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Key Takeaways

e In people living with HIV-1 (PLWH) without hypertension (HTN) at baseline, the odds of e In participants without evidence of baseline HTN, blood pressure (BP) increases were small and did not
developing incident HTN through Week 96 did not differ between participants initiating clinically or significantly differ between the DTG and cART groups through Week 96
dolutegravir (DTG)-based regimens and comparator antiretroviral therapy (CART) e ViiVrandomized controlled trial data do not support an association between increased BP and DTG in

treatment-naive PLWH

Introduction Methods Figure 1. Study Population in Pooled Analysis
* With longer life expectancy due to effective ART, * Data from ART-naive PLWH randomized to DTG + No baseline HTN Seslat] merie s withent evidlenos of heselne i
PLWH are aging and affected by metabolic 2 NRTIs (either TDF/FTC or ABC/3TC) or cART were BTG L2 NRTIE BT
complications, including HTN?2 pooled from the phase 2 SPRING-1 and phase 3 (N=927)> (N=888)
e Estimated preva|ence of HTN is as h|gh as SINGLE, SPRING'Z, and FLAMINGO clinical trials Initial phase 2/3 _
3.6 - - study population for Any of the following DTG 10 mg (n=49)
53% among PLWH on ART * BP and weight measurements were taken at baseline e _ . : _ EFV/TDF/FTC
pooled analysis criteria for evidence SPRING-1¢ DTG 25 mg (n=36) e
* Immunological activation and inflammation due and Weeks 48 and 96 (N=2345)2 of baseline HTN: DTG 50 mg (n=41) (n=40)%
to HIV may exacerbate HTN and cardiovascular « SPRING-1 took additional measurements at Weeks 2, 4, 12, « Single SBP and/or DBP oy
disease risk® 24,60, 72, and 84 Eligibility criteria | =140/90 mm Hg SINGLE DZ?—ggSTg EFXT?E)BFZ/;TC period p
* Data are conflicting regarding the role of INSTI- * SINGLE and SPRING-2 took additional measurements at N Fr:‘_fn"’}f]‘d:gr?:srlt after a
based regimens in HTN incidence Week 24 - Aged 218 years ~ecorded medical histor SPRING-2 DTG_ggomg RAS J’_gngfT'S 96 weeks
« RESPOND found a higher incidence of HTN with use * Data were analyzed separately based on evidence of * Plasma HIV-1 RNA of hypertension / (n=320) (n=327)
. . . . 2
of INSTIs compa7red with NNRTIs, but not compared potential baseline HTN (Figure 1) . NLOS(())C%/rr:Ie_nted - Antihypertensive use FLAMINGO DTG_SO mg DRV/r_+ 2 N;?Tls
with boosted Pls * Primary aim: to evaluate treatment-emergent BP changes - (n=186) (n=189)
* REPRIEVE found no association between HTN and incident HTN in participants without evidence of _
and INSTI- vs non-INSTI-based regimens® baseline HTN %?ﬁgpigﬁ Ir_rlw-gt\l Pooled participants with evidence of baseline HTN
* Currently, data describing changes in BP with « Secondary aim: to evaluate BP changes in participants with DTG (N=296) CART (N=234)
DTG-based regimens are limited evidence of baseline HTN
+ We evaluated BP changes and incident HTN in * Incident HTN was defined as any of the following at any  ¢ART sonperar T o dtol 9 TN, petrion; SO syl 7. Pl DTG, 1220 AT Nel122 SPRING & 076 10,1 1550 D7C 29, 129176 50 o ol AT 1250 SINGLE D70
ART-naive PLWH without evidence of baseline post-baseline visit: dose groups were combined in pooled study analyses that included SPRING-1 data. “EFV 600 mg QD. n=12 received EFV + ABC/3TC. 'RAL 400 mg BID. 9DRV/r 800 mg/100 mg QD.
