HPTN O76: TMC278 LA Safe, Tolerable and Acceptable for HIV Pre-Exposure
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BACKGROUND

RESULTS, CONTINUED

» Adherence to daily pre-exposure prophylaxis (PrEP), in either oral or topical ACCEPTABILITY DATA, CONTINUED

METHODS, CONTINUED

gel formulation, is a difficult goal for many and underscores the need for * RPV drug concentrations were determined via a validated liquid chromatographic-tandem mass spectrometric (LC-MS/MS) method with a lower limit of quantification of 1 ng/mL.

alternative strategies.

FIGURE 3. Potential Attributes of Injectable PrEP (a) Liked and (b) Disliked by Participants.

» Participants identified one or more attributes of injectable prevention they liked and disliked at baseline. Participants’ interest in future injectable PrEP use was measured at Week 44 Attributes LIKED Attributes DISLIKED
* Long-acting injectable PrEP is one such alternative strategy. Given the by level of agreement with six items. Comparisons by arm were made between participants who “agreed a lot” to each statement. 100 100
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* During the Oral Run-in Phase, ten women withdrew (8 active arm, 2 placebo arm) and four had product discontinued (3 active arm, 1 placebo arm). & ° > €
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* During the Injection Phase, one woman withdrew (placebo arm) and 16 product discontinuations occurred (10 active arm, 6 placebo arm). TABLE 1. Participant Characteristics. 3a. Placebo mTMC 278 LA 3b. w Placebo mTMIC 278 LA
' (N=136) (N= 100) (N=36)

* Atotal of 122 (80 active arm, 42 placebo arm) women received > one injection;

« HPTN 076, a phase 2, double-blind, 2:1 randomized trial, compared the

: : _ 64 active arm and 34 placebo arm participants received all six injections. Median Age 31 years 31 years 32 years CIGURE 4. Percenta
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-uninfected women. including one placebo arm participant with prolonged QTc interval. Median 75 kg 72k 83 k9 Future Injectable PrEP Use.
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= : . din HPTN 076: E dleni CRS in C T South « Transient Gr >2 liver abnormalities occurred in nine (11%) of active arm participants compared with four (10%) in the placebo arm. 72.100)
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’ ’ ’ « The differences in AEs observed between the two arms were not statistically significant. - ° °
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. Injectgble prc_>duct, either TMC278 LA or placebo, was administered on SiX- +  In participants receiving at least one injection: Employment 60% 65% 47%

ohcc?s.long, elg:t weegs 2part 2l stuccliy _Weeks(;" I Zg’ 28 I el 2 du2r|nﬁ «  The median plasma trough concentration (Cry,,qn) Of RPV during the injection phase was 68.2 ng/mL. Status unemployed - unemployed - unemployed CONCLUSIONS

: Ie njtagtlon asel. r?Mugt was a mcl)n |st§r§ gt eac tlme pqlnt In LWO’ m + The concentration two weeks (C,, k) after the first and second injections (at Weeks 6 and 14) was 85.5 ng/mL and 113 ng/mL, respectively.

g uteak, |2t”ramtéscu e () |nject|oP SI'I. nz |nJ?/c\:/t|ori1(v7vgs3gzlven 'E ea]f: . * At Week 52 (eight weeks after last injection), the Cyyq, Was 91.9 ng/mL. «  The lower quartile RPV concentrations were consistently above the PA-IC,, at all times

| uttgg e stq _ypart|C|pants are followed to Wee , 32 weeks after the * In participants receiving all six injections, less than 2% had RPV concentrations below the protein-adjusted 90% inhibitory concentration (PA-ICy,) at any given time point after Week 4 through eight weeks post injection.

S IAf/EE el W when injections began.

: S - . . « TMC278 LA IM injections administered every eight weeks in this clinical trial cohort of

* Prior to injections, participants were given 28 doses of daily oral product, FIGURE 2. Rilpivirine Concentration in Active Arm Participants (a) Receiving at Least One Injection (N=80) African and US women were safe, overall well tolerated and acceptable

either placebo or 25mg rilpivirine (RPV). Participants were observed taking and (b) Receiving all Six Injections (N=64).* ’ '

iz orel sl Up o shinze I @linie, e reme il deses et el ACCEPTABILITY DATA « Data from this study support further development of injectable agents for PrEP

administered during study Weeks 0 — 4 (Oral Run-in Phase). + The majority of participants liked that the injectable was: Y SHPP g ’ ? '

» Easier to use (>80%)

» Participants presenting with Grade (Gr) 2 or greater RELATED Adverse « Potential to provide longer-term protection (>73%)
Events (AEs) during the Oral Run-in phase did not progress to the Injection ACK N OWL EDG M E NTS
Phase. On a case-by-case basis, participants with Grade 3 or 4 « Some participants disliked that the injectable was:

UNRELATED AEs were permitted to move into the Injection Phase. + Painful (~30%) «  We sincerely thank the participants and the following study site staff for their support: Emavundleni
* In general, study product was paused during the Injection Phase using » Had side effects (31-37%) CRS in Cape Town, South Africa; Spilhaus CRS in Harare, Zimbabwe; Bronx Prevention Center CRS
the same criteria. Product was re-started in specific instances after in Bronx, NY; and Rutgers, New Jersey Medical School CRS in Newark, NJ.
review and consensus by study clinicians. » Acceptability did not differ by arm. At the last injection visit 68% of women

+ The HIV Prevention Trials Network is sponsored by the National Institute of Allergy and Infectious
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2a. 2b. strongly agreed that they would definitely use and 80% that they would think Diseases (5UM1AI068619, 5UM1AI068613, 5UM1AI068617), the National Institute of Mental Health,
about using a PrEP injectable in the future. and the National Institute on Drug Abuse, all components of the U.S. National Institutes of Health.
FIGURE 1. Three Phases of HPTN 076. The solid line connects the median concentration over time. « At the last injection visit, only 4% of participants “strongly agreed” that
The dashed line is the PA-ICgy, for RPV (=12.5 ng/mL). they would NOT use an injectable PrEP agent if it were available. «  The content is solely the responsibility of the authors and does not necessarily represent the official
views of the National Institute of Allergy and Infectious Diseases, the National Institutes of Health.
* For categorical variables, # (%) was reported and for continuous variables, median was reported. The Fisher’s exact * Participants reported strongest interest in future use of an injectable that . . . :
test was used to compare the number of AEs between the two arms. Boxplots summarize the distribution of plasma RPV prevenﬁed bOtthIV and prggnancy_ J » The HPTN 076 Study Team acknowledges PATH Drug Solutions, Bill & Melinda Gates Foundation and
concentration at each visit, where the mid-line of the box denotes the median and the ends of the box denote the 25t and Janssen Pharmaceutica.
75" percentiles, with whiskers extended to the extreme data points that are no more than 1.5 times the interquartile range
(IQR), and the diamond denotes for the mean. Presented at the
# The variability seen in Figure 2a is reflective of participants receiving between one and six injections. 2017 CROI Conference
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