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RALTEGRAVIR-BASED ART IS EFFECTIVE AND SAFE IN HIV+ LIVER TRANSPLANT RECIPIENTS
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Table 1. Demographic and clinical characteristics of safety population (N= 246) Results
2NUCs + i ivi i
. i Bac.kgrour.ld . Pl-based* Table 2. Efficacy results through 48 weeks by ART regimen. Only Patlems receiving the fou,r ,ART reglmens, h,ad comparable
Liver transplantation (LT) is safe in selected HIV-infected (N=71) patients with follow-up 248 weeks were included (ITT analysis, baseline donor and recipient characteristics (Table 1).
individuals. However, management of interactions Pre-LT variables N=211). Raltegravir-based ART was the least changed regimen
between  immunosuppressants (IS) and some Age (mean, SD) 47.3(53) 452(58) 457(6.1) 434(66) 0.041 during the first 48 weeks post-LT. In terms of virological
tiretroviral famili iall t inhibit Pl Male n (%) 37(725)  54(76.1)  76(80.0) 21(724) 0.714 20Es || Pl || 2 R .
antiretroviral families (especially protease inhibitors [PI] DUS n (%) 40(789) 53(77.9)  66(71) 19(67.9) 0.340 suppression, no differences were found among the four ART
and non-nucleoside reverse transcriptase inhibitors Previous AIDS events n(%) ~ 19(37.3)  25(35.2)  23(242) 9(31.0) 0311 T —T puy T regimens at one year after LT. However, a trend towards
. . . HCV coinfection n (%) 51(20.7) 71(28.9) 95(38.6) 29(11.8) 0.111 P i f weeks A .| B . .
[NNRTI]) remains a Cha”_er_\ge- Ralte_grawr_ (RAL) Is a HBV coinfection n (%) 6(118)  7(09)  12(126) 4(138) 0934 pationts with 12 weeks 1000 938 ois o920 oas| | DEtter CD4+ T-cell count recovery at 48 weeks was observed
non-boosted integrase inhibitor that did not interact with HCC n (%) 16(314)  14(197) 32(337) 5(17.2) 0.116 plasma PATEERS in the RAL group (Table 2). Table 3 shows events leading
. . . . s MELD score (median, IQR) 16 (11-22) 16 (13-20) 13 (9-18) 18 (14-23) 0.002 Viral load < 200 1000 980 97.3 923 0329 . ; . . L
IS in a small trial with HIV-infected transplant recipients | |coascount,celisiuL (median, 285 261 w4 221 | |coplesimiaferlT 48 weeks o73 w2 w7  wo oas| |ART discontinuation. As for safety, the survival analysis did
H ini IQR) (194-422) (169-389)  (193-465) (115-327) B R H H
(Trlco_t, Am_ J Transplan’_[ 2_00_9). Nevertheless, clinical Y S ANy | (| G || Aot | B Vedan(ar) 355 212 22 25 o, not reveal any differences in morta_lllty and/or reLT rates after
experience in this setting is limited. Donor variables 45wk CDIT  yrean (10R) (221)522)) (165,303} [(200:445)| [(165:334) one year among the four ART regimens (p=.204 at one year
Donor age (mean, SD) 56(16.1)  57(23)  52(19.1) 56(225) 0.483 cell counts Increase from 102 e o0 80 o474| |for the combined endpoint by the log-rank test).
Donor risk index (mean, SD) 1.7 (0.4)  1.6(0.4)  1.6(0.4) 16(05) 0441 (cellsfL) baseline (FE5ER) | (REFER | (RERKD))| (CHRE) : -
o PostLr varblos 08 A s : > 200 (%) e ] T st oo7s| @ Nevertheless, patients receiving RAL-based ART had a
Objectlves ost-LT variables, n (%) > 350 (%) 526 19.6 351 238 0.009 ignifi v | |ati ili f ; i
AR 48wk B T KT o) significantly lower cumulative probability of experiencing
The aim of this study was to analyze the efficacy and A &) @an) | % e | o ot ; . ;
fety of RAL plus 2 I (t)id I (NUCs) Actielie|ectionlata S 1(216)  19(268) 30(31.6) 9(31)  0.608 ITT= Intent-to-treat analysis; NUCs= nucleos(t)ide analogs; RAL= Raltegravir; PI= Protease Inhibitors; acute graft rejection during the first six months after LT
saltety o plus nucleos(t)iae analogs S) VS. Retransplantation at 48 wk 3(5.9) 1(1.4) 2(2.1) 0(0.0) 0.305 EFV= Efavirenz; ART= Antiretroviral treatment; LT= Liver Transplant; IQR= Interquartile Range. : - ~
Deaths at 48 wk 7 (14.0) 11 (15.5) 7(7.4) 2(6.9) 0.306 (Flgure l) (p 021 by the IOg rank teSt)'

