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?%¢ Population
This recommendation

applies only to people
with these characteristics:

Patients with
confirmed

covid-19

61:5 Interventions

Strong
o recommendations
in favour

Weak or conditional
o recommendations
in favour

Use the interactive multiple
comparison tool to compare
and choose treatments

© MATCH-IT

Disease severity

Non-severe Severe Critical

Oxygen saturation

<90% on room air

Absence of signs
of severe or
critical disease

Nirmatrelvir

Mitigation strategies to
reduce potential harms
should be implemented

Signs of pneumonia

Signs of severe 0
respiratory distress Sepsis

IL-6 receptor blockers

Requires life
sustaining treatment

Acute respiratory
distress syndrome

Septic shock

Corticosteroids

All three
may be
combined

“icitinib

Weak or conditional
o recommendations

against

Strong
o recommendations
against

Ruxolitinib and tofacitinib

Should be considered only if neither baricitinib
nor IL-6 receptor blockers are available

Corticosteroids

Ivermectin

Only in research o
settings

Fluvoxamine onvalescent  oniy in research €
plasma settings I
Only in research 0 P' - : .
settings

Sotrovimab

Therapeutics and COVID-19: Living guideline




Table 2a. Therapeutic Management of Nonhospitalized Adults With COVID-19
Table 2b. Therapeutic Management of Adults Hospitalized for COVID-19 Based on Disease Severity

Last Updated: December 28, 2022

Disease Severity

Recommendations for Antiviral or Inmunomodulator Therapy

Clinical Scenario

Recommendation

Recommendations for Anticoagulant Therapy

Hospitalized for Reasons
Other Than COVID-19

Hospitalized but Does Not
Require Oxygen
Supplementation

Hospitalized and Requires

Conventional Oxygen®

Patients with mild to moderate COVID-19
who are at high risk of progressing to

severe COVID-192P

All patients

Patients who are at high risk of

progressing to severe COVID-192b

Patients who require minimal conventional

oxygen

Most patients

Patients who are receiving dexamethasone
and who have rapidly increasing oxygen

needs and systemic inflammation

See Therapeutic Management of Nonhospitalized

Adults With COVID-19.

The Panel recommends against the use of

For patients without an indication for therapeutic anticoagulation:

patients

For nonpregnant patients with D-dimer levels above the ULN who do not have an

increased bleeding risk:

patients

Coronavirus Disease 2019 (COVID-19) Treatment Guidelines




Table 2b. Therapeutic Management of Adults Hospitalized for COVID-19 Based on Disease Severity

Last Updated: December 28, 2022

Disease Severity

Recommendations for Antiviral or Inmunomodulator Therapy

Clinical Scenario

Recommendation

Recommendations for Anticoagulant Therapy

Hospitalized for Reasons Other
Than COVID-19

Hospitalized but Does Not
Require Oxygen
Supplementation

Hospitalized and Requires

Conventional Oxygen®

Hospitalized and Requires

HFNC Oxygen or NIV

Patients with mild to moderate COVID-19 who

are at high risk of progressing to severe COVID-

19a.b

All patients

Patients who are at high risk of progressing to

severe COVID-192

Patients who require minimal conventional

oxygen

Most patients

Patients who are receiving dexamethasone and
who have rapidly increasing oxygen needs and

systemic inflammation

Most patients

See Therapeutic Management of Nonhospitalized Adults

With COVID-19.

The Panel recommends against the use of
dexamethasone (A]la) or other systemic corticosteroids

(All)) for the treatment of COVID-19.¢

Remdesivir? (BJll)

Remdesivir' (Blla)

Use dexamethasone plus remdesivir’ (Blla). If remdesivir

cannot be obtained, use dexamethasone (Bl).

Add PO baricitinib® or IV tocilizumab® to 1 of the options
above (Blla).

Promptly start 1 of the following, if not already initiated:

+ Dexamethasone plus PO baricitinib® (Al)

+ Dexamethasone plus IV tocilizumab® (Blla)

If baricitinib, tofacitinib, tocilizumab, or sarilumab

cannot be obtained:

« Dexamethasone' (A])

Add remdesivir to 1 of the options above in certain

patients (Glla).!

