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R RIE: WHO
RATIFE]: 2021 4 2 H 18 HALRIIE N 4 &1
BE¥E: https://covid19.who.int/

FRAE WHO $2HE I, 2021 4 2 H 4 HARRE 2 H BUER% 250 A 109, 594, 835
1, M HFEH2 363, 654 i, RITAET: 2, 424, 060 7, 4 HFHGIET: 9, 619,
i [E 2512 101, 604 51, Zi1AETC 4, 842 4], 4 H RIS 28 I, HrIEAET: 2 .

Our World

Cumulative confirmed COVID-19 cases, Feb 18, 2021 o

The number of confirmed cases is lower than the number of actual cases; the main reason for that is limited testing
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Source: Johns Hopkins University CSSE COVID-19 Data — Last updated 19 February, 09:03 (London time) CCBY

A& E e N4 B (https://ourworldindata.org/covid-
cases?country=~OWID_ WRL#what-is-the-daily-number-of-confirmed-cases)

Daily new confirmed COVID-19 cases, Feb 18, 2021
Shown is the rolling 7-day average. The number of confirmed cases is lower than the number of actual cases; the
main reason for that is limited testing.
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What is the daily number of confirmed cases?

Daily new confirmed COVID-19 cases

in Data
Shown is the rolling 7-day a ge. The number of confirmed cases is lower than the number of actual cases; the main
reason for that is limited testing.
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2. SARS—CoV-2 FHSTEARIP FEAE 2 B L WU A0 57 1L FF AR BB I IE S

Evidence for SARS-CoV-2 related coronaviruses circulating in bats and pangolins
in Southeast Asia

SJeYE: Nature

KA IR 2021-02-09

BEFZ: https://www.nature.com/articles/s41467-021-21240-1#Abs1

% —1E#: Supaporn Wacharapluesadee

HIH/E#E : Thiravat Hemachudha & Lin—Fa Wang

HITVEE BA7: Thai Red Cross Emerging Infectious Diseases Health Science

Centre, WHO Collaborating Centre for Research and Training on Viral Zoonoses

King Chulalongkorn Memorial Hospital, Faculty of Medicine, Chulalongkorn
University, Bangkok, Thailand
DOI &% PUBMED ID: 10.1038/s41467-021-21240-1
L. RIKI
SR

COVID—19 KIAT IR 2 A M i) BV HE SARS—-CoV—-2 Rk, LLK Fh ) sh ¥4 75 )
YR NSALAE P AR o A5 R R B RaTG L3 e i ek bR IS 25 B8 0~ s SR I8 1) T B AR
1510 AR SCHRIE T SARS—CoV—2 AH TR IF B (SC2r—CoV's) 7F 7 e MV s g HH 175 R AL 1 110 407 R IfL
TESUEE . ERER MR RE T 5 HMAL )i (Rhinolophus  acuminatus) )44
I P A, FE3RIG T — A5 73 B bk (fr 44 RacCS203), %4 B k518 o = rg K L)
Rhinolophus malayanus RmYNO2 7} B#KMISRG R R E V). (28 E B — B A kG
B, AR R R A WA 2 L A A I R T SARS-CoV-2 i ANHTfA . R RacCS203 L
RmYNO2 [¥] RBD ANfE5 ACE2 445, {EPUIMLIF AENE 2 S Al SARS-CoV—-2. SUE 5 & AYHE IR 1 A
TEAE, ARATHVHE TR 8 A% 2 R SC2r—CoVs [ HILEE 73 A7 i FEL M F A A [E 9 g 222 [, J
BRI 4800 2 M. JEUIFREESELRIN, UKIL SARS-CoV-2 [ ELHAH Jeiw BE -
Abstract:
Among the many questions unanswered for the COVID-19 pandemic are the origin of
SARS-CoV-2 and the potential role of intermediate animal host(s) in the early
animal—-to—human transmission. The discovery of RaTGl3 bat coronavirus in China
suggested a high probability of a bat origin. Here we report molecular and
serological evidence of SARS-CoV-2 related coronaviruses (SC2r-CoVs) actively
circulating in bats in Southeast Asia. Whole genome sequences were obtained from
five independent bats (Rhinolophus acuminatus) in a Thai cave yielding a single
isolate (named RacCS203) which is most related to the RmYNO2 isolate found in
Rhinolophus malayanus in Yunnan, China. SARS—CoV-2 neutralizing antibodies were
also detected in bats of the same colony and in a pangolin at a wildlife
checkpoint in Southern Thailand. Antisera raised against the receptor binding
domain (RBD) of RmYNO2 was able to cross—neutralize SARS-CoV-2 despite the fact
that the RBD of RacCS203 or RmYNO2 failed to bind ACE2. Although the origin of
the virus remains unresolved, our study extended the geographic distribution of
genetically diverse SC2r—CoVs from Japan and China to Thailand over a 4800—km
range. Cross—border surveillance is urgently needed to find the immediate