HTN initiating DTG + 2 NRTIs or cART from pooled * Single SBP and/or DBP 2140/90 mm Hg measurement _ _ . _ , .
phase 2/3 randomized studies through Week 96 + Antihypertensive use * Endpoints evaluated in participants without evidence of * Mixed-models repeated-measures (MMRM) analyses were
Reported HTN adverse event baseline HTN: used to evaluate BP changes with adjustment for relevant
e VvV VvV . .
P * Adjusted proportion experiencing incident HTN through Week 96 baseline variables and pooled treatment (DTG or cART)
* Baseline covariates associated with incident HTN * Logistic regression was used to calculate adjusted odds ratios
« Adjusted mean change from baseline in BP at Weeks 48 and 96 for incident HTN
Results * Study treatment was not associated with incident HTN Results for Pooled Population With Evidence of Baseline HTN
o * Covariates associated with increased adjusted odds of incident HTN included » Of the 2345 total randomized participants, 530 (23%) had evidence of
Participants increasing age (per 10 years), Black or African American race (vs White), higher ootential baseline HTN: ’
* Among 2345 randomized participants, 1815 (77%) did not have evidence of ' - ' ' ' '
9 - P P (77%) baseline HIV-1 R_NA’ and higher basel-lne BMI (Figure 3) _ e 372 (70%) had single SBP and/or DBP 2140/90 mm Hg measurement
potential baseline HTN * Female sex at birth (vs male) was associated with decreased adjusted odds of + 271 (51%) had medical history of HTN
* Of these, 927 received DTG-based ART and 888 received cART consisting of either incident HTN . _ y _
EFV (41%), RAL (37%), or DRV/r (21%), each with 2 NRTIs (Figure 1) * Results were consistent regardless of including SPRING-1 > O (S0 teeaite et EMIpfEniEnene Uee
* Baseline characteristics were generally balanced between treatment groups, Ei 3. Relationship Bet Baseline C o 4 Incident HTNa * Baseline characteristics were generally similar between participants with vs
except for greater TDF/FTC use for CART vs DTG (77% vs 43%; Table 1) lgure >. relationsnip between baseline Lovariates and inciden without evidence of baseline HTN, respectively, with the following differences:

Through Week 96 (Excluding SPRING-1) * Higher proportion aged 250 years (25% vs 7%)

Table 1. Baseline Characteristics of Part|C|pants Without Baseline HTN | | Deoreased  Inoreased _— - Wfigher srepaien Hemiing ce Elaek o Affean ArEtesn (285 ve 159
o DTG regimen CART Pooled total ——— V;'Z?;gﬁ:;(cjl(?gs/") — 1a07 (é 81_01 41) « Higher proportion with diabetes at baseline (10% vs 1%)
CharaCteIStIC (5= 7200 NEEES) NS SPRING-2: FLAMINGO (20: 18) S PR 1.10 (0.75-1.62) * Higher median baseline BMI (26.4 vs 23.7 kg/m?)
