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(;?é 0|H=H|2(Umifenovir), YZAMH|2(Baloxavir marboxil) S 7|Et Lo C
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Executive Summary

Developing the evidence-based Korean clinical practice guideline for

treating patients : Applying living guideline methodology
Miyoung Choi!, Joonsup Yeom? Dong Ah Park!, Suyeon Yu!, Lee

Hyeon-Jeong', Jimin Kim! Yan Jin', Jungeun Park!, Seungeun Ryoo!,
Sunbean Kim’, Kyungmin Huh® Jungyeon Heo’, Eunjeong Joo®,

E 7. Sujin Jeong®, Yubin Seo®, Wonsuk

Youngkyung Yoon’, Younjeong Kim
Choi’, Yaejean Kim', Kyongran Peck*
! National Evidence-based Healthcare Collaborating Agency
? Department of infectious diseases, Sevrance Hospital, Yonsei
University College of Medicine
3 Department of infectious diseases, Anam Hospital, Korea University
College of Medicine
4 Department of infectious diseases, Samsung Medical Center
> Department of infectious diseases, Ajou University Hospital
® Department of infectious diseases, Kangbuk Samsung Hospital
7 Department of infectious diseases, Incheon ST.Mary's Hospital,
Catholic University College of Medicine
8 Department of infectious diseases, Hallym University Medical Center
9 Department of infectious diseases, Ansan Hospital, Korea University
College of Medicine

"Department of pediatrics, Samsung Medical Center

U Background

Despite the preventive efforts being made globally against coronavirus
disease 2019, the most widely spread infectious disease in the world as of
2020, no definitive cure has been developed and the vaccine is in the early

stages of development. While South Korea has been successful in protecting

Vi



its citizens from large-scale COVID-19 breakouts, healthcare providers at the
coalface are demanding rapid and evidence-based clinical practice guidelines
for treating inpatients with pneumonia and infections of other organs.
Currently, there are many ongoing clinical studies aiming to develop
vaccines and cures around the world. Compared to the early phase of the
COVID-19 pandemic, many studies on clinical results are being published on
a daily basis now. Therefore, it is necessary to develop an evidence-based
methodology as well as continuously check for additional evidence and
update recommendations. Since no standard antiviral treatment method other
than supportive care has been established, we aim to provide guidelines on
helpful antiviral and other drug treatments based on the latest evidence on

COVID-19 in light of its clinical manifestations and fatality rates.

viii
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O Objective

This study aimed to review evidence on the latest treatments for
COVID-19 and outline evidence-based «clinical practice guidelines for
healthcare professionals; it also aimed to devise a guideline development

methodology that can be applied quickly in different settings

U Methods

Regarding the guideline development methodology, we used the adaptation
method wherein the latest guidelines from major countries and organizations
are reviewed in a short period of time. In addition, we applied the living
guidelines development methodology that is consistently being updated using
the latest evidence. The guideline development process is described in the

following sections.

O Search practice guidelines

With the help of literature search specialists, we selected the database,
devised a search strategy, and developed the process of literature search. We
decided to include practice guidelines from papers published after June,

2020 or regularly updated living guidelines.

O Search database

We searched international literature databases such as PubMed and
EMBASE as well as major practice guideline databases and websites. We also
searched the official websites of major government organizations,
institutions, and conferences because the data on these resources are

updated in real time.

O Search strategy
We applied filters including disease and cure search words and practice

guidelines to the PubMed and EMBASE databases. The search words were

combinations of specific and informal words based on treatment



terminologies from each clinical question : “coronavirus’, ‘novel
coronavirus', ‘novel coronavirus 2019”, “2019 nCoV’, “COVID-19”, “Wuhan
coronavirus’, “Wuhan pneumonia’, “SARS-CoV-2", “severe acute respiratory

syndrome”, “treatment’, ‘therapy’, and “antiviral.”

O Criteria for selection of guidelines

Since the studies released after June 2020 contain qualitatively and
quantitatively reliable information on the COVID-19 treatment experience,
we decided to select the latest practice guidelines with high methodological
quality. We targeted guidelines developed by major countries and
organizations that included recommendations for the selected clinical

questions and are frequently updated.

O Quality appraisal of guidelines

The quality of the practice guidelines was evaluated by three researchers
using the AGREE (The Appraisal of Guidelines for Research and Evaluation) 2
tool. To reduce the variation between the evaluators, the K-AGREE
evaluation form developed by the Korean Medical Association was used.
During the AGREE evaluation, to ensure the reproducibility and clarity of the
result, the evaluators were asked to describe the reason for awarding a score
in the comment section, share evaluation results, and, if necessary, correct
errors or mistakes via a review. After quality evaluation of the practice
guidelines, we decided to use the guidelines that received more than 70

points in the three areas of AGREE.

O Searching and selection of the latest evidence

The references selected from the reference tables of existing practice
guidelines were reviewed before being included. For additional literature
search, we used one international database (PubMed and one domestic
database (KMBASE) for rapid development. Considering the rapid publication

of literature on COVID-19-related evidence, we initially decided to use two
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preprint databases, MedRxiv and bioRxiv. However, we decided to exclude
them later because there was sufficient amount of literature from our
primary search. For the search words, a search strategy was devised by
selecting separate search words for each treatment.

