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» Obeldesivir (ODV) is an oral prodrug that is extensively hydrolyzed to the parent nucleoside, + To describe the methodology whereby the appropriate dosing regimen of ODV was selected * The predicted plasma exposure for various RSV ODV dosing regimens (data not shown) Table 2. Estimated Mean Plasma Exposures of GS-441524 Following the Proposed
_ _ _ GS-441524, which is subsequently metabolized intracellularly to the active nucleoside for a Phase 2 study in nonhospitalized adults with acute RSV infection, leveraging PK, safety, suggested that a regimen of 700 mg twice daily (BID) on Day 1 + 350 mg BID on Days 2 to 5 : : _
_ clity : : _ ! 14 w _ . RSV ODV Dosing Regimen (700 mg BID on Day 1 + 350 mg BID on Days 2-5)
. PharmaCOklneth, Safety, and efflCaCy data from triphosphate, GS-443902, an inhibitor of viral RNA-dependent RNA polymerases (Figure 1)-2 and efficacy data from prior preclinical and clinical studies would meet both the safety and efficacy bounds i Adults

* The predicted PK for the proposed RSV ODV dosing regimen in adults suggested that

Previous preCllnlC.aI and C!InlCaI S.tUdleS were Use.d.tO Figure 1. Metabolic Activation Pathway of ODV GS-441524 maximum observed concentration and area under the curve (AUC) from time PK Parameter Day 1 Day 5
select an appropriate dosing regimen of obeldesivir | 0 to 12 hours would be highest on Day 1 (Table 2)
el sl — These exposures are below those observed in a prior Phase 1 study wherein participants C..., Mg/mL 4.76 2.54

to be evaluated for the treatment of adults with (eg, virally infected cells of the lung)

