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Of 50 patients with abnormal CT, 36 (72%) had typical CT manifestations (e.g. peripheral, subpleural ground

glass opacities, often in the lower lobes and 14 (28%) had atypical CT manifestations
https://pubs.rsna.org/doi/10.1148/radiol.2020200432 (Published Online: Feb 19 2020)
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COVID-GRAM 4C Mortality Score
Calculation tool®0. N/LLEZED ABEBBEZXREUCAIEEIR- b
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Table 2 | Final 4C Mortality Score for in-hospital mortality in patients with covid-19.

2 £
& i o . P Prognostic index derived from penalised logistic regression (LASS0) model
\ i P v Guangzhou Institute of Respiratory Health
R I~ MR IR SR FREA 5w 9 yrosnecy Variable 4C Mortality Score
Age (years)
€50 —
50-59 +1
Calculation Tool For Predicting Critical-ill COVID-19 At Admission ?g'?g ‘2
. +
=80 +7
Please answer the questions below to calculate Sex at birth
. ~ < . Female -
1. X ray abnormality <1} Skig) O No OvYes 7. Cancer history (IHfiies &) UNo O Yes
Male +1
2. Age (iERY 8. Neutrophil/Lymphocytes (NLR)  tf{: fe 4/ ik L2411 ) 0-80 No of comorbidities™
Q —
3. Hemoptysis ¢ 1 UNo UYes 9. Lactate dehydrogenase (JUAIK %85 0-1500 U/L 1 #1
4. Dyspnea ( “({i) O no O ves : S " v =2 +2
o o 10. Direct Bllirubin ¢ P(ERIT &) 0-24 umol/L Respiratory rate (hrea'rhs.fminj
5. Unconsciousness ( £il1e) UNo O Yes 30 —
Total point (£5) : Probability (¥
6. Number of comorbidities ( £+ I 1ii: # i o{v] 20-2% +1
Risk group (245 ) =30 +2
Peripheral oxygen saturation on room air (%)
=92 —
calculate (i1%0) €92 2
Glasgow coma scale score
Note ( %it) :Commorbidity inchudes Chronic Obstructive Pulmonary Disease, Hy‘.)utcﬂuon Diabetes,Coronary Heart Disease, Lnro'nc Kir 1JL5 15 —
DIScase Czncer Cevebral Vascular Disease, Hepatitis B and Immunodeficiency. MAG{LAG: SEHEIMAERS A, ISl MRIRAG, SLowi. 1RPEVENERG. oM. i 15 +2
RPTRSLIS Urea (mmal/L)
Probability for Critical-ill events (invasive ventilation/ICU/death low-risk group 0.7%: medium-risk group 7.3%: high-risk group 7 —
59.3% . A MBS (I /ICU/RT) SAEE: KR80.7%: hEH7.3%: N§EH59.3%.
714 +1
314 +3
Creactive protein (mg/L)
150 —
JAMA Intern Med. 2020;180(8):1081-1089. 5099 .1
2100 +2

d0i:10.1001/jamainternmed.2020.2033 Covd-19-coranavirus disease 2019,

*Comerbidities were defined by using Charlson comorbidity index, with the addition of clinician defined obesity.

BMJ 2020:370:m3339
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ACTT-1

sWER (LATSEN)

0.00

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Days

No. at Risk
Remdesivir 541 513 447 366 309 264 234 214 194 180 166 148 143 131 84
Placebo 521 511 463 408 360 326 301 272 249 234 220 200 186 169 105

B Patients Not Receiving Oxygen
1.004

Remdesivir

0
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Days

No. at Risk
Remdesivir 75 68 51 30 21 16 11 7 5 5§ 5
Placebo 63 61 44 33 24 19 15 11 9 9 8

C Patients Receiving Oxygen

1.004

0.504

portion Recor

£ 0.5

0.00+
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Days
No. at Risk

Remdesivir 232 223 181 132 101 73 62 51 42 38 34 29 28 24 13
Placebo 203 199 175 140 111 93 83 69 62 54 53 51 48 44 28

2
7
D Patients Receiving High-Flow Oxygen or Noninvasive Mechanical
Ventilation

0 2 4 6 8% 10 12 14 16 18 20 22 24 26 28
Days
No. at Risk

Remdesivir 95 91 86 75 65 57 48 46 44 41 40 38 37 36 27
Placebo 98 98 92 84 76 72 67 62 57 55 49 44 43 41 27

E Patients Receiving Mechanical Ventilation or ECMO
1.00+

0 2 4 6 8 10 12 14 16 13 20 22 24 26 28

Days

Remdesivir 131 131 129 129 122 118 113110103 96 87 79 76 69 42
Placebo 154 153 152 151 149 142 136 130 121 116 110 98 89 79 48

XFER : Covid-19 TABEL, TREBREEOTRZRHIRA

ik —CEEREBEACTIURNTERHER. LATYENZIK5 938 TS5t emE 10 BHHE

18592 BIER(CEIDRST

FEFMIER : 08 GREEEIBEFHENOHTOABMED) FTORAR

fEER 1 1,062 BINEIERILENZ (541 BINLATIEIEE, 521 BINTSERBHIZEID{T SN

2) . BEEXTOHAMOHRRIEF, LATIEIEET 10 B (95%{SEXM [CI] 9~11) , T

STREET 15 B (95% CI 13~18) Téole (EIfEDERLE 1.29, 95% CI 1.12~1.49,
log-rank #RET P<0.001) . 8 EXFEDIERRE(CEILIEHIAYAET IV ZRVZERT T,
LLATIENDOIRE5%#Z38E(E, 15 EIEODH%,\'J—:'{'C‘EEVEI’\JE&%E{?&)éﬁﬁ%b‘jitﬂf@&“—:f%

ZERELDEEN O (EROEEE CTHIEZRDAYILE 1.5, 95% CI 1.2~1.9) .