As the literature on COVID-19 treatment is constantly being updated, the
search will be updated on a monthly basis to check the main evidence and
reflect the revisions of the recommendations. For constantly updating
evidence, a semi-automated software for systematic review, Covidence, was
purchased and used in the process of literature selection.

As with the guideline selection criteria, we decided to include studies on
COVID-19 treatment that were published after June, 2020 and addressed the
clinical questions on human subjects receiving interventions. For the study
design, we decided to include randomized clinical trials or observational
studies with comparative design after checking the amount of evidence for

each clinical question.

O Assessment of the risk of bias in the selected primary literature

The risk of bias of the references in the reference table of existing
practice guidelines was reviewed to determine if they met the quality
criteria. For the quality evaluation of the additionally searched evidence, an
appropriate tool was selected according to the research design. Two
researchers evaluated each paper independently. If they did not reach an
agreement, an additional researcher’s input was used to help them arrive at

a consensus.

O Managing Conflicts of Interests

We set-up the policy of managing conflicts of interest (COI) and
developed a format of COI disclosure including financial, intellectual and
other potential conflicts. All members of guideline committee declared there
were no potential COI related on interventions during the guideline

development period.

Xi



J Results

O Selection and evaluation of practice guidelines

Seven out of eleven practice guidelines found on manual search were
subjected to the AGREE evaluation. As one of the five additionally searched
practice guidelines overlapped with one of the guidelines found from the
manual search, four more AGREE evaluations were performed. Finally, we
selected four practice guidelines that are most up to date with a score of 70
or more in three major areas of the AGREE evaluation. A table of
recommendations of 11 evaluated practice guidelines was prepared for

comparison with the recommendation trends in other countries.

O Preparation of evidence table and review of up-to-dateness

An evidence table of each clinical questions with the selected literature
was prepared according to the selection and exclusion criteria for the
practice guidelines. The results of quality evaluation of the existing
guidelines were reviewed and reevaluated, if necessary. The studies retrieved
on November 9 and December 9 were reviewed and added to the evidence

table.

O Recommendations and external review

The committee in charge of clinical questions reviewed the summary of
evidence and recommendations; prepared the first draft of recommendations;
and decided on the final recommendations, level of evidence, and
recommendation level at a general meeting. Then, external reviews from
advisory and review committees were received in writing. The final draft of

recommendations was completed after another discussion.

Xii
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Summary of recommendations

Recommendations for a total of 10 clinical questions are summarized as follows:

. Level of
Clinical . Level of
. Recommendation . Recomm
Questions evidence .
endation
1-1. We suggest rgmdeS|V|r for COVID-19 patients who needs Moderate B
cot oxygen treatment without ventilator or ECMO.
L 1-2. Remdesivir administration for patients who do not fall under
Remdesivir o
1, we are unable to make direction and strength of | Moderate
recommendation.
coz Hydroxychloroquine  al bination of hydroxychloroqui
HCO +/- ydroxychloroquine - alone o com ination of hydroxychloroquine High C
; i and azithromycin treatment is not recommended.
azithromycin
Cas. Administration of lopinavir/ritonavir for COVID-19 patients is not Hih C
LPV/r recommended. 9
CQ4. Administration of other drugs known to have antiviral effects
Other such as favipiravir, ribavirin, umifenovir, and baloxavir marboxil is Low C
antiviral drugs | ot recommended except for clinical trials.
5-1. For severe or critical COVID-19 patients, administration of
steroids is recommended.
Clinical ~ consigeration.  for the dosage of steroid, 6mg Moderate A
CQb. aexamethasone is administered for 7-10 days. Steroids of the
Steroids same potency can be substituted (hydrocortisone 150-200mg,
preanisone 40mg, and methylprednisolone 32mg)
5-2. For non-severe COVID-19 patients, administration of
o Moderate C
steroids is not recommended.
6-1. We suggest interleukin-6(IL-6) inhibitors for severe
CQ6. ) . - :
ILQ6 COVID-19 patients in the purpose of clinical trials. Moderate 8
inhibitors 6*2 For. mild COVID-19 patients, administration of interleukin-6 Moderate C
inhibitor is not recommended.
Co7. We are unable to make directon and strength of
IL-1 recommendation for interleukin=1(IL-1) inhibitor administration in Low
o COVID-19 patients due to insufficient data at the level of
inhibitors evidence.
Cas. We suggest interferon for COVID-19 patients in the purpose of Low B
Interferon clinical trials.
C0o. We are wunable to make direction and strength of
Convalescent recommendation due to insufficient evidence supporting the Low
benefit of plasma treatment during recovery in COVID-19
plasma patients.
CQ10. ) ) ) ) )
) Conventional intravenous immunoglobulin(IVIG) treatment is not
Conventional Low C

IVIG

recommended except for the indication of complication treatment.

xiii
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O Conclusions

We reviewed the latest evidence and international recommendations for
drugs that are considered preferentially in the treatment of COVID-19
inpatients and applied an evidence-based methodology to derive
recommendations.

