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Introduction Results

¢+ COVID-19 is generally a mild disease in children, including infants; however,

a small proportion develop severe disease requiring intensive care unit Participant Disposition and Study Drug Exposure Hospitalization Status Overall Safety
admission and prolonged ventilation' N Cohort1  Cohort2  Cohort3  Cohort4 Cohort2  Cohort 3
Participants, n (%) n=12 n=12 n=12 n=12 N=53 Participants, n (%) n=12 n=12 N=53
¢ Remdes_mr (RDV) ha_s been shown to s_horten time to recovery in > Met eligibility criteria, not enrolled: n=1 Discharged by Day 10 3 (25) 9 (75) 11 (92) 6 (50) 3 (60) 32 (60) Any AE 11(92) 7 (58) 9 (75) 7 (58) 4 (80) 38 (72)
hospitalized adults with COVID-19 and is approved for the treatment of Discharged by Day 30 9 (75) 10(83)  12(100)  9(75) 4 (80) 44 (83) Crade 53 AE - By @ L ) —
COVID-19 in hospitalized individuals aged =12 y? Median duration of hospitalization 12(8,15)  7(5,9) 64,9 7417 T4 14)  7(5,12)
from Day 1, d (IQR) Treatment-related Grade 23 AE 3 (25) 0 0 0 0 3 (6)
Diagnosis in Chlldren;_NCTO4431453_) IS being cc_)nduc_ted to evaluate th_e L : _ _ _ Viral Load eatmentrelated SAE ) . ) ) ) )
safety, pharmacokinetics (PK), and clinical and virologic effects of RDV in oo nued DY betore il il — il —iias — s T ——————E— ; ; ; ; S
. . ospital discharge . . . . *
infants and children a : ! - ‘ ’ ¢+ Median times to 1st confirmed negative SARS-CoV-2 PCR were 5and 7 d resiment discontinuation due fo ) @
_ Results of an interim analysis in participants aged 28 d—<18 y and weighing 23 kg Partcipantparentiguardan decisior 0 : 0 2 0 from nasal/oropharyngeal samples in Cohorts 2 and 3, respectively, and not reafment-emergent dean 148 148) ° ° 1129) 3 ©)
are presented here nvestigator's discretion | - | ® | | - | - estimable in the other cohorts Laboratory abnormalities
: . : : : G 6 (50 0 2 6 2 (40 15 (29
Received 10 doses of ROV [N B RIS SR ¢ Among participants with BL and post-BL sequencing data available, rade s £ AU ) £ Rk
Ob e Ctives substitutions in the viral RNA-dependent RNA polymerase were observed Grade 4 3(29) 2(17) 1) 0 1(20) 713
j & The median number Of Study drug doses received was 5 for a” Cohorts In. 1 Of 23 partICIPantS; the SUbSt|tUt|OnS Observed have nOt been aSSOCIated *Elevated ALT (n=1); hyperbilirubinemia, elevated ALT and AST, and increased serum sodium (all in 1 participant). SAE, serious AE.
¢ Pri t luate th fety, tolerabilit d PK of RDV | diatri with resistance to RDV
rimary:. to evaluate the sairety, toierabllity, an o) IN pealatric . . . . o : :
participyants with COVID-19 y y P Demographms and Baseline Characteristics P ‘ o ) + 11 participants had SAEs, none of which were considered treatment related;
. . | | o o TE——— — ercentages of Participants at Each Ordinal these SAEs were consistent with COVID-19 and/or the participants’
- ono ono ono ono ota = = . . .y
¢ Saercftiocrimdaar:}tls. a)i;vglg?/tle[)tq%antlvwal activity and efficacy of RDV in pediatric Participants o A A S Clinical Status by Study Day underlying medical conditions
P P Mean age, y (range) 15(12-17) 10 (4-16)  4(2-7) 0.4 (0.1-0.9) 10 (8-11) 8 (0.1-17) | Hospitalized | ¢ 3 participants died; all had complex medical histories including multisystem
, , Discharged Room air, Room air, M Low-flow O, B Noninvasive B MV or . . . .
Median weight, kg |(IQR) 841(57,107)) [127 (25, 31) 513, 18)/|[751(4,9) 1 [[73 (35, 80) 2513, 55) no ongoing ongoing ventiation or ECMO organ failure and cardiorespiratory arrest, among others, which were not