progenitor virus of SARS—-CoV-2.
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3. 2020 SERAESE EHT R 7E BN MR 5 B 2 AWM FER RIS S JBHSS 677 ALK
SARS-CoV-2 45tk &

Emergence in late 2020 of multiple lineages of SARS—CoV-2 Spike protein variants

affecting amino acid position 677

KA 2021-02-14

iRz https://www.medrxiv.org/content/10.1101/2021.02.12.21251658v2
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6. FEIERRERTRTR R E MR, ALRF P4 Bamlanivimab 3K FDA #t#E
K 254
RAGIHE: 2021-02-10
BE$Z: https://mp.weixin.qq.com/s/ddRGyoplewcEx2woPgbfww
HAEE: Wi
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P T 22 B S U BINEE &K 7@ N: mRNA vaccine—elicited antibodies to SARS-
CoV-2 andcirculating variants MR CHIRE, FIERABREMEIIRINA 2 FAEM AT
AR . U8 BRI H ALK E AT H A A5 Bamlanivimab (LY-CoV555) Bk Etesevimab (LY~
CoV016) 3R7H FDA #LEE SEH VR (EUA), AT Bd EMERYT . EF X mJERAS, Bkl R
WK, AR NPT HA Rt EJT IR Bu S v, USRI Ao R 1 e TRB A 3k
BRI I8 B BT B

7. AR/ BRI A R i 2% % T3R8 WHO #24X Novavax—SK. 5EAEFIMEHG— BioNTech 1%

HHIEEER
AZ-0Oxford COVID-19 vaccine authorized by WHO: plus vaccine updates from
Novavax—SK, J&J and Pfizer—BioNTech
Sy biocentury
RAGIAE]: 2021-02-17
BEFz: https://www.biocentury.com/article/634334
{E#: SANDI WONG EDITOR
Wik fLA
MO

T 20 A= v /R S R e w AN R RIE R, Hod — o 2 ER R
SKBio A ® A, F—h BN SO FE T AR o 1 LA 24 G e ms & o i i)/ AH i AL 35
F SARS-CoV-2 A= 5 (445 B. 1. 1. 7 A1 B. 1. 351) VAT B ZKAEF, X PRI 570 43 Sl 7 %
| MY A R B o LT T 78 BT AN B S0 e 2 ) 6 H A AR A4 4 4R8I COVAX /] 145 4
E A2 3 27 . ¥ BL B 3 (Novavax) BE25 A 586 E SK MR A R K
HAEUM, J9%EE FE AL 4000 FI BRI « £E 4 J3 ARUEERY TIT 4] ENSEMBLE {56, /4=
FEHT INJ-78436735 HLFN25 24577 SAEFGAE . RISEAISEIE AT RN 57-72%. BEAMITIIFAERSE
SEAH R R N M Si-BioNTech FEHT 5T T AR B0 AR M BURPEEK . 75 24 BER
Hh, RS T S A4 SARS-CoV-2 43 B EE RS B. 1,351 fIB. 1. 1. 7 4 {k
ZAAMRAF BOIR, s A8 FAR HR FRAR AR 1 88 v 5 AU ) TR A
Abstract:

