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Objective Results (cont.)

« To evaluate 48-week efficacy and safety outcomes in a subgroup of people with HIV and renal impairment at Virologic Outcomes Renal Outcomes
baseline in Phase 3 of the ARTISTRY-1 study, including those with an eGFR as low as 15.0 mL/min

Conclusions

* At Week 48, = 99% of participants in both treatment groups had HIV-1 RNA < 50 copies/mL (missing = excluded), * Median eGFR was generally stable through Week 48 across both treatment groups and all renal function
 In participants with baseline renal impairment enrolled in Phase 3 of irrespective of baseline renal function (Table 2) categories (Figure 2). Most participants remained in the same baseline eGFR category or shifted to a less
ARTISTRY-1, bictegravir/lenacapavir (BIC/LEN) was highly efficacious and _ Table 2. Virologic Suppression at Week 48 severe category at Week 48 (Figure 3)
enerally well tolerated through Week 48, including in those with severe renal ; : :
g y o g o ) (gFR e 0509 L] Figure 1. Study Design BIC/LEN Complex Regimen Figure 2. Change From Baseline at Week 48 in eGFR? —
impairment (estimated glomerular filtration rate [e 5.0-29.9 mL/min ] , : : For renal outcomes
P ( g [ ] ) Randomized phase Optional extension Baseline eGFR,2 mL/min Baseline eGFR,2 mL/min stratified by prior TDF use,  JR@J&;
. . I A \ I A \ please scan the QR code CODE
Median eGFR was generally stable in both treatment groups (BIC/LEN vs Primary endpoint at 15.0-29.9 30.0-59.9 60.0-89.9 290.0 15.0-29.9 30.0-59.9 60.0-89.9  290.0 5
. n=3b° n=53> n=154> n=152° n=1>b n = 24t n = 86° n =67 Baseline eGFR,2 mL/min:
complex regimen), regardless of baseline renal function f:;l;::f; ::1 a stable complex multi-tablet Week 0 Week 48 ’ :
« HIV-1 RNA < 50 copies/mL _ 371 _ HIV-1 RNA < 50 c/mL, n (%) 3 (100) |53 (100)|152 (99)| 151 (99)| 1 (100) |24 (100)| 85 (99) |67 (100)
Overall, renal adverse events (AEs) were uncommon, and none led to ‘Q . No prior expostrre to LEN o resistance n BIC/LEN STR daily® 15.0-29.9 30.0-59.9 60.0-89.9 290.0
: : ; to BIC — BIC/LEN STR daily® aCalculated using the Cockcroft-Gault formula. PIncludes participants with data available at Week 48.
discontinuation of BIC/LEN « No HBV infection =186 Continued complex _ BIC/LEN, bictegravir/lenacapavir; DRAE, drug-related adverse event; eGFR, estimated glomerular filtration rate; 20 mBIC/LEN m Complex regimen
. . . * eGFR 2 15 mL/min multi-tablet regimen
These results support BIC/LEN as a single-tablet regimen (STR) option for Safety Outcomes @ c
people with HIV and kidney disease or declining renal function (AC_OmP'eX multi-tablet regimen was defined as a ) L « BIC/LEN was generally well tolerated across all renal function categories, with no discontinuations of S %
regimen that contained any of the following: Endpoints: tudv d due t | AEs (Table 3 S =
- Aboosted Pl or NNRTI plus 2 1 other third agent « Primary (previously reported)’: HIV-1 RNA = 50 copies/mL study drug due to renal AEs (Table 3) o
