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P e WL Ol S TUATION IN NUMBERS
as of 27 March 2020, 1 .-~ Organization

tatal (new) cases |n last 24 hours

Globally
509 164 confirmed (46 484)
23 335 deaths (2501)

Western Pacific Region
100 018 confirmed [2ED}
3567 deaths (27)

Europaan Reglion
286 697 confirmed [36 414)
16 105 deaths [2155)

Sauth-East Asla Reglan
2032 conflirmed {396
105 deaths |26)

Eastern Mediterranean Region
35 249 coanfirmed [(2BOT)
2336 deaths {174

Ragion of the Americas
B1 137 confirmed (5425}
1176 doaths {111)

African Region
2419 confirmed (482)
35 deaths (8]

WHO RISK ASSESSMENT
Global Level Wery High
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Lirong Zou et al. N Engl J Med , 382 (12), 1177-1179 2020 Mar 19
Kelvin Kai-Wang et al. Clin Infect Dis.2020. DOI: 10.1093/cid/ciaal49

Kelvin Kai-Wang To et al. Lancet Infect Dis. 2020. DOI: 10.1016/S1473-

3099(20)30196-1
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Zhong Liu et al. unpublished data
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Table 1. Molecular detection of 2019-nCoV in swabs and %Q mild disease u severe disease

blood. Samples were from oral swabs (05), anal swabs (AS) 90%
and blood. Data were shown as gPCR Ct values. Patients in 0 N ° 0
severe condition during investigation were shown. ) 62.2U% 22 200
s AS Whole blood  Serum Severe disease O? ] ‘ 72.10%
Patient1 335 No VA | 1 ‘ —60.00% 61.309% —
Patient 2 303 243 Yes - ‘
Patient3 303 Mo < :
Patient 4 321 No N ,
Fatienl 5 330 1]
Patient & 306 Mo
Patient 7 T inz MNo
Patient 8 334 No
Patient 3 il4 4.5 Mo
Patient 10 309 330 Yes
Patient 11 273 Mo
Patient 12 344 Yes
Patient 13 319 338 No
Patlent 14 323 Mo
Pationt 15 . Mo Sputum sample  Nasal swabs Throat swabs

Wei Zhang et al.Emerg Microbes Infect, 9 (1), 386-389; Yang Y et al. medRxiv 2020. 21
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R EIRS MR ) B e FE B3 XTSRS SE3E XSEE, MERR

B BEDZR (79%). JMNERE (54%). ZMD7h (44%)—ERIEHEE(65%). T/ \HEFRIEE(65%).
KRR HFE. PR, SEFITSE.
BN 1 (6%) , BME (10%) , XSEYIK (11%) , MEFR (5%)

Heshui Shi et al. Lancet Infect Dis.2020; DOI: 10.1016/S1473-3099(20)30086-4
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Heshui Shi et al. Lancet Infect Dis.2020; DOI: 10.1016/S1473-3099(20)30086-4
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& ICHRE/FI3ERRHE BZ5;587T (LOTUS, China, ChiCTR2000029308): 2sest,
(FRIE=EFFT) EERFE

= CAP China I#{Ef$H1 (12-4ECOVID-19i3, NCT04252664): #iTd

= CAP China InfEPg352 (BB-[EEECOVID-193K, NCT04257656): #T4H

» SEEITREHT ( Meplazumab ) ;G877 COVID-19f3% (NCT04275245)

Bin Cao, et al. N Engl J Med. 2020; DOI: 10.1056/NEJM0a2001282; Yeming wang, et al. Trials. 2020; under peer review
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BEABEFHEIBE (5RiZZ) iafrfiehibs——LOTUS China
5k FIRERE. BENLXIREAYIGFRIZIE (ChiCTR2000029308)

m BE:

(1) 2 SARS-CoV-2RHIR A IR ;

Q)ARESEIEFIE (Sa0,) < 94%, HEFSIEE <300 mmHg,

i E = BEAL 11
\ = IUHRE FIFEBPE + SOC
\ J

|

Ifi3vir ANA Follow-up
\ Y J L , J
24 h 28day

Bin Cao, et al. N Engl J Med. 2020; DOI: 29
10.1056/NEJM0a2001282
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Bin Cao, et al. N Engl J Med. 2020; DOI: 10.1056/NEJM0a2001282

