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RESULTS

BACKGROUND

Several clinical trials and small observational studies have shown good
short term virological efficacy and tolerability of 2DRs (1-6)

Reasons for switching to 2DRs are multifactorial and include concerns
about long-term toxicities and drug-drug interactions (7-8)

Little iIs known from large studies regarding clinical outcomes of 2DRs

METHODS

Antiretroviral treatment experienced participants in the RESPOND
consortium starting an eligible regimen during follow-up (FU) were
iIncluded (Table 1)

Baseline was defined as date of starting the first regimen of interest after
cohort enrolment or 1/1/2012, whichever occurred the latest

If a participant started a 2DR and 3DR of interest, they were included in
the 2DR group

Reasons for discontinuing the previous regimen were compared. Reasons
were only counted If the previous regimen was discontinued <7 days

before starting an eligible regimen

This analysis focused on severe clinical events including: AIDS (cancer
and non-cancer), non-AlDS defining cancer (NADC), cardiovascular
disease (CVD; invasive cardiovascular procedures, myocardial infarction,
or stroke), end stage liver disease (ESLD), end stage renal disease
(ESRD), and death

Individuals were followed until the first severe event of any type or until
last clinical visit or 1/10/2018, whichever occurred first

Incidence rates (IR) of clinical events between those starting a 2DR vs.
3DR were compared using Poisson regression with adjustment for
baseline characteristics

Sensitivity analyses were performed including centrally validated events
only and only including approved 2DRs

Table 1: Number of individuals on each treatment regimen

3DR 2DR

Regimen n (%) Regimen n (%)
Total 8703 (88.9) Total 1088 (11.1)
2 NRTIs + DTG 4081 (46.9) DTG + 3TC* 248 (22.8)
2 NRTIs + RPV 1726 (19.8) RAL + DRV/b 215 (19.8)
2 NRTlIs + RAL 1228 (14.1) DTG + DRV/b 200 (18.4)
2 NRTIs + DRV/b 923 (10.6) DTG + RPV* 146 (13.4)
2 NRTIs + NVP 388 (4.5) 3TC + DRV/b 107 (9.8)
2 NRTIs + ATV or ATV/b 277 (3.2) RAL + ETV 79 (7.3)
2 NRTIs + ETV 80 (0.9) RAL + NVP 36 (3.3)

RPV + DRV/b 31 (2.9)

3TC + ATV/b 26 (2.4)

Abbreviations: NRTI — nucleoside reverse transcriptase inhibitor; 3TC — lamivudine; ATV - atazanavir; DRV - darunavir; DTG -
dolutegravir; ETV — etravirine; RAL - raltegravir; RPV - rilpivirine; NVP — nevirapine; /b —boosted with cobicistat or ritonavir;
Eligible 3DRs were chosen so that the 3™ antiretrovirals were the same antiretrovirals as used in the 2DRs; *approved 2DRs

Download poster at: www.chip.dk

Overall, 9791 individuals were included; 1088 (11.1%) on 2DRs and 8703
(88.9%) on 3DRs

Individuals on 2DRs were older and a higher proportion had a prior AIDS
defining event or prevalent comorbidity (Table 2)

The most common 2DRs were DTG plus 3TC (22.8%) and RAL plus DRV/b
(19.8%) (Table 1)

The most common 3DR was 2 NRTIs plus DTG (46.9%). The most common
NRTI backbones were TDF plus FTC (45.0%) and ABC plus 3TC (40.5%)

The main reason for discontinuing the previous regimen before starting a 2DR
or 3DR was toxicity (30.9% 2DRs vs 31.1% 3DRs; p=0.87); renal toxicity was
most common for switches to 2DRs (37.9%) and toxicity from the nervous
system was most common for switches to 3DRs (28.3%)