. from a class other than NRTI, or (FDA Snapshot algorithm) at Week 48 . : : : (S 8=
Plal N La N g uage S um mary . > 2 pills/day, or requiring dosing more than daily, or . Secondary (previously reported)’: HIV-1 RNA < 50 copies/mL There were no instances of proximal renal tubulopathy or Fanconi syndrome é 5
« Parenteral agent(s) (excluding a complete at Week 48, change from baseline in CD4+ T-cell count at Table 3. Adverse Events and Discontinuations Through Week 48 =~a
long-acting injectable regimen) as well as Week 48, safety ) S =
\_ oral agents ) § o
Many people with human immunodeficiency virus (HIV) also have : BIC/LEN Complex Regimen =
Subgroup analysis<:
kidney problems « Proportion of participants with HIV-1 RNA < 50 copies/mL (missing = excluded) Baseline eGFR,2 mL/min Baseline eGFR,2 mL/min -20
» Changes in eGFR,® renal function category shift, AEs, and treatment discontinuations due to renal AEs, stratified by b = 3 ’ 53 o4 153 85 150 67
BIC/LEN is a new HIV treatment that combines two medicines (bictegravir and Sl e el ey 15.0-29.9 30.0-59.9 60.0-89.9 290.0 15.0-29.9 30.0-50.9 60.0-89.9  290.0
N\ : n=3 n=56 n=157 n=155 n=3 n =26 n =88 n =69 Median (Q1, Q3) 26 21 53 47 76 74 108 111
|enacapaV|r) N a Slng|e tablet taken once a day aDue to antiretroviral resistance, intolerance, drug-drug interactions, or contraindication to existing STRs. PBIC/LEN 75/50 mg, with oral loading dose of eGFR at baseline, (25, 28) (20, 30) (46, 55) (40, 52) (67,81) (67, 83) (98, 122) (99, 126)
LEN 600 mg on Days 1 and 2 of treatment. °BIC/LEN 75/50 mg. %All participants who took = 1 dose of the study drug (BIC/LEN or complex regimen) AEsP 2(67) | 41(73) |126(80)(136 (88)| 2 (67) | 23 (88) | 77 (88) | 55 (80) in [n= - - - = 2 - .
: ) were included in this analysis (full analysis set). Calculated using the Cockcroft-Gault formula. Renal function was categorized as severe renal mL/min [n=3] [n=3] [n=156] [n=26] [n=157] [n=88] [n=153] [n=69]
The ARTISTRY-1 StUdy looked at how well BIC/LEN worked in people with HIV impairment (eGFR 15.0-29.9 mL/min), moderate renal impairment (¢GFR 30.0-59.9 mL/min), mild renal impairment (eGFR 60.0-89.9 mL/min), or Grade > 3 0 5 (9) 26 (17) | 20 (13) | 1(33) 623) | 12(14) | 7 (10)
. . . normal renal function (eGFR = 90.0 mL/min). rage 2 aCalculated using the Cockcroft-Gault formula.
who switched from taklng several tablets each day (a COmpleX reglmen) AE, adverse event; BIC, bictegravir; CD4, cluster of differentiation 4; eGFR, estimated glomerular filtration rate; FDA, US Food and Drug ®Number of participants with available data at baseline and Week 48.
Administration; HBV, hepatitis B virus; LEN, lenacapavir; NNRTI, non-nucleoside reverse transcriptase inhibitor; NRTI, nucleoside/nucleotide reverse Serious 0 7(13) | 24 (15) | 21 (14) 0 6 (23) 8 (9) 8 (12) BIC/LEN, bictegravir/lenacapavir; eGFR, estimated glomerular filtration rate; Q, quartile; TDF, tenofovir disoproxil fumarate.
