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Introduction Results

Conclusions

* Obeldesivir (ODV) is an orally administered ester prodrug of the parent nucleoside, Participants * Following a single dose of ODV in participants with Rl or normal renal function, the C, ., of GS-441524 in the plasma was achieved at
GS-441524, that has shown in vitro antiviral activity against a variety of respiratory viruses'* A total of 56 . - ~0.5 to 1.5 hours post dose and remained detectable for 24 to 120 hours post dose (Figure 1 and Table 2)
: : : . participants were enrolled across all renal function and matched control groups (Table 1)
 Renal clearance of GS-441524, the CIFCUlatlng metabolite of the  ODV is extensively hydrolyzed presystematically to GS-441524, which is then » GS-441524 plasma exposures (AUC, ;) were not significantly increased in participants with mild RI compared with those with normal
antiviral drug obeldesivir decreased Wlth increasin Severit Of intracellularly metabolized to an active nucleoside triphosphate®®° Table 1. Participant Demographic and Baseline Characteristics (Safety Analysis Set) renal function (Table 2)
_ _ _ ’ g y « GS-441524 is predominantly renally eliminated®~ Matched Matched Matched * In participants with moderate and severe RIl, GS-441524 plasma exposures were approximately 2-fold and 4-fold higher, respectively,
baseline renal |mpa|rment « While intravenous administration of remdesivir, an antiviral that also yields GS-441524, has Mild RI Control Moderate RI Control Severe RI Control compared with participants with normal renal function
been shown to be safe in individuals with renal impairment (RI),2 the elimination profile of (ODV 350 mg; (ODV 350 mg; (ODV 350 mg; (ODV 350 mg; (ODV 175 mg; (ODV 175 mg; Total . . : . :
: : ) . e . . L . Characteristic n=10 n=6 n=10 n=8 n=10 n=12 N = 56 Table 2. Summary Statistics and Statistical Comparisons of GS-441524 Plasma PK Parameters Between Participants With
* Plasma exposures of GS-441524 increased as baseline renal (55-441524 following ODV administration has yet to be characterized in this population ) ) ) ) ) ) (N=56) RI and Matched Control Participants With Normal Renal Function Following a Single, Oral Dose of ODV (PK Analysis Set)
function decreased . . Sex, n (%) RI Matched Control
O bj ect|ve Male 6 (60) 4 (67) 4 (40) 2 (25) 7 (70) 9 (75) 32 (57) PK Parameter (n =10) (n =10)>° GLSM Ratio (%) 90% ClI
» Single doses of obeldesivir were generally safe and well tolerated in comale 4 (40) 2 (33) 5 (60) 5 (75) 3 (30) 3 (25) 24 (43) Mild Rl (ODV 350 mg)
F : : : P * To evaluate the pharmacokinetic (PK) properties, safety, and tolerability of a single AUC. ., heng/mL 19,391.6 (28.6) 16,158.7 (36.6) 123.2 95.3, 159.3
participants with renal impairment and matched control participants dose of ODV in participants with RI compared with matched control participants with Mean (SD) age, y 66 (9.5) 62 (6.9) 66 (12.7) 62 (12.1) 67 (7.4) 61 (7.9) 64 (9.6) :
with normal renal function normal renal function Race, n (%) T T R 08200 — O
P I - L S Black 5 (30) 1(17) 6 (60) 3 (38) 2 (20) 1(8) 18 (32) Moderate Rl (ODV 350 mg)
a I n a n g u ag e u m m a ry Study Design Asian 0 1(17) 0 0 0 0 1(2) AUC. ., heng/mL 27,889.2 (27.9) 14,626.0 (32.4) 194.0 153.5, 245.1
* A Phase 1, multicenter, open-label, parallel-group, single-dose study was conducted in Mean (SD) BMI, kg/m?|  27.2 (2.7) 26.0 (1.7) 29.1 (3.3) 27.4 (2.0) 28.1 (3.3) 27.8 (2.7) 27.7 (2.8) Crnaxs NG/ML 3162.0 (42.1) 2323.0 (37.6) 135.6 100.0, 184.0
o Obeldesivir IS a medication that has been shown to work against participants aged 18 to 79 years with a body mass index of 218.0 to <38.0 kg/m? Mean (SD) eGFR T, 0.8 (0.8, 1.5) 1.5 (0.8, 1.5) — —
_ _ _ _ _ — Participants with Rl must have had an unchanged R classification during the 3 months mL/min/1.73 m? 73 (9.1) 97 (10.6) 48 (6.7) 96 (13.4) 24 (6.6) 98 (6.7) 71 (29.8) ¢ h 92 (8.5, 14.0) 6.0 (4.6 7.2 B -
several viruses In Iaboratory experiments and animal studies prior to screening with no evidence of worsening of RI within the screening period S R (ODV 175
- . Eligible participants with Rl at baseline were enrolled into 3 groups based on their Mean (SD) sertim 1.0 (0.2) 0.8 (0.2) 1.4 (0.3) 0.7 (0.1) 2.7 (0.6) 0.8 (0.1) 1.3 (0.8) evere Rl | mg)
e |n the bOdy, obeldesivir Is converted to another molecule called estimated glomerular filtration rate (eGFR), which was calculated using the 2021 M9 AUC,,, heng/mL 32,542.8 (39.2) 7714.5 (17.8) 403.4 323.0, 9504.0
. . . ChrOniC Kldney Disease Epldeml()logy CO”aboratiOn Creatine equationQ; grOUpS inCIUded: BMI, body mass index; eGFR, estimated glomerular filtration rate; ODV, obeldesivir; RI, renal impairment. C n
: naxy NG/ML 1547.0 (21.5) 1469.6 (27.1) 106.8 88.8, 128.5
GS-441524, which is removed by the kidneys __ Mild Rl (€GFR 60 to <90 mL/min/1.73 m?) D " 10520 050508 - -
. This stud uated h nale d f obeldesivi d th . — Moderate RI (€GFR 30 to <60 mL/min/1.73 m?) PK Analyses — ’ ’
IS Study evaluale OW a single aose o1 obelaesivir move roug _ Severe RI (eGFR 15 to <30 mL/min/1.73 m2) * The mean (SD) plasma concentration-time profiles of GS-441524 after a single dose of ODV in participants with Rl and matched bz, I 20.1(16.6, 22.6) 0.0 (4.5, 6.0) - -
: : : : ' control participants with normal renal function are shown in Figure 1 w 8nd C,, Were reported as mean (%CV), and T, and t,, were reported as median (Q1, Q3).
the bOdy and WaS Cleared OUt by the kld neyS In people Wlth mlld, — Matched control participants with normal renal function (eGFR =290 mL/min/1.73 m2) P P 9 ?I'ldv%trr?atguce:d cclnntrol p%rt::iSants with n(o/lrrclrzlzl/l)renr:\]llIunctior(iI itntended fo?crérr?parisondwith(t(ﬁ; s(zszzre RI group received incorrect doses of ODV (350 mg instead of 175 mg). These 2 participants were replaced in the study and excluded
. i i . rom itne analyslsS Sel.

