Weight Change After Starting Doravirine among ART-Experienced Individuals in the US
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The Longitudinal Cohort

Background Results Discussion
* Doravirine (DOR) is a third generation NNRTI approved Table 1. Baseline characteristics of virologically Figure 1. Changes in body weight after switching to a « Of 388 virologically suppressed individuals switching to
by the FDA on 30AUG2018. suppressed individuals switching to DOR DOR-containing regimen, stratified by sex? a DOR-containing regimen, 78% were overweight or
* Integrase inhibitors (INSTI) and tenofovir alafenamide Switch to DOR on obese at switch (Table 1).
(TAF) have been associated with weight gain.’ N = 388 106 — Overall = s Formale e et M  Qverall, switching to DOR was associated with an
- PRE - . 104 - e e i average weight loss of 0.80 kg/year (Fig 1, Table 2)
 Efavirenz (EFV) and tenofovir disoproxil fumarate (TDF) Age, median (IQR) 56 (44, 61) f02 - e : -
have been associated with weight loss.! Fernale sex. n (%)? 83 (21) 5 1 o Women lost weight at. a rate of 1.67 kg/year; most
* The impact on weight of other non-nucleoside reverse Black race, n (%) 128 (33) S 96- were Black and of perimenopausal or menopausal
transcriptase inhibitors (NNRTI) such as DOR is unclear - B 0 = - - age (Tables 1-2).
. Hispanic ethnicity, n (%) 97 (25) % 35 ..........._,,_ o Men lost weight at a rate of 0.60 kg/year (Table 2).
: _ CD4 cell count, median cells/uL (IQR) 621 (443, 858) E R EE———— = i « DOR was associated with weight loss in the absence of
Objective Body weight (kg), median (IQR) 86 (75, 99) S ar TDF and/or EFV before and after switch (Fig 2, Table 2).
To assess changes in weight over time BMI (kg/m?2), n (%) : 2 » Among those who had the same INSTI-TAF combination
after starting DOR among virologically Underweight: <18.5 6 (1) 78 y before and after switching to DOR, there was a trend
I Normal: >18.5 to <25 81 (21) A ‘e toward weight loss (not statistically significant) (Fig 3,
5 suppressed individuals. e , ) Table 2).
Overweight: =25 to <30 50 (39) . . . . . ' ) ' | , o .
Obese: >30 151 (39) 0 6 12 18 24 30 36 42 48 * A modest weight loss on DOR s clinically meaningful
Methods —— — _ | a | | | Monthson BOR = | given that most individuals included were overweight or
BMI, body mass index; DOR, doravirine; IQR, interquartile range; N, number. Mean predicted weights estimated with univariate linear mixed model, restricted , ,
StUdy population a Among women: 70% were Black, 49% were >50 years old, 20% were 40-49 years old. cubic splines on time (knots: 0, 6, 12, 24 months). obese at DOR start and that weight gain has often been

. . - associated with female sex.
» OPERA cohort: prospectively captured, routine clinical

data from electronic health records in the US (101

Table 2. Rates of change in body weight after switching to a DOR-containing regimen?
Total # # observations/person Rate of weight change

clinics, 23 US states/territories), representing ~15% of : . ' '
IeOI e with HIV in the LIJS es), rep N3 ’ N observations Median (IQR) kg/year (95% ClI) Key Flﬂdll‘\gS
ﬁ]dfsion o | Overal 388 2539 5(2,9) 10.80 (-1.32, -0.28) - DOR was associated with a modest
) et Female 83 494 4(2,9) -1.67 (-3.32, -0.02) - 1 . -
o ART-experienced people with HIV-1 By sex al -0t i s (2 9) 060112 -008 but statistically S|g.n|f|c.ant weight
o Switch to DOR-containing regimen between By TDF and/or EFV TDF and/or EFV before only 3 50 4 (2, 10) -0.71 (-2.40, 0.98) loss overall, especially in women.
30AUG2018 and 31DEC2022 J<e before & TDF and/or EFV after only 36 493 4 (3, 8) -2.22 (-4.03, -0.42) Patterns of use of antiretrovirals
o Viral load <50 copies/mL at switch fter switch No TDF or EFV before & after 238 1539 5(2, 9) -0.72 (-1.31, -0.14) 2ssociated with Weight gain (INSTI
. o TDF and/or EFV before & after 56 452 7 (3, 10) -0.05 (-1.22, 1.11) _ _
o =1 weight measurement within 6 months before TAF) or weight loss (TDF EF\/) did
’ 451 fo ht t oy INSTI and TaF N INSTI, no TAF 18 107 5(2, 8) 0.19 (-2.26, 2.65) 9 :
PWIER anth= to OW-UR WEIGNT Measuremen Cgmbmation o No INSTI, TAF 28 161 4 (2, 8) -0.40 (-2.01, 1.21) not fully explain the weight loss
» Censored at the 1% of: (a) DOR discontinuation, (b) Sk NSTI, TAF 100 668 5 (2, 8) -0.45 (-1.31, 0.41) observed on DOR
>45 days without ART, (¢) 12 months after last clinical AtkeliAnezline NSTI no TAF 36 540 6 (2. 8) -0.72 (-1.50, 0.05) '
contact, (d) death, or (e) StUdy end (31 MAY202 3) Cl, confidence interval; DOR, doravirine; EFV, efavirenz; INSTI, integrase strand transfer inhibitor; IQR, interquartile range; N, number; TAF, tenofovir alafenamide; TDF, tenofovir
« L di roxil f rate.
Statistical analyses a ;;Zsoof wuergifcehange estimated with univariate linear mixed model. References
) fhange; mdwelgﬂtl (kgt)hoverdtlme.op DORt: univariate Figure 2. Weight changes by patterns of TDF and/or EFV Figure 3. Weight changes while maintaining the same ;}nﬁangtitf;@'{rEeVaiﬁsgCﬁﬁycvti?ﬁsiteigfsvt:pa? tbhoeor';’g’;’eiih:ygtaei;atic
inear mixed maoael wi ranaom interce ' | | | )
atterns of change: restricted cubic spplines e use before and after switch to DOR? INSTI/TAF combination before and after switch to DOR® jiterature review and network meta-analysis. eClinicalMedicine. 2022.
° - - -
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