other antiretroviral therapy (ART) regimens in a large
series of LT HIV-infected recipients.

NUCs= nucleos(t)ide analogs; RAL= Raltegravir; PI= Protease Inhibitors; EFV= Efavirenz; ART= Antiretroviral treatment;
LT= Liver Transplant; HCC= Hepatocellular carcinoma; IQR= Interquartile Range; SD= Standard Deviation
*Lopinavirfritonavir and darunavir/ritonavir in 35 and 15 cases, respectively; **3/4 NUCs alone or with T20in 5 cases (17%).

Table 3: Reasons leading to ART discontinuation (N=246)

Figure 1: Time until acute rejection by ART arm

Conclusions
A post-LT ART regimen based on RAL+2 NUCs was well

Methods RAL PI NNRTI | 3-4NUC | P-values tolerated and as virologically effective as other ART regimens
We performed a nationwide, multicenter cohort study, | |Texicity.n (%) aal RAL Based ART g v (PI, NNRTI) at 48 weeks. In addition, the regimen showed a
including 272 consecutive patients who underwent LT | |overan 3(5.9%) 5(7.0%) 8(83%) 5(172%)  0.286 gw L trend towards better immune reconstitution and was
from 2002 to 2012 and who were followed until | Typeofadverse events : [y associated with significantly lower rates of acute rejection.
December 2016. - Gastrointestinal 0(00%) 1(14%) 2(21%) 1(36%) 0648 §““ One-year mortality and reLT were similar among the four
For the efficacy analysis, the study population comprised ::::‘:Lo — fgi;; 12:;: :ggf; 31((1:67/’)) — foa ART regimens.
211 patients who had started any of the four (4) post-LT | | oo R T e e iu- Whenever possible, RAL+2 NUCs should be the preferred

L M-t - 0001

ART regimens and completed at least one year of follow-
up. An ITT analysis was performed.

ART regimen for HIV-infected individuals undergoing LT.

Other reasons, n (%)

g
?

For the safety analysis 35 additional patients who died Overall 0(0.0%) 5(7.0%) 9(95%) 6(20.7%)  0.012 L] i 1 L 4 % * Funding sources: Supported in part by the Spanish Foundation for AIDS Research and

. . . . - Drug-drug interactions 0(0.0%) 5(7.0%) 4(42%) 1(3.4%) 0.283 " Prevention (FIPSE, Madrid, Spain; grants TOH-VIH/05, TOH-VIH/08, TOH-VIH/12,
or underwent liver retransplantation (reLT) during the first - Virological failure 0(0.0%) 0(0.0%) 3(3.2%) 4(13.8%)  0.001 MonRALbased 191 143 138 136 130 128 128 TOHVIH/13, and TOH-VIH/14), the Spanish Ministry of Health (Madrid, Spain) Investigacion
year were also |nc|uded, with a total of 246 patlents - Other** 0(0.0%) 0(0.0%) 2(21%) 1(3.4%) 0.345 RAL-based 50 44 az az a1 a1 a1 Clinica Ipdependlent.e. grant ECll-.150, th.e Instituto de Saluq Carlos Il and the Ministerio de

T Ay e, ol toxiclty, T20 i " " Economia y Competitividad (Madrid, Spain), and an unrestricted grant from Merck Sharp &
(Tab le 1 ) pancreatic toxicity and bone marrow toxicity in one case each and unknown in two cases; ** ART simplification Dohme (MSD), Madrid, Spain
in two cases and medical decision in one.
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