_ _ _ _ _ » The strategy used to select the clinical ODV dosing regimen for RSV treatment is shown in received a wide range of ODV dosing regimens, including 900 mg QD for 5 days or
respiratory syncytial virus infection Figure 2 °00 mg BID for S days* AUCq.1zn, hepg/mL 20.41 13.68
NH . . . . . ) Based on the ODV PK/Safety analySiS’ the prediCted rate Of Grade 23 CrCL TELAS AUC area under the concentration-time curve from time 0 to 12 hours; BID, twice daily; C,,,, maximum observed concentration; ODV, obeldesivir;
° The SeIeCted dOSing regimen Of 700 mg tWice daily o ~ \,: Flgure 2. Selection of an RSV ODV DOSIng Reglmen in Humans Based on CorreSponding to the AUC from Day O to 5 at the prOpOsed RSV ODV dOSing regimen was low PK, po_r@l”macokinetic; RSV, respiratory syncytial virus. o o e , ’ ’
: : o-boy o M7 GS-441524 Exposures and did not exceed the established safety bound (Figure 3)'
on Day 1 and 350 mg tWICe dally on DayS 2 tO 5 l abg‘;;ggon o L/ SN ODV 30 mafka QD or 90 ma/ka QD * Insights from the preclinical efficacy and PK studies, combined with the clinical safety studies, informed the PK exposure bounds needed for an appropriate RSV ODV dosing regimen (Figure 4)
- : : - . PELIN HO  OH - - m or 90 m . . . . . . . . . . . .
was pred|Cted to exceed the pharmacokme’uc sl |1 ODV RSV efficacy established at ’l‘ I I - The PK and safety estimated for various dosing regimens, together with these bounds, facilitated an informed dosing regimen selection, with GS-441524 exposures anticipated to exceed the
. . Bloodstream 30 and 90 mg/kg QD in AGMs preclinical ODV RSV efficacy bound, while remaining within the bounds to result in a favorable benefit-risk profile, including the estimated rates of Grade =3 CrCL TELAs
efficacy target and result in an acceptable rate 65441524 P AGMs ~t—t—t—L——1
: _ N=5
of dasym ptOmath Grade =3 creatinine clearance H NH, oy %fect'on Day Figure 3. PK/Safety Model of Grade 23 CrCL TELAs Versus GS-441524 Exposure Figure 4. The Proposed ODV Dosing Regimen for Adults With RSV Meets GS-441524
” : ~ | | . Exposure Safety and Efficacy Bounds
treatment-emergent laboratory abnormalitesin | | _— g 9 ¢ SIJ o » ®e® o o P d d
P : - - o & o LN | AGM ODV PK study used to estimate AGM GS-441524 PK associated with :
participants with normal renal function or mild ol ooy o SHn virarna " @ AGM efficacy study . 00
: . | ~r ! inhibition o . I
renal Impairment : Vg R ' Predicted GS-441524
| S bu Active triphosphate - KQ%% GS-441524 popPK model incorporated data from ODV Phase 1-3 studies for AUC, ., at the recommended
L Nucleoside PK dose/exposure simulations®° . RSV ODV dosing regimen
o :
P I a i n La n g u ag e S u m m a ry " cipnosphate; M menophosphate, G5 cheldesivr ‘ P GS-441524 PK/safety model predicted Grade =3 CrCL TELA rates in participants with - — _
* ODV has been shown to be effective against respiratory syncytial virus (RSV), SARS-CoV-2, d ! l
I : : and filoviruses, both in vitro and in nonhuman primate studies’> ' .
. . . - The pharmacokinetics (PK) and safety of ODV have been evaluated in a robust clinical =X Jreg o - function laboratory abnormalities
studied for the treatment of resplratory VIFUSES program comprising five Phase 1 trials in healthy participants and two Phase 3 trials in = : that can be confounded by ODV
partiCipantS Wlth COVI D-1 96_10 (Table 1) AGM, African green monkey; CrCL, creatinine clearance; ODV, obeldesivir; PK, pharmacokinetic(s); popPK, population pharmacokinetic; QD, once daily; g E treatment COVl D_1 9 RSV and
. . RSV, respiratory syncytial virus; TELA, treatment-emergent laboratory abnormality. : ) o] . !
e This StUdy used data from animal models as well » Asymptomatic creatinine clearance (CrCL) treatment-emergent laboratory abnormalities il i ? y ’;,' , preexisting renal impairment
. : . (TELAS) have been observed in previous ODV COVID-19 clinical studies; however, among . The RSV clinical eff " " inical PK £ tudies in Afri ro) .
dsS data frOm human CllnlCa| trlals Of ObeldeSIVIF, participants with COVID-19, the rate of renal adverse events was similar between those e RSV clinical efficacy arge was based on previnicd and efficacy studies in e O !
_ _ _ _ _ _ _ i ODV and th s acabo 80 green monkeys (AGMs) wherein oral ODV administered at 30 and 90 mg/kg once daily (QD) 0 | =
Includlng Its Safety and efflcacy in different patient recelving and those recelving placebo™ for 6 days resulted in significant viral reductions in both the upper and lower respiratory tracts + . < Safety bound
populations in order tO determine the best dOSG tO Table 1. Summary of ODV Clinical Studies * The clinical efficacy targets for GS-441524 plasma exposures were estimated by extrapolating o =
_ ’ _ _ _ _ _ _ — AGM single-dose PK data to multiple-dose PK projections using nonparametric superposition &U | 8 |  remmeeeeeeeeeee...
use in adults with respiratory syncytial virus infection Phase ~ |Participants, . Relevant in Phoenix WinNonlin® i O Efficacy bound
Study (Population) N ODV Regimen End Points . . s . -
* The clinical safety target was based on maintaining rates of Grade =3 CrCL TELAs within an | <
o The SeleCted dOse was eXpeCted tO be Safe 100-1600 mg single dose; acceptable limit for an adult population with RSV infection and accounted for asymptomatic
d ﬂ_- ti Phase 1 500 mg BID for 5 days; renal function laboratory abnormalities that can be confounded by ODV treatment, COVID-19, ; Preclinical efficacy study
anad eneclive GS-US-611-6248° (first-in-human) 70° 900 mg QD for 5 days; | PK, safety RSV, and preexisting renal impairment'"2 |
500 mg single dose . . . . :
(fasted or fed) * A population PK (popPK) model _fqr GS-44_1524, iIncorporating plasma_ Concentr_atlon data : ODV 30 mg/kg QD or
from healthy volunteers and participants with COVID-19 from the studies listed in Table 1, | 90 mg/kg QD over 6 days
GS-US-611-6409° Phase 1 (DDI) 1112 350 or 500 mgP PK, safety was used to evaluate the clinical PK for different RSV ODV dosing regimens™* in AGMs with RSV
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