As a limitation, to quickly develop recommendations in a short period of
time while taking into consideration the emergency situation of the
COVID-19 pandemic, we could only apply limited stringency measures to
certain methodological aspects, e.g., multidisciplinary structure or searching
through all possible databases. In the future, by applying the living guideline
methodology developed in this study and expanding the range of clinical
questions with the help of various professional societies under the Korean
Medical Association, we hope to derive additional recommendations for
treatment methods and non-pharmaceutical interventions based on the latest
evidence, as this could not be done in the current study due to time

constraints.
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O oA

2 AL FE2HI9E Ao YU TFAE e E st 49, B4, Aotk X
Risieg

A FE Hiet R 4 =7 S5 &% HlE $ s NIH (National
Institutes of Health) & &F 7lo|EalQlo] =2 HE 20X ZAAS/|Z 519t
WHO (World Health Organization) & A4l 7%, BMJ9 $35E E77]& 52
IS o NIH £5771e0] @AM 7P $82d%t stotal ddsiith. 459 de s
F 3‘7}7‘157‘]7‘] AA| St 7]ETt vlssial ARA A
of A% ERee 9ol U 2 ARoA= 4 EHFoE H{EI Q= NIH
ST ERE 8o, Apldzole 3 Aol B4 4
A FFE EF ole 2ol T SHARE FASIAKE D).

_4

HE1 38k 258 dA ¥ N9
3k &% National Institutes of Health (O|=2)

219 HMO| O 2 HIS2 HOX|2 UX|Sh= SH0| S5
1. BEA Individuals who test positive for SARS-CoV-2 using a virologic test (i.e., a nucleic
T Te acid amplification test or an antigen test), but who have no symptoms that are
consistent with COVID-19.
T2L1109] CiUSH FHeF BHS 7IKD KT SEEY, J|E BREHY AN OldAHRS
2. A= Individuals who have any of the various signs and symptoms of COVID-19 (e.g.,
) fever, cough, sore throat, malaise, headache, muscle pain, nausea, vomiting,
(Mild) diarrhea, loss of taste and smell) but who do not have shortness of breath,
dyspnea, or abnormal chest imaging.
AAZR T Ex FEAMUIN 2E71EE AH0[HA MSRESIT 94% Ol
3. 33k | Individuals who show evidence of lower respiratory disease during clinical
(Moderate) | assessment or imaging and who have saturation of oxygen (SpO;) >94% on room
air at sea level.
MARSIE 04%0[2t (Pa0, /FiO; ) (300 mmHg, S&HIE 2 303 =1t = HAX 2
4, == E 50% =1t
Individuals who have SpO, {94% on room air at sea level, a ratio of arterial partial
pressure of oxygen to fraction of inspired oxygen (PaO, /FiO;) <300mmHg,
respiratory frequency )30 breaths per minute, or lung infiltrates )50%.
5. Alz} §S%’-& Y &3 J210/F= CHaty 712 2ot . .
N Individuals who have respiratory failure, septic shock, and/or multiple organ
(Critical) dysfunction.

(Severe)




=
T
N
AN
i
oo
0x
™
HU
Ral
ot
=
uE

FZLN9 &t XS 3t

O WA 7Het et
=7t 8 58 A A AR Thol=aRIe] A tiAe] Aes FAbete]
AR 7ol HJO&HP—E AL ek, 35 J_?Lurm A7), £ AHe] Ar)7io]
Vhd BER FotA RARY] dEdou I olE Wi o Sl SUHARI 9d A
T =g st Stk Auode At ddE £de HESAY =9 59
AU 0] A 7|9k Ao JER ool

S2192 so] YUt B4E Nashe dRAe tgoR Wtk By dmslw
of it A ofio] dhstel Aet AReA ehec

AlX]
o=

s

4. X 89 #

2

N

MO

O A 7 Hl(Scope)2t YFEE
B 239 ole F2U9 T 55 A7 Hlo Zgo] HE oRE A
A A=, T3 2419 AEold 35 A S AAAT|= A 2=
o RS ARl EIES BHUAEY Y 9 A
eI thRoll ABAES APl AESIGL A 252 oo o5 4t X=A|
9 $AeAE AAst] 107H] QAEES AFstgict. A1 PIC

