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Participants Figure 1. Kaplan-Meier Estimate of Time to COVID-19 Symptom Alleviation « At Day 5, a greater proportion of participants in the ODV group had negative SARS-CoV-2
TPNT - - - - . . . Full Analysis Positi a I r nominal P = 0.001; Figur
» In nonhospitalized adults and adolescents without risk factors for progression to severe disease, + Overall, 1955 participants (ODV, 979; placebo, 976) were randomized and received =1 dose of (Full Analysis Positive Set’) nasal swab compared to the placebo group (nominal = 0.001; Figure 3)
obeldesivir 350 mg administered twice daily for 5 days was generally safe and well tolerated but did study drug, of whom 1924 (98%) completed study drug Censored  —— ODV —— Placebo Figure 3. Proportion of Participants With Negative SARS-CoV-2 Nasal Swab Viral RNA Copy
not significantly reduce time to COVID-19 symptom alleviation or resolution compared to placebo + Baseline characteristics were generally similar between groups (Table 1) < 100 - Number (Virology Analysis Set?)
e Obeldesivir treatment reduced SARS-CoV-2 viral RNA copy number at Days 3 and 5 and resulted in a — Overall, 70% of participants had completed a primary vaccination series, 99% were positive for § 90 - — - B ODV M Placebo
reater br rtion of particinant ho tested n tive for SARS-CoV-2 at Dav 5 compared t | b SARS-CoV-2 anti-spike antibodies, 86% were positive for anti-nucleocapsid antibodies, and the > 80 -
greater proportion of participants wno teste egative 10 -LOV-2 at Uay o compared 1O placebo mean baseline SARS-CoV-2 viral RNA copy number was 5.1 log,, copies/mL a < 100
o _ . . . . . . . . > 70 _ O\’ =
_COVID 19 symptom duration was markedly shorter than in earlier trials, consistent with milder disease Table 1. Demographic and Baseline Characteristics (Safety Analysis Set?) 4 .
in a population with high rates of hybrid immunity during the Omicron era S 60 - 2
. : .. : : : oDV Placebo Total S £
* Obeldesivir remains a promising treatment for COVID-19 and other coronavirus-mediated diseases Characteristic (n = 979) (n = 976) (n = 1955) 3 °0- 3
given its demonstrated antiviral activity and favorable safety profile Age, years, median (range) 42 (12-64) 40 (12-64) 41 (12-64) E 40 — >
O
. O —
_ Sex at birth, n (%) *g'_ 30 : 75 _
Plain Language Summary Female 583 (60) 572 (59) 1155 (59) & 20 Z
5 o 10 - Median (95% CI) time to COVID-19 symptom alleviation by Day 29: 14
Race, n (%) < ODV, 5.9 (5.4-6.1); placebo, 6.0 (5.8-6.3) © Nominal
o ST ST - As 21 (2 21 (2 42 (2 9 - HR (95% CI): 1.10 (1.00-1.21) S P = 0.001
 Obeldesivir is an oral medication that stops the replication of SARS-CoV-2, the virus that causes sian (2) (2) (2) > Log-rank P value = 0.068 >
COVID-19 Black 106 (11) 101 (10) 207 (11) O - 2
- - - - o - - - : ] 2 4 14 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 2 @
» This study aimed to find out if obeldesivir was safe and effective for treating COVID-19 in people at White 850 (87) 848 (87) 1698 (87) Baselinet 2 3 4 5 6 7.8 910 - 3D > 16171819 20 52425 20 > 50 -
low risk of becoming severely ill from the disease Other’ 2 (<1) 6 (1) 8 (<1) No.at i ime (Days) =
vents i
e There were no major differences in the time to COVID-19 symptom improvement when peop|e took Ethnicity, n (%) oDV 879 873 810 739 619 522 420 352 302 263 224 199 183 164 144 137 122 114 105 94 85 79 73 67 64 62 56 32 §