meadaical care meadaical care Iign-tfiow O, .
- . 33.8 17.8 16.2 16.3 28 18.8 100 considered treatment related
sl B, b (el (216,46.5) (14.9,202) (15.6,181) (14.7,20.0) (27.2,35.6) (16, 24.8)
Female sex at birth, n (%) 8 (67) 7 (58) 5 (42) 7 (58) 3 (60) 30 (57) ¢ The most common Grade 3—4 laboratory abnormalities were decreased
Studv Desi Race, n (%) hemoglobin (n=9) and decreased eGFR (n=7)
L y es'Qn White 7 (58) 9 (82) 6 (60) 8 (80) 3 (75) 33 (70) 80
Single Arm, Open-label RDV PK and Safety Study et e gf?’e:ir?:'dngeisarots Black 5 (42) 2 (18) 4 (40) 2 (20) 1 (25) 14 (30) Ad E t i >50/ f T t | P t I t
’ verse cvents in o OT 101a articipants
Hospitalized children aged <18 y (N 252 planned) Day 1 30 Not specified* 0 1 2 2 1 6 p
Inclusion criteria: ' ! . . . o
+ SARS-CoV-2 PCR posiive R — Hispanic or Latino, n (%) 3)  7(8) T8 325  3(60)  23(44) = 60 y Cohort1 Cohort2  Cohort3  Cohort4
) 21 ?/ ?3?E§o>v32r;2t/i?eig/t1ﬁr7:srr?;|;ds g assessments (up to 10 d)* after 1st dose 2 1(8) 3 (25) 3 (25) 5 (42) 0 12 (23) 42 Participants, n (%) n=12 n=12 n=12 n=12 N=53
L AST X e ey Safetyfinflammatory labs® Clinical status 3 6 (50) 4 (33) 3 (25) 3 (25) 2 (40) 18 (34) 8 Constipation 3 (25) 1(8) 1(8) 1(8) 3 (60) 9 (17)
Cohort 1: 240 kg, aged 12—<18 y o per 7-point ordinal 4 2(17) 3 (25) 0 3 (25) 2 (40) 10 (19) f:j Acute kidney injury 4 (33) 0 0 1(8) 1 (20) 6 (11)
ohort 2: 20—< , age —< le, n (% 40 _
go:o: 2: fg_<:g :3 aieﬂ 2: :_J:z I scale, n (%) 5 3 (25) 2 (17) 6 (50) 0 1(20) 12 (23) 5 Hyperglycemia 1(8) 1(8) 1(8) 2 (17) 0 5 (9)
Cohort 4: 3-<12 kg, aged 28 d—<18 y rology fests (swabs) 6 0 0 0 1(8) 0 1(2) n Pyrexia 1(8) 2 (17) 1(8) 1(8) 0 5 (9)
Cohort 5: 22.5 kg, aged 14—<28 d, born term . .
Cohorts 6, 7: to b enolled in subsequent amendment Serology Medllan duratl_on of sympjtorrrs, d (1QR) — 7G,11) ° (3. 7) 36, 7) ° (2, 8) ° (5. 7) ° (2, 8) 6 Increased ALT 2(17) 0 0 1(8) 1 (20) 4 (8)
(ool soale and PEWS) Gy 103  1(1,2)  2(1,3) 20,7 101  1(13) 20 2 ‘ Hypertension 2 (17) 18) 0 0 1 (20) 4 (8)
*Cohorts 1 and 8: RDV 200-mg loading—100 mg qd; cohorts 2—4: RDV 5-mg/kg loading—2.5 mg/kg; treatment duration at investigators’ clinical discretion Medical conditions. n (% Hypomagnesemia 0 1(8) 0 1(8) 2 (40) 4 (8)
, N (%)
thromboplastin e, D-gimers. feritin. quanttatve C_rencive protei. ervthroyte sedmentation rate. procaldtonin. ard intenoukin 6. ALT. Slanie. S— 17 i
;m(i)notraewsferase; A’ST, aspart’ate ami}]gtransferase; Cr, creatir?ine; eC’SFrI%I, estir¥1ated glomerular fiItraiign rate; IDMé, independent da-ta m(’)nitoring ObeSIty, 4 (/o) y (58) 2 (17) : (27) : (27) . (80) 11 (37) Vomltlng 1 (8) 1 (8) 1 (8) L 1 (20) 4 (8)
E:J?_nl:mijt;epz;rli’igl;,o?(:ggr}]earﬁse chain reaction; PEWS, Pediatric Early Warning Score; SARS-CoV-2, severe acute respiratory syndrome coronavirus; Asthma 3 (25) 5 (42) 2 (17) 0 1 (20) 11 (21) 0 BL y > 3 4 5 5 7 3 9 10 Anemia 1(8) 1(8) 0 1(8) 0 3 (6)
¢ We repOI't data on 53 Ch”dren enrO”ed N the USA (n=41 ), Spa|n (n=9), Italy *Excluded frqm percentage calculation; TCIassifie'd'as having obesity if body mass index (I_BMI)was >95th percentile f(_)r age and sex on basi§ _of World o o _ . _ Agitation 0 1(8) 2 (17) 0 0 3 (6)
(n=2), and UK (n=1) . S pam i s BV e e o oo Cacston. 1GM, asarierangs. |11 e ches paricpenseasd ¢ In all, 85% of participants showed clinical improvement (22-point increase Sracycarcia o z2an o 1® o 3@