|n thIS analySiS from ARTISTRY_1 researCherS |00ked at hOW We” BlC/LEN transcriptase inhibitor; PI, protease inhibitor; STR, single-tablet regimen.
_ _ ! _ _ DRAEsb 0 6(11) | 22(14) | 25(16) | © 0 3 (3) 0 : : : - L a
o o o people e kldney prOblemS " _ Flgure ) Sankey . Dlagrams e Category e
. : Grade =3 0 0 0 2(1 0 0 0 0 _
switched from complex regimens ™M BIC/LEN (n = 359°) Complex Regimen (n = 177¢)
Serious 0 0 0 1(<1)° 0 0 0 0 B L o C .
. . . . . . - o Severe impairment Moderate impairment Mild impairment
BIC/LEN was highly effective at keeping the amount of HIV in the blood low, Table 1. Baseline Demographics and Clinical Characteristics (eGFR 15.0-29.9 mL/min) (eGFR 30.0-59% mL/min) (eGFR 680-89.9 mL/min) "i‘é}’gaz' gﬁﬂ[‘,‘ﬂﬁtm”
Renal AEsbd 0 24) | 7@ | 8(5) | 133) | 7@ | 6(7) | 1(1) ( )
including in people with severe kidney problems .
BIC/LEN Complex Regimen % (n = % (n = % (n = 0% (n=0
P 9 Grade > 3 0 0 o) | 1< | 133 | 14) | 303 0 e (n=3) <Thn=2), y=tkn=l) %(n=0)
' - ' Baseline eGFR,2 mL/min Baseline eGFR,2 mL/min
Few people had kidney relajted side effects and none stopped HIV treatment Serious 0 0 2 (1) 0 0 0 ') 0 5% (1= 53) 16% (n=59) | | 14% (n = 24) )
because of k|dney-re|ated side effects 15.0-29.9 30.0-59.9 60.0-89.9 =90.0 15.0-29.9 30.0-59.9 60.0-89.9  =90.0
n=3 n =56 n =157 n =155 n=3 n =26 n=288 n =69 Renal DRAEsbP-d 0 0 0 0 0 0 0 0 B I
These results suggest that BIC/LEN could be a good treatment option for people : 69 67 62 57 56 66 61 55
| - includi - - Age, years, median (range) | g5 76) | (54-84) | (41-79) | (22-74) | (49-60) | (41-75) | (35-75) | (24-75) Select renal AEs
with HIV and kidney problems, including those with severe kidney problems _ o
Assigned female at birth, n (%) | 1(33) | 13(23) | 30 (19) | 20 (13) | 1(33) | 4 (15) | 14 (16) | 17 (25) Acute kidney injury® 0 1(2) 2 (1) 0 1(33) | 2(8) 0 1(1) 43% (n = 153) 42% (0 =149) | | 48% (n = 85)
47% (n = 83
Race,” n (%) Chronic kidney disease 0 12) | 1(<1) 0 0 3(12) 0 1(<1) o )
White 1(33) | 37 (66) [121 (77)]101 (65)| 2 (67) | 18 (69) | 63 (72) | 41 (59) Blood creatinin increased' 0 0 0 0 0 1@ |1 0
. Black 2(67) [13(23)|19(12) | 30(19)| © 4(15) | 11.(13) | 18 (26) .
Introduction _ Toxic nephropathy 0 0 0 0 0 1 (4) 0 0 ) 8
Asian 0 365) | 5(3) | 8(5) | 1(33) | 1(4) | 3(3) | 4
« Renal impairment is common in people with HIV, particularly among older individuals™2 Othere 0 3(5) | 4(3) 5(3) 0 1(4) 1(1) 1(1) Hypophosphatemia 0 0 0 0 0 0 ) 0 42% (n = 150) 38% (n = 67)
. . . . . . , . : n=
« Given that antl_retroylral thgrapy.ls a lifelong treatment, maintaining efficacy and safety in people with both Hispanic or Latine,d n (%) 0 11 (20) | 36 (23) | 33 (21) 0 5(19) | 18 (20) | 19 (28) Proteinuria 0 0 0 1(<1) 0 0 0 0 42% (n = 149) ° o
HIV and renal impairment is an important treatment goal - : : 37% (n = 66)
- BIC/LEN is a novel STR that may offer an effective treatment option for people with HIV, including those with Medical l_\lstory:)f czlronlc 2(67) | 21(38) | 21(13) | 5(3) | 3(100) | 13(50) | 11 (13) | 2(3) Discontinuation of study 0 0 0 0 0 0 0 0