KD Kaplan-Meier #EE(E, 15 BEOBFETUATIEINEE 6.7%, T5HREE 11.9%TH

D, 29 HEOKSATELVATIEIEE 11.4%, T5MEE 15.2%THole (J\HF—REE 0.73,

95% CI 0.52~1.03) . EERBESERIEILLTILINOKRSZZ1HE 532 Fith 131 4l
(24.6%) , TR0 S5%Z Iz 516 Hld 163 fl (31.6%) TiRGINIE.

f&am « SEIDT—4E, Covid-19 TARL, TRERROPRRERHIMAICBEWVNT, LAT

SENIEEFT ORI DAEMEICRIL TS EREDBEBNTVECLZRULE.
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14 8 7/ 6

5-Day 10-Day 5-Day 10-Day 5-Day 10-Day 5-Day 10-Day

group group group group group group group group

(N=25)  (N=41) (N=40)  (N=35) (N=68) (N=62) (N=37)  (N=22)

Invasive Mechanical High-Flow Oxygen Low-Flow Oxygen Ambient Air
Ventilation
Oxygen Support at Day 5

MR 1 SARS-CoV-2 BREENHEERSN, EARKITCSP02 94% BUF T, ROBHRFENATRZEIDIARES
7% VAT SENOREIRAIR S % 5 BRE1TO8FE 10 BET8EC 1 1 1 OEIGTE/ERICEIDFT

FEIDMRAON . 14 HEORRKRIRAE

+z4

fasm « ALMIREREZNEELTORONELED Covid-19 BEICBVT, RAERTEHLATZEI O 5 BEO-RE

10 HEIO-REDHWZICEEEZFRDIRNOL.

N Engl J Med 2020, 383:1827-1837 DOI: 10.1056/NEJMoa2015301
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A Covid-19-Related Hospitalization or Death from Any Cause

100, 1o, XI5k 1 COVID-1953ER7HLAT. IRBEITURIAF (605 L. i, H+F

o o TEN55) %10 HESHIEAREE
g & — = 5k LLFIENE (1BE200mg. 2BESLU3EE100mg. BIRPIES) &
i ; H TSR BRI U T LIRS
# e e e T e IEEEROARY ML LATSELEET26] (0.7%) . TSREFT15H]
p I (5.3%) BERanfz (J\W—RE[HR] @ 0.13. 95%{=FAXRI[CI] : 0.03~0.59.

L om0 7] p=0.008) . BIXREHMEIER THZ28HBETOCOVID-19( BB EELRIDTE

Days since Randomization

:?;:t:oms'( 283 280 272 271 265 264 264 263 262 261 261 260 256 250 227 n/(j: [/Ai'\/t}l/g¥_C1 6% (4/246{9') jjtﬂ_\ﬁ¥_c8 3% (21/252@“) %EEL/

B Coi15-R s Ml e Vi Dt o Ay Cae 72 (HR : 0.19. 95%CI : 0.07~0.56) . 28ABFTIFEL-LIEBEFWANOR,
i TR o | BEBRIF. VAT ICIEETA2.3%. TTREET46.3%(C5RHBN .
o r" i3 REBEITUZ IS VITELOOF I VAR (COVID-19) DIFAREE
§ o i CBVT, LAFSE & B3ARDI KRG, B2METOT7 1 VIBFFETIETSHY.
" 9 S p——— e AT U T L AT
M | BRINEKE T I RIR S 2B SRVEAE LURIE FDH

0 2 4 6 8 10 12 14 16 18 20 2 24 2 28 = % /\ 0) & }I_LT‘ j; }"- j( D 7?,( = é n 7:_

Days since Randomization

No.at Risk BAR($2022.2. 1IRE THREER

Placebo 252 249 241 239 230 228 228 227 225 224 224 223 219 213 193
Remdesivir 246 243 239 239 239 237 237 237 232 232 232 232 227 220 197

Gottlieb RL, et al. N Engl J Med. 2021 Dec 22.
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No. of Events
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904