The WHO has granted emergency use listing (EUL) to the adenoviral vector COVID-
19 vaccine developed by AstraZeneca plc (LSE:AZN; NASDAQ:AZN) and the University
of Oxford. The authorization covers the versions manufactured by the Serum
Institute of India and AZ: COVISHIELD and COVID-19 Vaccine AstraZeneca (AZD1222),
respectively. WHO’ s Strategic Advisory Group of Experts on Immunization (SAGE)
recommendations include use in countries where SARS-CoV-2 variants including
B.1.1.7 and B.1.351, which were first identified in the U.K. and South Africa,
respectively, are prevalent; and that prime and booster immunizations be
separated by 8-12 weeks. Under the EUL, the vaccine’ s two shots may be delivered
4-12 weeks apart.
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AEERE P YR MIEARAT PR 2> 7] B R e R 25 JGE L v (Vero 4RI SRALIN 61 L
T, 3@ T U A e o # A P S o 2 H 5 B, BESAEE A T 11T HilE AR %L
B GITaER . BT 2020 427 A 21 Hilg, BEEEEEF. &R e, LHH 44
I T R R 7T A6 ) —Hte e vy ChoflE 600SU), FMEAR I e efe e (0, 14 f%
Fr), $a 2 RS b B8 BEAYE (GCP) BRI RE, BAANBEL 2.5 TTN. £
R0~ L A O e O TR PRATE 7 23 30 VAR 1 AR XK B v A v S N A2 e J8 3 [ B
NG AREEARE R RRT R AP, BRBE R R R FORE KSET R K TR 2%
7375 100. 00%, X347 I AR H. 75 EE i = A e B 1) PR 57 210 83. T0%, Xt & AT s = i)
BRRERBIE N 1 BT BTk B R4 271 50. 65%. 7E-LH-IL, T 29 BPF61 1) 4 B b S
N, HEMR 0, 14 RAEFPHERD 2 FIZERT 14 K5 B et 2 1 R4 R0 91. 26%. 3T ik
gk, RRNRYET 2021 4 2 A 3 BB E XA R M Eiisig, T2 36 B
AT T .

9. COVID-19 EHHEZ ASFHEAMPEFKE IET?
How soon will COVID-19 vaccines return life to normal?
R : Science.
RATEE]: 2021-02-16
BE¥%: https://www.sciencemag.org/news/2021/02/how-soon-will-covid-19-vaccines-
return-life-normal
#—1F#: Jon Cohen
TPEF: X
SR

FATH TG AW A BEMK S IEH ? X IAERIVE 2 ARG, IXEIRAE ARG, Rl Ll
BRI NI EL 25 TR HT, A HARERYY, BT 5 R0E TR, e iRk satdf. B
) COVID-19 B BT Be iy MAE TR YT 28, H 0 RE 882 1 51 R BT
BRSNS, e AT AR FEAN R FEREAR I I R AT . TR S g, BME I T, AR
oy WG % 7 Uk 55 OB AR AP IV AR o AR, AATTRORERGRE], RIS B2 i
FERDASBERH L 25 1O AR 48, A B IR 7 MG — KB K COVID-19 %Rl e
R e A L Hr « BUF=2 (Brigitte Autran) FoR, KEIEH IFARERA
. “ENHBRRDARY, BRI NRY, RP RS, E SRR L TSR A
w7

Abstract:

When will we get back to normal? To many people now, it means herd immunity, in
which a high percentage of a population has either been vaccinated or naturally
infected, leaving too few susceptible hosts for a virus to continue to spread.
Recent developments have been sobering. The COVID-19 vaccines rolling out are
highly effective against hospitalization and death, but their success against
mild and moderate symptoms plummets when faced with viral variants that can evade
vaccine—triggered antibodies. And herd immunity, even if it emerged, could easily
fade as immunity waned or new variants arose. Yet there is growing recognition
that even if widespread vaccination can’ t halt the spread of the virus, it

promises a major step back toward normal. Immunologist Brigitte Autran, a member


https://www.sciencemag.org/news/2021/02/how-soon-will-covid-19-vaccines-return-life-normal
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of France’ s Scientific Committee on COVID-19 Vaccines, says herd immunity isn’ t
needed to bring back normalcy. “The first goal is to have individual protection,
and by summing the individual protections, to have a protection of the society

that will allow countries to come back to almost real, true lives.”

