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BE2 9ALRIVT I VARBREREOBE
TANAZ VT T ZAABROFREFR 1 ITE L DT,
AgcH L TR, I ] O -~ 77— TR, B

#TE T -~ 757 — TBREOTANZAR TR THD,

WIRLT-ET LT A VAL, BEE MM~ Y 2EMIE 7 A LA (X-MuLV) . {RHSERIE
JANZ (PrV) | 3H LA T AN (Reo-3) KT ARUNT A LA (MVM) Th D,

sua~v N7 7 4 —TRIZOWT, REHDOH T LRHHENR OEEEIEH L= b 7 28+
HNTO AN ZEIGERZ Z 2 2 B 2520 L TR L 7=,

ETEROHRBRIZBOV TR BIBEWTANVNAZ VT T2 (LRV) &2, A NVAZ VT

Z v AR ORI H W,

=1 DANRI YT S ORABBROBEROFELD
Process Resin State Logiy Reduction of Model Viruses (= 95% Confidence
Step Limits)
X-MulV Prv Ren 3 MVM
[ ] NewResin | >l 003 | <011 | H-015 | - 0.14
AgedResin | >[ll=005 | IB:o006 | =021 | =021
] NewResin | >Hll=0.10 | >l 0.12 | >l 0.11 | >l 0.11
AgedResin | >l 022 |01 | >l 0.13 | > 0.01
I oid Viral > 020 | > o0.15 NA NA
Inactivation (120 min)
Viral Filtration =006 | >R 015 | > 0.19 | > =008
Process Cumulative LRV
New Resin LRV >~ =~ =~ N -
Aged Resin LRV >R >R = =R
Worst Case >19.41 =>15.70 >11.68 >13.60
Process Cumulative LRV

Abbreviations: - [ -omatocraphy I ™

chromatography; LRV = log reduction values
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Test Test Method Results
Adventitious In vitro assay indicator cell culture for Not detected
agents adventitious virus contaminants: | || 1N

(broad screen) and CHO cells (| | |G it
I N - oints

Invivo assay for viral contaminants: European Not detected
and US/FDA Test?®

Retrovirus Test article cells co-cultivation with _ Not detected

B - -doint

Evaluation of cell morphology and retrovirus-like | Retrovirus-like

particles by thin section electron microscopy particles observed "
Detection of Reverse Transcriptase Activity Positive ¢ ¢

Bovine viruses Detection of bovine viruses according to 9 CFR | Not detected
requirements

Detection of || ||| | | | N ) DN A | Not detected

by real-time polymerase chain reaction (qPCR)
using Tagman technology

Porcine viruses Detection of porcine viruses according to 9 CFR | Not detected

requirements

Detection of _and [ | Not detected
(I D\ A by real-time polymerase

chain reaction (qPCR) using Tagman technology

Calicivirus Detection of Calicivirus RNA by reverse Not detected
transcriptase quantitative polymerase chain
reaction (RT- qPCR) using Taqman technolog




Test Test Method Results

Murine viruses Detection of minute virus of mice (MVM) DNA | Not detected
by quantitative polymerase chain reaction

(gqPCR) using Tagman technology

Hamster antibody production (HAP) test Not detected

Mouse antibody production (MAP) test with Not detected

@ Testing includes inoculation ofembryonated hen’s eggs, sucklingmice, adult mice, and guinea pigs.

b Based on Points to Consider in the Manufacture and Testing of Monoclonal Antibody Products for
Human Use (FDA, 1997), CHO cell lines express defectiveretrovirus particulates, therefore,
identification ofretrovirus like particles is not unexpected.

“Detection ofreverse transcriptase activity in CHO cells is not unexpectedas they are recognized to have
endogenous retrovirus-like particles. Additionally, the presence ofhostcell polymerase activities may
cause orcontribute to thepositivereverse transcriptase activity result. Demonstration of viralclearance
by the sotrovimab purification process is shown in Table 1.