80+

70+

60

50+

40+

30

20+

104

b

100===,

954

90

85

1
| S

T T 1
10 15 29

709
699

699
693

693
674

23

T T 1
10 15 29

Days since Randomization

670 665 661
637 634 631

5 4 0
3 3 0

737 1 ABRUTOWRWERAE~FSFAE Covid-19 Ok AREDSS, SARS-CoV-2
R MMRE CTHEFRSN, EAE Covid-19 OfEfREF%Z 1 DU EBL, DIF KE
BTHIBECHBVT, #URFFEROFEIRE 5 BURN(RSZRIGIZEIAES
EloBEMMEZ MM T 55 3 - EERBER/LT SR REHERZITO.
BEZ, TIALSE) 800 mg 7 1 BH 2 [0 5 HREIRS5I28¥E, Toumeii5d
BEFOVTNUNCEERICEID Tz, EEBWMIS M MG 29 HE O RT
DABELFIECORERLL, BESROFRARZTEGEHI PRI UL,
fER - PR T, BLAESEIOB#EMNTREN, 29 BEFTOHSPBREIC
FBABE, FEIETOVRIE, BILAESEIEE (385 B 28 HI [7.3%]) DI
STSEMEE (377 iR 53 6l [14.1%]) LbEEAOE (ZE —6.8 )I-T> MR
120, 95%EFEXME [CI] —11.3~-2.4, P=0.001) . EERLENIZIN
TOFREONTIE, 29 BHEFTICARFLEFATULEISE, BIALSENEEDE
ST SEARBELDBIEN O (6.8% [709 Bl 48 fi] Xt 9.7% [699 I+ 68
#], Z -3.0 )\-t>MRA1>h, 95% CI —5.9~-0.1) . YIJIL-THEHD
fasRld, INSEHROFEREREIDN—ELTVEN, SARS-CoV-2 RRZOBIF%
NIFTREEI2RE, N—AFAIEOIMINAEMEVEE, HERRBEERED—
BOHTIIN-TTIE, ZOSHEFEETSEABEOEINEIF THofe. 29 HEETIC,
FECFEIAESEIEET 1 61, TREBET 9 flikESnc. BESRETILALSE
JVE% 710 fIh 216 #I (30.4%) , J5tREE 701 Bl 231 6l (33.0%) T
IwEINE.

fgam - URDEB 95, DIFRIERED Covid-19 BAZBECBVT, BILAETEIL
(C&BERENBREIAREEFLTDOVR) AR TFEEL.
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RECOVERY:ER (FFYAFYY)

A Al Participants (N=6425)

50
Rate ratio, 0.83 (95% Cl, 0.75-0.93)
404 P<0.001
& 30
:; Atk Usual care
.Té
S 204
= Dexamethasone
104
0 T T T 1
0 7 14 21 28
Days since Randomization
No. at Risk
Usual care 4321 3754 3427 3271 3205
Dexamethasone 2104 1903 1725 1659 1621

B Invasive Mechanical Ventilation (N=1007)

50+
Rate ratio, 0.64 (95% Cl, 0.51-0.81)
404 Usual care
g 304
=
£ Dexamethasone
o 20
=
10
0 T T I 1
0 7 14 21 28
Days since Randomization
No. at Risk
Usual care 683 572 481 424 400
Dexamethasone 324 290 248 232 228

C Oxygen Only (N=3883)

50+
Rate ratio, 0.82 (95% Cl, 0.72-0.94)
40
& 30
2 Usual care
g
S 20
= Dexamethasone
10
C T T T 1
0 7 14 21 28
Days since Randomization
No. at Risk
Usual care 2604 2195 2018 1950 1916
Dexamethasone 1279 1135 1036 1006 981

D No Oxygen Received (N=1535)

50+
Rate ratio, 1.19 (95% Cl, 0.91-1.55)
40+
g 30+
=
=
T
o 204 Dexamethasone
=
10_ﬁ
0_ T T T 1
0 7 14 21 28
Days since Randomization
No. at Risk
Usual care 1034 987 928 897 889
Dexamethasone 501 478 441 421 412

¥R : Covid-19 TAPRURESE
BE TFYAIYY (6mg % 1 B 1[E) 25K 10 AMROEIES
AR 59285, BEABEOHZITORFHCIEAICEIDST (1: 2TFF
S
FEEF . 28 HFEETXR
FER  TEYAGYSEED 482 5l (22.9%) LIEEAEEED 1,110 14
(25.7%) MEMEAILE 28 HURNIZET- U (Finii%EXtt 0.83,
95% =38X R [CI] 0.75~0.93, P<0.001)
SEEM A TIFIREIRZZ I TVEBRETE, TEHXIVSEDEFINEEE
BEELDEIETEMELC (29.3% XF 41.4%), =KLt 0.64, 95% CI 0.51
~0.81) , REMATMIKERZHNDRVERIGSZZITVEERETEHT
FH XAV BEDEFSMENOIEN (23.3% Xt 26.2%, RR 0.82, 95% CI
0.72~0.94) , B{ERILISICIEIRFEBIZZFTVRIOEEETE, TF
YASY VBB AEE LDBECRBIOE (17.8% %t 14.0%, RR
1.19, 95% CI 0.91~1.55) .
f&sm : Covid-19 TABRUSEE(CIITZTIHXIVIOFERICED, FBIES
{EES(CIBEEMI A TR EIRF I (JFERIS 52 TVWEEETIE 28 AT
KMETFURY, FIREENZZ I TVRH BB TIHE T LRI k.
DOI: 10.1056/NEJMo0a2021436




RECOVERY:ER (FFYAFYY)

Respiratory Support

at Randomization Dexamethasone Usual Care

no. of events/total no. (%)

Invasive mechanical 95/324 (29.3) 283/683 (41.4)
ventilation

Oxygen only 298/1279 (23.3)  682/2604 (26.2)

No oxygen received 89/501 (17.8) 145/1034 (14.0)

All Patients 482/2104 (22.9) 1110/4321 (25.7)

Chi-square trend across three categories: 11.5

Rate Ratio (95% ClI)

_t

._
=

T 1
1.50 2.00

o

T
0.50

0.75 1.00

Usual Care
Better

Dexamethasone
Better

0.64 (0.51-0.81)