10. FAEF R KRBT, BRI R SMEHRN
KIS R, CCTV
RAGHE: 2021-02-10 & 16 H
B
1A U T et 2 0 5 PR B 55 S P AL R 3500 3 71 BT Ho 8 2 W
https://finance.sina.com.cn/tech/2021-02-10/doc-ikftpnny6208086.shtml
2 A Ay VA H R i TR VG 1K A G A
https://news.cctv.com/2021/02/12/ARTI2EIBbYU25AP95PuJE|X1210212.shtml
3 FEAVEA)-B: AR R i A E R T SR Tl A A
https://finance.sina.com.cn/stock/hkstock/ggscyd/2021-02-16/doc-ikftpnny6958925.shtml
PEF: kiR
ST 2L

a2 B 9 H, FEAELEDHEEE (Ad5—nCoV) “FLid ™M” IR1F 58 U EF 2 il
BN R SRR 11 0, Bl B R R e /RIS 1R S PG A A SR PR B, 2
H 8 H, R AV B 2 v v Bb 7E A BROT RE I 22 o0 = I AR5 ) P 88 o
5 E L B P 1 28 K, R EUREHT AL R B A (AR 78 100%,  SRLR Y
IR T4, 8% RKAAEATSEEAHKI = EA RN . BRI BHE R, EREH M
28 R, X EAEH A SRR 5 B il % R ORAP R 9 90. 98%,  SMALRIF XTI 65. T%. 2 H 16
H, #4% Ad5—nCoV (1 T1T HIE ARG I F AL R, Ad5-—nCoV TL3RAF BT 24 5 i B 45 3
JRI ) S S R A

11. BNT162b2 #5-3 ME 1) P Fivs e ——w1 203 &

Neutralizing Activity of BNT162b2-Elicited Serum — Preliminary Report

Vs NEJM
RAGE A 2021-02-17
B

https://www.nejm.org/doi/full/10.1056/NEJMc2102017?query=featured coronavirus
#—1E#4: Yang Liu, Jianying Liu

MiE#: Xuping Xie', Philip R. Dormitzer’, Pei-Yong Shi'

I AR B .

1 University of Texas Medical Branch Galveston, TX;

2 Pfizer Vaccine Research and Development Pearl River, NY.
DOT 8§ PUBMED ID: 10.1056/NEJMc2102017
I RIKI
H S

BNT162b2 J& —FitZ S 1K) RNA 187, ik SARS-CoV-2 e KRG HIRIEER (S). £
—HUE Y 4.4 IS H5E RN 2 RIm ARG, X Covid-19 A 95%H YT AL .
FEPEE (B. 1. 1.7) AR (B. 1. 351) HIERF (P. 1) & UCR LA A S 3 R 578 37 20 e A e bk
SARS-CoV-2 A& IEAE A BREFE


https://finance.sina.com.cn/tech/2021-02-10/doc-ikftpnny6208086.shtml
https://news.cctv.com/2021/02/12/ARTI2ElBbYU25AP95PuJEjX1210212.shtml
https://finance.sina.com.cn/stock/hkstock/ggscyd/2021-02-16/doc-ikftpnny6958925.shtml
https://www.nejm.org/doi/full/10.1056/NEJMc2102017?query=featured_coronavirus

B R S5 S R

N T Sy BNT162b2 SIS AN AL, R A 38 [E 15 5 5% R 22 B 243 (UTMBD (ATt A i
Wit T B. 1.351 &M S SEAFHEN USA-WAL/2020 (I — R x5 LI 22 B bk, 2020 4F
1 AD. WFFCHE M 15 Z4F0 1 PE5IRE G -BioNTech S v RN & & EHREL T S REA, 47
RAMRS . FFFRAE R SR, 5 USA-WA1/2020 M #e i AME A AHLL, (i B. 1. 351-spike
TR A E RS A =02 .

