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Background Results Antiretroviral use Table 1. Univariate and Multivariate Analyses of Predictors of First Detectable HIV RNA C lusi
- i : - : : i onclusions
¢ _Solldorgan_tranqolantatlon|smcreesnglyavalab|etoH|V- Subjects * Median (range) total number of lifetime pre-transplant Univariate Predictor Hazard Ratio (95% CI) P-Value Multivariate Predictors Hazard Ratio (95% Cl) P-Value . ,
infected patients. + 104 subjectsweretransplanted between 11/03 and 9/06. ARVs=5(0-14) « HIV RNA is very well-controlled in

liver and kidney transplant recipients
despite complex drug interactions
and multiple medications and co-

Race (white vs. others) 0.9(0.4,2.0) 0.88 NumberARVs (count)* 0.43 (0.21,0.87) 0.02

— 52 kidney and 52 liver recipients
Incidence of detectable HIV RNA

 HIV-related complications appear rare.
— Overadl, CD4+ T-cell counts have been stable.
— Few opportunistic infections have been reported, evenin

» Median (range) number of ARV s post-transplant = 3 (0-6)

« 8(21%) episodes detectable HIV RNA occurred whilenot NNRTI-based ARV (Yes/No)*

Age (continuous) 1.0(0.97,1.04) 0.79 0.61(0.21,1.79) 0.37

» 38 episodes of detectable HIV RNA occurredin 27 (26% _ _ . I
patientswith low CD4+ T-cell counts following the use of of tehF; 104 subjects. (26%) Srlpl‘(g:y and 7 liver recipients Organ (kidney vs. liver) 1.3(0.6,2.7) 052 Off-ARV (Yes/No) 0.28(0.03,2.62)  0.26 morbidities.
thymoglobulin o treat rejection or delayed graft function. — 8 (8%) subjects had >1 episode of detectable HIV RNA — 3 cases occurred shortly after transplant, before ARV's Hepatitis C (Yes/No) 2.1(0.9,45) 007 Hepatitis C(Yes/No) 1.42(0.60,3.38) 043 - IF e\g subjects had persistent detectable
evels.

* Patternsof post-transplant plasmaHIV RNA have not been
described in thispopul ation.
— Immunosuppression and/or drug interactions may make
durable HIV RNA control difficult.
— Conversely, antiviral and/or immune modul ating effects of

had been reinitiated

— 1 experienced early acute rejection and was off ARV s for
re-transplantation

— Of the remaining 4 cases
» 3 had hospitalizationsand/or infections (cellulitis, CMV

» Thel- and 2-year cumulativeincidence (95% Cl) of any
detectable HIV RNA wasasfollows:
— Kidney recipients: 27% (14%, 41%) & 36% (19%, 52%)
— Liver recipients: 34% (19%, 50%)

Total # lifetime pre-transplant ARVs 1.20(1.04,1.38) 0.01

Total # lifetime pre-transplant ARVs 1.1(0.99,1.3) 0.07

— Even in subjects with detectable HIV

Prednisone (Yes/No)* 0.53(0.24,1.20)  0.13 RNA, the levels were generally low.

Time to ARV initiation post-transplant 1.00 (0.98,1.01) 0.61

* No unusual predictors of virologic

Detectable HIV RNA pre-transplant (Yes/No) breakthrough were identified

2.6(0.6,11.4 0.20 _ _
( ) * As a time-dependent covariate.

immunosuppression may enhance virologic control. 100 antigenemia), allograft rejection, recurrent HCV while R . , .
pp ay g — Kidney off ER\/S ) g S Off ARV (YES/NO)* 4.2 (17, 107) 0.002 T Cl \f;]::lritfz:Sli?)q?kgllrs(;gg?gt:gt;;bm 95% confidence interval; — Increased total lifetime pre—tl‘ansplal’lt
MethOdS < — Liver « 1 had no adverse events reported, but had 2 ARV Number ARVS (count)* 0.6 (05,0.8) 0.0003 P ' ARV used was associated with
Prospective, multi-site cohort study of HIV-infected liver and £ 80 regimen changes prior to being off ARV's for approx. 1 N _ detectable '__”V RNA post-transpl aht.
kidney recipients > month Creatinine (most recent, kidney only) 1.1(0.8,1.3) 0.65 ) ) ) « Hypothesis: Marker for ARV resistance
_ _ o T « 5(13%) resulted in ARV change with subsequent suppres- Total bilirubi : Limitations/Future — Decreased post-transplant ARV's used
. 60 ) otal bilirubin (most recent, liver only) 1.03(0.96,1.11) 0.38 ) .
Subject selection criteria: Pre-transplant HIV RNA i sonof HIV RNA ] was associated with detectable HIV
|

* Pre-transplant HIV RNA was undetectable, or g — 2kidney recipients CD4+ T-cell count Analytl cP I ans RNA post-transplant.
« Completesuppressionwaspredicted in liver transplant 5 40 — 3liver recipients Nadir Pre-Tx (Per 50 cells/milliliter) 1.01(0.94,1.09)  0.83 * Nodataarecurrently collected directly on medication « Hypothesis: Regimenswith more

candidateswho could not tolerate antiretroviral therapy and L Predictors of first detectable HIV RNA (Table 1 o adherence, reasonsfor not being onARV's, pre-transplant agents are more potent.

thus had detectable HIV RNA ,_5 I Univariate models ( ) Most recent (Per 50 cells/milliliter ) 0.95(0.87,1.04) 0.25 ARV resistancetest results.