4 Subsequent 28-day Infectivity Assay confirmedno infectious retrovirus in the testarticle
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Test Test Method Results
Adventitious In vitro indicator cell culture assay for Not detected

agents (broad adventitious virus contaminants: || | | | || N

screen) and CHO cells (| GG i
I | I - poins

In vivo assay for viral contaminants: European Not detected
and US/FDA Test?
Retrovirus Test article cells co-cultivation with || | |l | Not detected

B - -ndpoint

Evaluation of cell morphology and retrovirus-like | Retrovirus-like

particles by thin section electron microscopy particles detected®
Detection of Reverse Transcriptase Activity Positive ¢
Murine viruses Detection of minute virus of mice (MVM) DNA | Not detected

by quantitative polymerase chain reaction (qPCR)

using Tagman technology

3 Testing includes embryonated hen’s eggs, suckling mice, adult mice, and guinea pigs

b Based on Points to Consider in the Manufacture and Testing of Monoclonal Antibody Products for
Human Use (FDA, 1997),CHO cell lines express defectiveretrovirus particulates, therefore,
identification ofretrovirus like particles is not unexpected."

¢ Detection ofreverse transcriptase activity in CHO cells are not unexpected as they are recognized to
have endogenous retrovirus-like particles. Additionally, the presence of host cell polymerase activities
may cause or contribute to the positive reverse transcriptase activity result. Demonstrationof viral

clearance by thesotrovimab purificationprocess is shown in Table 1.
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FE3EE (A B3 5 )
TGRS A R~V AR 5 f 4 P AR EN AT | WA Peiat Raie
) — - . 20024F5 H Sl 5 = =5
3 (Sotrovimab 62.5 mg/mL - Injection, Solution) Quality e GlaxoSmithKline 4N &R AT
AT (GERRATBR R & )
TR B XA b AR T f P ABRE ST | WA PG Al 2%
4211
- Primary pharmacology studies (virology studies) reside in module 5.3.5.4, in _ _ _ _ .
agreement with ICH M4S Q&A (R4).
4212
In Vitro SARS-COV-2 Internalization, Replication, and Cytokine Production I - -
2020N456687_00 |\ o oFVIR.7831 204A - sk PR A
VIR-7831: Efficacy, Pharmacokinetics and Assessment for Antibody- [ ]
2020N457284_00 |Dependent Enhancement Potential of VIR-7831-WT in a Syrian Golden 20l [ ] s NG B FEA
Hamster Model of SARS-COV-2 Infection ()
VIR-7831: Efficacy of S309 Encoding a Hamster Fc Region in a Syrian ] N _— -
2021N471868_00 Golden Hamster Model of SARS-COV-2 Infection om0 (I 7 PR ¥ il
VIR-7831: Efficacy and Assessment for Antibody-Dependent Enhancement [ ]
2021N471990_00 |Potential of VIR-7831 in a Syrian Golden Hamster Model of SARS-COV-2 20 A [ ] g5+ B FEA
Infection ()
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4213
WBP2275 DS/VIR-7831: A 2-Week, Once Weekly Intravenous Infusion
2021N468234 00 [Toxicity and Toxicokinetics Study in Cynomolgus Monkeys with a 105-Day E%E;fﬂ ? s B BB
Recovery Period
4214
2020N456694_00 [VIR-7831: In Vitro Drug Combination Study with Remdesivir 0[P - 24 FENEE Rt
2021N466415 00 |VIR-7831: In vitro Drug Combination Study with LY-CoV555 20T 3 4N & B AT
VIR-7831: In Vitro Combination Activity of VIR-7831 and LY-COV555 [ ] N . -
2021N477024_00 Against SARS-COV-2 Variants of Concern 20m () 14} PR A
4221
2020N456711_00 Qualification of an ELISA Method for Measuring WBP2275 in Monkey 2omRs ] Hash P SE Al
Serum ()
2020N456799_00 Qualification of ECL Method for Detecting anti-WBP2275 DS Antibody in 2oL ] s N STl
Money Serum ()
Validation of an ELISA Method for Measuring the Concentration of 20M4F A ] 5 wk =7
2021N466078 00\ ppr975 ps (VIR-7831) in Cynomolgus Monkey Serum ~20l" A () 4 FEPIRRY A
Validation of an Electrochemiluminescence (ECL) Method for Detecting 20M4FH ] 5 P =7
2021N466255 00 {5 i \Wep2275 DS (VIR-7831) Antibodies in Cynomolgus Monkey Serum ~200+1A () 5 FEPIRRY A
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4222
A Serum Pharmacokinetic Study of WBP2275 (VIR-7831) Following a 20m ] ; , B,
2020N456684.01 Single Intravenous Infusion Administration to Naive Cynomolgus Monkeys ~20m () HES FEPIEORE AF
g y! g S comEm) )
4223
PET/CT Biodistribution of VIR-7831 (GSK4182136) mAb compared to VIR{  20Ql‘FIll] T N S .
2021N472605_00 (2031 \WT mAb in Cynomolgus Monkey ~20M5A (I 151 PR A
4232
WBP2275 DS/VIR-7831: A 2-Week, Once Weekly Intravenous Infusion
2021N468234 00 [Toxicity and Toxicokinetics Study in Cynomolgus Monkeys with a 105-Day jg’.-ﬁﬁlﬂﬂ T sk PR FEAM
Recovery Period i
4.2.3.6
WBP2275 DS/VIR-7831: A 2-Week, Once Weekly Intravenous Infusion
2021N468234 00 |Toxicity and Toxicokinetics Study in Cynomolgus Monkeys with a 105-Day 20m ] I sk PR FEAM
- ~20M‘aA ()
Recovery Period
I
A Single Dose Intramuscular Injection Site Reaction Study of VIR-7831 in 20mFmA ] N - -
2021N470452_00 Gottingen Minipigs with 3-Day Recovery Period ~20MFR] ] st ERabotiy ¥
(.
42377
WBP2275 DS/VIR-7831:Tissue Cross-Reactivity with Normal Cynomolgus 20<FR ] N - =5
2020N457086_00 Monkey Tissues ~ 20 ) sk B R R i
WBP2275 DS/VIR-7831:Tissue Cross-Reactivity with Normal Human 20MFH ] 5 —— =7
2020N456662_00 | .. ~20m ] ) iz HNE B wf
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Assessment of the Binding Profile of VIR-7831 Using a Human Embryofetal 20l [ ] N - P
2021N468478 00 15\ ma Membrane and Secreted Protein Cell Array ~20MFlA (I s PR R 5%
Fi (B R B R S )
TG ERE = A A b IR S e 1 T TR KR R B LT B
5.3.1.4
Validation of an Electrochemiluminescent Immunoassay for the Quantitation 20214F1 A [ ] . - -
2021N473581_00 of VIR-7831 in Human Serum ~20214°5H CKIED) WSt PR i
VALIDATION OF AN IMMUNOASSAY FOR THE DETECTION OF
2021N473582_00 |ANTI-VIR-7831ANTIBODIES (ADA) IN COVID POSITIVE HUMAN fggiﬁéfﬂ sk PR FEAM
SERUM BY ELECTROCHEMILUMINESCENCE (ECL)
THE QUANTITATION OF VIR-7831 IN HUMAN SERUM BETWEEN
2021N473583 00 [100 AND 10000 ng/mL FROM VIR BIOTECHNOLOGY STUDY VIR- iozzoojéo(i HEF- N S
7831-5001 (GSK STUDY 214367)
DETECTION OF ANTI-DRUG ANTIBODIES TO VIR-7831 IN HUMAN
2021N473584 00 |SERUM IN SUPPORT OF PROTOCOL VIR-7831-5001 (GSK STUDY fgé;?;fﬂ sk & Bk P