Abstract:

BNT162b2 1is a nucleoside—modified RNA vaccine expressing the full-length
prefusion spike glycoprotein (S) of severe acute respiratory syndrome coronavirus
2 (SARS—CoV-2). In a randomized, placebo—controlled clinical trial involving
approximately 44,000 participants, immunization conferred 95% efficacy against
coronavirus disease 2019 (Covid-19).

New, highly transmissible SARS-CoV-2 variants that were first detected in the
United Kingdom (B.1.1.7 lineage), South Africa (B.1.351 lineage), and Brazil
(P.1 lineage) with mutations in the S gene are spreading globally. To analyze
effects on neutralization elicited by BNT162b2, we engineered S mutations from
the B.1.351 lineage into USA-WA1/2020, a relatively early isolate of the virus
(in January 2020).Thus, as compared with neutralization of USA-WA1/2020,
neutralization of A242-244+D614G virus was similar and neutralization of the

B. 1. 351-spike virus was weaker by approximately two thirds

12. mRNA-1273 B 7 3 i P A — PR

Serum Neutralizing Activity Elicited by mRNA-1273 Vaccine — Preliminary Report

SEUE: NEJM
KA A 2021-02-17
B

https://www.nejm.org/doi/full/10.1056/NEJMc2102179?query=featured coronavirus
H—1E#&: Kai Wu, Anne P. Werner, Robert A. Seder, Darin K. Edwards
BI/E#: Darin K. Edwards
BHITEA BAL: Moderna, Cambridge, MA
DOT B¢ PUBMED ID: 10. 1056/NEJMc2102179
GRPEE: ORIk
SR

BEXT SARS-CoV-2 HJ mRNA-1273 P AE 1 k302 53 v m] P AR AR v i) rh M LA 2
C i AR TR ATRE IR ) Covi d—19 Jp FH™ BB 7 T AR A &k S8 [ 3844 (Moderna) 2
A HBFFEN GL AN mRNA-1273 R B EERh 2 LIS bRA b, M5E 1B F xS T B K 1 1 R
B (rVSV) ) SARS-CoV-2 (TP i B AUMEAY) M AIE 1 o DU 1 A7 5L s i —Hu—
1 7} B5kk, D614G 2244, B. 1. 1. 7 A1 B. 1. 351 AR LA R HoA AR 4 (20E [EULT, 20A. EU2, N439K-
D614G, VASAESSZEH UCRILIKSRHEEE 5 221D WETT4E KRB 7R, mRNA-1273 i i %t
FIAEAR I B. 1. 351 ARFRERR AL S S N 55 o BT T A SRR 1 AR AT s 7 e A
PPAG T B 0B B AR A (1) e SV, I HonT e B TR e e JE AR R RS N2k
ST ORAAH R A
Abstract:
The mRNA-1273 vaccine against SARS-CoV-2 elicited high neutralizing—antibody

titers in phase 1 trial participantsl,2 and has been shown to be highly
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efficacious in preventing symptomatic Covid—-19 disease and severe disease. We
assayed the serum neutralizing activity against recombinant vesicular stomatitis
virus (rVSV) - based SARS-CoV-2 (a pseudovirus—based model) in specimens obtained
from participants in the phase 1 trial of the mRNA-1273 vaccine. We tested
pseudoviruses bearing the spike protein from the original Wuhan—-Hu-1 isolate,
the D614G variant, the B.1.1.7 and B.1.351 variants, and other variants (20E
[EU1], 20A.EU2, N439K-D614G, and the mink cluster 5 variant that was first
identified in Denmark). Protection against the B.1.351 variant conferred by the
mRNA-1273 vaccine remains to be determined. Our findings underscore the
importance of continued viral surveillance and evaluation of vaccine efficacy
against new viral variants and may help to facilitate the establishment of

