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BACKGROUND

e \Women experience unique complexities with antiretroviral therapy (ART)."? These circumstances
may interfere with chosen treatment strategies, as well as short- and long-term adherence.

e INSTIs are potent, generally well-tolerated, and may offer improved dosing frequency and pill
ourden for patients with complex circumstances, including women.?

e Differences in treatment effectiveness and durability between drugs in the INSTI ART class,
which include dolutegravir (DTG), raltegravir (RAL), and elvitegravir (EVG), have not been
evaluated specifically among female HIV+ patients.

OBJECTIVE:

To describe and compare twelve-month regimen

durability among HIV-infected women initiating
DTG, RAL, or EVG.

METHODS

Study Population
e Selected from the OPERA database, which includes electronic health record data from
patients in care at 79 clinics in 15 US states (Figure 1).

Figure 1. Geographic distribution of OPERA cohort
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e HIV+ women initiating their first INSTI-containing regimen after first active visit in the OPERA
database and between August 12, 2013 (DTG approval) and November 30, 2015

e Viral load required within 120 days prior to INSTI start date.

@ Current Sites

Study Design and Analysis
e Each patient was observed from INSTI start date until discontinuation of the initial INSTI, loss
to follow-up, death, or study end (November 30, 2016), whichever date came first.

e Kaplan-Meier methods and multivariable Cox proportional hazard models were used to
estimate the association between specific INSTI exposure and discontinuation within the first
12 months of taking the drug.

e All analyses were conducted separately for treatment-naive and treatment-experienced
women at the INSTI start date.

RESULTS

e Of the 11,817 HIV+ women in the OPERA database at data freeze, 537 treatment-naive and
878 treatment-experienced women initiated an INSTI-based regimen within the study period.

Table 1. Baseline demographic and clinical characteristics by INSTI for
treatment-naive HIV+ women

Treatment-Naive

Characteristig DTG RAL B:I\"(?I\lljsi EVG B:I‘.'él\l;:
n(%) or median(IQR) n=208 n=69 RAL n=260 EVG
Age (years) 40 (31, 49) 44 (38, 51) 0.03 39 (30, 47) 0.27
African American 133 (63.9) 45 (65.2) 0.85 185 (71.2) 0.30
Log10 Viral Load 4.8 (4.3,5.2) 4.5(3.7,5.2) 0.03 4.6(3.9,5.1) <0.01
CDA4 cells/ pL 240 (53, 434) 226 (81, 408) 0.85 292 (96, 467) 0.03
Comorbid condition’ 120 (57.7) 41 (59.4) 0.80 122 (46.9) 0.02
Hx substance abuse 28 (13.5) 8(11.6) 0.69 32 (12.3) 0.72

' Diagnoses of an autoimmune disease, cardiovascular disease, invasive cancer, endocrine disorder,
mental health condition, liver disease, bone disorder, peripheral neuropathy, renal disease, or hypertension.
Table 2. Baseline demographic and clinical characteristics by INSTI for
treatment-experienced HIV+ women

Treatment-Experienced

Characteristic DTG RAL B:I‘.'él";lse_ EVG B:I‘.'él\l,‘:
n(%) or median(IQR) n=504 n=116 RAL n=258 EVG
Age (years) 48 (38, 54) 49 (42, 56) 0.49 43 (34, 41) <0.01
African American 342 (67.9) 60 (51.7) <0.01 169 (65.5) 0.51
Log10 Viral Load 1.5(1.3, 3.9) 1.7 (1.3,4.1) 0.33 1.5(1.3, 3.7) 0.88
CDA4 cells/ pL 532 (261, 803) 469 (216, 749) 0.24 576 (290, 823) 0.30
Comorbid condition’ 428 (84.9) 90 (77.6) 0.06 186 (72.1) <0.01
Hx substance abuse 86 (17.1) 10 (8.6) 0.02 44 (17.1) 0.99

' Diagnoses of an autoimmune disease, cardiovascular disease, invasive cancer, endocrine disorder,
mental health condition, liver disease, bone disorder, peripheral neuropathy, renal disease, or hypertension.

e By the time they initiated an INSTI, treatment-experienced women starting DTG had been
on ART longer (median 38 months) than patients starting RAL (22 months; p<0.01) or
EVG (26 months; p<0.01).

Support: This research was funded by ViiV Healthcare

e Multivariable Cox regression (Table 3) and Kaplan-Meier estimates (Figure 2) indicate longer
times to discontinuation within the first year of exposure for women taking DTG compared
to women taking RAL or EVG.

Table 3. Multivariable estimates of time to discontinuation of initial INSTI
within the first 12 months on treatment

Treatment-Naive Treatment-Experienced
Discontinuation Adjusted’ HR Discontinuation Adjusted? HR
Events n(%) (95% ClI) Events n(%) (95% ClI)
DTG 38 (18.3) 1. 108 (21.4) 1.
RAL 27 (39.1) 2.46 (1.49, 4.05) 42 (36.2) 2.17 (1.51, 3.12)
EVG 68 (26.2) 1.59 (1.07, 2.38) 71 (27.5) 1.39(1.02, 1.88)

' Adjusted for age at INSTI initiation, race, baseline viral load
2 Adjusted for age at INSTI initiation, race, baseline viral load, and number of ART classes previously experienced

Figure 2. Kaplan-Meier estimates of time to discontinuation of first INSTI-based
regimens in the first twelve months of exposure
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e [For treatment-naive and treatment-experienced women discontinuing their initial INSTI
within 12 months of initiation, the most common regimens following discontinuation
contained a different INSTI (Figure 3). Drug holidays of more than 45 days were also
common in both treatment groups.

Figure 3. Switch to post-initial INSTI regimen among a) treatment-naive and
b) treatment-experienced women discontinuing first INSTI-based regimen
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e Discontinuations following lab abnormalities or reported intolerances/toxicities
did not differ significantly between INSTIs in either treatment group.

e Virologic failure (VL >200 copies/mL) occurred prior to just 12% of discontinuations
in the first year among treatment-naive women and 10% among treatment-experienced
women, without differences across INSTIs.

CONCLUSIONS:

e In a large cohort of HIV+ women in care in the US,
women taking DTG were the least likely to discontinue
in the first year of treatment with an initial INSTI
compared to women taking RAL or EVG, regardless of
prior ART exposure at baseline.

e Among women who discontinued their initial
INSTI-based regimen, switching to another INSTI and
treatment interruptions were common, while virologic
failure prior to discontinuation was not. Patients may
be discontinuing effective INSTI-based regimens due
to access issues.
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