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Lopinavir-ritonavir plus Abacavir and Lamivudine versus Lopinavir-ritonavir Monotherapy for Recovery of Lipoatrophy

In HIV-infected Patients with Sustained Virological Suppression while Receiving Zidovudine/Lamivudine/Abacavir
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BACKGROUND METHODS BASELINE CHARACTERISTICS: ANTHROPOMETRICS, BODY COMPOSITION, LIPIDS VIROLOGIC FAILURES

* Prevalence of lipoatrophy varies from 50%o in early cohort studies to 25% * 96 week multicentre, prospective, open label, randomized (1:1) study  3virologic failures (2 mono arm/ 1 triple arm).
: : (1,2) . . Mono arm Triple arm P value . . .
in recent studied cohorts™. * 10 sites in Spain N — 44 Np 4 e The 82A mutation was detected in one patient in the monotherapy arm
 Thymidine analogu th d4T and AZT) ha n clearly associat isits: ‘ v .
T. g i dinc b (()3? es (both d4T and AZT) have been clearly associated » Visits: Bascline, 4, 12, 24, 36, 48, 72, 96 wecks Body mass index [Kg/m2 (IQR)] 24 (20.9-25.8) 23.3 (21-25) 23.5 (21-25) NS
1t atr : : '
with Hipoatrophy » DEXAs: Baseline, 48, 96 weck. Waist citcumference [cm (IQR)] 83.5 (75.9-91.3) 86 (80-91.5) 85 (78-91.5) NS PERCENTAGES OF PATIENTS
o Dlscontl.nuatlon of thymidine ﬁudeOSld.C reverse transcriptase 1n.h1b1tOFs » Severe-Moderate Lipoatrophy (LSGS* grade 2-3 in at least 2 localizations) Hip circumference [cm (IQR)] 91 (87-95.5) 89.5 (86-96) 90 (86-96) NS WITH ADVE R SE EVE NTS 9 6 WEEKS
(NRTTIs) 1s the only proven strategy for lipoatrophy based on antiretroviral + Primary Endpoint: Total body fat [Kg (IQR)] 12.9 (8.9-16.5) 9.8 (7.4-15.4) 11.6 (8-15.7) NS
regimen change™?, o .
Cete Challst » Absolute change in imb fat mass measured by DEXA scan from baseline to 48 Trunk fat [Kg (IQR)] 89 (5001 82 (Sell-10) S5 (@a-l08) N M Trin] P val
* Clinical trials of nuke-sparing regimens have shown similar increases in weeks Limb fat [Kg (IQR)] 2.5 (1.9-5.3) 2.5 (1.6-3.6) 2.5 (1.7-4.2) NS Ono arr? tiple arnol Vaite
limb fat but with Worsening dyslipidemia<7). * Lichtenstein KA, et al. Clinical assessment of HIV-associated lipodystrophy in an ambulatory Fat mass ratio [median (IQR)] 1.9 (1.4-2.9) 2.1 (1.6-3.1) 2.0 (1.5-3.1) NS <N_44> = (/O> <N_44> = </O>
STET - R population. Aids 2001;15(11):1389-1398 Total Cholesterol [mg/dL (IQR)] 247.5 (195-268) 214.2 (179.5-263) 224 (187-268) 0.075 Any Adverse Event 2 0> 5> (19:5) )02
* Four studies in different scenarios suggest a role of protease inhibitors (P I) & ' ' ' ' Drug related Adverse Event 30 (68.2) 30 (68.2) 1
monotherapy for limb fat recovery®'?. HDL- Cholesterol [mg/dL (IQR)] W0 (G55 WEE12.9) 1D (©7-90) N Serious Adverse Event* 3 (18.2) 5 (11.4) 0.367
S U BJ ECT DI S POS I TI O N LDL-Cholesterol [mg/dL (IQR)] 156 (98-167) 112 (86-142) 120 (94-160) NS Discontinuation due to any Adverse Event T 11 (25) 4 (9) 0.047
HYP OTH E S I S Triglycerides [mg/dL (IQR)] 270 (156-398) 246 (134-342) 254 (151-378) NS % Serious Adverse Events:
Total /HDL-Cholesterol ratio [median (IQR)] 5.3 (4.1-6.7) 5.2 (3.8-0.3) 5.2 (3.9-6.5) NS Mono arm: 1 cardiac arrest, 4 hospitalizations due to infectious diseases, 2 traumatic fractures, 1 paranoid disorder
- . N = 95 . . e : : : . : : :
Switchin o from ZDV/3TC/ABC to LPV/r monother apy w ould result in more Rvtd Triple arm: 2 hospltsilhzau(.)ns d}le to infectious diseases, 1 pneurTlothorax, 1 uterine mioma an(.i 1. abdorr.nna}l obesity surgery
limb fat than ABC/3TC + LPV/r in virologicall opE 4 HIV e 1T Most AE related discontinuations occurred before W24. The difference between arms is statistically significant at W48
m d recovery an n VIro Og ca y Su CSSC - : 7 Discontinuations (run-in period) :
infected patients with moderate to severe lipoatrophy o e MEAN CHANGE IN TOTAL, TRUNK, LIMB FAT AND FAT MASS RATIO DISCUSSION
OBJECTIVES Randomized Mean (SD) Mean (SD) * In previous studies, switching thymidine analogues for tenofovir or abacavir led to a median in-
.y oot l l change over 48 weeks change over 96 weeks crease of limb fat mass between 300-480 gr at 48 weeks .