214367)
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5.3.35
TMF-1392682  |Population PK analysis of sotrovimab (VIR-7831, GSK4182136) in non- 20HF P & e ; — =
(214367) hospitalised patients with COVID-19 using data from COMET-ICE study = GlaxoSmithKline =0 AR il
5.35.1
COMET-ICE CSR
COMET-ICE: A randomized, multi-center, double-blind, placebo-controlled 202048 H .
(2143627%326279-maa) study to assess the efficacy and safety of a single intravenous (V) dose of ~202144 A vir Bl(o;:;]ology sk &G B S
y VIR-7831 monoclonal antibody compared to placebo to prevent the (Day 29 Analysis)
progression of mild COVID-19 disease (Day 29 Analysis)
5.35.3
— SDAP outputs for efficacy — — - g S
— supportive data for safety — — g P& B S
5354
VIR-7831: Characterization of In Vitro Binding to SARS-CoV-2 Spike I N - =5
2020N456937_00 Proteins 0[5 () sk B R R
2020N456987_00 |VIR-7831: Epitope Mapping and Binding Site Characterization 20MmFpH 7 AN TNE R AT
Vir-7832: Binding Site Characterization And Prevalence Of SARS-CoV-2 I s -
2020N457104_00 Amino Acid Variants 2omrm! () Bt FLPSERY il
2020N457420_00 |VIR-7831: In Vitro Neutralization of SARS-CoV-2 0@ - sk KRR A Al
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VIR-7831: Activity of VIR-7831 Against Variants of Concern from the UK, I _— -
2021N475485 00 | o nc o Brazil 20 A 7 A FEPNE R A
VIR-7831: In Vitro Combination Activity of VIR-7831 and LY-COV555 I s - -
2021N477024_00 Against SARS-CoV-2 Variants of Concern 20m ] () i+ FEPIEDRE A
2020N456924 00 |VIR-7831: In Vitro Neutralization of SARS-CoV-2 Pseudotyped Virus 20[ R A 7 iZ4S PR A
2021N470273_00 |VIR-7831: In Vitro Neutralization of SARS-CoV-2 Pseudotyped Variations 204H 3 AN &G B G i
VIR-7831: Epitope conservation and activity against pseudotyped virus
2021N470274 00 |encoding 20| A 7 iZ4S PR A
epitope variants
VIR-7831: Epitope conservation and activity against pseudotyped virus I N - -
2021N471870_00 | ding epitope variants (updated - E-2OW) 20418 7 TN FENE B AT
VIR-7831: Epitope conservation and activity against pseudotyped virus I ke -
2021N476139_00 | ding epitope variants (updated J-SE-2OM) 204A - 5t FENE R Rl
VIR-7831: Epitope conservation and activity against pseudotyped virus I - -
2021N477635_00 | ding epitope variants (updated J- - 20M) 204A - sk NG B R i
VIR-7831: Epitope conservation and activity against pseudotyped virus I [ s -
2021N481340_00 | ding epitope variants (updated J- - 2OM) 204 ) st LN B R i
2021N475740_00 [VIR-7831: In Vitro Activity Against the India Variant B.1.617 204 (=) sk LN B FEA
2021N478962_00 Activity against pseudotyped virus encoding the B.1.617.2, B.1.619 and % L I Wit R (i