0.82 (0.72-0.94)

1.19 (0.91-1.55)

0.83 (0.75-0.93)
P<0.001

THFOXIYRED 482 Il (22.9%) L@EEEERED 1,110 il (25.7%) HEEREE 28 HURIIFET

(HR0.83, 95% CI0.75~0.93, P<0.001)
IPPVZRIITUWEBRETIE, TFYAFYIBIDEINE
(29.3% ¢ 41.4%, HR0.64, 95% CI 0.51~0.81)

FIaERESDBILTERMEN

IPPVEZEDRVEERIS S 2Z T TOWEEBETET T XYY VBED(FIMMEL

(23.3% Xt 26.2%, HR 0.82, 95% CI 0.72~0.94)

IPIRAEENZ I TORNOREBETE, THFI XYY D BHIIBEREBERFLDEHEBL

(17.8% Xt 14.0%, =tk 1.19, 95% CI 0.91~1.55)

DOI: 10.1056/NEJM0a2021436
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ACTT-2 &% (J\US>F=D')

The NEW ENGLAND JOURNAL of MEDICINE

Baricitinib + Remdesivir for Hospitalized Adults with Covid-19

DOUBLE-BLIND, MULTICENTER, RANDOMIZED, CONTROLLED TRIAL

1 O 3 3 Baricitinib + ~ Placebo +
b Remdesivir Remdesivir

Patients’ {

hospitalized =~ ( S
with Covid-19 (N=515) w2 (N=518)

7 Days 8 Days
Rate ratio for recovery, 1.16; 95% CI, 1.01 to 1.32; P=0.03

Time to recovery among patients

receiving high-flow oxygen or 10 Days 18 Days

noninvasive ventilation Rate ratio for recovery, 1.51; 95% CI, 1.10 to 2.08

21%

Baricitinib + remdesivir reduced recovery time and accelerated improvement in clinical status.

A.C. Kalil et al. 10.1056/NEJM0a2031994 Copyright © 2021 Massachusetts Medical Society

NUSF=DJ

COVID-1982 & THRIAN LRI 1> (IL-2.

IL-6. IL-10. INFy. GM-CSF) Hh'BEa59ailEA{E
SLERISZEE

AP2-associated protein kinase 1ZfHE I3 LT,
SARS-CoV-2h't FOFHIFRAICIZ A T 2DZE1TS

F3E B AD Covid-19 A& EXZRIC, /NUSF
ZJELLTIENOHAZEHMITT 2 —_EERE/EARIL
TR ToI. £HIICLATIEN (RE
10 HRE) &, NUSFZT (&E 14 HRI) FET35
Tk (WER) Zzi5UE. EEHEHIERELHEZETO
HAfdleUle. EEERRIRMEFHMEIER(X 15 BHEOERR
RRBEUTE.



ACTT-2

sER (JNUSF=D)

NS FZI OB S 2R IILEER,

: - - EHEFTOMRIOHhRES 7 BxfiRE Tl 8 B
(EfE=Lt 1.16, 95% CI 1.01~1.32, P=0.03)
- 15 HEHOBRKRRESEDOAYIN 30%mN ol
) (OR 1.3, 95% CI 1.0~1.6) .
- SRFCEMERRIESFIIHMZEEN AT IFIREEZ

No. at Risk

b+RDV 515497 41

Baricitini
Placebo+RDV

8302233186145121107 95 87 80 76 63 3
518495417322251211178156 143 131123115102 92 44

No. at Risk
Baricitinib+RDV 70 66 53 29 18 13 9 4 4 4 4 2 2 2 0
Placebo+RDV 72 64 46 28 19 12 7 2 1 1 1 1 0 0 O

C Baseline Ordinal Score of 5

D Baseline Ordinal Score of 6

RFTTCVWERATHE, DEFTCOEBOHFIUEIHAREFT
10 B, xd¥8&¥T 18 B ([EIfE=RLE 1.51, 95% CI

1.10~2.08) .
30 - 28 HZEETUXKR(IHAEEET 5.1%, WHEREFCT 7.8% (HR
£ o 0.65, 95% CI 0.39~1.09) .

RN E R PP SRR TR TR - EERAEEEROFAE(MHAROEON M BEFLDHEL

Days Days O 0 0 — — —
(16.0% Xt 21.0%, 95% CI —9.8~-0.3, P=
Baricitinib+RDV 288276213133 91 64 41 31 25 22 20 20 17 12 5 Baricitinib+RDV 103 102100 838 73 60 47 40 36 29 25 23 22 19 10 !/ !/
Placebo+RDV 276267211146 95 71 57 47 43 37 35 33 28 26 12 Placebo+RDV 113110106 95 86 78 67 62 57 52 46 41 36 32 16

E Baseline Ordinal Score of 7

1.004

0.03) , FAFRREREAECOVTHEERTHOL (5.9% it
11.2%, 95% CI —-8.7~—-1.9, P=0.003) .