rimary objective: : 0 ' ' 0 ' S : : : :

y 0oDj e | Y Mono arm  Triple arm  Mean (95% CI) difference P value Mono arm  Triplearm  Mean (95% CI) difference P value + Switching studies with PI monotherapy showed a limb fat increase between 160-340 ot at 48 weeks 1012,
* Absolute change in limb fat mass measured by DEXA from baseline to W48 N = 44 Allocated o ABC/3TC N =34 N =40 L et s N=32 INERL I | | o | | | | |
S d biecti R EEEECEEEEEEEE, Allocated to LEVIr +LPVIr Total fat (g 085 (3814 194.6 (3628 296 (2032, 1440) 03 194 (4243 419 (3830) %5 (1961, 1911) 0 08 * Although limb fat increases in this trial are concordant with previous studies we didn’t find differ-
ccondary opjectives: | 10 Discontinuations : [TToTTTTommmTTomooes | otal fat (gr : : - - , : -25 (- : : Lo . .
y 05 | - 5 Hypertigieridemia | | 4 Discontinuations . . ences between switching to LPV/r monotherapy or ABC/3TC + LPV/t. This could be explained
e Absolute Change in imb fat at 96 weeks from baseline o 20ttty | > - ]h‘;’g;:t"rgfﬁ’eridemia : Limb fat (gr) 215 (1161) 324.2 (1205) - 109 (-659, 440) 0.69 416 (1670) 358.5 (1207) 57 (-650, 765) 0.87 by the follow:
o Buelden ST : | - 2 Withdrew consent : y C 10 OWlng:
. - ' . 1 Lost to follow-u ! ] | Trunk fat (gr) - 84 (2737) 110 (2533) -194 (-1425, 1037) 0.75 -33 (2762) 64.5 (2601) -98 (-1380, 1184) 0.88
* Percentage change in limb fat mass at 48/96 weeks from baseline e . : Y Y ! ’ - T L -
S | | ey N =40 Fat mass ratio + 1 (0.5) 0.5 @2.1) 0.42 (:0.28, 1.12) 0.23 0.2 (0.5) 0.6 (1.9) 0.4 (:0.23, 1.04) 0.20 » Median baseline limb fat extremely low compared to other similar studies.
* Changes in lipid profiles (Total, HDI. and LLDL cholesterol, triglycerides) at P mmm oo Week 48 Week 48 S ESGRECEEEE R . »  Combared to previous studies lonoer prior exposure to thvmidine analooues
24 48 and 96 L ’ ’ '3 Discontinuations l ) Discontinuat ! Limb fat (%) 10 (44.6) 25 (64.6) - 14.8 (-40.2, 10.7) 0.25 15.7 (62.7) 30.1 (72.9) - 14.4 (-46.5, 17.7) 0.37 p p ger p p y gUes:
'~ 1 Gl toxiciy | ) elkescion: . o
p) an WCECKS : -1 H'ypertriglyceridemia E< l l >: . ] Eiéolha/gertrophy : . . ¢ leltatl()ﬂs:
e Safetv and tolerabilit | - Tlipohypertrophy i T * mean value in LPV/r minus ABC+3TC+LPV/t | | .
y y N = 31 N = 38 T Statistically significant difference intra-group for FMR in Mono arm at 96 w: -0.2 (95% CI -0.37, -0.02); p =0.026 » DEXA scans were not centrally read and different equipments (LLunar, Hologic, Norland) were used.
: : : : : Week 96 Week 96 : : : o : :
* Incidence of VlfOlOgIC failures (>4OO HIV-RNA COPICS/ mL) > > » Small number of patients that lead to misbalanced baseline characteristics although after adjustment main
Absolute mean total body fat change (gr) —— I'T'-"FDI'rD anm Absolute mean trunk fat change (gr) Pt fois Absolute mean limb fat change (gr) Absolute mean fat mass ratic change . Mean limb fat change (%) v results dldn,t Change (data not Shown) .
e nple &m +200 —— 8 SR —_— hono amm T e BTN - ono x
KRETA STU DY D ES | G N “l — it :;:;_ | " T . - i » Excessive numbers of discontinuations specially in the monotherapy arm which had an impact on the viro-
BAS E LI N E : D E M O G RAP H I CS ] | 1 = - e ———x - = - logical efficacy analysis.
n apg | , i E“‘“—-_,__ - z00 4 f/ﬂ.i = \‘a—' : il 16
AND CLINICAL CHARACTERISTICS )/ = e B : m d—
iMoo arm? - - —" ) e 1= — CONCLUSIONS
* — Week 48 4?[,",:_:?;%“& Em“ ng““ ﬁ?pr:g_::"mf?gﬁ"m E““B ng““ Basaling 48 wanks BE wanks Basaling 48 wanks 96 waeks Baszline 48 weoks - -;ﬂ:ﬂlh . . . . . .