, - . d : .. :
Aggé n:}e(c(l)}al)n (range), years 346%?7?8) 346(61?7?5) 31%8(78)5) S S INGLE: FLAMINGO (22: 18) P 1.26 (0.86-1.86) * At Week 96, adjusted mean change from baseline in BP decreased in both
F_ ,I ° { birth, n (%) 128 (14) 136 (15) 264 (15) Sex Female: Male (15: 21) —— 0.51 (0.31-0.82) treatment groups and was not significantly different between groups (Figure 6)
emalc sex-at birth, i~ Age Per 10 years (n=1301) . 1.4 (1.24-1.68) SBP treatment difference (95% Cl): -2.76 (~5.58, 0.06) mm H
. . —2.76 (-5.58, 0. g
Race, n (%) Black/African American: White (24: 20) | . | 1.65 (1.05-2.55) :
: * DBP treatment difference (95% CI): =1.75 (-3.60, 0.10) mm Hg
White 728 (79) 693 (78) 1421 (78) RACC Other racess: White (12: 20) . 0.60 (0.28-1.15) _ _ _
Black or African American 143 (15) 130 (15) 273 (15) Asia Paific: North America (22: 19) | . | 110 (0.442.52) * There wa.s n? fawdence of heterogeneity between. studies (SBP, P=0.610; DBP, P=0.864)
Other races? 55 (6) 64 (7) 119 (7) Region Europe: North America (20: 19) I 1.39 (0.98-2.00) g Weel_< 48 |nd.|V|duaI and pooled study analysis results were generally
Geographic region, n (%) Latin America: North America (14: 19) . / 7 0.92 (0.05-5.85) consistent with Week 96
Euror|]oe . 5;6 (62) 565 (64) 11241 (63) Baseli‘:sz'[‘)’z:';i S:: EZ??ZZOCZ?Sﬁsog—laon égz 222123 Figure 6. Adjusted Mean BP Change From Baseline at Week 96 Among
XISOIZ ng;fei(rilca 322 5:23)5) 32; Eg;]-) 64(6) Eg;]-) Baseline BMI  Continuous (n—1301)_ 1.04 (1.00-1.08) PartiCipantS _Wlth Evidence of Baseline HTN
Latin America 4 (<1) 4 (<1) 8 (<1) Baseline diabetes Yes: No (11: 20) 0.34 (0.05-1.24) 2.0 - ® DTG regimen (N=296) @ CcART (N=234)
@
Weight, median (range), k 72.3 (39-145) 73.0(36-132) 73.0 (36-145 i i current smoker: Hever smoked (19: 20) 096 (0-71-2.32) 52
g . ( g ) g ( ) ( ) ( ) Baseline smoking staflis Former smoker: Never smoked (23: 20) 1 1.05 (0.69-1.59) c L SB P ) DBP
BMI, median (range), kg/m? 23.6 (15-50)  23.7 (15-46)  23.7 (15-50) & e 00
: ) : : : : Baseline depression or anxiety Yes: No (22: 19) h—e— / 1.31(0.94-1.82) O E +
HIV-1 RNA, median (range), 38,879 (39- 40,620 (255- 39,857 (39- o, é/;% me
c/mL 4,054,706) 4,963,110) 4,963,110) N m -2.0
Adjusted odds ratio (95% CI) of incident HTN¢ — .
CD4+ cell count, mean (SD),  369.8 (164.7) 372.0 (168.5) 370.9 (166.5) - O ';( - ) R 5= 1.34 t (8 7735)
C , comparator ; , ertension. @Defined as any of the following at an ost-bpaseline visit: single anad/or -
Ce”S/mm3 2140/90 mrFT)1 Hg measurement, 3e/1|[:1tihypertensive use, or a r()e/ported HTN ad?/erse ngnt. bProportion with ir?cident HTN. ¢Includes GE) TEJ <4009 + (1-38) -2.50
Asian, American Indian or Alaska Native, Native Hawaiian or Other Pacific Islander, and individuals of multipl . dLogisti
SBP, mean (SD), mm Hg 118.4 (10.5)  118.5(10.4) — regression analysis adjusted fo siudy, age, sex, race, region, baseline D4+ cell count, baseline HIV-1 RNA, baseline BMI, B a2 (0.59)
DBP, mean (SD)’ mm Hg 73.4 (79) 73.8 (79) — diabetes, smoking status, and depression or anxiety. g IEJ -6.0 - -4.10
: : = 1.16)
eGFR, median (range), mL/min 122 (68-342) 125 (27-269) 123 (27-342) Blood Pressure Changes From Baseline Z8 (
Presence of diabetes, n (%) 10 (1) 16 (2) 26 (1) * Adjusted mean BP increased slightly from baseline up to 96 weeks in both <30 <
Smoking status, n (%) treatment groups (Figure 4) Pooled n 252 194 253 193
(Flurrent Smoll<<er i;g (i'g) igz (ij) ggg (?ng)  Significant predictors (P<0.05) of increased BP included increasing age, female sex at CART, comparator ART; DBP, diastolic BP; SBP, systolic BP. 2®MMRM analysis adjusted for treatment, visit, age, sex, race, region,
ormer smoker ( ) ( ) ( ) birth, higher baseline viral Ioad, and higher baseline BMI basel?ne BMI, diqbgtgs, basgline BP, baseline CD4w_L pgll count., base_linell-!lv-l RNA, smoking status, depression or anxiety, study,
Never Smoked 391 (42) 380 (43) 771 (42) baseline BP-by-visit interaction, and treatment-by-visit interaction, with visit as repeated factor and study as random effect.
