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Results (cont.)

Metabolic Outcomes

Objective

Conclusions

» To evaluate metabolic and safety outcomes in people with HIV and dyslipidemia, hypertension,
hyperglycemia/diabetes mellitus, or chronic kidney disease through Week 48 of ARTISTRY-2

Concomitant Medications

In this subanalysis of ARTISTRY-2, metabolic outcomes, including fasting lipid

Table 2. Absolute Change From Baseline in Fasting Lipid Parameters at Week 48 in
Participants With Dyslipidemia at Baseline

Table 4. Select Concomitant Medication Use

. . . . . . () — — —
people with HIV who switched to bictegravir/lenacapavir (BIC/LEN) or remained n (%) =383 n =191 N'= 574
: : SEEPUEE : : Overall Dyslipidemia at Baseline Lipid-lowering agents 157 (41 77 (40 234 (41
on b|(_3tegraV|r/emt':@tab'ne/tenOfowr alafenamide (B/F/TAF), regardless of « ARTISTRY-2 is an ongoing, Phase 3, randomized, double-blind, active-controlled, multicenter clinical trial v ysiip! ! ! Use at baselir?e J 139 236; 73 §38; 512 237;
baseline comorbidities (NCT06333808)3 (Figure 1) BIC/LEN BIFITAF BIC/LEN BIFITAF
. . N : . . Median (Q1. Q3 u i = ’ Use at Week 48 155 (41) 76 (40) 231 (40)
The proportions of participants using lipid-lowering, antihypertensive, _ _ edian (Q1, Q3) n =383 n =191 n =158 n=79 Initiated during the study? 18 (5) 42) 22 (4)
antidiabetic and glucagon-like peptide 1 (GLP-1) medications during the study Figure 1. Phase 3 ARTISTRY-2 Study Design Fasting total cholesterol at 172 (152, 197) | 172(150,201) | 168 (144, 194) | 166 (148, 195) Stopped during the study® 3(1) 3(2) 6 (1)
i ; baseline, mg/dL n =367 n =187 n =156 n=77 - =
were similar in the BIC/LEN and B/F/TAF groups i . i Antihvbertensive adents 160 (42) 68 (36) 228 (40)
) ) Randomized, double-blind phase Optlonal Open-label phase Change at Week 48 mg/dl_ 0 ('16 17) 1 (_11 18) -2 (_20 17) -1 (_12 12) yp . g
BIC/LEN was well tolerated through 48 weeks of treatment in people with HIV p A N A \ ’ N =343 =162 = 145 n=70 Use at baseline 140 (37) 62 (33) 202 (35)
iditi iDi ' ' ia/di i i Use at Week 48 152 (40 66 (35 218 (38
and .select comorb|Q|t|§s of dy§I|p|dem|a, hypertension, hyperglycemia/diabetes Weer 0 Prlr::\\;vyeir:(df:mt Fasting LDL cholesterol at 99 (80, 125) 99 (82, 124) 93 (74, 116) 95 (82, 116) S . (5 ) : (3 ) . (5 )
_— . oppe rn es
Rates of adverse events (AEs) were generally similar with BIC/LEN and {\d:::;agm 2<1580v::;;:/?n ILBIF/TAF JEEER]  BIC/LEN STR once daily® Change at Week 48, mg/dL 1(-12, 15) 3 (-8, 16) -1 (-13, 18) 1(-9, 12) A tiZ?abe ti”c 'agen s =/ > E 12)) 4 E 1)3) o5 E 1)7)
B/F/TAF within each select baseline comorbidity group, with very few + No prior exposure to LEN 21 ¢ [lEset CICILEN STR » n =343 n =162 n =145 n=70 Use at baseline 58 (15) 20 (1) 78 (14)
discontinuations due to AEs - No resistance to BIC or TAF — once daily Fasting HDL cholesterol at 48 (41, 57) 47 (39, 58) 46 (41, 56) 46 (40, 58)
_ _ _ + No chronic HBV infection® Continued B/F/TAF baseline, mg/dL n = 366 n =187 n =155 n=77 Use at Week 48 70 (18) 23(12) 93 (16)
These data support BIC/LEN single-tablet regimen (STR) as a new option for . eGFR > 30 mL/min 0= 191 once daily® + placebo® Chande at Week 48. ma/dL 0 (<, 5) 03, 5) 0 (-5, 5) 103 4) Initiated during the study? 13 (3) 4 (2) 17 (3)
virologically suppressed people with HIV, including those with comorbidities J M9 N = 341 n=162 =144 =70 Stopped during the study® 1(<1) 3(2) 4 (1)
Subgroup analysis: Fasting total:HDL cholesterol 35(3.0,44) | 37(3044) | 35(2943) | 35(3.0, 4.1) GL';P'1 fge“tlsj 4257((172)) 13 g; 5387((160))
- + Outcomes at Week 48 by select comorbidities: Dyslipidemia, hypertension, hyperglycemia/diabetes mellitus, and chronic : : - - - - se at baseline
Plal n Lang uage Su m mary kidney disease ’ ’ ’ PRy ratio at baseline n =366 n=187 n=15 n=ri Use at Week 48 42 (11) 11 (6) 53 (9)
— Metabolic: Fasting lipid and glucose levels, HbA,,, weight, and BMI Change at Week 48 -0.1 (-0.4, 0.3) 0.0 (-0.3, 0.3) 0.0 (-0.6, 0.5) 0.0 (-0.3, 0.3) » . .
: : fici . . — Concomitant medications n = 341 n=162 n =144 n=70 Initiated durl.ng the study i 18 (3) 3(2) 21 (4)
' Dsmine it f e loving e srering il ) v Y s e nd nogaiveHBY sty e, esdesoof | oo o0 oz | samay | 3ca0e
— These health conditions can include high levels of cholesterol or other fats IO/ N 75150 g, nartainante resgivon 2 oral loading 4ase of LEN 60D m on Dave 1 ne 2 of restment “Placsbo tomaten BIETTAE o change st ek 48 modt i ey Cnta 0 (33, 34) baseline and stopped all medications of this class during study.
in the blOOd, hlgh blood pressure, diabeteS, and kldney disease 9B/F/TAF 50/200/25 mg; participants received placebo-to-match LEN on Days 1 and 2 of treatment. ¢Placebo-to-match BIC/LEN. BIC/LEN 75/50 mg. B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; BIC/LEN, bictegravir/lenacapavir; GLP-1, glucagon-like peptide 1.