. . " " " ° PartiCipantS Wlth mlld or moderate RI and their matChed ContrOI partiCipantS Wlth F|gure 1 Mean (SD) Plasma Concentrahon of GS-441 524 Versus T|me (PK AnaIyS|S Set)a bljsl;tic;ip;ir:s (\;vith r;oirnrzilsriirrla(ljfunctignigfglg :er(\e/rerziaa Tjif?oend crcca)r&trol pea;icingélz?irnbotgt;:cemild:niciimaondega;erazlegr::lijgssélzrgas’tscr;ingrgﬂte:ao\;vereSm:kﬁ);!izér;aﬁ;z;ed matched control participants between the mild and moderate Rl
mOderat?’ and Seve.re kldney Impa!rment’ aS We” aS In peOple Wlth normal renal funCtion received a Single 350 mg dose Of ODV, and partiCipantS Wlth — 5000_ g}oCVF_,)% coz‘ﬁgigr:t ofvlgriation];c_,l(L)_J(%mfr,targa ;n(?e.r the c??certtrat_i%n-ti?ﬁébcurybeyextrapolthdlto_inf?nﬁer:img; Ctmaxr,] maxtimu;[n observeq cl:lo%cer?traftionﬁéLtSIt\/l,tgecl)metlr?lc Ieést squares mean; ODV, obeldesivir; PK, pharmacokinetic;
normal k|dney funCtIOn, for Companson ngere Rl and their matched COntrOl partiCipants Wlth nOrmal renal funCtiOn received 3 5¢ Mlld RI (ODV 350 mg) e m—— Severe R| (ODV 175 mg) _EI 4500— Q1, first quartile; Q3, third quartile; R, renal impairment; t,,, terminal elimination half-life; T, ., time to maximum observed concentration.