o
i
e
e



I 7101==f0l JH 712

H 2 20203 4y 1 HAEFE 3 Fo XRE ZIHQ
FQ It K E X=X =524 H|W
0 o= Intervent_lo,r: ) Australian I|V|ggdSR
(NECA 2020 %5 =3 NIH | WHO | ~AMN9 | hetwork
COVID19 | ot anal
duideline :
ysis (BMJ)
CO1 SHI0 [ AKX Remdesivir O O O O O
CQ2 SHI0[HAK| Chloroquine, Hydroxychloroguine/Azithromycin O O @) O
co3 SHI0 |2 AR Lopinavir/Ritonavir O O O O O
Co4 SHIO[2AK| Favipiravir O O O O
Co4 7IEt Ribaviri O O
Q SHHI0[2IAK] ibavirin
CQ4 7 Umif i O O O O
Q S0 [2{AR] mifenovir
CQ4 7 Bal i boxil O O O
Q SHHI0[2AK aloxavir marboxi
CQ5 AHZ0|E Corticosteroid O O O O
o6 1L-6 ©JH| IL-6 i.n‘hibitor(receptor monoclonal antibody | monoclonal antibody) o o o 0
- Tocilizumab
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x=Q 27t X|E B3 X2H 2234 HlZ
Intervention ] living SR
Co T = ma Australian and
(NECA 2020 %Z Z3l) NIH | WHO | ~AMng | oiwork
COVID=19 | ot anal
duideline :
ysis (BMJ)
CcQ7 IL-1 XA IL-1 inhibitor O O
CcQos Interferon Interferons(IFN)-a,IFN-b-1a O O O O O
CQs Interferon Janus kinase inhibitors O O
CQ9 3=7| X convalescent plasma O O O O
CQ10 S| SARS-CoV-2 immunoglobulins O O O
CQ10 S| Non-SARS-Cov-2-specific intravenous immunogloblulin(IVIG) O O
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CQ1. F2UH9 3RA remdesivir Fo7t E2X 8 52 BAZ x| H|e}
of A=a3} 9 bHAgol A=k

CQ2. FEWY19 3E9A  hydroxychloroquine 22 hydroxychloroquine@}
azithromycin B Fo7} EEA5 &2 FAA] tiiwo] vlsto] Aaay & <t
/o] A=71?

CQ3. ZEY19 3Af|A lopinavir/ritonavir £7} BEEAE 32 FH2] 2
of mlsto] Mmaat 9 k-0l U=7P?

CQ4. F2ZW9 SAA  favipiravir, ribavirin, umifenovir, baloxavir
marboxil 7] BlelgA A a7t itk Gzl ofA|9] Fol7t EEAR 52
A2 tfztof| Blste] Agaat 9 kAol =71

CQ5. Z2H19 EAA AHzolE Foj7} HEATE S FAA| tiFRto] vlsto]
Agay 9 kdAol Sl

CQ6. Z2H19 ZAA tocilizumabeltt o]t F-AKH IL-6 JAA] Foj7t EFX]
g 32 FAA HR2Lo] Hist] Agadt 9 HEAo] =Tt

CQ7. FEZH19 SAofIA IL-1 AAA Fof7F BE:Am &2 FAA] tiiof H]st
of =8y 9 kdAgol A=k

CQ8. Z219 EAoA interferon Fo7} EFA R B2 FAA] txo] H]sto]
Agaid 9 kdgol I=71R

CQ9. FEH19 oA 3&E7] EF Amrt EEAR 52 FAA tiRo] Hlst
of =8y 9 kAol A=k

CQ10. ZEH19 TApof|A LRkl AWE HAIFEE(Conventional IVIG) F
o7t #EAE 52 FAX tiRo] Hlst] AEayt 9 eFHAgo] leTP?



H 3 YNsiE=0| PICO 24
sme | P | c 0
CQ1. F2LHN9 . Standard-of-care
. _ Remdesivir
Remdesivir 2Rt (SOC) or placebo
C0o2.
HCO +/- F2LM9 | HCQ Standard-of-care
) . SRt HCQ + azithromycin (SOC) or placebo
azithromycin
CQs. F2LHN9 L ) Standard-of-care
_ Lopinavir/Ritonavir
LPV/r SIxt (SOC) or placebo
Favipiravir
C0o4. L
JIE} F2LHM9 | Ribavirin Standard-of-care
SiX . )
S10 A SIxt Umn‘engwr | (SOC) or placebo A3t
Baloxavir marboxil 5
Dexamethasone 7|71|2‘—7|{
CQ5. T2LHM9 | Prednisolone Standard-of-care ECM;O A=
AHZ0|E SIXt Methylprednisolone (SOC) or placebo 7|71|2‘—+7|{
Hydrocortisone ECMO = 7Rt
S X|=
CQe. A=2LH19 | Tocilizumab Standard-of-care | A T 712t
IL-6 XA =N Sarilumab (SOC) or placebo | &5 AoiA O,
HFNC, MV, ECMO)
UH 71t
CQ7. TZLH9 ) Standard-of-care
_ Anakinra
IL-1 A =Ny (SOC) or placebo
CQs8. FZLH9 Standard-of-care
_ Interferon
Interferon SRt (SOC) or placebo
CQo. FZLH9 C | ol Standard-of-care
_ _ onvalescent plasma
3|=7| g&t =D\ P (SOC) or placebo
CcQ10. )
i F=2LHM9 | Conventional IVIG Standard-of-care
Conventional _ ] )
VG =N (intravenous Immunoglobulin) | (SOC) or placebo
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No. Resources =7t