correlates of protection in both nonhuman primates and humans

13. Tocilizumab #E COVID-19 (JkEHD) R BEHHINA: —IEEHL. X, JFEds
%, FERBNPIPER

Tocilizumab in patients admitted to hospital with COVID-19 (RECOVERY) :

preliminary results of a randomised, controlled, open—label, platform trial

FUE: medRxiv

RATIE]: 2021-02-11

BE¥%: https://www.medrxiv.org/content/10.1101/2021.02.11.21249258v1

H—1E#&: Peter W Horb

HIHA/E#E : Guy Thwaites

WIN/EE BAL: Nuffield Department of Medicine, University of Oxford, Oxford

United Kingdom

DOT &Y PUBMED 1ID:

e KIS

H ST L

B Tocilizumab /& —Fh 5 EHAMAR (IL) -6 ZIREE SR TERHEYUR, AR RE, &

BT R T 98 . FRATEA SN 4 B SR UEHE N COVID-19 R Al 1

tocilizumab 224V AIAE WME .

JriE IXTENL. KR FFRRZE. A iREE (COVID-19 ¥a77 (IR E 1 IBENLIEAY ) IEAE TR,

TE[E 32 COVID-19 YRYT 1 B8 B LRI T BBV YT T BhARL (S UM R FE <9 2% B 75 246

BIT) M8 KRR (M EFICRP] =75 mg/L) HIRE S 5 EH A VR ENL D

A BRI R BAR 2 DL S 45 T 400-800 mg (R TR E) 1) tocilizumab 40

BRI o W NS A B, T ATE 12 B 24 /N4 T 58 ). RELE RS 28

RICLHR, FERFIATT NBEFHATIP A . %I7E TSRCIN (50189673) HEM, I ELIGMIR

5. gov (NCT04381936).

BRI 1E 2020 4F 4 F 23 HZE 2021 4F 1 H 24 HZ 0, tocilizumab VFA5ELIE 4116 4 RAF

N, Hidr 562 (14%) 4442 A SUHUGE TR &7, 1686 4 (41%) F2 AR SRR &

B 1868 44 (45%) 52 | HBINUMGE M) B FRESSN, TERFRSCRE. CRP AL ECh

143 [1QR 107-204] mg / L, 4 3385 (82%) A EHLZHEN UM EFHEREIBIT . &

WIS, HECAZERRPUN 2022 4 BE A 596 4 (29%), ZrFLsh P EL) 2094 44 &

H P 694 44 (33%) £ 28 RNAET: (EEFIY 0« 86; 95% EAFIXIAI[CI] 0« 77-0 - 96;

p = 0°+007). fEFTA TSR E M B AP — SR, Fle, EzeStkK



https://www.medrxiv.org/content/10.1101/2021.02.11.21249258v1

FEERHEEBER

R B R IRTT R E R, TSR RS . A tocilizumab (1) B A 1 HELE 28
KA MEEREH BE (54% L 47%; L 1+22; 95%CI 1+ 12-1+34; p <0+ 0001, fEHE
LRI AR BN UMOE U 2 b, 20 FC4S VA BRER T (38 A KAT REIA BT QUL IGE < 2AE
TIIEAA N (33%vs. 38%: MKILL 0+ 85; 95%CIL 0780+ 93; p = 0+ 0005,
FRRE RBP4 B VE 2 E 1) COVID-19 BB, tocilizumab B3 | A A7 2 A ARG
IREER) . AR SRR AN, R AR BX Ee i kb, JF Ho& 4 S B i S [ B s o
Wb Z AN o

Abstract:

Background Tocilizumab is a monoclonal antibody that binds to the receptor for
interleukin (IL)-6, reducing inflammation, and is commonly used to treat
rheumatoid arthritis. We evaluated the safety and efficacy of tocilizumab in
adult patients admitted to hospital with COVID-19 with evidence of both hypoxia
and systemic inflammation.