In the ARTISTRY-2 study, switching to a new single-tablet HIV treatment,
bictegravir and lenacapavir (BIC/LEN), was as effective and well tolerated as
continuing with the commonly used HIV medicine bictegravir/emtricitabine/

AE, adverse event; B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; BIC, bictegravir; BMI, body mass index; eGFR, estimated glomerular

filtration; HbA,., glycated hemoglobin; HBV, hepatitis B virus; LEN, lenacapavir; STR, single-tablet regimen; TAF, tenofovir alafenamide.

Dyslipidemia was identified by MedDRA, version 28.0, using a standardized MedDRA query narrow search.
B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; BIC/LEN, bictegravir/lenacapavir; HDL, high-density lipoprotein; LDL, low-density lipoprotein;
MedDRA, Medical Dictionary for Regulatory Activities; Q, quartile.

Table 3. Absolute Change From Baseline in Metabolic Outcomes at Week 48 in

» Across lipid-lowering, antihypertensive, antidiabetic, and GLP-1 agent medication classes, medication use
over 48 weeks remained generally stable and comparable between the BIC/LEN and B/F/TAF groups
(Table 4)

tenofovir alafenamide (B/F/TAF g : e ) ) Safety
( ) _ _ o o Participants With Hyperglycemia/Diabetes Mellitus at Baseline . oo
In this analysis of ARTISTRY-2, researchers wanted to find out whether Table 1. Baseline Demographics and Select Clinical Characteristics Table 5. Safety Outcomes Through Week 48 Stratified by Select Comorbidities at
S ’ _ Hyperglycemia/ : - :
switching to BIC/LEN affected levels of cholesterol and other fats in the blood, E——— E— Total overall Diabetes Mellitus at Baseline Baseline and in the Overall Population
blood sugar levels, or body weight compared with continuing B/F/TAF n =383 n=191 N =574 BIC/LEN B/E/TAF BIC/LEN B/E/TAF Hyp;_rgtl,yct:emia/ (:(f_lgonic
: : : ] Median (Q1, Q3 = = = = labetes idney
Researchers also looked at side effects in people with HIV who had concerns Age, years, median (range) 7377) | 512677) | 49(2377) e Lt . Overall | Dyslipidemia | Hypertension |  Mellitus Disease
. . 1c at baseline, % ) 1, 5. ) .0, 5. . .6, 6. ) .6, 6. articipants,
about their cholesterol, blood pressure, blood sugar, or kidney health Assigned female at birth, n (%) 69 (18) 42 (22) 11 (19) =377 = 188 N Y n (%) Bnlgll:;ggl ?I/Z/I,;\r ilg/l;gg B‘F=IT7AS;F BnIC=:II1.E:\l Br/‘F=/T::;F BII10=IL6IiN Brl‘F=lT3A1«F B|I1C=IL2I3N B;F=I'I:1A2F
There were no meaningful changes in blood levels of cholesterol and other fats, Race, n (%) Change at Week 48, % 0.1 (-0.1, 0.3) 0.1 (-0.1, 0.3) 0.1 (-0.2, 0.3) 0.0 (-0.2, 0.5) AEs - 288 (75) | 141 (74) | 122(77) | 63(80) | 110(78) | 43(68) | 57 (84) | 18(58) | 16(80) | 8(67)
blood sugar levels, or body weight in people who switched to BIC/LEN or those n =354 n=170 n =66 n=29 any grade
who continued taking B/F/TAF White 199 (52) 111 (58) 310 (54) Fasting glucose at baseline, 93 (86, 102) 94 (87, 102) 108 (94, 126) 109 (95, 124) Grade > 3 38(10) | 15(8) | 16(10) | 7(9 | 15(11) | 6(10) | 8(12) | 3(10) | 2(10) 1(8)
N . o mg/dL n=375 n =190 _
Across all health conditions studied, people generally had a similar number of Black 113 (30) 44 (23) 157 (27) Change at Week 48, mg/dL 0 (-7, 6) A(7.7) 1(-13,12) A7, 1) Serious 27(7) | 13(7) | 9(®) | 79 | 10(7) | 5@) | 6() | 2 | 1(5) 0
side effects whether they took BIC/LEN or B/F/TAF Asian 51 (13) 26 (14) 77 (13) n =354 n=172 n =66 n=29 DRAEs — any 40 (10) | 23(12) | 15(10) | 7(9) 10 (7) 4 (6) 4 (6) 5(16) | 5(25) 0
d
Others Weight at baseline, kg 81.1 81.1 88.5 95.6 grace
20 (5) 10 (5) 30 (5) (71.7, 92.4) (72.0, 94.1) (79.4,111.1) | (83.5,108.0) Grade 2 3 1(<12 | 0 1(1)e 0 0 0 0 0 0 0