1 World Health Organization (WHO guidelines) 224

2 Guidelines International Network (G-I-N) ATEHUE

3 National Institute for Health and Clinical Excellence (NICE) &=

4 Scottish Intercollegiate Guidelines Network (SIGN) AFEUE

5 Australian Clinical Practice Guidelines (ACPG) 335

6 Canadian Agency for Drugs and Technology in Health (CADTH) FHLACE

7 Agency for Healthcare Research and Quality (AHRQ) o=

8 Centers for Disease Control and Prevention (CDC) o=

9 Society for Healthcare Epidemiology of America (SHEA) oj=

10 | YHT=REEEMIE eti=

11 | Guidelines International Network (G-I-N) - EBSCO ATEHE

12 Infectious Diseases Society of America (IDSA) o=
7|IEP4E(NIH  COVID-19, COVID-END, MagicAPP: Guideline, NSW Health

13 | interim guidance on use of antiviral and immunomodulation therapy in | 7|Et XIZ&
COVID-19, COVID-19 ##£(2R99 % Rapid/Living recommendations )
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AMol= ‘coronavirus’, ‘novel coronavirus, ‘novel coronavirus 2019’, 2019
nCoV’, ‘COVID-19’, ‘Wuhan coronavirus’, ‘Wuhan pneumonia’, ‘SARS-CoV-2’,
‘severe acute respiratory syndrome’, ‘treatment’, ‘therapy’, ‘antiviral 12|l Zt
WFAEY F8 X8A &olE 7|FICeE FA0} AAE Xt ARGSHITKIE
7).

ftlo

H 7 M0 oA] (PubMed)

Z4M
- o |
2020.10.19

"pediatricmultisysteminflammatorydisease, COVID-19related"[SupplementaryConcept] OR"COVI
D-19vaccine'[SupplementaryConcept]OR"COVID-19serotherapy'[SupplementaryConcept]OR"
COVID-19"[SupplementaryConcept]OR  "COVID-19 drug treatment” [Supplementary
Concept]

"multi-system inflammatory disease, pediatric, COVID-19 related'[TW] OR

"multi-system inflammatory syndrome, pediatric, COVID-19 related'[TW] OR "pediatric
multisystem inflammatory syndrome, SARS-CoV-2 related'[TW] OR "pediatric
multi-system inflammatory disease, COVID-19 related"[TW] OR "MISC associated with
COVID-19"[TW] OR "pediatric multi-system inflammatory syndrome, COVID-19
related'[TW] OR "pediatric multi-system inflammatory syndrome, SARS-CoV-2
related'[TW] OR "multisystem inflammatory disease, pediatric, COVID-19 related"[TW]
OR "PIMS-TS'[TW] OR "multisystem inflammatory syndrome in children MIS-C
associated with  COVID-19"[TW] OR "MIS-C associated with COVID-19'[TW] OR
"multisystem inflammatory syndrome, pediatric, COVID-19 related'[TW] OR "pediatric
multisystem inflammatory syndrome, COVID-19 related'[TW] OR "pediatric inflammatory
multisystem  syndrome'[TW] OR "MIS-C multisystem inflammatory syndrome in
children'[TW] OR "multisystem inflammatory syndrome in children"[TW] OR "2019 novel
coronavirus vaccine'[TW] OR  "2019-nCoV vaccine'[TW] OR "COVID-19 virus
vaccine'[TW] OR "COVID19 virus vaccine'[TW] OR “coronavirus disease-19 vaccine'[TW]
OR "SARS2 vaccine'[TW] OR "coronavirus disease 2019 virus vaccine'[TW] OR "Wuhan
coronavirus  vaccine'[TW] OR "novel coronavirus vaccine'[TW] OR  "coronavirus disease
2019 vaccine'[TW] OR "COVID19 vaccine'[TW] OR "SARS-CoV-2 vaccine'[TW] OR
"BNT162 vaccine'[TW] OR "'mRNA-1273 vaccine'[TW] OR "mRNA 1273 vaccine'[TW]
OR "'mRNA-1273 2019-nCoV vaccine'[TW] OR "COVID-19 vaccine mRNA-1273"[TW] OR
"mRNA-1273 COVID-19 vaccine'[TW] OR "2019-nCoV vaccine mRNA-1273"[TW] OR
"PittCoVacc'[TW] OR "microneedle arrays SARS-CoV-2 S1 subunit vaccines'[TW] OR
"MNA SARS-CoV-2 S1 subunit vaccines'[TW] OR "INO-4800 vaccine'[TW] OR "Covid-19
aAPC vaccine'[TW] OR "COVID-19 artificial antigen presenting cells vaccine'[TW] OR
"lentiviral minigene vaccine of COVID-19 coronavirus'[TW] OR "LV-SMENP-DC
COVID-19 vaccine'[TW] OR "ChAdOx1 COVID-19 vaccine'[TW] OR "ChAdOx1
SARS2'[TW] OR "2019-nCoV vaccine ChAdOx1'[TW] OR "ChAdOx1 2019-nCoV
vaccine'[TW] OR "Ad5-nCoV vaccine'[TW] OR "COVID-19 vaccine Ad5-nCoV'[TW] OR
"hAdOx1 nCoV-19'[TW] OR "Ad5-nCoV COVID-19 vaccine'[TW] OR ‘recombinant novel
coronavirus vaccine adenoviral vector5'[TW] OR  "2019-nCoV vaccine Ad5-nCoV'[TW] OR
"Ad5-nCoV 2019-nCoV vaccine'[TW] OR "COVID19 serum therapy'[TW] OR "coronavirus
disease-19 serotherapy'[TW] OR "COVID19 serotherapy'[TW] OR "coronavirus disease
2019 serotherapy'[TW] OR "COVID-19 serum therapy'[TW] OR "COVID-19 convalescent
serum treatment'[TW] OR "SARS-CoV-2 convalescent sera treatment'[TW] OR

