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Introduction Results
Daily pre-exposure prophylaxis (PrEP) with tenofovir disoproxil fumarate and Table 1. Characteristics of participants included in the study.
emtricitabine (TDF/FTC) is associated with a small but statistically significant de- Blind phase partiélll)ams There was a dose-response | | | .
crease in estimated glomerular filtration rate'? (€GFR). Charmctorictics af basoline TDE/FTC | Placebo B IDEFTC: relationship between higher tenofovir tl"a.b.le 4 Relat10nsh1]? between recent TDF/FTC exposure and eGFR in all participants
(N=199) | (N=201) (N=389) oxposure and lower eGFR initiating TDF/FTC in the study.
We assessed the renal safety of on-demand TDF/FTC based PrEP Median age - year (IOR) 35 (29.43) | 34 (28-42) 35 (29-43) P ' Estimation of the effect on ¢GFR (mi/min/173m?) (:9E)
in HIV uninfected men. White race - no (%) 188 (95) 178 (89) 356 (92) | | PY | Univariate model® P  |Adjusted analysis® P
Use of recreational drugs® - no. (%) 86 (44) 92 (48) 160 (43) Number of pills per month in the last two months¢
Medical history <15 pills (n=1941) 255 Reference
. Diabetes - o (%) 1(05) > 1) 30) > 15 pills (n=2279) 370 21.38 (+0.30) <0.001 20.88 (x0.30) <0.01
Materl al and Meth() dS Hypertension - no (%) 8 (4) 6 (3) 15 (4) he <l I; Tenofovir plasma concentration at the time of e GFR assessment¢
Dyslipidemia - 110 (%) 00 1) > (1) The slope of eGFR decline was not <2 ng/mL (n=1714) 531 = o forerce
The ANRS-Ipergay Study: A Double-Blinded Randomized Placebo Controlled Use of NSAID - no (%) 7 (3.5) 4(2) 19 (5) statistically differentbetween TDF/FTC | 520 <10 ng/mL (n=327) 50 - 1.27 (x0.50) - 0.98 (£0.49)
Trial of On-demand TDF/FTC Based PrEP with Open-Label Extension Phase®* Weight (kg) - median (IQR) 71(65-80) | 72 (65-80) 72 (66-80) and placebo group. > 10 to < 40 ng/mL (n=512) 50 - 142 (x0.42) - 1.28 (x0.42)
/ P eGFR¢ (mL/minute/1.73m?) - median (IQR)|106 (97-115)|108 (96-115) 106 (97-115) > 40 ng/mL (n=2231 351 22.06 (+0.30 <0.001¢ ©1.82 (+0.30 <0.001¢
FR L . 17 2 - OO 17 700 1 400 OO . 117 1 a For univariate analysis, we used a linear mixed eftects model. b linear mixed model adjusted on time, age > ears, ertension and baseline e <90mL/min/1.73m?2.
February 2012 November 2014 ggFR 299OOHI;1L{;IIH:?I{ /1 7331:;2_ 1;1(()) ((;)) 263 (1830/0/) 3629 (186(71) 35363 (18460/0/) Slgnlﬁc,atl;llt redfut(ﬁl()z; Of etC:'P:R Wfre C"Il:"ime—depen(flant VZiables. d G?obzilpvalue. r011=rf1fur;t1ber 0(1 ilSE:{ SE standalc‘jd errc(l)rl; Igi\]{ p::r(sions ;ears ;%:GFI%Oe}s]timatzgglotmerular ﬁﬁrztioi 1"a’te.G R omimin/L
- reversipie (O c ATIt1C1pants
TDF / FTC ]une 2016 a All the patients who initiated TDF/FTC : 199 participants from the TDF/FTC arm, 161 from the placebo arm and 29 new participants . ( . p p
b f d \ including in the OLE phase. b Recreational drugs that were reported in the past 12 months included ecstasy, crack cocaine, cocaine, Wlth eGFR <70mL / mln/ 1 .73m2 p 22
. erore an l crystal, speed, and y-hydroxybutyricacid or y-butyrolactone. c Estimated glomerular filtration rate calculated by the Chronic Kidney Disease . . . .
- HIV negatlve MSM after sex Epider?liologyColle:iborationequation. IQRinterquartile range; TDF tenofovir disoproxil fumarate ; FTC emtricitabine; NSAID non-steroidal partICIPantS had ]USt one QPISOde).
anti-inflammatory drugs
- Condomless anal sex TDE/ETC T Absence of markers of tubulopathy
. > Tl C . . .
with =2 partners within N Lefore and . . On urine dlpstl cks
6 months A ftor Sex Figure 1. Markers of proximal tubulopathy.
- Creatinine Clearance Table 2. Reduction of eGFR and severe adverse events during the study. 129
>60mL/min X Pflacebo ’ Blind phase NI -
> erore an | P o
< > t t
After sex OLE Phase TDF/FTC  Placebo P gﬁfrl[‘;}p/%l%é Conclusion
- : =201 =199 1
- > Median of 18 pills (=20l (n=199) - value - (N=389) The renal safety of on-demand TDF/FTC based PrEP
Blind phase per month Median of follow-up - months (IQR) 9.4 (5.1-20.6) 9.4 (5.1-20.6) 19.2 (18-26.9) was gOOd, including in participants with eGFR<90mL/