\
N S e e e e T e e e e e e e e e e e e :i- ——————————————— =3
4 3 Died within 24 hours after
| admission and did not i ) i
| ive lopinavir—rit ) 100 Were included in the modified
| receive fopinavir=ritonavir intention-to-treat population
|
| 96 Were included in the modified
| intention-to-treat population
Ny —— | L+ Received-epinavirritonavie | — — - — — — ——
. . on day 10
2 Did not receive
lopinavir-ritonavir |
I
I

357 Participants were assessed

for eligibility

158 Were excluded
113 Did not meet eligibility criteria
31 Did not have family consent
14 Had other reason

199 Underwent randomization

99 Were assigned to the lopinavir—ritonavir
group andwere included in the
inténtion-to-treat population

100 Were assigned to the standard care
group and were included in the
intention-to-treat population

95 Were included in the safety population

99 Were included in the safety population

30
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1.0 1.0
LT B 0.9~
. LPV/RTY groug ba LPV/RTV group
o i &
‘-Eﬂ! 0.7 E dor)e —
E Control group Cantral group
g osq 0.5
2 o4 ¥ pa
3 =
0.3+ 3
E E o3
H [iIFR Yoaad
0.1 HR 1.31 {95% c1 0.95-1.8¢); o1 HR 1,39 [95% 1 1.00-1.91);
P=0.0904 by log-rarkles) P=0.0377 by log-rank test
1 4 8 12 16 b 24 % ] i . . e o o .
Mo at risk Day Mo. at risk Day
Conrol 100 10 o = & * H 3 Control 59 ] a7 BT 57 k"] n 30
Lopinavririenaw 55 * = e * H * = Lopinavirfritonanir 94 %3 -] 73 45 8 F]| 7
ITT mITT

Bin Cao, et al. N Engl J Med. 2020; DOI: 10.1056/NEJM0a2001282




IGEREERI A —A& B2 R AES RS T A8R

n ERARERLI2ZRAEZGTHNEES, SLIFE-FIEAH R E T B2 [A28K5
CERPNEREHE LK E[-8.0(-25.3F9.3)], MERIT12KEFERINEEP[-3.8(-
19.1F11.6)|~BAE.

A 1.0+ B 104
91 <12day LPV/RTV group ** > 12days LPV/RTV group
0.8 S 0.8
0.7

0.6 Control group

Control group

Cumulative improvement rate
Cumulative improvement rate
o
w

0.5 ]
0.4 0.4
0.3+ 0.3
0.2 0.2
o HR 1.25 (0.77,2.05) o HR 1.30 (0.84,1.99)

1 4 8 12 16 20 24 28 1 4 8 12 16 20 24 28

No. risk Day No. risk Day
Control 48 48 48 45 34 21 17 15 Control 52 52 50 43 26 18 15 15
Lopinavirfritonavir 42 4 40 35 24 17 13 12 | Lopinavirfritonavir 57 57 53 43 26 16 13 10

Bin Cao, et al. N Engl J Med. 2020; DOI: 10.1056/NEJM0a2001282 32
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Table 3. Outcomes in the Intention-to-Treat Population.*

ITTHHE:

Characteristic

Time to clinical improvement — median no.
of days (IQR)

Total
(N=199)

16.0 (15.0 to 17.0)

Lopinavir—Ritonavir

16.0 (13.0 to 17.0)

(N=99)

Standard Care
(N=100)

16.0 (15.0 to 18.0)

Difference?

1.31 (0.95 to 1.80)

A

Day 28 mortality — no. (%) 44 (22.1) 19 (19.2)§ 25 (25.0) 5.8 (-17.3t05.7)
( Earlier (=12 days after onset of symptoms) 21 (23.3) 3‘(.1‘9.0) 13 (27.1) -3.0(-253109.3) |
Later (>12 days after onset of symptoms) 23 (21.1) 11°(29:3) 12 (23.1) -3.8 (-19.1to 11.6)
Clinical improvement — no. (%)
Day 7 8 (4.0) 6 (6.1) 2 (2.0) 41 (-14t09.5)
( Dayl4 75 (37.7) 7~ W & 45 (45.5) 30 (30.0) 155 (2.2t028.8) )
Day 28 148 (74.4) 78 (78.8) 70 (70.0) 8.3 (-3.31020.9)
((1CU length of stay — median no. of days 10 (51624)7 6 (2to11) 11 (7 to 17) -5 (-9t0 0) ]
(IQR) ¢
Of survivors 10 (8t0'17) 9 (5to44) 11 (9 to 14) -1 (-16 to 38)
Of nonsurvivors 10 (4 to 14) 6 (2to11) 12 (7to 17) -6 (-11t0 0)
Duration of invasive mechanical ventilation — 5(3t09) 4(3to7) 5(3t09) -1 (-4to2)
median no. of days (IQR)
Oxygen support — days (IQR) 13 (8 to 16) 12 (9 to 16) 13 (6 to 16) 0(-2t02)
Hospital stay — median no. of days (IQR) 15 (12 to 17) 14 (12 to 17) 16 (13 to 18) 1(0to2)
Time from randomization to discharge — me- 13 (10to 16) 12 (10to 16) 14 (11 to 16) 1 (0to3)
dian no. of days (IQR)
Time from randomization to death — median 10 (6 to 15) 9 (6to13) 12 (6 to 15) -3 (-6to02)