#1 29,832

#2 60,144

13
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"SARS-CoV-2 convalescent serum treatment’[TW] OR "Covid-19 convalescent sera
treatment’[TW] OR "convalescent serum treatment for Covid-19"[TW] OR "COVID-19
hyperimmune globulin therapy'[TW] OR "COVID19 hyperimmune globulin therapy'[TW]
OR "hyperimmune globulin therapy for COVID-19"[TW] OR "COVID-19 convalescent
plasma treatment'[TW] OR "convalescent plasma treatment for Covid-19"[TW] OR
"SARS-CoV-2 convalescent plasma treatment'[TW] OR "2019 novel coronavirus
disease'[TW] OR "COVID19'[TW] OR "COVID-19 pandemic'[TW] OR "SARS-CoV-2
infection'[TW] OR "COVID-19 virus disease'[TW] OR "2019 novel coronavirus
infection'[TW] OR  "2019-nCoV infection"[TW] OR "coronavirus disease 2019'[TW] OR
"coronavirus disease-19'[TW] OR "2019-nCoV disease'[TW] OR "COVID-19 virus
infection'[TW] OR "coronavirus disease 2019 drug treatment'[TW] OR "Covid-19
treatment'[TW] OR "treatment of Covid=19 virus infection"[TW] OR "coronavirus
disease-19 drug treatment'[TW] OR "COVID-19'[TW] OR "COVID19'[TW]

#3*

((Coronavirus[Mesh:NoExp]ORBetacoronavirus[Mesh:NoExp]ORCoronavirusInfections[Mesh:N
oExp])AND(DiseaseQutbreaks[Mesh:NoExp] OREpidemics[Mesh:NoExp] ORPandemics[Meshl))
ORCOVID-19diagnostictesting[SupplementaryConcept] ORCOVID-19drugtreatment[Suppleme
ntaryConcept] ORCOVID-19serotherapy[SupplementaryConcept] ORCOVID-19vaccine[Supplem
entaryConcept]ORspikeglycoprotein, COVID-19virus[SupplementaryConcept] ORCOVID-19[Sup
plementaryConcept] ORsevereacuterespiratorysyndromecoronavirus2[SupplementaryConcept]
ORNCoV[TIABJORnCoV[TT]OR2019nCoV[TIAB]JOR2019nCoV[TT]OR19nCoV[TIABJOR19nCoV[T
TIORCOVID19*[TIABJORCOVID19*[TTJORCOVID[TIABJORCOVID[TT]JORSARS-CoV-2[TIABJOR
SARS-CoV-2[TTJORSARSCOV-2[TIABJORSARSCOV-2[TTJORSARSCOV2[TIABJORSARSCOV2|
TT]ORSevereAcuteRespiratorySyndromeCoronavirus2[TIABJORSevereAcuteRespiratorySyndro
meCoronavirus2[TT]OR((severeacuterespiratorysyndrome[TIAB]ORsevereacuterespiratorysyndr
ome[TT])AND(coronavirus2[TIABJORcoronavirus2[TT]))ORnewcoronavirus[TIABJOR(new[TT]AN
Dcoronavirus[TT])ORnovelcoronavirus[TIAB]JORnovelcoronavirus[TTJORnovelcoronavirus[ TIAB]
OR(novel[TTJANDcoronavirus[TT])ORnovelCoV[TIABJOR(novel[TTJANDCoV[TT])ORnovelHCoV[T
IAB]OR(novel[TTJANDHCoV[TT])OR((*19”[TIABJOR*19"[TTJOR*2019"[TIABJOR“2019"[TTJORW
uhan[TIABJORWuhan[TT]JORHubei[TIABJORHubei[TT])AND(coronavirus*[ TIABJORcoronavirus*[
TT]ORcoronavirus*[TIABJORcoronavirus*[TTJORCoV[TIABJORCoV[TTJORHCoV[TIABJORHCoV[T
TI)OR((coronavirus*[TIABJORcoronavirus*[TTJORcoronavirus*[ TIABJORcoronavirus*[TTJORbeta
coronavirus*[TIABJORbetacoronavirus*[TT])AND(outbreak*[ TIABJORoutbreak*[ TTIORepidemic*[
TIAB]ORepidemic*[TTIORpandemic*[TIABJORpandemic*[TT]ORcrisis[TIAB]ORcrisis[TT])OR((
Wuhan[TIABJORWuhan[TTIORHubei[ TIABJORHubei[ TTHAND(pneumonia[ TIABJORpneumonia[ T
)