For patients without an indication for therapeutic anticoagulation:

* Prophylactic dose of heparin, unless contraindicated (Al); (BIIl) for pregnant patients

For nonpregnant patients with D-dimer levels above the ULN who do not have an increased

bleeding risk:

« Therapeutic dose of heparin” (Glla)

For other patients:

+ Prophylactic dose of heparin, unless contraindicated (Al); (BIIl) for pregnant patients

For patients without an indication for therapeutic anticoagulation:
+ Prophylactic dose of heparin. unless contraindicated (Al); (BIIl) for pregnant patients
For patients who are started on a therapeutic dose of heparin in a non-ICU setting and then

transferred to the ICU, the Panel recommends switching to a prophylactic dose of heparin,

unless there is another indication for therapeutic anticoagulation (BILI).

Coronavirus Disease 2019 (COVID-19) Treatment Guidelines
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Table 2. Ethical Values to Guide Rationing of Absolutely Scarce Health Care Resources in a Covid-19 Pandemic.

Ethical Values and Guiding Principles Application to COVID-19 Pandemic
Maximize benefits
Save the most lives Receives the highest priority
Save the most life-years — maximize prognosis Receives the highest priority

Treat people equally

First-comie, first-served Should not be used
Random selection Used for selecting among patients with similar prognosis
Promote and reward instrumental value (benefit to
others)
Retrospective — priority to those who have Gives priority to research participants and health care workers
made relevant contributions when other factors such as maximizing benefits are equal
Prospective — pricrity to those who are likely Gives priority to health care workers

to make relevant contributions
Give priority to the worst off
Sickest first Used when it aligns with maximizing benefits

Youngest first Used when it aligns with maximizing benefits such as preventing
spread of the virus
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Home / Newsroom / Commentaries / Detail / Off-label use of medicines for COVID-19

Off-label use of medicines for

COVID-19  F CITEEESRBRA B TE A LD, SENAA
%ﬁﬁﬁ%éﬂfm@u@U B4 DBEICER
Scientific brief NESETS ﬂﬁ)\%hf L4 5 2 &3 mERISEY,

f:f- . EREZETT D0ELD D,

31 March 2020

No pharmaceutical products have yet been shown to be safe and effective for the treatment of COVID-19. However,
a number of medicines have been suggested as potential investigational therapies, many of which are now being or
will soon be studied in clinical trials, including the SOLIDARITY trial co-sponsored by WHO and participating

countries.

WHO, 31 March 2020




Table 2. Estimated Insurer Reimbursement per lvermectin Prescription
for COVID-19, December 1, 2020, Through March 31, 2021

Outcome Private insurance Medicare Advantage

No. of dispensed ivermectin 4700 891
prescriptions

Out-of-pocket spending
per prescription, $

Mean (SD) 22.48 (24.78) 13.78 (26.24)
Median (IQR) 15.00(11.82) 2.33(14.06)

Insurer reimbursement
per prescription, $

Mean (SD) 35.75 (50.63) 39.13 (40.18)
Median (IQR) 21.31(49.59) 29.57 (40.70)

Total spending
per prescription, $°

Mean (SD) 58.23 (51.47) 52.91(42.47)
Median (IQR) 42.19 (38.76) 41.85(44.12)
Aggregate insurer 168 025.00 34 864.83
reimbursement across
all prescriptions, $
Aggregate total spending 273681.00 47 142.81
across all prescriptions, $
% Of aggregate total spending 61.4 74.0

accounted for by insurer
reimbursement

@ Defined as the sum of insurer reimbursement and out-of-pocket spending.
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Table S1. Efficacy of Monoclonal Antibodies and Antiviral Drugs against Omicron Subvariants In Vitro.*

Neutralization Activity of Monoclonal Antibodyt Viral Susceptibility to Drugt
FRNTsy (ng/ml) ICso (pmolfliter)
WHO Label (Pango Lineage): Virus Strain
REGN10987 REGN10933 COV2-2196 COov2-2130 5309 LYCoV1404 REGN10987 COV2-2196 (GS-441524 EIDD-1931 PF-07321332

5 i = o o sotrovimab . plus plus o - _ ;

imdevimab casirivimab tixagevimab cilgavimab precursor bebtelovimab REGN10933 COoV2-2130 remdesivir§ molnupiravir{] nirmatrelvir |
Ancestral strain (A): SARS-CoV-2/UT-
NCO002-1T/Human/2020/Tokyo 344 28.7 29.1 79.0 13046 16.5 294 7 18 25 22
Omicron BA.2: hCoV-19/Japan/UT-
NCD1288-2N/2022 18406 >50,000 12867.9 76.9 >50,000 125 2606.9 188.1 23 35 32
Omicron BA.5: hCoV-19/Japan/TY41-
702/2022 876.5 >50,000 >50,000 258.0 >50,000 143 2982.0 633.6 23 46 29
Omicron BQ.1.1: hCoV-19/Japan/TY41-
796/2022 =50,000 >50,000 >50,000 >50,000 >50,000 =50,000 >50,000 >50,000 1.0 28 26
Omicron XBB: hCoV-19/Japan/TY41-
795/2022 =50,000 >50,000 >50,000 >50,000 >50,000 >50,000 >50,000 >50,000 14 1.2 29