no. of days (IQR)

Bin Cao, et al. N Engl J Med. 2020; DOI: 10.1056/NEJM0a2001282
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Bin Cao, et al. N Engl J Med. 2020; DOI: 10.1056/NEJM0a2001282 34



Table 4. Summary of Adverse Events in the Safety Population.*

Event Lopinavir-Ritonavir (N =95) Standard Care (N=99)
Any Grade Grade 3 or 4 Any Grade Grade 3 or 4

number (percent)

Any adverse event 46 (48.4) 20 (21.1) 49 (49.5) 11 (11.1)
Lymphopenia 16 (16.8) 12 (12.6) 12 (12.1) 5 (5.1)
[ Nausea 9 (9.5) 1(1.1) 0 0
Thrombocytopenia 6 (6.3) 1 (L) 10 (10.1) 2 (2.0) o ;%IJ_E%BEE_?FU?%%B%@HE’\J %
[ Leukopenia 7 (7.4) 1(L1) 13 (13.1) A0 |
Vomiting 6(6.3) 0 0 0 A > alg
Increased aspartate aminotransferase 2(2.1) 2(2.1) 5(5.1) 4 (4.0) %JEZ: §$1¢Ejg I%JI—ILJ
Abdominal discomfort 4(4.2) 0 2 (2.1) 0 — -
Diarrhea 4(4.2) 0 0 0 = ;EIZEZ: §$1¢}§ﬁﬁ&¢ml ;IL:?
Stomach ache 4 (4.2) 1(1.1) 141.0) 0 NI
Neutropenia 4(4.2) 1(L1) \8(7.6) 0 ﬁgﬂtlj%jﬂ %JI—IL,O
Increased total bilirubin 3(3.2) 3(3.2) 3 (3.0 2 (2.0)
Increased creatinine 2(2.1) 2(2.1) 7(7.1) 6 (6.1)
Anemia 2 (2.1) 2 (2.1) 5 (5.0) 4 (4.0)
Rash 2 (2.1) 0 0 0
Hypoalbuminemia 1(L.1) 1(1.1) 4 (4.0 1(1.0)
Increased alanine aminotransferase 1(L.1) 1(L.1) 4 (4.0) 1(1.0) .
Increased creatine kinase 0 0 1(1.0) 0 Bin Cao, et al. N Engl J Med. 2020;
DOI: 10.1056/NEJM0a2001282
Decreased appetite 2(2.1) 0 0 0
Prolonged QT interval 1(1.1) 0 0 0
Sleep disorders and disturbances 1(1.1) 0 0 0
Facial flushing 1(1.1) 0 0 0 35



CAP-China IEfE#1THIRERTBEIRTT COVID-19lIGAKizt S

InEmE: 5.1 tNERTY + EiEAT
RFIE: 200mg iv gdx 1days; BEHLI E——

FIVGR: 200mg v ad1ay T + 2R
H4EXIE: 100mg qdx9days

=1 ° Y
ZER: 50ml gdx10days (b, B 10K

iness | Lﬂ@, L
=AY 24 h Day 1 Day Day Day Day Day Day Day
'GEBJ'GIIZI‘}? 0 ) 3 5 7 10 14 21 28

» IREFFAT EAECOVID-19EEMIRRIX IS IE/EHITH

Yeming wang, et al. Trials. 2020; under peer review

36



InCOVID-1919fmE: BB {EixEZSY)