- . 0 4 66 136 256 352 454 521 571 610 649 674 690 709 729 736 751 759 768 779 788 794 800 806 809 811 817 822 822
obeldesivir compared to placebo Hispanic or Latino 918 (94) 901 (92) 1819 (93) Placebo 882 872 821 744 629 535 442 379 319 279 247 230 199 187 163 154 145 133 126 117 112 103 94 85 82 75 74 48 7]
0 2 52 128 242 336 428 491 549 589 621 638 668 680 704 713 722 734 741 750 755 764 773 782 785 792 793 794 794 c
¢ ThiS may have been because mOSt peOple in the StUdy already had Some immunity tO the VirUS and Completed primary VaCCination Series, n (%) Patient-reported outcomes were collected through a COVID-19 symptom questionnaire adapted from US Food and Drug Administration guidance that participants completed daily through Day 29 and on g
. . Days 60 and 90. Part_icipants who prematurely discontinued the s’gudy prior .to Day 29 or whose_allev!ation status was r_nissing w_ere_censored at the Iast_date/time at which the symptom was ggsessed or Day 28, '6
got better qUICkly even Wlthout treatment YeS 687 (70) 681 (70) 1368 (70) m’:;]c?heé/?;r?gg;rirzea(ii2Ls’gtglii{ﬁacgiji02n—sf§§gr9a58%;h(él;?rral-tljlsnwere estimated using the Cox regression with the randomization stratification factor as a covariate. P value was calculated from stratified log-rank test — 25 _
o ’ . . - é:gll rwa;:al)r/c?i?aﬁ)ig;sig\/Devs,ec)ttjgIcé;ggﬁ/?r;plgrl'tiggellgt?ev\\/lgfsévter;er;;e::r;ﬁ)(t);?sigfgéﬁrig:aesde 201h gi?lsr% ;)(f: tsl(t;:]dy drug, and were SARS-CoV-2 positive at baseline as confirmed by RT-PCR at the central laboratory. E N S
* QObeldesivir was generally safe and well tolerated, and almost all people completed their COVID-19 vaccination status, n (%) o |
assigned treatment e | me@n | swen | JheKeplanieier etmates of median e to sympton resolton were aiso smar betueer z ‘
. . . . . . ) . 0 ’ I . ’ ’ . 0 ’ I . ’ o
* Obeldesivir also lowered the amount of SARS-CoV-2 virus a person had compared to placebo Duration of COVID-19 sympioms [()gorthfl)rst 2(2,2) 2(2,2) 22, 2) nominal P = 0.556) =
.. : .. .. : dose of study drug, days, median (Q1, Q3)° ’ ’ ’ o o o
* Qverall, obeldesivir remains a promising treatment for COVID-19 and other similar ilinesses Y —  No COVID-19—related hospitalizations or deaths were reported by Day 29 in either group o
artcipants wi - symptom data i i —
availal:?le at baseline, n ymp 962 962 1924 - No meaningful differences were seen between groups for symptoms at Day 90 g U ; :
: paseline, median (1, Q3) o 3(6.9) 7(6.9) 8(6.9) Virologic Efficacy Time (Days)
|ntrod uctlon  |In the 1478 participants (ODV, 751; placebo, 727) in the virology analysis set, viral RNA copy number |
Serostatus n (%)d . . . . P values were from the Fisher’s exact test. . _ _ .
’ decreased rapidly from baseline to Day 5 in both groups (Figure 2) iclogy analyss ot includod paricipans who wero randomized. foceived 21 osoof tuy drug, and had a baseling SARS-CV-2 vl RNA copy number 2LL.0Q
. COVID-19 remains a public health priority, with a higher annual mortality than influenza'> Overall positive 970 (>99) 968 (99) 1938 (>99) — Comparedbto ]’Ehe plsceblp grtoug, th:egret wetre grte?;]?fr reductiggﬁ/inclleas’:) s§1uargs4rg?an (\)/i1rgl RNA Safet
.. : : : : UNT T ' CO numoer rrom paseline 10 ba reatment alirrerence , —VU. —VU. O —VU.