* SARS-CoV-2, severe acute respiratory syndrome coronavirus 2; WHO, World Health Organization.

t The antibodies used in this analysis were produced in the authors' laboratories and are not identical to the commercially available products. The individual monoclonal antibodies were tested at a starting concentration of 50,000 ng per milliliter as a 50% focus
reduction neutralization test (FRNTsy) titer. The monoclonal antibody combinations were tested at a starting concentration of 25,000 ng per milliliter for each antibody. The FRNTs levels were determined by performing a focus reduction neutralization test in Vero

E6-TMPRSS2-T2A-ACEZ cells. Data are the mean values for triplicate experiments.
1 The drugs used were purchased from MedChemExpress. The in vitro 50% inhibitory concentration (ICso) values were determined by performing a focus reduction assay in Viero E6-TMPRSS2-T2A-ACE2 cells. Data are the mean values for triplicate experiments.
§ GS-441524 is the main metabolite of remdesivir, an RNA-dependent RNA polymerase inhibitor.
{ EIDD-1931 is the active form of molnupiravir, an RNA-dependent RNA polymerase inhibitor.
| PF-07321332, nirmatrelvir, is an inhibitor of the main protease of SARS-CoV-2 and is also called 3-chymotrypsin-like protease.

DOI:10.1056/NEJMc2214302
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A All Participants (N=6425)
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B Invasive Mechanical Ventilation (N=1007)
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Resp:ratory Support

rrrrr D th Usual Care Rate Ratio (95% CI)
no. of events/total ro. (%)
Invasive mechanical 95/324 (29.3) 283/683 (41.4) —— 0.64 (0.51-0.81)
ventilation
Osxygen only 298/1279 (23.3) 682/2604 (26.2) — 0.82 (0.72-0.94)
No oxygen received 89/501 (17.8) 145/1034 (14.0) ——— 1.19 (0.92-1.55)
All Patients 482/2104 (22.8) 11104321 (25.7) <= 0.83 (0.75-0.93)
P<0.001
Chi-square trend across three categories: 11.6 - : ; 4
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Hospital mortality
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Figure 1: Cumulative incidence of mortality after ECMO initiation
ECMO=extracorporeal membrane oxygenation. Group A1 patients started ECMO on or before May 1, 2020, at

early-adopting centres. Group A2 patients started ECMO between May 2 and Dec 31, 2020, at early-adopting
centres,. Group B patients received ECMO at late-adopting centres, which only provided ECMO for COVID-19 after

May 1, 2020.
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Table. Number of Deaths for Leading Causes of Death, US, 2015-2020°

No. of deaths by year

Cause of death 2015 2016 2017 2018 2019 2020
Total deaths 2712630 2744248 2813503 2839205 2854838 3358814
Heart disease 633842 635260 647 457 655 381 659041 690 882
Cancer 595930 598038 599108 599274 599601 598932
COVID-19° 345323
Unintentional injuries 146571 161374 169936 167 127 173040 192176
Stroke 140323 142 142 146 383 147 810 150005 159050
Chronic lower respiratory diseases 155041 154596 160201 159 486 156 979 151637
Alzheimer disease 110561 116103 121404 122019 121499 133 382
Diabetes 79535 80058 83564 84 946 87 647 101 106
Influenza and pneumonia 57062 51537 55672 59120 49783 53495
Kidney disease 49959 50046 50633 51386 51565 52260
Suicide 44193 44 965 47 173 48 344 47 511 44 834
@ Leading causes are classified according to underlying cause and presented ® Deaths with confirmed or presumed COVID-19, coded to International
according to the number of deaths among US residents. For more information, Statistical Classification of Diseases and Related Health Problems,
see the article by Heron.* Source: National Center for Health Statistics. Tenth Revision code U071 as the underlying cause of death.

National Vital Statistics System: mortality statistics (http://www.cdc.gov/nchs/
deaths.htm). Data for 2015-2019 are final; data for 2020 are provisional.

JAMA. 2021;325(18):1829-1830.