JN\USFZJELATIENDOHAE, Covid-19 BE, KKICEHKEE
MERIGSE(IIEHMZEEN A TIFINEIRZZ (3 COcER(CHITBE]
EBFTCORRINIEHE, BLUEERIREONEITEICEELT, VAT
SENEMIDBENTVE. HABEEILVATIENERINEES
BREEERMBOCECEELRE.
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IL- 6 ZEB4AMEDHRIED

-
SARS-CoV-2 virus

e
s o

. Antigeh
presenting

~ Activated
immune cell

Tocmzumab

%%

HYINSEBENRCTHMEEITHN TSIEH
T 2704 R%5 T TORCT (REMAP-
CAP)Y>RECOVERY:HBRDIERIARAT. XFHRAT
TIFRTROFA N RENE (2021/5)
[RAICKTT DM UXNTERAA RSA> TR,
S EIIC(E3E% - IERER T UBERIAED AT —
ZOUhHERENTVS



REMAP-CAP

SR (FSURYD)

- Sarilumab  + Tocilizumab - Control <+ Pooled interleukin-6 receptor antagonists
A B
Hazard ratio with pooled interleukin-6 receptor antagonists,
1.61 (95% credible interval, 1.25-2.08)
1.00+ 1.00
© =
2 2
: 0_75-\ e 0.75—\
= 3
] ]
‘s s
>. 0.504 Hazard ratio with tocilizumab, > 0.50-
= 1.59 (95% credible interval, 1.24-2.05) =
< Hazard ratio with sarilumab, <
8 025 sarilumab, 8 025
[ 1.82 (95% credible interval, 1.22-3.38) [
a a
0.00 T T T T T 1 0.00 T T T T T 1
0 15 30 45 60 75 90 0 15 30 45 60 75 90
Days Days
No. at Risk No. at Risk
Sarilumab 48 42 37 31 31 31 31 Pooled 401 342 303 273 261 257 255
Tocilizumab 353 300 266 242 230 226 224 Control 402 323 268 242 231 226 225
Contro | 402 323 268 242 231 226 225
C D
Hazard ratio with tocilizumab, Hazard ratio with tocilizumab,
1.00- 1.42 (95% credible interval, 1.18-1.70) 1.00- 1.41 (95% credible interval, 1.18-1.70)
& Hazard ratio with sarilumab, gﬁ Hazard ratio with sarilumab,
] d 9 ible i 21-2. < 2 9 ible i 17-2.4
£ 0.754 1.64 (95% credible interval, 1.21-2.45) £ o5 1.51 (95% credible interval, 1.17-2.40)
2 o 2=
[alv] o &
6 g 050 % $£ 050
Z9 z
=& S5
| 0254 |E 025
2 2
& S
0.00 T T T T T 1 0'00 T T T T T 1
0 15 30 45 60 75 90 0 15 30 45 60 75 90
Days Days
No. at Risk No. at Risk
Sarilumab 48 18 14 7 7 7 7 Sarilumab 48 26 19 10 10 10 10
Tocilizumab 353 162 125 99 91 90 89 Tocilizumab 353 234 163 118 106 103 101
Contro | 402 236 184 157 140 134 132 Control 402 297 218 182 159 148 145

7% - EERRIZRFEIG T oY NIA—LAFRERICHWVT, b
ATV T Oz 7oz, ICUTHEZSHR— MhVEE
AEINTHS 24 BEFRGLARDBLA COVid-19 BEZ, MY
AXT (8 mg/kg #A&E) Bf, HUIXT (400 mg) 2,
ZERBEEIOVVI NNCE/EAICEIDfS . EEFHMIE
B : FRZEEHLGOIME ROYR— M2 TUORVEER
FER 2S-SR TORVWERORREX, MUX
NJB% 10 B (UpfEEHR —1~16) , YUINYIEE 11
B (U9 4EEE 0~16) , XfHBEY 0 El (U EEHE —
1~15) ToHolz. ﬂ&rt?é%ﬁﬂuztt@q:ye{rﬁ(i, pUliEtiEde
DLEE TR UXYTEE 1.64 (95% (SR 1.25~
2.14) , YUJNYTEE 1.76 (95%(EFHAKXME 1.17~
2.91) . 90 HERFOEARTE, 2 DO1>59—-014F>-6
SHRMNEMEE T EDOE T —ITEFONEN RSN, /\
H—REGIETBEFEDLEER T 1.61 (95%EAXM 1.25~
2.08) , BHMEOSEEMHERL 99.9%BTHolz. INTDH
SIRIERAT, CO 2 DO A—-014F>-6 SBAREINE
DOBRNEN ST FEN.
f&5m © ICU ThHaEgsHYR— b3 TOEESE Covid-19 &
BHIBWT, 129-014F>-6 SEMEIEOINUIYTE
HUIIICLBEEICEIDEFZ2SVERIFNIRELUE.



RECOVERY-TOCI iR (bUZXYD)