3DR

Table 2: Baseline

clinical characteristics b PR n (%) L 7

8703  (88.9)
Gender Male 7048 (72.0) 6253 (71.9) 795 (73.1)
Ethnicity White 6976 (71.2) 6147 (70.6) 829 (76.2)
5 <18.5 363 (3.7) 310 (3.6) 53 (4.9)
BMI (kg/m’) >25 2923 (29.9) 2666 (30.6) 257 (23.6)
Current smoking 2836 (29.0) 2599 (29.9) 237 (21.8)
Risk of acquisition MSM 4037 (41.2) 3631 (41.7) 406 (37.3)
HIV VL <200 Cp/mL 8588 (87.7) 7648 (87.9) 940 (86.4)
Viral hepatitis B Positive 488 (5.0) 445 (5.1) 43 (4.0)
Viral hepatitis C Positive 2568 (26.2) 2268 (26.1) 300 (27.6)
AIDS defining event Yes 2021 (20.6) 1731 (19.9) 290 (26.7)
Comorbidity Yes 7321 (74.8) 6433 (73.9) 888 (81.6)

Median  (IQR)

Regimen start date (mmlyy) 08/15 (05/14, 09/16) 07/15 (04/14, 08/16) 12/15 (12/14, 01/17)
Age (years) 48 (40, 55) 48 (40, 54) 53 (47, 59)
CD4 count (cells/pL) 608 (423, 810) 605 (424, 809) 622 (409, 814)
Number of previous 6 (4-9) 6 (4-8) 8 (5-11)

antiretrovirals exposed to
Percentage of unknown variable (all): Ethnicity 13.0; BMI 23.7; Smoking 30.9; Risk of acquisition 4.2; Hepatitis B 9.2; Hepatitis C
6.4; AIDS defining event 5.8;Comorbidity 16.3. Comorbidities included: diabetes, hypertension, non AIDS defining cancer,
cardiovascular disease, chronic kidney disease, end stage liver disease, end stage renal disease, fracture, dyslipidaemia.
Differences between 3DRs and 2DRs are significant (p<0.05), except for gender, hepatitis C, and CD4 count

Median FU was 2.6 (IQR 1.4-3.8) years and was similar on 2DRs and 3DRs
(2.2 (1.2-3.2) on 2DRs and 2.7 (1.4-3.8) on 3DRS)

Overall, there were 619 clinical events during 27159 person years of FU [PYFU]
(IR/1000 PYFU [95% CI] 23.3 [21.6-25.2])

The most common events were death (IR 7.5/1000 PYFU [6.5-8.6]), and
NADC (IR 5.8/1000 PYFU [4.9-6.8]) (Figure 1)

There were 79 events on 2DRs during 2642 PYFU (IR 30.9 [24.8-38.5]) and
540 events on 3DRs during 24516 PYFU (IR 22.5/1000 PYFU [20.7-24.5])

In unadjusted analyses, there was a higher IR of events on 2DRs (IR ratio 1.37
[1.08-1.73], p=0.009). However, after adjustment for potential confounders (age
and number of drugs previously exposed to Iin particular) there was no
significant difference between 2DRs and 3DRs (IR ratio 0.92 [0.72-1.19],
0=0.53) (Figure 2)

Sensitivity analyses including only centrally validated events and only including
approved 2DRs showed similar results

Figure 1: Crude IR/1000 PYFU and 95% ClI for 2DR vs 3DR
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Figure 2: Incidence rate ratio comparing events on 2DR vs 3DR
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Adjusted analyses adjusted for age, gender, ethnic origin, BMI, smoking status, HIV risk group, HIV viral load at regimen start, CD4 cell
nadir, CD4 cell count at regimen start, viral hepatitis C, viral hepatitis B, prior hypertension, prior diabetes, prior AIDS defining event
(excluding cancer), prior AIDS cancer, prior non-AlIDS cancer, prior end stage liver disease, prior cardiovascular disease, prior fracture,
prior chronic kidney disease, prior dyslipidaemia, number of drugs previously exposed to, prior treatment duration

LIMITATIONS
* Residual confounding cannot be ruled out

* This analysis focuses on a composite endpoint, rather than individual
events

 Due to limited numbers, we were unable to include treatment naive
iIndividuals In the analysis

CONCLUSIONS

* This is the first large, international cohort to assess rigorously defined
severe clinical outcomes on 2DRs

« After accounting for demographic and clinical characteristics, there
was a similar incidence of events on 2DRs and 3DRs

« 2DRs appear to be a viable treatment option with regards to clinical
outcomes. Further research on long-term durability of 2DRs Is needed

The RESPOND Study Group: https://www.chip.dk/Studies/RESPOND/Study-Group
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