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Reduced Bone catabolism and inflammation in patients
switching to TAF-containing cCART
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"l Introduction
“IResults "} Results
O By reducing tenofovir plasma levels, tenofovir ré\llgl_CSHAA_F_ﬁfTERISTICS OF PATIENTS BY CD38+ TESTIMATED MEAN CHANGE IN OSTEOCLAST

PRECURSOR S (OCP) ASSOCIATED WITH FACTORS
MEASURED AT TO

Having shown a trend for reduced resorption marker CTX-
1, we performed a multivariable model to identify the
factors associated with change in osteoclastogenesis.
While this model showed no association between bone
resorption and inflammation, we found a positive
association between OCP change and TO CD8+,

alafenamide (TAF) preserve bone mineral density
(BMD).

O Changes in bone composition appear to be
multi-factorial and can be affected by HIV reservoir,

probably through the effects of immune dysregulation
associated with a persistent low-grade inflammatory

state.

We enrolled 146 pts: median (IQR) CD4 and age at
switch were 672/mm3 (475, 879) and 48 years (40-55).

All patients maintained virological suppression along all
the 12 months

CD8+CD38+ HLA-DR+

type | N-terminal Propeptide (P1NP) (Elisa),

C) osteoclast precursors

UNADJUSTED MEAN VARIATION OF
INFLAMMATION, BONE TURN OVER MARKERS AND
HIV-DNA OVER TO0-T1

O The impact of switch to TAF-containing regimens on Characteristics <median >median va'::e* Total independent of potential confounders, including CD38+
OSteO-immunity inflammation and HIV-DNA is pOOrIy N= 73 N= 73 N= 146 (010 increase in OCP per 100 CD8+/mm3 hlgher p=004)
investiaated , Gender, n(%) 1.000

g ' Female 13 (17.8%) 13 (17.8%) 26 (17.8%)
Mode of HIV
Transmission, n(%) 0.734
1 Aim PWID 8 (11.0%) 8 (11.0%) 16 (11.0%)
MSM 37 (50.7%) 41 (56.2%) 78 (53.4%)

O To investigate changes in bone turnover, inflammatory Z'frftear:tsse"”a' 25 (34.2%) 23 (31.5%) 48 (32.9%)
markers and HIV —DNA in patients switching from TDF Other/Unknown 3 (4.1%) 1(1.4%) 4 (2.7%) ol il
to TAF. Nationality, n(%) 0.645 Characteristics Unadjusted (95% Cl)  p-value' Adjusted (95% Cl) p-value'

Not Italian 10 (13.7%) 12 (16.4%) 22 (15.1%) e
-6atT0
AIDS diagnosis, )
n(%) 0.337 per log10 higher 0.26 (-0.46, 0.98) 0.482 .18 (-0.98,0.63) 0.665

1 Methods Yes 12 (16.4%) 8 (11.0%) 20 (13.7%) hsCRP at T0

HBsAg, n(%) 0.468 per log10 higher 040 (-0.01,0.82) 0.061 0.33(-0.13,0.79) 0.156
Positive 3 (4.5%) 5(7.5%) 8 (6.0%) CD8+CD38+ HLA-DR#, cells/mm3
_ o HCVAb, n(%) 0.606 per 100 higher 1.20(-0.88, 3.28) 0.260 145 (-0.67, 3.56) 0.183

O We enrolled cART-treated HIV+ patients within Icona Positive 9 (12.7%) 11 (15.7%) 20 (14.2%) CD8 count, cells/mm3
(HIV-RNA<50 cp/ml) switching from TDF- to TAF Z;gg;ﬁ:cz(y) 0.524 per 100 higher 0.09(0.03, 0.15 0006 010(0.03,0.8) 0.004
regiments. Yes 12 (16.4%) 15 (20.5%) 27 (18.5%) (D4 count cells/mm3

