissue, SAT; thymidine nucleoside
Sex, male 43.9[37.2;50.7] < 0.0001 34.9 [29.3:40.5] < 0.0001 -56.5 [-65.1;-47.9] < 0.0001 -58.5[-64.4;-52.5] < 0.0001 . h . TA d/ ddl O f d Zrl}atlr(])g revgr?e-transcrépta?edlr}h|b|tors, TA; copf!dencr:]e |r.1telrvaI:[.C?tI. e e f
BMI, per unit 9.1[8.6,9.7] < 0.0001 8.7 [8.2;9.2] < 0.0001 14.8 [14.3;15.4] < 0.0001 14.5[13.9;15.0] < 0.0001 Wlt prlor exposure to ana/or ) ur Tin Ings expo:urrz()toeTi\gr?d?o?(jjgls, an?imaegzi’niz c’iigcgnti’nzaét/izr?aof?&an}élir c;)dl ¥ | CHTEEIE AME 0

*B coefficients represent the degree of change in cm? of VAT and SAT for every 1-unit of change in the explanatory variables.

Abbreviations: visceral adipose tissue, VAT; subcutaneous adipose tissue, SAT; people living with HIV, PLWH; thymidine nucleoside analog reverse-transcriptase inhibitors, TA; didanosine, ddl; body mass index, BMI; confidence interval, CI.

Multivariable models were adjusted for: age, sex, origin, physical activity, BMI, and study group

Table 1 - Demographic and clinical characteristics of the

n=2283 |P

study populations

General characteristics

may help to identify a subgroup of PLWH who may
benefit from more intensive monitoring and
cardiovascular prevention interventions.

Figure 2 - Association between exposure to TA and/or
ddl, hypertension, hypercholesterolemia, and low HDL
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