Methods This randomised, controlled, open-label, platform trial (Randomised
Evaluation of COVID-19 Therapy [RECOVERY]), is assessing several possible
treatments in patients hospitalised with COVID-19 in the UK. Those trial
participants with hypoxia (oxygen saturation <92% on air or requiring oxygen
therapy) and evidence of systemic inflammation (C-reactive protein [CRP] =75
mg/L) were eligible for randomisation to usual standard of care alone versus
usual standard of care plus tocilizumab at a dose of 400 mg to 800 mg (depending
on weight) given intravenously. A second dose could be given 12 to 24 hours later
if the patient’ s condition had not improved. The primary outcome was 28-day
mortality, assessed in the intention—to—treat population. The trial is registered
with ISRCTN (50189673) and clinicaltrials.gov (NCT04381936).

Findings Between 23 April 2020 and 24 January 2021, 4116 adults were included
in the assessment of tocilizumab, including 562 (14%) patients receiving invasive
mechanical ventilation, 1686 (41%) receiving non—invasive respiratory support
and 1868 (45%) receiving no respiratory support other than oxygen. Median CRP
was 143 [IQR 107-204] mg/L and 3385 (82%) patients were receiving systemic
corticosteroids at randomisation. Overall, 596 (29%) of the 2022 patients
allocated tocilizumab and 694 (33%) of the 2094 patients allocated to usual care
died within 28 days (rate ratio 0 * 86; 95% confidence interval [CI] 0 77-0 ¢ 96;
p=0 + 007). Consistent results were seen in all pre-specified subgroups of
patients. In particular, a clear mortality benefit was seen in those receiving
systemic corticosteroids. Patients allocated to tocilizumab were more likely to
be discharged from hospital alive within 28 days (54% vs. 47%; rate ratio 1 e 22;
95% CI 1+12-1+<34; p<0+0001). Among those not receiving invasive mechanical
ventilation at baseline, patients allocated tocilizumab were less likely to reach
the composite endpoint of invasive mechanical ventilation or death (33% vs. 38%;
risk ratio 0+ 85; 95% CI 0+ 78-0+93; p=0 * 0005).

Interpretation In hospitalised COVID-19 patients with hypoxia and systemic
inflammation, tocilizumab improved survival and other clinical outcomes. These
benefits were seen regardless of the level of respiratory support and were

additional to the benefits of systemic corticosteroids
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Abstract:

Twenty—nine out of 30 moderate—to—severe COVID-19 patients who were administered
Prof. Nadir Arber’ s EX0-CD24 COVID-19 treatment developed by Ichilov Hospital
as part of a Phase I trial recovered from the disease and were released within
three to five days. The 30th patient also recovered but it took longer. The
treatment is based on CD24-enriched exosomes and is meant to fight the cytokine
storm that is associated with many of the world’” s COVID-19 deaths. A cytokine
storm is when the immune system essentially goes into overdrive and begins
attacking healthy cells. Exosomes are responsible for cell-to—cell communication.
In this case, they deliver the CD24 protein to the lungs, which helps calm down
the immune system. This protein is located on the surface of cells and has a
well-known and important role in regulating the immune system. Prof. Arber has
been researching exosomes for the better part of two decades. it took him about
six months from the time the idea of using this treatment in the battle against
COVID-19 was raised until it was first tested in humans. The majority of the
patients who received EX0-CD24 showed significant improvement within two days

The results certainly arouse hope for the future. It should be pointed out, The
current trial carried out at this stage was without a control group, and no

information has been released on how the patients were chosen.
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Abstract:
Differences in humoral immunity to coronaviruses, including severe acute
respiratory syndrome coronavirus 2 (SARS-CoV-2), between children and adults