WRESRAMIZETT . HiESIE200-500mL (4-5 mL/kg) x2;
FRSE200mg Tid + fE3E&2500 mg D1, Z/54X250mg ;
7&ICHIF: 1,600mg Bid D1, 600mg Bid;
a-FHER: 5MU, BRPIRELIRA ;
BEERSUE . (RERTES0 LA ERI18-65% pkAJ9500mg Bid (SHA7X) ; XTFAERT
50 FFH9A A J9500mg Bid (D1 and D2)~, 500mg (D3-D7) ,
BILLI/R: B ABRIIR, &R200my, AEII10X;
MEFHH: STFIMHESGETIH/FFEIFSH, BHMX, 8IR500mg, FEIKEFIFRIX
=K, IKAETI0XK;
HESTA: EER, S F
ERPEREES FETRESIOSI AR (MT5 TR

Philippe Gautret et al. IJAA. 2020; DOI : 10.1016/j.ijjantimicag.2020.105949
Qingxian Cali, et al. Engineering. 2020; online first
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NEATRSEFAITHERMN. EEFHEIE. TAKERNMETERNE
NENE N e

BE: I8 AZEHEIRERE. AZEHNENE. 55K, EmaH
M. GEinEl. SHEME/DTF300 / uly PEAEN/EE R,
SiEEMA: 3-5K;

HEFIE;

n HEEANEIT 1-2 mg / kg /1K,

Lianhan Shang et al. Lancet. 2020; 395(10225):683—684. DOI: 10.1016/S0140-6736(20)30361-5
JianPing Zhao, et al. Zhonghua Jie He He Hu Xi Za Zhi 2020,43(03) : 183-184 (in Chinese).
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SARS-CoV-2i@d—MimEREANEEHE: CD147-RISEERIERER
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| Q"?‘W‘m’w"'" FEANFEH1.85%x107M
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v

AN Spike (5) Y
ANNNN Membrane (M) (§
AN Envelope (E) &

Ke Wang et al. bioRxiv preprint.2020. DOI:10.1101/2020.03.14.988345 39



MCD147TRI AR el BEERR SR N & A

= EEIRET: —FMACDIATRARUTUR, SHRESEHRFSCDIATES, BF
BN EE TR

1507 ECyy=24.86 pg/mL 1007 c.,=15.16 pg/mL
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Log(Concentration of Meplazumab, pg/mL ) Log(Concentration of Meplazumab, pg/mL )

fECD147[HIERS, HFEMHRIRUFIERBINAIEERS, &KXIERKRE (ECs) HIS0

% iRE/924.86pg/mL, BRAHEERE (1Cs) HI—79 15.16pg/mL,
Ke Wang et al. bioRxiv preprint.2020. DOI:10.1101/2020.03.14.988345 40
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Huijie Bian et al. medRxiv preprint.2020. DOI:10.1101/2020.03.21.20040691 41
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FEERERIN (anti-human IL-6R ) GRS IEE#TT

= SCOKF): $XICOVID-T19imsRIIZ 0. B, FThtinhIlIEIm RIS
(NCT04317092);
= 330BFINE, EELER: 30RFBLCR
= SE: COVID-19fREBERIZSHL. BTGNS
(ChiCTR2000029765);
= FEERERR + IREEETT vs IR
= 1988 FINE, FRER JaRaRER,
= SPE: XMIL-6FBRICOVIA-19BERIT=H. ZH0. BETXIRRIGHAG
7% (NCT04310228);
n AU vs FEERERNL vsiAILH FEASTERRERL;
= 1508%iE, ERER: hRamE
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ARB/ACEIFHIS

KM OERFEEBMMEZRSEFEProf. Giovanni de SimonefJ3k(5

= FIRASZHISIE(RANG-ITEM, XEAXIEHEBRER N B =

= (BRI ZHH Ang- II_I%E%W}JDACEZEI’J,EI“E ljjAng ISBITATIREGER
TNF-alfa-ACEIZNACE209Zf%, XEJEEAF]TCOVID-19RY/ M ;

B YSProf. Giovanni de Simonefy[EIE

s TERRAIBFASBAGIR, B48%(26/48) KA EBAEEME; MEFEEEPEM
[£{X7923% (32/137), BIMEAIORAI.05 (1.57-5.92);

HeIETHARIHEERN(ELLFR S R-ME R RKERZREHR.

A.H Jan Danser, et al. Hypertension. 2020; DOI:
10.1161/HYPERTENSIONAHA.120.15082.

Zhou F, et al. Lancet. 2020; DOI:10.1016/S0140-6736(20)30566-3
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