B.1.1.7+E484K Variants

~




1.12. RZHEH—E

MTE R 2 A kv AR S it 141 TRBR U WA Pefl Al 2%

Activity Against the Lambda (C.37) Spike Variants in a Pseudotyped Virus [ s - =5

2021N481931_00 Assay 204 A —3 sk A& B G i
VIR-7831: Activity Against Pseudotyped Virus Encoding Epitope Variants I e .

2021N481341_00 (updated EE-20MD) 204 A - sk HNE B G i
VIR-7831: In Vitro Activity Against the Delta Plus (AY.1/AY.2) Spike [ N - =5

2021N483004_00 f/jantsina Pseudotyped Virus Assay 20m () st PR ¥
VIR-7831: In vitro Resistance Barrier Assessment and Characterization of I - -

2020N456627_00 Monoclonal Antibody-Resistant Mutants 20T () i+ PR A

2020N456792_00 |VIR-7831: In Vitro Effector Function Studies 204 A (=) sk tHNE B S

2021N466446_00 |VIR-7831: In vitro Cross-Resistance Analysis with LY-CoV555 204 - sk NG B R i
VIR-7831: Efficacy, Pharmacokinetics and Assessment for Antibody- [ ]

2020N457284 00 |Dependent Enhancement Potential of VIR-7831-WT in a Syrian Golden 204 [ ] sk PR FEAM
Hamster Model of SARS-CoV-2 Infection ()
VIR-7831: Efficacy of S309 Encoding a Hamster Fc Region in a Syrian ] N —_— -

2021N471868_00 Golden Hamster Model of SARS-CoV-2 Infection 20mr ) 7 PR FHil
VIR-7831: Efficacy and Assessment for Antibody-Dependent Enhancement —

2021N471990_00 |Potential of VIR-7831 in a Syrian Golden Hamster Model of SARS-CoV-2 20 A g5+ B B
Infection ()

2021N480075_00 VIR-7831: Evaluation of VIR-7831 Prophylactic Efficacy in Hamsters % L ] Wit R (i

Infected with the South Africa B.1.351 Variant of SARS-CoV-2

()
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