Mean slope of eGFR decline per year?
(mL/min/1.73m?)

At least one eGFR <70mL/min/1,73m?2- n 20 9 0.04b 45
At least one eGFR <60mL/min/1,73m2- n 4 3 0.74b 14

Median of 15 pills per month
Reduction of HIV incidence of 86%

min/1.73m?, age >40 years or hypertension. There was a
dose reponse relationship between tenofovir exposure and

lower eGFR.

The overall reduction and intermittent exposure to
TDF/FTC may explain the good renal safety of
on-demand PrEP.

- 1.53 - 0.88 0.27 - 1.20

Treatment discontinuation for kidney

adverse event - n (% 0 0 3¢ (1%)

Percent of total dipstick

a The slope of eGFR decline was modelized using a linear mixed effects model. b Log-rank test. ¢ Two participants had grade 1 kidney
adverse events (with a decline in eGFR to 58 mL/min/1.73m? and 49 mL/min/1.73m?) and one participant had grade 2 (with a decline to 39

Assessment of eGFR (CKD-EPI) and urine dispsticks every two months mL/min/1.73m?).

Monitoring of adherence by pill counts and tenofovir plasma concentration

N=388 N=4264 Necs iaei Acknowledgments

Table 3. Reduction of eGFR among participants at-risk of renal dysfunction in the study.
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eGFER at baseline Univari at((em /mlll;l/ {\n/[ ﬁtlv az'l ate P a median of follow-up of 19.2 months (IQR 18.0 to 26.9). N= number of dipsticks urine. the SIDACTION and the Bill and Melinda Gates Foundation. It

Characteristics at baseline PY [ i/l 73m2 el : Tola | frﬁportion of Study fvisits withhprqteirlll and glucose in urine dipsticks at baseline and during the was conducted with the support ofGilead Sciences (donation TDFE-

GFR> 90 1/ . /1 73 2( 333) (m / mil’(l)/S ,/ 01N ) mode value mode value ollow-up (median of 19.2 months) in all participants initiating TDF/FTC. FTC) The fun ders ha d no 1‘01e in StU_ dy design, data COHeCtiOn,
< LDLGAAMITLY Lo A (= analysis and publication.

eGFR < 90ml/min/1.73m? (n=56) " 0.66 (x0.57)  0.25  0.46(x0.59) 0.44 y p
Age <40 years (n=247) 110

Slope difference in eGFR per year

Comparison of eGFR reduction between
placebo and TDF/FTC groups

0.56 (x0.39)  0.16  0.49(x0.41) 0.24 Author
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Markel‘s Of tUbUIOp athy a For univariate apd multivariate analysis, we used a linear mixed effects model. SE standard error ; PY persons years ; eGFR estimated glomerular filtration rate; eGFR <9 Om /mln / 1 73m2 or h el‘tenSl on 4 Mgligz }-M ng Zl, Lan:jlft I]—IIVé 2017. FI?XEGE% R
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