Hispanic or Latine ethnicity,b n (%) 106 (28) 49 (26) 155 (27) Change at Week 48, kg -0.2 (-25,118) 0.0 (-2.12, 23) -0.2 (-3.1, 19) 0.0 (-3.82, 28) Serious 0 0 0 0 0 0 0 0 0 0
IntrOdUCtlon Select comorbidities,®9 n (%) . 2 n=® n=1m 0= o n=29 AEs leading to
BMI at baseline, kg/m ” 226-3{30 3 ” 217-;1 . o7 39:388 . - 23526 0 treatment 6(2) 3(2) 3(2) 0 2 (1) 1(2) 1(2) 0 1(5) 1(8)
. . 2, . J, . .U, . 4, . di ti ti
« Comorbidities are more common among people with HIV than in the general population, with prevalence Dyslipidemia 158 (41) 79 (41) 237 (41) A
increasing as individuals age1 Change at Week 48, kg/m2 -0.1 (-0.8, 0.6) 0.0 (-0.7,0.7) -0.1 (-1.2, 0.6) 0.0(-1.4,1.1) Deaths 0 1(1) 0 1(1) 0 1(2) 0 1(3) 0 0
Hypertension 141 (37) 63 (33) 204 (36) n = 361 n=173 n=67 n =29
« BIC/LEN is a novel once-daily STR that combines BIC,%* a guideline-recommended integrase strand-transfer : : . . , ,
e el . . C e e . . . ) ) ) Severity grades were defined by the Division of AIDS Toxicity Grading Scale, version 2.1.
inhibitor, and LEN, a first-in-class capsid inhibitor with no documented de novo resistance in the absence of Hyperglycemia/diabetes mellitus 68 (18) 31 (16) 99 (17) Hyperglycemia/diabetes mellitus was identified by MedDRA, version 28.0, using a standardized MedDRA query narrow search. Participant numbers 2One participant in the BIC/LEN group had drug-related Grade 3 rhabdomyolysis, which resolved without a dose change or interruption and was
prior exposu red are shown only if they differ from the column headers. B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; BIC/LEN, bictegravir/lenacapavir; subsequently revised to Grade 1 after the cutoff date for this analysis. ’
+ In two Phase 3 trials, switching to BIC/LEN STR was noninferior in maintaining virologic suppression Chronic kidney disease 20 (5) 12 (6) 32 (6) BMI, body mass index; HbA;, glycated hemoglobin; MedDRA, Medical Dictionary for Regulatory Activities; Q, quartile. AE, adverse event; B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; BIC/LEN, bictegravir/lenacapavir; DRAE, drug-related adverse event.
compared with: = 2 of these comorbidities 121 (32) 52 (27) 173 (30) * There were no clinically significant changes from baseline to Week 48 in fasting lipid levels with either * The incidences of drug-related AES were low and generally similgr in the BIC/LEN and B/F/TAF groups,
— Continuing complex HIV treatment regimens (ARTISTRY-1; NCT05502341),% or for each of the selected comorbidities and for the overall population (Table 5)

— Standard-of-care B/F/TAF (ARTISTRY-2; NCT06333808)’

BIC/LEN or B/F/TAF in participants with dyslipidemia at baseline and in the overall population (Table 2)

aCategory includes American Indian or Alaska Native, Native Hawaiian, Pacific Islander, and other. PLocal regulators did not allow the collection of
ethnicity information for one participant in the B/F/TAF group. ¢Categories are not mutually exclusive. 9Grouped terms on standardized MedDRA query
narrow search.

B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; BIC/LEN, bictegravir/lenacapavir; MedDRA, Medical Dictionary for Regulatory Activities.

« There were no clinically significant changes in fasting glucose levels or body weight from baseline to Week 48 — Most drug-related AES were Grade 1/2
in participants with hyperglycemia/diabetes mellitus at baseline in both treatment groups and in the overall — There were no serious drug-related AEs
population (Table 3) * Few participants discontinued treatment due to drug-related AEs

* In both trials,®” BIC/LEN was well tolerated through Week 48
« In ARTISTRY-1, fasting lipid levels improved after switching from a complex regimen to BIC/LEN®
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