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Prophylactic administration of the monoclonal antibody ADG20 provides potent protection against SARS-CoV-2 in rodent and KEY FINDINGS
non-human primate models of COVID-19
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INTRODUCTION Dose-dependent prophylactic

protection from SARS-CoV-2 infection

« The spread of severe acute respiratory syndrome coronavirus 2 « In vitro ADG20 displays high binding affinity and potent neutralisation Prophylactic efficacy of ADG20 in Syrian hamsters Prophylactic efficacy of ADG20 in Rhesus macaques was demonstrated in two different
(SARS-CoV-2), which causes coronavirus disease (COVID-19), and against all SARS-CoV-2 variants tested, including variants of concern , , , , : : : L animal models
the emergence of new variants of concern resistant to some (B117/Alpha, B1.351/Beta, P1//Gamma)®* « An ADG20 d.ose of >b5 ug was ass.omated with protection from weight loss . An ADG20 dose of 25 m.g/kg was. associated with redu.ce.d viral repl.lcat'lon
antibodv-based therapeutics. is an ongoind alobal bublic health compared with controls at Day 6 (Figure 2A) in the upper and lower airways with sgRNA below the limit of detection in
. y P = going g p , « Preclinical studies have demonstrated prophylactic protection against . : — all respiratory compartments tested (Figure 4):
issue; the search for therapies to treat or prevent this disease 3 « Hamsters receiving 333 and 2000 ug doses displayed limited '

’ mouse-adapted SARS-CoV and SARS-CoV-2 , , , T . ,
remains a matter of urgency'? histopathological evidence of pneumonia (Figure 2B) — A similar trend was observed for genomic RNA (data not shown) In the hamster model, ADG20
- Here we report two studies that evaluated the in vivo prophylactic , , o oge .

« ADG20 is a highly potent, broadly neutralising fully human efficacy of EDG2O in Syrian hamster and non-human grimZtZ (NHP) « Hamsters receiving the highest dose (2000 pg) had no detectable virus in — Substantial protection was also observed at the 5 mg/kg dose level, as conferred significant protection from
immunoglobulin (IgG)1 monoclonal antibody (mAb) derived from a models, which were infected with actual SARS-CoV-2 virus, to lung samples (Figure 3): demonstrated by accelerated clearance of infectious virus weight loss and |ung pathology and
survivor of the 2093 SARS-CoV epidemic and modified to have an investigate the impact of ADG20 on the diverse range of COVID-19 — 333 pg and 2000 pg ADG20 treatment significantly reduced infectious . No viral particles were detected in NP and OP compartments at the inhibited viral replication at the 333
extended halt-life manifestations viral loads at Day 3 post-exposure compared with controls (P <0.005) 25 mg/kg ADG20 dose (Figure 5) and 2000 ug doses versus control mAb

+ ADG20 targets a highly conserved epitope on the receptor binding _ Additionally, we evaluated the risk for antibody-dependent _ Similar trends were observed for viral sub-genomic RNA (sgRNA), which , , o
dfhmaln (RBD) of thféi';g FLOtémvoz SARS-CoV-2, SARS-CoV, and enhancement (ADE) at subneutralising doses of ADG20 in hamsters is produced during active viral infection Figure 4. Impact of ADG20 on viral replication in Rhesus macaques
other pre-emergen -like CoVs . - - -

. No evidence of ADE was observed across ADG20 doses, including 04, BAL — subgenomic RT-PCR . In the NHP model, viral replication was
® Controlm ° °
subtherapeutic doses — 108] -2 B ADG20 (25 mg/kg) SUbStantla"y reduced in the upper and
- ADG20 (5 mg/kg) o
METHODS 83 ] - lower airways of Rhesus macaques
) ) . Figure 2. Impact of ADG20 on weight gain and lung pathology in S § 10°1 . treated with ADG20 at doses of

Syrian hamster model (Figure 1A) NHP model (Figure 1B) SARS-CoV-2—infected Syrian hamsters e et aoor 5 or 25 mg/kg versus control mAb

- Syrian hamsters were dosed intraperitoneally (IP) with either ADG20 « Rhesus macaques were dosed intravenously (IV) with either . Lo S0 80 Time Post Exaosure (Days) Lo 2080
(n=40; 9.25-2000 pg) or sham-treated isotype-matched IgG (n=20; ADG20 (n=8; 5 or 25 mg/kg) or sham-treated isotype-matched IgG A.Day 6 welqht change B. Total lung pathology score .
either 9.25 or 2000 pg) 24 hours prior to intranasal (IN) SARS-2/WAT1 (n=4; 25 mg/kg) 72 hours prior to IN/intratracheal (IT) SARS-2/WAT1 from baseline Day 3 Day 6 10°- NP swab — subgenomic RT-PCR —

Challenge (1X1O5 p|aque_f0rming units [PFU]) Cha”enge (1x106 PFU) 15 . * g 15 * o3 108 1 L . B ADG20 (25 mg/kg) N .d f h d o I
: : : : : : : : = —* 3 | b gE o o ADG20 {5 mg/ka) O eviaence or ennanced vira

« Hamsters were weighed daily over 6 days, while antibody titres, viral « Viral load was assessed in nasopharyngeal (NP) and oropharyngeal < 107 aa % > e == %g 107+ . ° 56 . . i . .
load, and lung histopathology were assessed following sacrifice of (OP) samples (daily) and bronchoalveolar lavage (BAL; Days 1, 3, and 5) 5 s s + : T SRR N LS replication or disease pathology
five animals from each group on Days 3 and 6 post-challenge by reverse transcription-polymerase chain reaction (RT-PCR; all 2 S RPN N ) I ey B } ) | €L L0 S ©LOD (105
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