TERE S DOHERS (2020/9/9-2023/1/24)

100%

90%

80%

70%

60%

50%

40%

30%

20%

10%

A
|
“
A

I
o

L1/1/€202~11/1/€202
€/1/€202~82/21/2202
02¢/21/2202~%1/21/2202
9/21/2202~0€/11/2202
22/11/2202~91/11/2202
8/11/2¢0¢~2/11/2202
G2/01/2202~61/01/2202
11/01/2202~G/01/2202
12/6/2202~12/6/2202
€1/6/2202~1/6/2202
0£/8/220¢~¥2/8/2202
91/8/2202~01/8/2202
2/8/2202~12/1/2202
61/1/2202~€1/1/2202
G/1/2202~62/9/2202
12/9/2202~G1/9/220¢
1/9/2202~1/9/2202
¥2/6/2202~81/5/2202
01/6/2202~v/5/2202
61/v¥/2202~€1/%/2202
G/¥/2202~0€/€/2202
22/€/2202~91/€/2202
8/€/2202~2/¢/2202
22/2/2202~91/2/2202
8/2/2202~2/2/2202
G2/1/2202~61/1/2202
11/1/2202~G/1/220¢
12/21/1202~S1/21/120¢
1/21/1202~1/21/1202
€2/11/1202~11/11/1202
6/11/120¢~€/11/120¢
9¢/01/1202~02/01/1202
21/01/1202~9/01/1202
82/6/1202~22/6/1202
v1/6/120¢~8/6/120¢
1€/8/120¢~G2/8/1202
11/8/1202~11/8/1202
€/8/1202~82/1./1202
02/1/1202~%1/1/1202
9/1/1202~0€/9/120¢
22/9/1202~91/9/1202
8/9/120¢~2/9/120¢
G¢/9/1202~61/5/1202
11/5/1202~G/S/1202
12/¥/1202~12/%/1202
€1/v/1202~1/¥/1202
0€/€/1202~%2/€/1202
91/€/1202~01/€/1202
2/€/1202~v2/2/1202
91/2/1202~01/2/1202
2/2/1202~12/1/1202
61/1/1202~€1/1/1202
6/1/1202~0€/21/0202
22/21/0202~91/21/0202
8/¢1/0¢0¢~2/21/0202
v2/11/0202~81/11/0202
0T/11/0202~%/11/0202
12/01/0202~12/01/020¢
€1/01/020¢~1/01/0202
62/6/0202~€2/6/0202
G1/6/0202~6/6/020¢

m 3015 m90fk

— XD obhhD

m 60 m701%

i om 10/ m204% m30/% m40f% m50f%

m 10k

DIW|E LRI B ED

4

=)
VASS

Moo+ 74ILR

=¥

5f

B X

=[]
&}

£ BIEIEITH]

-

CENHE




Day 4
« SEPE TlE. D > MMELAE, 28

IR DRAE RS

-y

« TN LA EALDERLIR

XA

X

Day 14
SR A
WET%

DHE, ATHA FEE(IIHIZX

COVID-19 2D F5| &




.

S

il

TODIE

N\~

+

KBS TR T E K

DEIELFIZ. COVID-19%ED Yoo+ | BERZ#E
ML7-EBE®%D2022/12/8-2023/1/121H1F T, COVID-19FE &
REREE TOIREMAHHF9938 A & HEK

« 1/13-19COVID-19F8:8 D R MRS T DI E A 12,658 A & F
xR HEEDHRTIFEATLE WL

e

A

5 TIFCOVID-19%

ZiN

DIERALH 681 A EBEE & o

FH11,977 A

https://www3.nhk.or.ip/nhkworld/en/news/20230122 14

https://www.reuters.com/world/china/china-reports-59938-covid-related-hospital-deaths-since-dec-8-2023-01-14/




COVID-191ZX39 %78 DRA >~ b

1. BIIOITET V RITE DWW BEAERT 5

2. BEODE=R. REDORI., EEEICL > TREDERNEL
A8 ABRET A

BELETIEERREOEILE LY D 5

COVID-19ICHF T 2EEBICLABEICOWVLWTIHNLT 5

5. PRI EEICE AL THS Z & 20T S

=~ W
|rn||




COVID-1977 7 F > ic & 2 ERAXMERE

PMID: 36409495, JAMA, 2022

LB 95% Crl
9.39

UB 95% Crl

¢ '| ¢

.. il ® .s‘. \ Cih A T o* 3
° o { ¢ .. ® bR @ TWE

9.0 9.5 10.0 10.5 11.0 11.5
Costs averted per US $1 spent

« NYCTIZ. Vﬁf/wéﬂw/« 2 &Y HEE279E60008 FILDOEEE &
315,724 O AL & fp T2 S 4F % O] 3%E