65,982

#4

#1 OR #2 OR #3

68,752

#5

"remdesivir'[SupplementaryConcept]OR"remdesivir'[TW]

696

CQ1

#6

"Chloroquine"[Mesh]OR"Chloroquine"TTW]OR"Chlorochin[TW]OR"Chingamin"[TW]OR"Khingami
n"[TW]OR"Nivaguine'[TW]OR"ChloroguineSulfate"[TW]OR"Aralen"[TW]OR"Arequin"[TW]OR"Are
chine"[TW]OR"Hydroxychloroguine'[Mesh]OR"Hydroxychloroguine"[TW]OR"Oxychlorochin'[TW]
OR"Oxychloroguine"[TW]OR"Hydroxychlorochin'[TW]OR"Plaguenil' [TW]OR"Hydroxychloroguine
Sulfate"[TW]OR"Azithromycin'[Mesh]OR"Azithromycin'[TW]OR"Azythromycin'[TW]OR"Sumame
d'[TW]OR"Toraseptol"[TW]OR"Vinzam'[TW]OR"CP-62993"[TW]OR"CP62993"[TW]OR"CP62993"
[TW]OR"Zithromax'[TW]OR"Azitrocin"[TW]OR"Azadose"[TW]OR"Ultreon"[TW]OR"Zitromax"[TW]
OR"AzithromycinDihydrate"[TW]OR"AzithromycinMonohydrate"[TW]OR"Goxal [TW]OR "Zentavio
n'[TW]

37,613

CQ2

#7

"Lopinavir'[Mesh]OR"Lopinavir'[TW]JOR  "Ritonavir'[Mesh]OR"Ritonavir[TW]OR"Norvir'[TW]

8,195

CQ3

#3

"favipiravir'[SupplementaryConcept]OR "favipiravir' [TW]OR"Avigan"[TW]

455

CQ4

#9

"Ribavirin"[Mesh]OR"Ribavirin"[TW]OR"Ribovirin"[TWIOR"Tribavirin"[ TW]OR"Rebetol [TW]OR"Vir
azole'"[TW]OR"Vilona"[TW]OR'Ribasphere'[TW]OR"Viramide'[TW]OR"Virazide'[TW]OR"ICN-122
9'[TWIOR'ICN1229"[TW]OR"ICN1229"[TW]OR"Ribamide[TW]OR"Ribamidil [ TW]OR"Ribamidy!"
[TW]

17,090

co4

#10

"arbidol"[SupplementaryConcept] OR "arbidol [TW]OR"arbidole "TTW]OR"umifenovir'[TW]

244

NEW
Co4

#11

"baloxavir'[SupplementaryConcept]OR"baloxavir' [TW]OR"Xofluza"[TW]OR"baloxavirmarboxil [T
Wi

NEW
Co4

14
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#12

"AdrenalCortexHormones'[Mesh]OR"Adrenal CortexHormones'[TW]OR"Corticosteroids'[TW]OR
"Corticoids"[TW]

327,124

#13

"tocilizumab'[SupplementaryConcept]OR "tocilizumab'[TW]OR"RHPM-1"[TW]OR"RG-1569"[TW]
OR"R-1569'[TW]OR"MSB11456"[TW]OR"MSB-11456"[TW]OR"atlizumab'[TW]OR"'monoclonala
ntibody, MRA"TTW]OR"RO-4877533"[TW]OR"Actemra"[TW]OR"roactemra"[TW]OR'"IL-Ginhibitor
"[TW]OR"Antibodies, Monoclonal"[Mesh]OR"Monoclonal Antibodies'[TW]OR'"IL-6receptormonocl
onalantibody'[TW]

281,149

CQ6

#14

"IL=Tinhibitor"[TW]OR"Interleukin1ReceptorAntagonistProtein'[Mesh]OR"Interleukin1ReceptorA
ntagonistProtein"[TW]OR'"IL1Febrilelnhibitor' [TW]OR"IL-1Ra"[TW]OR"Urine-DerivedIL1Inhibitor
"[TW]OR"UrineDerivedIL1Inhibitor" [TW]OR"UrinelL-1Inhibitor"[TW]OR"Antril [TW]OR"Kineret"[T
WIOR"Anakinr'[TW]

8,360

CcQ7

#15

"Interferons—a"[TW]OR"IFN-a"[TW]OR"IFN-b-1a"[TW]OR"Interferons'[Mesh]OR'"Interferons"[T
WI]OR'Interferon"[TW]

203,542

CQ8

#16

"JanusKinaselnhibitors'[Mesh]OR"JanusKinaselnhibitors'[TW]OR"Kinaselnhibitors,Janus"[TW]O
R"JAKInhibitors"[TW]OR"Inhibitors, JAK'[TW]