Calendar year of per 100 higher 0,03 (-0.05, 0.10) 0.504 000 (-0.08, 0.09) 0974
e 0.444 : :
baseline Anchor drug in TAF regimen
. . . 2017 (2017, 2017 (2017, 2017 (2017, RPV vs. EVG 0.26 (-0.25,0.77) 0327 0.46 (-0.08, 1.00) 0.094
_ Median (IQR) : : )
O Samples were _ava”able pre-switch (T0) and 12 . 2018) 2017) ae3 2017) Other vs. EVG 0.43(-0.12, 0.98) 0.131 0,56 (-0.01, 1.13) 0.056
mOnthS pOSt_SWItCh (T1 ) Mge(;.yeafs R 48 (40 55 49 (40 55 ' 48 (40 55 Linear multivariable regression model .The best subset procedure indicated that a 5 parameters model would have the highest adjusted R-square and be the best
edian (IQR) (40, 55) (40, 55) (40, 55) model for inference (according to the Hocking criterion). CD8+CD38+ HLA-DR+was added manually to the best 5 parameter model as it was regarded to be a key
CD4 count, 0.357 confounder
cells/mmc '
O Lab analyses: Median (IQR) 685 (476, 891) 628 (466, 846) 672 (475, 879)
CD4 count nadir, 0.661
a)sCD14, C Reactive Protein (CRP), IL-6 and cells/mm | ]
vascular cell adhesion molecule 1 (VCAM-1) Median {IQR) — 235(154,330) 262 (63, 379) 261 (121, 369) 1 Conclusion
(Luminex) _ _ o
. | | 1 Results O In virologically suppressed HIV+ pts switching from
) C-terminal telopeptide-1 (CTX-1), Procollagen TDF to TAF regimens, we describe an early decrease

in pro-inflammatory markers and free osteoclast-
derived collagen (CTX-1) suggesting a containment in
bone resorption.

(OCP:CD14+CD16+CD51/61+), osteoblast
precursors (OCB:CD15-OC+AP+),
CD8+CD38+HLA-DR+ (Flow Cytometry)

d) HIV-DNA (LTR5" ddPCR assay, normalized by
cps/106 CD4+).

Pearson correlation and univariable and linear
regression models using the markers variation
over TO-T1 as outcome were used. Variable
selection for inclusion in multivariable models (ats.T\Sitch) (12monthsTalfterswitch)

In the unadjusted model, at T1 we observed a reduction
in activation (-1.8 p<0.01), inflammatory markers
(sCD14: -0.5 p<.01, IL-6:-0.8 p<.01),VCAM-1: -0.1
p<.01, with no changes in HIV-DNA (+12.5, p=0.85).
Among bone markers, only CTX-1 showed a non-
significant decreasing trend (-4.9 p=0.06), with no
differences in OBP, OCP, P1NP

O This finding, together with the independent
association between reduced post-switch osteoclast
progenitors and high pre-switch CD8+, known
osteoclastogenesis inhibitor in murines, might
Indicate a mechanistic pathway behind the greater
bone safety of TAF.

Change T0-T1

I Biomarkers N Meanl SD1 Mean2 SD2 Difference p-value

wgs performed U_S_mg a best subset approach CD8+CD38+ HLA-DR+ (%) 146 9.6 10.7 7.7 9.4 18 <01

with manual addition of known confounders. SCD14 (ug/mi) 148 20 07 16 06 05 <Ol 1 Funding
hsCRP (ug/ml) 148 34 4.1 3.1 3.1 0.4 0.26
CTX-1 (ng/ml) 48 10.2 25.1 5.3 9.2 -4.9 0.06
DNA, per CD4 count 106 639.6 790.8 652.1 938.4 12.5 0.85
DNA, per PBMC 106 130.1 142.5 135.1 164.1 5.0 0.67 I I I
6 b = = = = = = ICONA Found.atlon IS gupported by unrestricted
08P (%) 147 54 42 47 38 07 016 grants from Gilead Sciences, Janssen, MSD,
OCP (%) 147 0.8 0.3 0.8 13 -0.0 0.71 Th t h I . d VV H Ith ] Th
PINP (pg/ml) 48 689.6 638.4 758.1 726.4 68.6 0.35 era techno Og|eS an Il ea Care’ IS
VCAM-1 (ug/mi) 148 12 06 11 06 01 <01 study is supported by a grant from Gilead

sCD14: soluble CD14; hsCRP: high sensitive C reactive protein; CTX-1: C terminal telopeptide-1; IL-6 : interleukine-6 ; OBP: osteoblast precursors ; OCP:
Osteoclast precursors; PINP: Type | procollagen N-terminal propeptide ; VCAM-1 : Vascular cell adhesion protein 1
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