remain unexplained and the impact of underlying immune dysfunction or suppression
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unknown. Here, we examined the antibody immune competence of children and
adolescents with prevalent inflammatory rheumatic diseases, juvenile idiopathic
arthritis (JIA), juvenile dermatomyositis (JDM) and juvenile systemic lupus
erythematosus (JSLE), against the seasonal human coronavirus (HCoV)—0C43 that
frequently infects this age group. Despite immune dysfunction and
immunosuppressive treatment, JIA, JDM and JSLE patients mounted comparable or
stronger responses than healthier peers, dominated by IgG antibodies to HCoV-
0C43 spike, and harboured IgG antibodies that cross-reacted with SARS—-CoV-2 spike.
In contrast, responses to HCoV-0C43 and SARS—CoV-2 nucleoproteins exhibited
delayed age—dependent class—switching and were not elevated in JIA, JDM and JSLE
patients, arguing against increased exposure. Consequently, autoimmune rheumatic
diseases and their treatment were associated with a favourable ratio of spike to

nucleoprotein antibodies
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Abstract:

The pandemic caused by severe acute respiratory syndrome coronavirus 2 (SARS-
CoV-2) continues to spread, with devastating consequences. For passive
immunization efforts, nanobodies have size and cost advantages over conventional
antibodies. In this study, we generated four neutralizing nanobodies that target
the receptor binding domain of the SARS-CoV-2 spike protein. We used x-ray
crystallography and cryo - electron microscopy to define two distinct binding
epitopes. On the basis of these structures, we engineered multivalent nanobodies
with more than 100 times the neutralizing activity of monovalent nanobodies.
Biparatopic nanobody fusions suppressed the emergence of escape mutants. Several
nanobody constructs neutralized through receptor binding competition, whereas
other monovalent and biparatopic nanobodies triggered aberrant activation of the
spike fusion machinery. These premature conformational changes in the spike

protein forestalled productive fusion and rendered the virions noninfectious.
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Abstract:

All known recently emerged human coronaviruses probably originated in bats. Here
we used a single experimental platform based on human lung—only mice (LoM) to
demonstrate efficient in vivo replication of all recently emerged human
coronaviruses (SARS—CoV, MERS-CoV and SARS—CoV-2) and two highly relevant
endogenous pre—pandemic SARS-like bat coronaviruses. Virus replication in this
model occurs in bona fide human lung tissue and does not require any type of
adaptation of the virus or the host. Our results indicate that bats harbour
endogenous coronaviruses capable of direct transmission into humans. Further
detailed analysis of pandemic SARS-CoV-2 in vivo infection of LoM human lung
tissue showed predominant infection of human lung epithelial cells, including
type II pneumocytes present in alveoli and ciliated airway cells. Acute SARS-
CoV-2 infection was highly cytopathic and induced a robust and sustained type I
interferon and inflammatory cytokine/chemokine response. Finally, we evaluated
a therapeutic and pre—exposure prophylaxis strategy for coronavirus infection.
Our results show that therapeutic and prophylactic administration of EIDD-2801,
an oral broad spectrum antiviral currently in phase II-1I1 clinical trials,
dramatically inhibited SARS—CoV-2 replication in vivo and thus has significant

potential for the prevention and treatment of COVID-19.
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functions for optimal therapeutic protection
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Summary

SARS—CoV-2 has caused the global COVID-19 pandemic. Although passively delivered
neutralizing antibodies against SARS—CoV-2 show promise in clinical trials, their
mechanism of action In vivo 1is incompletely understood. Here we define
correlates of protection of neutralizing human monoclonal antibodies (mAbs) in
SARS—CoV-2-infected animals. Whereas Fc effector functions are dispensable when
representative neutralizing mAbs are administered as prophylaxis, they are
required for optimal protection as therapy. When given after infection, intact
mAbs reduce SARS—-CoV-2 burden and lung disease in mice and hamsters better than
loss—of—function Fc¢ variant mAbs. Fc engagement of neutralizing antibodies
mitigates inflammation and improves respiratory mechanics, and transcriptional
profiling suggests these phenotypes are associated with diminished innate immune
signaling and preserved tissue repair. Immune cell depletions establish that
neutralizing mAbs require monocytes and CD8+ T cells for optimal clinical and
virological benefit. Thus, potently neutralizing mAbs utilize Fc¢ effector
functions during therapy to mitigate lung infection and disease.