A Tocilizumab group Usual care group Risk ratio (95% Cl)
‘lﬂl};y — Tocilizumab group Age, years (x:=0-0; p=0-88)
A Usual care group <70 2731331 (21%) 309/1355 (23%) —— 088 (0-74-1.03)
B0 - 70-79 212/478 (44%) 245/480 (51%) — 0.82 (0-68-0.99)
=80 136/213 (64%) 175/259 (68%) — = 092 (0.73-1-15)
ik Sex (y2=2-4; p=0-12)
z 40+ Men 417/1337 (31%) 529/1437 (37%) —— 0.80 (071-0-91)
= Women 204/685 (30%) 200/657 (30%) —a— 0-97 (0-80-1-18)
s 30- Ethnicity (yi=0-0; p=0-98)
E White 476/1530 (31%) 573/1597 (36%) —_1+ 083 (073-0.94)
0 Black, Asian, or minority ethnic 99/354 (28%) 123/378 (33%) —_—— 0-83 (0-64-1-09)
Unknown 46/138(33%) 33/119 (28%) 1.20 (0-77-1-88)
10 - Rate ratio 0-BS (0-76-0-94) Days since symptom onset (yi=1-1; p=0-30)
Log-rank p=0-0028 <7 214/668 (32%) 256/660 (39%) — 078 (0-65-0-94)
] . , , , 57 407/1354 (30%) 4731433 (33%) —m— 0.88 (0.77-1.01)
0 7 14 n 28 Respiratory support at randomisation (y3=0-8; p=0-38)
Mumber at risk No ventilator support* 180/935 (19%) 214/933 (23%) T 0-81(0-67-0-99)
Tocllizumab 2022 1736 1547 1445 1358 Non-invasive ventilationt 310/819 (38%) 366/867 (42%) — 086 (0.74-1.00)
Usual care 2094 1735 1503 1410 1361 Invasive mechanical ventilations 131/268 (49%) 149/294 (51%) —.— 093 (074-1-18)
Use of corticosteroids§ (yi=7-7; p=0-01)
B Yes 48211664 (29%) 6001721 (35%) —.— 079 (0-70-0-89)
100 ¥ No 139/357 (39%) 127/367 (35%) — 116 (0-91-1.48)
EIEI{ Unknown 0/1 (0%) 2/6(33%) -
All participants 621/2022 (31%) 729/2094 (35%) - 0-85 (0-76-0-94)
— Tn- . | . | p=0-0028
£ 0s 075 10 15 20
2 40- «
_%1 Favours tocilizumab  Favours vsual care
E 30 Fiqure 3: Effect of allocation to tocilizumab on 28-day mortality by baseline characteristics
E 20 =
- ste et 122 (112433 In hospitalised COVID-19 patients with hypoxia and systemic inflammation, tocilizumab improved
Log-rank p=0-0001 . (. .
. _ e | survival and other clinical outcomes. These benefits were seen regardless of the amount of
i} 7 14 71 28 . . . . . .
N e since randomisation () respiratory support and were additional to the benefits of systemic corticosteroids.
Tocilizumab 2022 1509 110 956 269
Uswal care 2094 1653 1378 1124 1046

Figure 2: Effect of allocation to tocilizumab on 28-day mortality (A) and |_ anc et 2 0 2 1 , 3 9 7 ]_ 6 3 7—4 5

discharge from hospital within 28 days of randomisation (B)



TocilizumabIcX I3 AYf%F (FSUZXTT)

Deaths/patients randomly assigned

Observed minus

Ratio of death rates,

(%) expected deaths* rate ratio (95% Cl)

Tocilizumab group  Usual care group (O-E) Var (0-E)
CORIMUMNO-TOC|= 764 (11%) 8/67 [12%) 0-3 33 0-91(0-31-2-65)
RCT-TCZ-COVID-19* 2/60 (3%) 1/66 (2%) 0-6 07 a = 217 (0:22-213)
BALCC Bay* 9/161 (6%) (3/82) =27 (4%) 1.0 2.6 » 1.51(0-44-5.13)
COVACTA® 58/294 (20%) (28/144) x21 (19%) 03 153 — 1-02 (0-62-1-68)
EMPACTAY 26249 (10%) (11/128) x21 (9%) 1.6 75 - 1.23 (0-60-2.52)
REMAP-CAP® 98/353 (28%) 142/402 (35%) 14.2 408 L 071 (0.52-0-96)
TOCIBRAS® 14/65 (22%) 6/64 (9%) 3.0 43 | 2.51{0.97-6.50)
COVINTOC 11/91 (12%) 15/89 (17%) 21 06 0-68(0-30-1.56)
Subtotal: eight trials 225/1337 (17%) 256/1396 (18%) -9.3 801 == 0-89 (0.72-1-11)
RECOVERY 621/2022 (31%) 729/2094 (35%) G4 3306 —| 0-85 (0:76-0.94)
All trials 846/3359 (25%) 985/3490 (28%) -63.7 4107 < 0-86 (0-78-0-94)

p=0-0017

L 1 | 1
025 0.5 1-0 20 4-0
*+— —Pp
Tocilizumab better  Tocilizumab worse

93%. RECOVERY

Figure 4: Meta-analysis of mortality in randomised, controlled trials of tocilizumab in patients hospitalised with COVID-19

CNFETORERT(E. OMWREFCESE (Critical) BLUHPEAEL (Severe) DENEDEL, Q2B XTO4 RHMERAIN
FEIE0EL (COVACTARERTIZN VAN TEE (19.4%) . J5tzhEF (28.5%) . REMAP-CAP StER T EED
HERTIE82%DEENEBATOM NES) BREN B,

RECOVERY:RExH SO XYM T, FaTERIEBNIICTocilizumabh e T XK@ S B

ancet 2021; 397: 1637-45
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COV-2067:E% (h3VUENT /ALAFTERD:O0F7V-T®)

A Covid-19-Related Hospitalization or Death from Any Cause — Amended Phase 3 Trial |