» There are currently no antiviral treatment options approved in the United States for mild-to-moderate COVID-19 for nonhospitalized individuals Overall negative 1(<1) () 8 (<1) Py nun . - Y3 1957 Cl] L B ! y | o
. . . . — log,, copies/mL; nominal P <0.0001) and to Day 5 (treatment difference [95% CI], —0.18 . The safetv profiles of ODV and placebo were comparable. with similar rates of AEs
without risk factors for progression to severe disease* Missing 8 1 9 [-0.30 to —0.06] log,, copies/mL; nominal P = 0.004) in the ODV grou yp _ P P ’ _ _ S
. . . . . . . . — , ' ' 10 COP ’ ' group treatment-related AEs, serious AEs, and AEs leading to study drug discontinuation (Table 2)
* Obeldesivir (ODV) is an oral nucleoside analog prodrug that, through a different pharmacometabolic pathway, delivers the same active metabolite SARS-CoV-2 anti-spike antibody, ne 884 884 1768 _ ..
as remdesivir that inhibits SARS-CoV-2 RNA-dependent RNA polymerase?®* — - Figure 2. Least Squares Mean (95% Cl) Change From Baseline in SARS-CoV-2 Nasal Swab Table 2. Incidence of Treatment-emergent AEs and Treatment-emergent Serious AEs
| o | | | o o o | o Positive, n (%) 869 (>99) 869 (99) 1738 (99) Viral RNA Copy Number (Log,, Copies/mL) Using MMRM (Virology Analysis Set?) Safetv Analvsis Set?
« ODV has a low pill burden, no clinically meaningful drug-drug interactions, and in vitro antiviral activity against SARS-CoV-2 variants®> ( y y )
’ ’ Negative, n (%) 3 (<1) 7 (1) 10 (1)
o —a— ODV —&— Placebo Total
Ob_ t_ Missing, n 12 8 20 g 0.5 — n (%) (n = 1955)
. — - Zj)
jeC IVG SARS-CoV-2 anti-nucleocapsid antibody, n 884 884 1768 T % 0 Any AE 53 (5) 56 (6) 109 (6)
| N . o . . . Positive, n (& 755 (86 756 (86 1511 (86 Z .2
 To evaluate the efficacy, safety, and tolerability of ODV for the treatment of COVID-19 in nonhospitalized individuals without risk factors for progression to ositive, n (%) (86) (86) (86) i 3 ) Grade =3 AE 2 (<1) 3 (<1) 5 (<1)
' Negative, n (% 125 (14 121 (14 246 (14 >0 -0.5-
severe disease J (%) (4) (4) (4) e AE related to study drug 5 (1) 13 (1) 18 (1)
Missing, n 4 ! 11 N 9
_ = -10- Grade =3 AE related to study drug 0 1 (<1) 1 (<1)
SARS-CoV-2 viral RNA copy number, n' 913 911 1824 = g
Log,, copies/mL, mean (SD) 5.1(1.4) 5.1 (1.5) 5.1(1.4) 'QE, =E, —1.5 — Serious AE 2 (<1) 4 (<1) 6 (<1)
cZ .
« OAKTREE (CliniCaITriaIS.gOV |dentifier: NCT0571 5528) was a Phase 3, randomized, dOUb'G-b"nd, pIaCebO-ContrC)”ed StUdy N nonhOSpitaIized bﬁﬁietﬁyearr;i'f;%%té?f'ugtiif?:é?b%ae”stivrﬁhe?.ffﬁ nrgi':]a%o(r)?ii\?gs?(ngr:t(i:\?ie\fel\?aiil g?_lsae V\?afiisatﬁdgr %r:giﬁs?g:;ri%zr;,tsoit?m éf:,eaic’:(\jfgtnyo?r;aelyriii?tgg.t”were summarized according to the actual treatment received. § E 20 Serious AE related to StUdy drug 0 1 (<1) 1 (<1)
partICIPantS aged 212 to <65 years WIthOUt SpeCIfled rISk faCtorS for progreSSIOn to Severe COVID-19 %éi?g}%ﬁg%végﬁlgegg@%tgsmitisvévex;shgﬁf?r?tisa;Iigeagiisgodd(;/sg]rgaﬂ?it-iL:Tclilggiatgzic(l:gr:{ilbljc;g!?\?vg:r;))tc?giqti\?gsaer:dd\?\}aes(g:%/n%)d as negative when both were negative. Serostatus percentages do not include those with g 8 o AE Ieading tO premature diSCOﬂtinuation Of 1 (<1) 0 1 (<1)
° Part|C|pantS were en ro"ed (February 13'0Ct0ber 31’ 2023) W|th|n 3 days Of the Onset Of 22 targeted COVID_']Q Symptoms (Stuffy or runny nose, Z%Vr?éli?;i?u?et?:oiﬂ\/avﬂﬁlﬁiigs?r?g;si:[/i;ﬁ;g (participants who were randomized, received 21 dose of study drug, and were SARS-CoV-2 positive at baseline as confirmed by RT-PCR at the central laboratory). Percentages g § _2 5 | » StUdy drug