impaired renal function kidney disease,® n (%) drug due to renal AEs

— BIC is a guideline-recommended integrase strand-transfer inhibitor with a high barrier to resistance’-3-5 eGFR, mL/min, 26 53 76 108 21 47 74 111 Data are 1 (%) Baseline Week 48 Baseline Week 48

— LEN is afirst-in-class capsid inhibitor with no documented de novo resistance in the absence of median (Q1, Q3) (25, 28) | (46, 55) | (67, 81) |(98, 122)| (20, 30) | (40, 52) | (67, 83) ((99, 126) aCalculated using the Cockcroft-Gault formula. Participants with non-missing values at baselir)e and post-baseline were included in the percentage denominator calculation for each baseline category.

rior exposure® bParticipants may have reported more than one AE Percentages may not total 100% due to rounding.
P P , , , . TDF-containing regimen at “Newly diagnosed diabetes mellitus ' alncludes participants with data available at baseline and Week 48. Participants with missing data at Week 48: BIC/LEN, n = 12 (moderate impairment,
* ARTISTRY-1 (NCT05502341) is an ongoing, randomized, open-label Phase 2/3 study evaluating baseline, n (%) 0 2(4) 8(5) | 15(10) | 1(33) 1(4) 4 (3) 2(3) 4Renal AEs were identified by the standard MedDRA search term “Keep Under Review” list. n = 3; mild impairment, n = 4; normal renal function, n = 5); complex regimen, n = 9 (severe impairment, n = 2; moderate impairment, n = 2;

the efficacy and safety of switching to BIC/LEN STR in people with HIV who were virologically suppressed , eAmong participants with acute kidney injury recorded as an AE (n = 7), reasons and subsequent outcome as reported by the investigator were: mild impairment, n = 3; normal renal function, n = 2). eGFR was calculated using the Cockcroft-Gault formula. Values are shown as % (n) of participants

on complex regimens (Figure 1)’ aCalculated using the Cockcroft-Gault formula. *Local regulators did not allow the collection of race information for 19 participants in the BIC/LEN transient and resolved without intervention (n = 2); acute kidney injury on chronic kidney disease related to hypotension, transient and returned to Lf;iftfcf;pza;fsgma shifted from their baseline 6GFR category: severs o moderate impairment, n = 2: moderate to severs impairment, n = 1.

L - . : : : . ; group and 17 in the complex regimen group; percentages were calculated using total number of participants as the denominator. °Category includes baseline (n = 1); stable creatinine, weight loss accounted for decreased eGFR (n = 2); occurred during hospital admission with femoral neck fracture 10 ST _ 9O1Y- s T e . T
The Stu_dy mCIUded_ partlcu_)ants_ with severe renal impairment (6GFR 15'07 29.9 mL/min) and the oldest American Indian or Alaska Native, Native Hawaiian, Pacific Islander, and Other. dLocal regulators did not allow the collection of ethnicity information for in additioﬁm to is)chemic stroke, non—ST-elevation myocardial infarction, and postoperative anemia (n = 1); associated with episodes of diarrhea and moderate to mild impairment, n = 13; mild to moderate impairment, n = 18; mild impairment to normal renal function, n = 23; normal to mild impairment,
population to date in a registrational program for HIV treatment (Table 1) 21 participants in the BIC/LEN group and 16 in the complex regimen group; percentages were calculated using total number of participants as the vomiting (n = 1). n=24. _ _ _ o - _

— At Week 48, switching to BIC/LEN demonstrated noninferior efficacy and comparable safety versus denominator. *Grouped term on standardized MedDRA query narrow search. Creatinine increase was reported as the MEDRA Preferred Term “Blood creatinine increased” and is therefore presented as an adverse event rather *Participants who shifted from their baseline eGFR category: severe to moderate impairment, n = 1; moderate to mild impairment, n = 2; mild to
continuing complex regimens7 BIC/LEN, bictegravir/lenacapavir; eGFR, estimated glomerular filtration rate; MedDRA, Medical Dictionary for Regulatory Activities; Q, quartile; than a laboratory parameter moderate impairment, n = 5; m|I_d impairment to normal renal fur)ctlo.n, n = 10; normal renal function to mild impairment, n = 11.

TDF, tenofovir disoproxil fumarate. AE, adverse event; BIC/LEN, bictegravir/lenacapavir; DRAE, drug-related adverse event; eGFR, estimated glomerular filtration rate; BIC/LEN, bictegravirlenacapavir; eGFR, estimated glomerular filtration rate.
MedDRA, Medical Dictionary for Regulatory Activities.
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