©1200mg, ABs3WEFET-UR DR

£ SN LURIEFZ 1D EFDOCOVID-199kEE4,057 N2 xi5ke
T 700N Vi
g
& 4 Placebo
7‘;‘ 3 —_~N A\ T 1Y
— 4N
LIe52>4 LMEELEGHER
E 2 REGEN-COV, 1200 mg
1 W — W 1Y LY }-L' — jJ_ W J:t$_l_
' RUC. COVID-
NIERT /A LTERT DBEEHRS(CLD. TSERELEERL T,
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
Trial Day 0 0
No.t s 19(C&BABRFEEFRTNENENT1.3%, 70.4%BER(CHIUI,
Placebo 748 744 738 730 727 724 718 716 716 716 715 702 701 690 598
REGEN-COV, 1200 mg 736 733 728 726 723 723 723 723 721 721 721 708 708 703 624
\\s\ E JUL jJ_ A\Y
: ta_ bt _at -~ - ~ ~ [N 1 L »
B Coid 15l e : Fle  IEIADNHR I 2F COHAME (FRRYE) (3. mieSEFEET SuheE
© 2400mg, ABRHDLEIFETYRIDiRD
9 s THER 5\
3 (CEENT4BREN DTz,
by 5 Placebo
€
]
a4
=
z 3
P
g 2 REGEN-COV, 2400 mg Table 3. Serious Adverse Events and Adverse Events of Special Interest in the Safety Population.™
Placebo Total
REGEN-COV (N=1843) (N=5531)
r—T"TT—T"—TT T T T T T T T T T T T T T T T T T 1 o N—T
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 " \ = \ 1200 mg 2400 mg 8000 mg
in =] (N=827) (N=1849) (N=1012)
Trial Day
number of patients (percent)
No. at Risk Serious adverse event that occurred or worsened during the
Placebo 1341 1330 1315 1298 1287 1275 1265 1260 1259 1258 1257 1242 1241 1211 1052 observation period
REGEN-COV, 2400 mg 1355 1339 1335 1332 1329 1329 1327 1324 1324 1324 1323 1316 1314 1292 1113 P
Any serious adverse event 9 (1) 24 (1.3) 17 (1.7) 74 (4.0) 124 (2.2)
C Time to Resolution of Symptoms — Amended Phase 3 Trial Any serious adverse event of special interestt 1(0.) 1 (<01) 1(0.0) 6 (0.3) 9(0.2)
g 1004 Placebo REGEN-COV, 1200 mg B REGEN.COV, 2400 mg Adverse events ufspe(lz%l interest that occurred or worsened during
£ L the observation period
a
mE\ 80 ._u_ﬂ—"—“__H_"_L‘_" Grade 22 infusion-related reaction within 4 days 2 (0.2) 1 (<01) 3(0.3) 0 6 (0)
= 70 g Grade 22 hypersensitivity reaction within 29 days 0 1 (<0) 0 1(<01) 2 (<0)
._é 60+ ,i'_—"_’_ Events leading to medical attention at a health care facility
EFEE b
< — Related to Covid-19 15 (1.8 20 (11 mnaa 47 (2.6 93 (1.7
@ 404 =3 Median Time to Resolution eated fo tov 08 0 an (26) a7
;_ o days (lower limit-upper limit) Not related to Covid-19 0 7 (0.4) 0 5 (03) 12 (0.2)
3 Placebo 14 (13-16) Adverse events that occurred or worsened during the observation
2 20 ] REGEN-COV, 1200 mg 10 (9-12) period
£ 104 - REGEN-COY, 2400 mg 10 (9-10) Any event 59 (71) 142 (7.7) 85 (8.4) 189 (10.3) 475 (8.6)
a ——T——7—T—TT T T 7T T T T T T T T T T T T T T T T T 1
0 1 2 3 4 5 6 7 & 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 Grade 3 or grade 4 event ney 18(.9) 1505 62 34 106 {1.9)
Days since Start of Trial Day 1 (baseline) Event leading to death 1(0) 1 (<0.) 0 5 (0.3) 7 (01)
No. at Risk Event leading to withdrawal from the trial 0 1 (<0) 2 (0.2) 1(<01) 4 (<0.1)

Egégﬁiggyl-ggg:z \ - % S H\ Event leading to infusion interruptiont 1(00) 0 1(07) 0 2 (<0.1)
iz 1200/2400mg, TERCHEE TOMTH DOI: 10.1056/NEJMoa2108163
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Tl ey O th Dy 2 Pt T ot 7k | BREETROSIES A EERE 3 HmRT, ERERES

outcome wWomy o memn | Covid-19 CEARIRG 5 ALA) &AL, ERETORBRETE 1

Primary outcome

Hospitalization for >24 hr for any cause or death from any cause — no. (%) 3(1) 21(7) DLXJZEjﬁaFlﬁ%%%% 7 \J I\D t‘\?j\ 500 mg %%@ﬁiﬁ%@iﬂ?jégéﬁ
o for A ormy e o o TN 59285C 1 1 OEISTERERICBIDMGL. FEE/M%

Death from any cause 0 1 (<L)t

v ke ghond— 0. 4 o men | ERIRE, RIERILE 29 BUMOBSDIREEICED AR (FERER 24

Data missing — no. (%)

All patients with missing data 4(1) 1(<1) H% Fﬂﬁﬂ) ik(i%tt L/7t—: .
atients with missing data because of withdrawal of consent before re- < . _ “p s — W \
e oamoumanor pac " | BB ARSI LV BRERATE, VNOEYTRET(E 3 4