N ecarc e | MNO" | T Prmay o Mono arm Triple arm  Total P value e - - s - - o : % * In moderate to severe lipoatrophic patients treated with AZT/ABC/3TC, with a long history of
or LPV/r Efficacy 1d1 | ' n i _
for LPV/Y) Endpoint N =44 N =44 N = 88 of thymidine analogues treatment, switching to LPV /r monotherapy had no benefit in limb fat re
1 month LPV/r 400/100 bid + ABC/3TC g Age [years (IQR)] 44.7 (41.5-52) 45 (42.1-50.8)  44.8 (41.8-51.1) NS covery relative to switching to ABC /3TC + LLPV/x.

run-in period “Triple arm”
i ——— Male sex [No. (%)] 26 (59.1) 33 (75) 59 (67) NS LIMB FAT G AIN < 1 O % : 1 0-20 % : 20-30 % : >30 % * There were no differences in limb fat gain and no clinically relevant differences in lipid profile be-
tween both strategies.
* RIND: Randominat Mode of HIV transmission [No. (%0)] ™ 3 . . 1 the LPV/ b Juri he first 48 L
+ Randomization . ° ere were more discontinuations in the r monotherapy arm quring the first eeks
e Men sex with men 8 (18.2) 17 (38.6) 25 (28.4) 0.03 ks sk W - | Py S W
ratited by Heterosexual 22 (50) 14 (31.8) 36 (40.9) 0.08 50 60 e These data suggoest that non—thymldme nucleosides such as ABC/3TC do not represent them-
Nadir CD4 cell count (< or = 100 cells/mm3) : 40 - NS £ 4 e o
: . . 30 - mLPVir | :
Months with zidovudine (< or > 3 years). IDU 1T(25) 150G 4) 26 (29.5) NS 8 2] TP £, S selves an obstacle for limb fat recovery.
DEXA center Other 3 (6.8) 2 (4.5) 5 (5.7) NS i 13: =
Inclusion criteria: Exclusion criteria: Fil lise < 10% 10.20% 20.30% -30% Fatloss  <10% 10-20% 20-30% > 30%
Stable Trizivit® (AZT/3TC/ABC) Pregnancy Duration HIV infection 11 (8.7-13.7)  11.8 (10.5-16.7)  11.4 (9.3-15) 0.09 Limb fat gain Limb fat gain
Moderate-severe lipoatrophy (LSGS) Presence of serum hepatitis B surface antigen [years (IQR)]
VL < 50 ' | for at least 6 th Ch th f li
No prior i?féfi;ill falue of 2 PT::)lntaining Insitlrilr(l)—seir:i};t)i;fg f;ininffiﬁohc steroids or GH in E\II)OC (C(,Zt)‘;gory ALDS 20 G2 20 (45) 10629) N LIPID CHANGES FROM BASELINE TO WEEK 48 AND 96
regimen the last 16 weeks
HCYV + Antibody [No. (%)] 16 (36.4) 22 (50) 38 (43.2) NS ACKNOWLEDGEMENTS
Nadir CD4+ 189 (40-298 233 (128-285 222 (104-291 NS : .
[c:u:/uL (IQR)] ( ) ( ) ( ) Mean (SD) change ~ Mean (SD) change Mean (SD) change * We would like to thank the GESIDA-6008-KRETA Study participants.
run-in period from BL to W48 from BL to W96 . _ i ’ ‘
Total CDA4+ 675 (512.885) 766 (543.1002) 697 (524-946) NS p GESIDA 6008-KRETA study was supported by an unrestricted grant of Abb.ott l.aboratorles.
[cells/uL (IQR)] * Herminia Esteban from SEIMC-GESIDA foundation on behalf of the coordinating centre statf.
Median time on Zidovudine 6.7 (5.2-7.9) 8.5(6.4-11.3) 7.4 (5.4-9.2) 0.003 N =87 Mono arm Triple arm  Mean (95% P value Mono arm Triple arm Mean (95%o P value
[years (IQR)] N =44 N =43 Cl) difference N =44 N =43 Cl) difference
