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BACKGROUND METHODS
= Despite a good overall safety profile and high tolerability, studies have found = Study baseline: latest of cohort entry, combination antiretroviral (ART) use, or first BMI.
Integrase strand inhibitor (INSTI) use in people living with HIV (PLWH) to be = Study follow-up: Baseline to date of first DM, final follow-up, or 31st December, 2019.
associated with increased body mass index (BMI)*-2 = RESPOND# participants were included if they had CD4 and HIV RNA 12 months before
= BMI increases have also been associated with a higher risk of diabetes mellitus baslilidneedand >2 BMI measurements during follow-up. Those with DM prior to baseline were
(DM)3 exc .

= DM was defined as having a random blood glucose measurement > 11.1 mmol/L,
HbA1c>6.5%/48 mmol/L or use of antidiabetic medication or clinical diagnosis.

» Poisson regression assessed the association between time updated log BMI, current
NSTI/non-INSTI and TDF/TAF use, and their interactions, on DM risk.

= This study compared INSTI and non-INSTI based regimens in terms of the
association between BMI and risk of incident DM.

RESULTS
= 20865 RESPOND participants were included. Figure 1. Factors associated with DM Figure 3. Association of different fittings of ARVs and BMI
VAN PR . No. of DM Crude rate/ on DM Adjusted IRR
= /85 (4 /0) Incident DM events: events/ PYFU 1000PYS IRR (95% CI) p-value (95% CI) p-value
>11. : 0
Random blood glucose >11.1 mmol/L : 254 (32%) cor Time-updated continuous BN
HbAlc >6.5%/48 mmol/mol : 239 (30%) Male 617/79277 7.80 ¢ Reference BMI 21-23 (vs <21) —— 1.25(0.93,1.67) 0.15
. . . . . Female 168/28364  5.90 * 0.69 (0.57,0.85) <0.001  BMI 23-26 (vs <21) —— 1.47(1.13,1.91)  0.006
Use of anti-DM medication/clinical diagnosis: 292 BMI 27-30 (vs <21) —— 2.38(1.83,3.10)  <0.001
; Risk group BMI >30 (vs <21) ->5.22(4.00,6.82) <0.001
(37 /0) Heterosexual contact  307/38220 8.00 J Reference INSTHuse (vs non-INSTI use) * 148 (1.28,1.70) - <0.001
= 107641 person years of follow-up (PYFU MSM 306/48081 640 0.86(0.71,1.04) 0117 7 o, increase in current BMI
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= Crude DM rate: 7.30/1000 PYFU (95% confidence Other 23/2646 8.70 T 1.34 (0.87,2.05) 0.181 INSTI use (vs non-INSTI use) - 1.37 (1.17,1.60)  <0.001
. (CI 6.80-7.80 Unknown/missing 31/3490 8.90 —— 1.01 (0.69, 1.46)  0.969
interval(Cl) 6.80-7.80) Individual INSTIs
. o | Ethnicity DTG use (vs PI/NNRTIs) - 154 (1.31,1.82)  <0.001
Table 1: Participant characteristics at baseline White 546/79196 6.90 ¢ Reference RAL use (vs PI/NNRTIs) —— 1.72 (1.35,2.19)  <0.001
Total Partici t Black 93/8153 11 40 —— 1.78 (1.40,2.28)  <0.001 Other INSTIs (vs PI/NNRTIs) 19— 1.14 (0.88, 1.48) 0.315
ota N ar |c(|jpar_1 E’ . Other 27/3551 7.60 ——  181(122,268) 0003 oo
partrllc(lgc?nts |agnoie(0/\;wt Unknown 119/16739  7.10 »- 1.09 (0.89, 1.34)  0.389 0-1 year on INST (vs never) Lo 119(087, 1.62)  0.283
0 0 -
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<200 52/3541 14.70 —— 2.24(169,298) <0.001 3 yearsonINSTI (vs never) - 1.19 (0.99, 1.42)  0.059
Sex 201-350 69/9869 7.00 0.96 (0.75,1.23)  0.762
>350 664/94230  7.00 Reference Using INSTI, TAF and TDF
Male 15529 (74) 617 (79) INSTI + TAF use (vs Other ART) — 1.22 (0.95,1.56)  0.12