« FER & LT 2627R RV et A anflE(VSL) DI R % B g 5 Z E A TE T
« VI TFrERBICERNT SHEMTZREIE 51T IR NIV

« 7 TFUERBICIENLIRE TZ) T, 77%/&@%)‘&67%@%%L,f:’é%%51@
BERICET 5 B - Faﬁ? ERANI0IOFLEIRCE L EHEINICLHEEIND



AR BIFE TR E LD HEFRZ (2020/9/9-2023/1/24)

‘s

AN

4
3
2
1
0

LT/1/€202~11/1/€202
€/1/€20¢~8¢/21/2202
02/21/2202~V1/21/2202
9/21/2202~0€/11/2202
22/11/2202~91/11/2202
8/11/2202~2/11/2202
G2/01/2202~61/01/2202
T1/01/2202~G/01/2202
12/6/2202~12/6/2202
€1/6/2202~1/6/2202
0€/8/2202~v2¢/8/2202
91/8/2202~01/8/2202
2/8/2202~12/L/2202
61/1/2202~€1/L/2202
G/1/2202~62/9/2202
12/9/2202~G1/9/2202
1/9/2202~1/9/2202
¥2/6/2202~81/5/2202
01/S/2202~%/S/2202
61/%/220¢~€1/¥/2202
G/¥/2202~0€/€/2202
22/€/2202~91/€/2202
8/€/2202~2/€/2202
22/2/2202~91/2/2202
8/2/220¢~2/2/220¢
G¢/1/220¢~61/1/2202
11/1/2202~G/1/2202
12/21/1202~G1/21/1202
1/21/1202~1/21/1202
€2/11/1202~L1/11/1202
6/11/1¢0¢~€/11/120¢
9¢/01/1202~02/01/1202
21/01/1202~9/01/1202
82/6/1202~22/6/1202
¥1/6/120¢~8/6/120¢
1€/8/1202~G2/8/1202
11/8/1202~11/8/1202
€/8/1¢02~82/1/1202
02/1/120¢~v1/L/1202
9/1/1202~0€/9/1202
22/9/1202~91/9/1202
8/9/1202~2/9/120¢
G2/S/1202~61/6/1202
11/5/1202~5/5/1202
12/v/1202~1¢/¥/1202
€1/v/1202~L/v/1202
0€/€/1202~72/€/1202
91/€/1202~01/€/1202
2/€/1202~v2/2/1202
91/2/1202~01/2/1202
2/2/1202~12/1/1202
6T/T/120C¢~€1/1/1202
G/1/1202~0</21/0202
22/21/0202~91/21/0202
8/21/0¢0¢~¢/21/020¢
¥2¢/11/020¢~81/11/020¢
0T/11/0202~¥/11/0202
12/01/0202~12/01/0202
€1/01/0¢02~1/01/0202
6¢/6/0202~€¢/6/0202
G1/6/0202~6/6/0202

% 108

/

m105% K

E 1B —

5
VLS

Moo+ 74ILR

~ %

— XD obhhD

7__\\

B X

=[]
&}

DIW|E LRI B ED

£ BIEIEITH]

-

CENHE




[ T T ST S R I T = R ]
1111111111

?????
11111
UUUUU
22222
P "

49

37

13

2,000

1,500
1,000 1
5001

suowI3Ul "ON

Z

2 1 > 1 EE A 7

IWITHH, 2022-2023F> —X

-
Is
D
_w/_w wm
W N\ 19
TREEED
N —
=2 N

« 2020-2021, 2021-20224|

R < C\
m_ﬁ/n@_kp c2
Tk =)

)

#

x

AV 7N PBEIOEBRE DRSS 7 (BE2E1/27E

DOI: 10.3201/eid2711.211565



37 B~50B(C 5 FF27,4861F D ARHAER RREUE DS
(ED24% % H&. H37~508 TIomAimD/NE218 A

+ COVID-1931 T A L ARSI 522(9/15615 B ).
5 NSTIIETAS ok L A

S. pyogenesd) Bix ] 8E

—2017/18 2018/19 = = 2019/20 — 2020/21 wm——2021/22 ——2022/23
12,000

| S

\| Vel
St
IR

10,000 -

6,000

Number of notifications
S
[

' ' T e B e e o e B e e e e e o e e R
37 41 45 49 1 5 9 13 17 21 25 29 33

Week number DOl:https://doi.org/10.1016/S1473-3099(23)00008-7

Group A streptococcalinfections: third update on seasonal activityin England, 2022 to 2023




WHO Facts,Detail, Immunizations
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An ounce of
prevention is
worth a pound

of cure
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Take home messages
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