Background NRTI, n (%) Figure 4. Adjusted Mean BP Change From Baseline at Weeks 48 and 96
TDF/FTC 401 (43) 681 (77) 1082 (60) 5.0 - ® DTG regimen (N=1223) ® CART (N=1122) - -
ABC/3TC 520 (56) 202 (23) 722 (40) - Discussion
Other 6 (<1) 5 (<1) 11 (<1) = 0. SBP DBP * HTN development is multifactorial; a variety of HIV- and non-HIV-associated
cART, comparator ART; DBP, diastolic BP; eGFR, estimated glomerular filtration rate; SBP, systolic BP. @lncludes Asian, American g) % ' 262 factors can impact HTN risk and contribute to wider cardiovascular risks
Indian or Alaska Native, Native Hawaiian or Other Pacific Islander, and individuals of multiple races. S 2.42 ' ] o ]
< E 20 - 5 01 0.40) (0:44) 180 * Strengths of this analysis include the following:
Incident HTN (ﬁg% ' (0.37) | o5 + ((1)'21) 198 1.62  (0.63) - Adjustment of results for covariates known to have significant impact on BP to estimate
* In pooled analyses, no significant difference in odds of incident HTN between TE Lo, + (0.39) oD 06 (0.62) the true treatment effect
the DTG and cART groups was observed (Figure 2) o 2 + * Use of multiple BP readings over time vs single time point assessment
* SPRING-1 recorded BP measurements at more time points than other studies, which TE;, E * Separate analyses with and without baseline HTN to account for potential imbalance in
led to increased reports of incident HTN and between-study heterogeneity (P<0.0001); 23 1.0 1 high cardiovascular risk or pre-existing HTN between treatments among participants
however, pooled results were consistent regardless of including SPRING-1 3:3? * Limitations of this analysis include the following:
* Incident HTN in the DTG group of FLAMINGO was comparable to other phase 3 studies 0.0 - Multiple BP readings increase the risk of higher estimated rate of HTN
included; the cART group of FLAMINGO had lower incident HTN than what was Week 48 Week 96 Week 48 Week 96 ) tion of . o I -
observed in other study cART groups Pooled n 820 731 763 661 812 729 756 660 Non-standardization of BP measurements across 3|_tes Wlt- no protocol specification to
. o o average BP from repeated measurements at each time point
Most incident HTN reports met the criterion of elevated SBP and/or DBP CART, comparator ART; DBP,_diastoIic BP;.SBP, systolic BP. aMMRM_anaIysis adjusted for_treatment, visit, age, sex, race, region, e Differences in popu|ation demographics and regiona] HTN preva]ence driven by
measurements baseline BMI, diabetes, baseline BP, baseline CD4+ cell count, baseline HIV-1 RNA, smoking status, depression or anxiety, study, hic | fi f stud it
0 _ ] baseline BP-by-visit interaction, and treatment-by-visit interaction, with visit as repeated factor and study as random effect. geographic focation of study Sites
* ?)gli?l;?zg?ggr?nurg I(—IDT;;t’ V%/iszsaggig’ ;69/ 888) had consecutive elevated SBP and . At Week 96 i ] f baseline in SBP of DEP ] | * Inability to directly extrapolate results to a suppressed-switch population
o _ 9 _ o _ tWee , NO significant changes from asellne_ '_n or _ Vyere ODSEerve  Different comparator classes and trial designs introduce heterogeneity
* Initiation of antihypertensive medication was low in both DTG (<1%) and cART (<1%) between treatment groups across pooled and individual studies (Figure 5)