sore throat, shortness of breath [difficulty breathing], cough, low energy or tiredness, muscle or body aches, headache, chills or shivering, and Result o No SARS-Cov-2 detected” was imputed as 745.5 copiesimL (27 log,,coplesimL.; ‘<2226 coplesimL" was imputed 25 1114 coplesimL (3,05 log, copies/mL) i X ' a N = Death 0 0 0
feeling hot or feverish), stratified by completion of a primary COVID-19 vaccine series, and randomized 1:1 to receive ODV 350 mg or placebo 95 _a,_ _ — — _ 1 _ _ —
tW|Ce dally for 5 dayS Clin ical Efficacy -‘:B —J. | | | | | | | | | | | | | | | | | | | | | | I I | | CSeErS?iV(\)Ir?rg.?czjﬁg/ lé%l;]%tne Medical Dictionary for Regulatory Activities Versc;on12d6.1. Sjver:y :rade: were deflned:smgfthe D|v||3|on of AIDS Table for G;admg t:e Seve;rlty ofAIduIt and Pediatric ,:dverse Events
aSafety analysis set included paniqipants who were randomized and received 21 dose of study drug. Participants in the safety analysis set were summarized according to the actual treatment received.
+ Primary endpoints were time to COVID-19 symptom alleviation by Day 29, incidence of treatment-emergent adverse events (AEs) and laboratory . Of the 1955 participants who were randomized and received 21 dose of study drug, 1768 (90%) ° Baseline 3 5 10 15 20 29 A adverss erent OB, obeidest
abnormalities, and incidence of serious AEs and AEs leading to study drug discontinuation participants (884 per group) had reverse transcriptase—polymerase chain reaction—confirmed Time (Days) * There was a similar proportion of participants with 21 graded laboratory abnormality in_t_he ODV
— Symptom alleviation occurred if, for =248 consecutive hours, all targeted symptoms scored as moderate or severe at baseline were scored as SARS-CoV-2 infection at baseline Placebe (v 797 o4l 622 620 525 014 205 (753/972 [77%]) and placebo (757/964 [79%)]) groups; most (71%) laboratory abnormalities were
mlld or none and a” targeted Symptoms Scored as mlld Oor none at basellne were SCOred as none ° Among those Wlth COVID-19 Symptom data, the Kaplan_Meler eStImate Of medlan tlme to Symptom Mean (SE), 95% CI,_ an_d P value were from MMRM with baseline viral RNA copy number and the randomi_zation stratum as covariates.*ind.icates nominaIP<0.01 versus placebo. ** indicates nominal P <0.001 Grade 1 o 2 L ] ] ] ] o
. Secondary endpoints included time to COVID-19 symptom resolution by Day 29, change from baseline in SARS-CoV-2 nasal swab viral RNA alleviation was 5.9 (95% CI, 5.4-6.1) days in the ODV group and 6.0 (95% ClI, 5.8-6.3) days in the mpuiedas nafof 8 LLOD (146.5 coplesmL. 2.67 106, copleamL: heresul of <2228 coplesmL”was mputed a6 hlfof 16 LLOQ (1114 coPSSIML: 3,05 ogig copesimL), — Grade 23 laboratory abnormalities were reported in a similar proportion of participants across
copy number, and COVID-19-related hospitalization or all-cause death by Day 29 placebo group (P = 0.068; Figure 1) L\Cg)tl>o%\22? :ﬁ:tSSfeééTglcﬁid Cioa, |%C$Z:Yimtvg?r§u§?tﬂgm;ﬁ?ih{AeF(a:ﬁ/:Yerﬁxﬂdfjeof?eecg rsr:ggédrreu;?é;gg &afaiuﬁii?g'évs,ﬁijaiix}f Vel KA copy number HLOG treatment groups (ODV, 59/972 [6%)]; placebo, 32/964 [9%])
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