from baseline) at their last assessment and the recovery rate (score of 6 or 7)

+ Safety was assessed by adverse events (AEs) and laboratory tests; efficacy was 83% at last assessment

was assessed by clinical improvement on a 7-point ordinal scale, time to Clinical Outcomes

discharge, change in oxygenation use, and days to confirmed negative -
Oxygenation Status Conclusions

SARS-CoV-2 PCR (defined as 2 consecutive negative results)
— Samples for SARS-CoV-2 testing could be nasopharyngeal, oropharyngeal,

rectal or fecal, or endotracheal aspirates T Cohort1  Cohort2 [RCOROMS I ¢+ RDV was safe and well tolerated among children aged 28 d—<18 y treated for COVID-19
= IMV, n 0
Ordinal Scale oo dave (G s o 10 s 10 + Overall, no new safety trends for RDV were apparent
SOV roniow B 1 1 X X X 1 - + A high proportion (85%) of participants had clinical improvement based on the clinical ordinal scale
e Median days (IQR) 5 (5, 5) 6 (2, 6) 3(1,4) 2(2,5) 4 (4,4) 4 (2,5)
N Noninvasi tilation or high-flow O, e : : : : : :
5 0 Lowowo, R e e S R S E— ¢+ The study is ongoing, with enrollment of full-term and preterm neonates pending dose determination
o edian days , , , : : ;
4 Room air, ongoing medical care (COVID-19 related or otherwise) . . . . . .
:% Room air, no ongoing medical care (other than per-protocol RDV administration) ¢ RDV prOV|deS a treatment OptIOn fOI’ pedlatrIC patlentS W|th COVID'1 9
SLbhsL - - ¢ Overall, 25% (3/12) of participants who were invasively ventilated at baseline
ECMO, extracorporeal membrane oxygenatlon; ||V|V, invasive mechanical ventilation. (BL) We re On IMV at the |aSt available assessment E:;ﬁ;igf:i;;&g?i:ﬁ:é E;retthilr.nl,_?l:gt-:‘sttfdhljl:t,:fc:f);ens;tﬂsa!:ﬂdioii(\)/;:s:gggtﬁ:s;.?r.hliB:ngiﬁld;I-\lA,laest ?L:hl(;leint?; é:\lltlgij28()52;1(12(333;:,1:[311’73-EZ§.Hngc::(;)\;)vrlgéil?crgg:;ss:s\i/;/;ﬁ;(grv?“s;eog:osvci)clji:grit’:;/ \éviiggg;grsgewggrg:suzzcgai;gSje'(\elrévi\lll\\?g::,C’)\I%Y]!Er;:jzatgsig?ergiclji.es, and the healthcare workers on the frontlines of this pandemic. We extend our thanks and appreciation to the CARAVAN study participants, their families, the frontline
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