single 175 mg dose of ODV ---A---- Moderate RI (ODV 350 mg) - —&— - Normal RF (ODV 175 mg) > 4000 » The mean CL, and %F, of GS-441524 decreased as the baseline renal function decreased (Table 3)
e Results showed that the removal of GS-441524 from the b()dy decreased — Participants with normal renal function could serve as a matched control participant < — The mean %F, for GS-441524 in participants with mild RI, moderate RI, and normal renal function was consistent with that
_ _ _ for both the mild and moderate RI groups if matching criteria were met — = — Normal RF (ODV 350 mg) O reported in previous studies®?
as kidney function worsened and that people with moderate and severe PK Analvses s
: : : : : : y c Table 3. Urine PK Parameters of GS-441524 Following a Single, Oral Dose of ODV (PK Analysis Set)
Kid ney |mpa|rment had hlg her levels of GS-441524 in their blood  The PK analysis set included all participants who received the correct dose of the study 10.000 — & ) .
drug and had 21 PK concentration value reported for the corresponding analyte ’ - 5 (ODI{,I/II3d5(I)R Im : I\Qgtgcegsg?:t';?l (:\)IISSe?:'gtt)e n? I_ Nzgtlglclegsg?:tl;?l (OSD?;':;ZTJ _ Ma(gg‘\a,dﬁg r::ro.l |
» Obeldesivir was generally safe and well tolerated, with no serious + Intensive plasma and urine PK samples were collected up to 120 and 72 hours post 2 : ?u PK Parameter n=10) n=10) n=10) n=10) n=10) n=10)
: : : dose, respectively, and analyzed using validated liquid chromatography with tandem S 1000 £ :
harmful events or major Changes N IabOratOry tests In any of the groups mass spectrometry methods £ E @ CL,, mL/min 116.2 (52.3) 132.7 (36.3) 63.6 (29.3) 119.7 (39.1) 23.1 (38.0) 142.3 (27.3)
— Plasma PK parameters for GS-441524 included the maximum observed concentration s - o A., mg 127.1 (41.8) 122.2 (37.6) 100.0 (21.7) 99.7 (31.2) 38.1 (24.4) 63.6 (16.3)
(Crnax); @rea under the concentration-time curve extrapolated to infinite time (AUC,), s 1003 %F. 45.0 (41.8) 43.3 (37.6) 35.5 (21.7) 35.3 (31.2) 27.0 (24.4) 45.1 (16.3)
terminal elimination half-life (t,,), and time to maximum observed concentration (T...,); - - — —
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' ' | | JIean.eom | Y | received study drug) according to treatment-emergent adverse events (AEs), Time (h) — The most commonly reported AE was headache (3/56 [5%] participants); no other AEs were reported for >1 participant
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PIoy — No deaths or AEs leading to discontinuation from the study were reported; none of the laboratory abnormalities were considered

clinically significant
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