Relative risk reduction (97.24% Cl) 85 (44-96)

0 R (1%) (CERHBNIDICHL, TIURBETE 21 6l (7%) (RSN
e (FAFURRA 85%, 97.24%(=HAXRY 44~96, P=0.002) .

Emergency department visit or hospitalization for any cause or death from 6(2) 28 (10)
any cause — no. (96)

Emergency department visit for any cause§ 2 (<) 8(3) 5t7|—‘§g¥_6(j: 5 {§UD‘\$EFI\;ILZW§E(:AELJ, 55 1 {9“73‘\ 29 EEQE_C\(:%-C
Hospitalization for any cause 4 ()9 21(7) Ulc. TR SRER G 868 il (VNOEYTEE 430 i, Ttk

Death from any cause 0 1 (<1}t

Emergency department visit without hospitalization, or hospitalization for <24 3 (1) 7(2) g¥ 438 49']) T“@DE . ﬁ%%%(iy |\D E?j\g¥d) 1 70/0t705t7|_§g¥0)

hr for any cause — no. (%)**

Severe or criical progression —no. (4) 1 2(<D) 19 () 19%TiksEN, BEEREESREYMMEYIRFOEINT S TREELLE

Low-flow nasal cannula or face mask 2 (<1) 11 (4) . .
Non reb?ela:her mask, high-flow nasal cannula, or noninvasive 0 5(2) '/*EJED\1EE7)\DE (%n%ﬂ 20/0t 60/0) .
ventilation
Invasive mechanical ventilation 0 2 (<)) 3 EEE’H%“ . Eﬁ,\,q:%ﬁa) Covid_ 19 Eﬁg‘%% UZOE%T‘ (i, \J I\D t“

Death from any cause 0 1(<1)

Admission to ICU for any cause — no. (%) 0 5(2) 771:*0#:%\5&1?0)”1073\;’52&[/7& ﬁ@'lii’]ﬂ')b(iﬁﬁ%ﬁéﬂ@b‘i)k

N Engl J Med 2021; 385 : 1941 - 50.
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COVID"19R FINAL FEEDBACK E

Scenario Debneflng

Vivien Thomas
Your Performance Sc« Err—(—r{—l}r oL ~ NN \*
ZICSLEI0FBEAROY AL -3V TES
N3.-1 (8 r\V) = Ty = /=] 7 >3
You have completed your treatment of th
earned based on two categories: the differenua UIdYIuses YU SEECLEU LZ SLdl 2 PUSDIDLIE), g
interventions you performed (3 stars possible), are earned based on game performance.
Differential Diagnosis k& Total
Score
Your Selections Correct Diagnoses *7—\
Pulmnnary Fmhnliem i ’ ﬁ
Interventions
Interventions Ordered Related Disease Time Score Effect ‘:}
Creatine Kinase Covid-1g 01:12:00 10 f
Electrolytes (Basic metabolic Covid-19 01:12:00 10
panel)
Lactate dehydrogenase Covid-19 01:12:00 10 —
Click/tap the books to view scoring explanation and tips. *
newawe | mErman CO@OOO P wmorzors

https://covid19rx.nejm.org/moderate



DIAGNOSIS

BUILDER =€ nin awRR /min SpO, @
gy 38.5 26 .

) ® ®
Enter active and Probability of

g = B Good Outcome
contributing problems Access this

in the diagnosis builder. : —e
tutorial at

Vital signs change on ‘

every turn. The arrow any time. A
Ask questions and will display a flowsheet.
perform physical exam. BAD (.22 GOOD

o -

View medical history,
medication record, and

results from tests and
procedures you have ordered. The meter estimates the odds of

improving on a turn-by-turn

basis. This is affected by patient
Order tests and imaging. and disease factors, and by
nature and timing of treatments.
Remember that, sadly, some-
times little can be done to im-
prove the odds.

Order treatments
and interventions.

Consultants can provide
crucial information.

Submit orders and advance You can go to the call room until called,
time by increments of 30 minutes. end your shift, or restart the same case.

| l

PATIENT NAME TOTAL TIME Advance é End
Mary Kuri 00:00 o Same

https://covid19rx.nejm.org/moderate
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Age
years Ref.

Sex

COovID-19
sevarity

CT abnormaiity, 1-year follow-up - 91 BIDRES CT EFZiRETUICIAZT T, EIRAFEIR

N 1 FFI(C 54 % [CBVWTEEU TR T OfFIREI D
HSAEREDEEFIRNROHONLE.

- ZEESFRMNTE, 60 L, S4EACIRRENEET

JH|

reference 4 4

S e mofzct, Bk, © 3 EEN 1 FEOBREFREDRE
male, n = 56 1 e o FFFEINRFMELT, EERIEFEIEEEICERZELLD,
TEAFEIRENSHLZ 1 FRICEEFIENHSNIE
critical. n =26 1 29 8.5 <80l %O) 63 0/0 _C\(j:, %0) 6 hﬁﬁ-ﬁ (Eqﬁﬁiﬁ 6 j]ﬁ

FEERCEREUTLE.

&) HoFrEDREMEEMHA RN OEEREINTLS

4 a2 256
OR

Luger AK, et al. Chest CT of lung injury 1 year after COVID-19 pneumonia:
The CovILD Study. .Radiology. 2022 Mar 29:211670.
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