groups through Week 96  There was no evidence of heterogeneity between studies (SBP, P=0.425; DBP, P=0.312) Conclusions
Figure 2. Odds of Participants Experiencing Incident HTN2 Through Week 96 _ _ _ _
Proportion with incident HTN® Figure 5. Treatment Difference in Adjusted SBP and DBP Change From « Among ART-naive PLWH without evidence of baseline HTN
= = Baseline at Week 96 for Pooled and Individual Studies * No difference in adjusted odds of incident HTN were observed
EDNTg/,) cﬁ\lR('g/,) g\#)Grs Ca}&/lngs 2OR (95% Cl) SBP DBP between the DTG and cART groups at Week 96
n 0 n 0 0 . . . :
, , * Older age, Black or African American race, higher baseline
FLAMINGO 35/158 (22) 19/143 (13) —&—  2.14(1.07, 4.27) DTG regimen CART DTG regimen Zadl HIV-1 RNA, and higher baseline BMI were associated with
-1.55 0.80 increased adjusted odds of incident HTN through Week 96 but
SPRING-2  53/263 (20) 48/252 (19) — . 1.01 (0.64, 1.59) FLAMINGO —4.26 —#——1.15 FLAMINGO ~1.07— % 2.67 not study treatment
0.75 —-0.63 * Increases in adjusted mean BP from baseline through Week 96
SINGLE 49/246 (20) 56/239 (23) — !l 0.79 (0.51, 1.24) SPRING-2 -1.15—— 2.66 SPRING-2 -2.09—8—0.83 were small, with no clinical or statistical difference between
SPRING-1 _0.06 _0.28 treatments, and unlikely to be clinically relevant
DTG10mg 16/46 (35) 16/31(52) — = — 0.53 (0.18, 1.49) SINGLE 1.99 —®—1.86 SINGLE 178 —&—1.21 « In ART-naive PLWH with evidence of baseline HTN
DTG 25 m 12/30 (40 16/31 (52 , B , 0.61 (0.20, 1.89 SPRING-1  _ _2. SPRING-1 B ~200 * Decreases in adjusted mean BP from baseline through
: (40) (52) ( ) DTG 10 mg 8,67 2l8 0 3,06 DTG 10 mg 2,89 ] 1,84 Week 96 were observed in both the DTG and cART groups
DTG50mg 15/36 (42) 16/31 (52) = = ! 0.55 (0.19, 1.59) DTG 25 mg —8:.10 —2..12 3.:87 DTG 25 mg —8:.17 _4.-27 —0.37 and were not statistically different
- -3.78 _ -6.16 —1.88 | 2.40 e Healthcare providers should continue to monitor and
Pooled (all) 180/779 (23) 139/665 (21) - 1.02(0.79, 1.33) DTG 50 mg ~*:" - o DTG 50 mg | - | manage BPpas clinically appropriate, especially in
-0.20 -0.18 individuals with relevant HTN and/or cardiovascular
Pooled Pooled -1.36 0.97 Pooled -1.05 0.69 :
T : T - risk factors
(excluding 137/667 (21) 123/634 (19) — 1.07 (0.81, 1.41) — T T T T T T T T T . . . . . . . . . . .
SPRING-1) -12-10-8 6 4 -2 0 2 4 6 8 1012 108 6 4 -2 0 2 4 6 8 10 Acknowledgments: This study was funded by ViiV Healthcare. Editorial
: — —— Difference in adjusted SBP change Difference in adjusted DBP change assistance and graphic design support for this poster were provided under the
0.1 1 10 from baseline (95% CI), mm Hg? from baseline (95% CI), mm Hg?a direction of the authors by MedThink SciCom and funded by ViiV Healthcare.
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This content was acquired following an unsolicited medical information enquiry by a healthcare professional. Always
consult the product information for your country, before prescribing a ViiV medicine. ViiV does not recommend the use

of our medicines outside the terms of their licence. In some cases, the scientific Information requested and downloaded
may relate to the use of our medicine(s) outside of their license.
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