Female 5336 (26) 168 (21) ART INSTI +TDF use (vs Other ART) —— 1.26 (0.97,1.65)  0.08
A TDF 208/47399 68.30 Reference INSTI + no TDF /TAF use (vs Other ART) —— 1.34 (1.08, 1.66)  0.007
ge (years) TAF 151118902 800 101(0.82,1.25) 0912  Other + TDF use (vs Other ART) - 0.78 (0.64,0.96)  0.02
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Risk group DM risk score per 100PYS
INSTI use .
DM risk per 100PYS . 121 (1.11,1.33)  <0.001
MSM 9358 (45) 306 (39) Yes 371/38984 950 - 148(1.29,1.71)  <0.001
TN/TE with INSTI use
IDU 3108 (15) 118 (15) High BP TE/non-INSTI (vs TE/INSTI) —— 1.14 (0.81, 1.59)  0.464
Other 507 (2) 23 (3) No 335/64147 5.0 ¢ Reference TN/non-INSTI (vs TE/INSTI) - 157 (1.35,1.81)  <0.00"
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White 15161 (73) 546 (70) Note: Analyses was adjusted for natural log of age (IRR 7.28) and natural log of Note: Each analyses was adjusted for natural log of age, sex, HIV risk group,
Black 1510 (7) 03 (12) BMI (16.54). MSM: Men who have sex with men; IDU: Injecting drug use; BP: Ethnicity, CD4, natural log of BMI (IRR=17), high BP, current TDF/TAF use except
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CD4 count (cells/uL) Figure 2. Predicted risk of DM by current INSTI use and BMI Figure 4. Kaplan-Meier plot of incident DM among INSTI and
Median ( IOR) 551 (380 - 750) 562 (380 - 783) 3 noZ\o-INSTI users from start of drug class
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Figure 2 shows the predicted risk per 1000 person years of DM for BMI (antilog of
MSM: men who have sex with men; IDU: injecting drug use; HIV: human log BMI among INSTI and non-INSTI users when adjusted for sex, natural log of INSTI 11390 8472 6329 4322 2355 970
immunodeficiency virus; BMI: Body mass index; ART: anti-retroviral treatment, age, HIV risk group, Ethnicity, CD4, hypertension, current TDF/TAF use. Among Pl 4046 2839 1992 1419 954 639
TDF:Tenofovir disoproxil fumarate ; TAF: Tenofovir Alafenamide; INSTI: INSTI users 12% were on raltegravir (RAL), 60% on dolutegravir (DTG), and 28% NNRTI 4818 3854 3029 2354 1795 1236
Integrase strand inhibitor on other INSTIs (elvitegravir (EVG/c), Bictegravir (BIC), Cabotegravir (CAB)).

INSTI Pl NNRTI

LIMITATIONS

= While the median BMI was 2/year, the observational nature of assessments may have made us unable to adequately adjust for increasing BMI.
= There Is a potential for residual confounding caused by factors not collected in REPSOND such as steroids, diet and exercise.

* The definition of diabetes Is not based on fasting status and may lead to under-diagnosis of DM in RESPOND.

* |t was difficult to exclude channeling bias, though we found little evidence of It.

CONCLUSIONS

* |In RESPOND, current use of INSTIs was associated with a 48% increased incidence of DM compared with Pls and NNRTIs, which was partially reduced when adjusted for BMI
changes and other variables.
= Lack of an interaction between time updated log BMI and DM In INSTI and non-INSTI users, suggested that the risk increase with INSTIs Is not dependent on BMI.

= There was little difference in DM risk between current TAF and TDF users and the effect did not increase with INSTI use.
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