Median time on thymidine 7.9 (55-10.3)  10.5 (7.7-11.7) 9.4 (6.3-11) 0.006 L e s L enmeen s REFERENCES
analogues [years (IQR)]
Total Cholesterol (mg/dl) i <3 8) -0 (36> 0.2 (46) L] (—347’ O49) s Bl (388> ol (44) L3 <—31 ’ 43) IS 1. Carr A, et al. A syndrome of peripheral lipodystrophy, hyperlipidaemia and insulin resistance in patients receiving HIV protease inhibitors. Aids 1998;12:F51-58. 2. Nguyen A, et
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Triglycerides (mg / dl)** 151.6 (202) _ 74 (1 49) 13 (1 29) 61 (_1 21. 5’ 0. 57) 0.048 456 (261 ) 276 (1 7 2.7> 18 (_1 14. 2, 7 8.1) 0.711 guidelines ht.tp: / /www.europea.na.lidsclinicalsociety.org/ im.ages / st?ries / E.ACS-.Pdf/ eac.sguidelines-.v6_english.pc?f. 7. Teb.as P, et al. Peripheral and visceral fat chaflgfzs following a
treatment switch to a non-thymidine aflaloguf: o e nflcle031de-sp:j1r1ng ST HI.V-1nfected sub.]ects vs.flth I.)erl.pheralo lipoatrophy: results of ACTG.A5110. J Antimicrob Chemother.
Total / HDI. cholesterol 1. 1 (1 .1) 0.5 (1 .1> 0.3 (1 . 5) -0.81 (_1 3 8, 0. 23) 0.006 0.6 (1 . 4) 0.0 (2> ~0.62 (_1 . 37’ 0.13> 0.104 30(():9;63:998-11())85. 8t. Iiollia92, et a11<. Fat t;ssn.;e dlStfrllblliiflon .Cha}ilges 1.n HIV';nfefteddlzatu;nt:~ tlrleatej :)ntim :)o.plna.wu.{rlton.avu. Re:l;lts Ic;f the MOlf\IA.RK trial. (1:)1.11'1' tI'_IIth'IfeS. 1)2031;19:?1-.:,9.
. Lameron y €t al. -WeeK comparison o1 lopinavir-ritonavir compination era Yy 1oHOw¢E Yy 10 1navir-ritonavir monotnera yversus ciavirenz compination era Y. niec
Dis. 2008;198:234-240. 10. Valantin MA, et al. Fat tissue distribution changes in HIV-infected patients with viral supptession treated with darunavir/ritonavir (DRV/r) monotherapy
® * mean value in LPV / r minus ABC+3TC+LPV / r versus 2 NRTI + DRV/r in the MONOI--ANRS 136 Randomized Trial : Results at 48 weeks. 17th Conference on Retroviruses and Opportunistic Infections. February 16-19, 2010. San
, L. . . . . . . Francisco. # 721. 11. Guaraldi et al. Impact of Switching to Darunavir/ritonavir monotherapy vs. triple-therapy on Body Fat Redistribution and Bone Mass in Virologically Suppressed
FUNDAGION T Statistically significant difference intra-group in HDL cholesterol and total/HDL cholesterol in mono arm at 48 w and 96 w: HIV-Infected Adults. The MONARCH randomized controlled trial. 13th European AIDS Conference EACS, Belgrade, Serbia, October 2011 [PE7.5/4.]. 12 Maynard JL, et al. Lopina-
s E I M l: ) E E s I n A ‘ HDL cholesterol: 48 week [ 5 (9 5% CI 1.7, 8.1); P =0.03] , 96 week [6. 5 (9 5%, CI 2. 8, 10.2); p =0.01] vir/ritonavir monotherapy versus current treatment continuation for maintenance therapy of HIV-1 infection: the KALESOLO trial. J] Antimicrob Chemother 2010;65:2436-2444

Total/HDL cholesterol: 48 week [-0.53 (95% CI -0.85, -0.21); p =0.002], 96 week [ -0.6 (95% CI -1.02, -0.17); p =0.007]
** Statistically significant difference intra-group in triglycerides in mono arm at 48w: -74 (95% CI -119.5, -28.6); p =0.002