> 20 : _ o i . . L . . .

Interventions: Antiretroviral and immuno- RN .| ncrease_d risk of detectable HIV RN.A: Not being on Infection in the last 30 days (Yes/No) 0.9(0.3,2.7) 0.87 ;Z\ir:isrt:gjtest;stelggtlfgﬂl\/g;);;r;iconsda’atlons,
suppression medication protocols ARVsprior to measurement (hazard ratio [HR] 4.2; Cl Rejection in the last 30 days (Yes/No)* 14(0.3,6.1) 068 _ '
« Antiretroviral andimmunosuppression choiceswere % 0 05 10 15 20 25 a0 1.7,10.7) Hosoitalization i the lact 30 davs(Yes/Ngl* 0.3 (0L 1.3 011 * HIV RNA assaysarenot standardized (used standard and Transplant Study

incividualized. ' ' ' ' ' ' ' « Protectivefactors: Increasing# of ARVs(HR 0.6; CI 0.5, ospitalization in the last 30 days(Yes/No) 3(0.1,13) - ultrasensitiveassays). For People with HIV
Measurements YEAR 0.8) and NNRTI-based regimens (HR 0.36; CI 0.14, ARV medication » Thestudy isongoing and il enralling.

* — We anticipate having 5-year follow-up data on up to 150 Asstudy to evaluate the safety and effectiveness of kidney and liver
° Ultrm’]g t|Ve myswae um moa Commonly’ but ° The pI’OpOFtIOﬂ Of S,lbj &tSWIth Undet&taue HlV RNA a 096) i . . L Pl_based (YeS/NO) 10 (04’ 22) 096 k|dney anz 125 |Ivel’gI’ECIypI entS p p :mnjp]'n:Is fnnseimﬂnpulﬂ'rifn nfmlrin,ferredinm'wmn!gsl s currently
_ 0 0 ° Covar|at6W| th HR p'Vd ue Of <0_1’ II‘IC| Udaj in |n|t|d g in progress at 20 transplant centers across the country.
standard assayswere acceptable. 6, 12, and 18 months post-transplant was 88%, 89%, and e o - NNRTI-based (Yes/No)* 0.36(0.14,0.96)  0.04
Incid 95% CI) of anv detectable HIV RNA 91%, respectively. multivariatemodels: hepatitisC, total #lifetime pre-trans- T '
na _ence( 6Cl) of any N _ plant ARV's, prednisoneuse PI+NNRTI-based (Yes/No)* 0.0 (0.0, N/A) 1.00

o Mwlan [IQR], (range) p%k HIV RNA QU a.ntlty Of HIV RNA Wh en detectable ° NO mi ml On Wlth @e’ rxe’ nmir and mog ra:mt CD4+ ImmunosuppreSSIon medlcatlon = Pediatric patients are being enrclled at several participating centers (see below)
« Duration of detectability in subjectswithmorethanasingle Median [IQR], (range) peak HIV RNA cps/mL T cell count, transplanted organ, pre-transplant HIV RNA, _ : b .

detectable HIV RNA measurement that resolved « All kidney recipients: 286 [76, 2700], (52-500000) timeto ARV initiation post-transplant, ZDV or D4T use Cyclosporine (Yes/No) 14(06,31) 038 a )
« Episodeswereclassified as * Allliver recipients: 1367 [161, 14500], (61-47600) with mycophenol ate mofetil, ddl or abacavir usewith Tacrolimus (Yes/No)* 09(0.4,2.0) 087 e

1) any single detectable RNA value that resolved * Subjectswith singledetectable measurefollowed by mycophenolate mofetil, total #of medications, immunosup- . S S S

2) occurring off ARV's undetectable: 121 [65, 326], (53-1800) pression type, organ function and hospitalization, rejection MMF/Cellcept (Yes/No) 1.4(0.6,3.1) 0.46 =

3) resulting in ARV change Total duration of detectability or infectionin prior 30 days Prednisone (Yes/No)* 05(0.2,1.1) 0.8 Contact: e

.. . H H . Michelle Roland, MD b

Statistical analysis Median[IQR], (range) daysof detection: Inthefinal multivariate model, thenumber of ARVS(HR  mmF/Cellcept + AZT/DAT (Yes/No)* 05(0.2,1.5) 021 UCSE Posiive Health Program at University of alfornia =]
« Predictorsof first detectable RNA wereevaluated in « All kidney recipients: 208[99, 294], (28-577) 0.43; Cl 0.21, 0.87) and thetotal number of lifetimepre- Ward 84, Buiding 80 T SeniFrancisco

univariateand multivariate Cox proportiona hazards « All liver recipients: 21742, 462], (12-547) transplant ARVs(HR1.20; Cl 1.04, 1.38) weresignificant MMF/Cellcept + ddI/ABC (Yes/No)* 09(04,22) 088 205 Polrero Avenue o L@F

models. Covariateswere andyzed astime-dependant * Subjectswith single detectable measurefollowed by after being adjusted for being off ARV's, NNRTI-based Total # medications (count)* 0.94 (0.86, 1.01) 0.10 ;j;:(?jf%;lﬁ;lggé;%z

covariatesasappropriate.

undetectable: 9 (33%) subjects (7 kidney and 2 liver)

regimens, HCV status, and prednisone use.
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