1,383

CQ8

#17

"convalescentplasma'[TW]OR"COVID-19serotherapy'[SupplementaryConcept] OR"COVID-19se
rotherapy'[TW]OR"COVID19serumtherapy’[TW]OR'coronavirusdisease—19serotherapy ' [TW]OR
"COVID19serotherapy'[TW]OR"coronavirusdisease2019serotherapy ' [TW]OR'COVID-19serumt
herapy'[TW]OR'Immunization, Passive'[Mesh]OR"Passivelmmunization"[TW]OR"Passivelmmuni
zations'[TW]OR"Serotherapy'[TW]OR"Serotherapies'[TW]

37,685

CQ9

#18

"SARS-CoV-2immunoglobulins'[TW]OR(("severeacuterespiratorysyndromecoronavirus2'[Suppl
ementaryConcept]OR"severeacuterespiratorysyndromecoronavirus2'[TW]OR"2019-nCoV"[TW]
OR"Wuhancoronavirus'[TW]OR"SARS-CoV-2"[TW]OR"2019novelcoronavirus'[TW]OR"COVID-1
9virus'[TW]OR"coronavirusdisease2019virus'[TW]OR"COVID19virus [TW]OR"Wuhanseafoodm
arketpneumoniavirus'[TW])AND("Immunoglobulins‘[Mesh]OR"Immunoglobulins [TW]OR"Immu
noglobulin'[TW]OR"ImmuneGlobulins"[TW]))

1,347

CQ10

#19

("Non-SARS-Cov-2-specificintravenousimmunogloblulin'[TW]OR"Non-SARS-Cov-2-specifici
ntravenousl|VIG"[TW]OR"Non-SARS-Cov-2"[TW])OR(("Non-SARS-Cov-2-specific'[TW]JOR"No
n-SARS-Cov-2"[TW])AND("Immunoglobulins, Intravenous'[Mesh]OR"Intravenous|G'[TW]OR'Int
ravenousAntibodies'[TW]OR"IVIG"[TWIOR"ImmuneGlobulin, Intravenous'[TW]OR'Intravenous!
mmuneGlobulin"[TW]JOR'"Intravenousimmunoglobulins'[TW]OR'IVImmunoglobulins "[TW]OR'Fle
bogammaDIF'[TW]OR"Gamunex"[TW]OR"Globulin-N"[TW]OR"GlobulinN'[TW]OR'Intraglobin"[T
W]OR"IntraglobinF"[TW]OR'"IntravenousImmunoglobulins, Human"[TW]OR"HumanlIntravenous|
mmunoglobulins'[TW]OR'Immunoglobulins, Humanintravenous'[TW]OR"ImmuneGlobulinintrav
enous(Human)'[TW]OR'Immunoglobulins, Intravenous, Human"[TW]OR"Gammagard'[TW]OR'G
amimune'[TW]OR"Gamimmune"[TW]OR "ModifiedlmmuneGlobulin(Anti-EchovirusAntibody)'[T
W]OR"Privigen"[TW]OR"Sandoglobulin'[TW]OR"Venoglobulin"[TW]OR"Venoglobulin-I"[TW]OR"
Venoglobulinl'[TW]OR"Venimmune'[TW]OR'"lveegam'[TW]OR"Alphaglobin'[TW]OR"Endobulin'[
TWIOR"GamimuneN'[TW]OR"GamimmuneN'[TW]OR"Gammonativ'[TW]))

25

CQ10

#20

#5 OR #6 OR #7 OR #38 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15
OR #16 OR #17 OR #18 OR #19

881,456

#21

#4 AND #20

5,570

#22

#21 AND (guideline*(TI] OR recommendation*[Tl])

49

#23

#21 AND Filters: Guideline, Practice  Guideline

25

#24

#22 OR #23

67

*CADTH COVID-19 Search Strings 57k AA| ZAMof|A ARgE dAo]glo} H}

Z7ksto] 419

https://covid.cadth.ca/literature-searching-tools/cadth-covid-19-search-strings/

PERRE

o

A
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Mo
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e
k=l
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N
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_‘
1A
é
Tn
M,
l_.
%0,

MEH7|= HHRIZ [=
1. 42N 20| %2 Z(AGREE 374 Y 2% 70 | 1. Z2LH9 X|Z(treatment)?t &= HIIF Qe
H Ol Hel =&, O[SHIAKIS] T, 7iLe XREH 24F 5)
HAY) 2. NS HISS HlW Q0% 24 A
. R TFY/71H0IM TSt A 3. Ht Q= EMU B4, guidance
MOl MEXE0IHA MY HMEES R | 4. IFHOIL BEE 22 (clinical pathway)
maket A b, UHEX 0| 2 A (AGREE Il B7} 01%)
4. M= YH0E == Z(EA 3HY) = living | 6. consensus based guideline 2 7hsotH MU
guideline ZLHOIN ZESE interim guideline 2 H|2))
5. 71& EZ20| LHE XF(20204 6€ 0|F) 7. Z2L9 X|=O0[X|2t CQU oiHok= X|== Ofd
8. 20204 6& ol 2 XIE
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II. 710|=2f2l JHaH

3. H=X[E ZEt

ARAHE AEHES 7AA S 2 AL Addsiglon, AzA3e 47
7K= AGREE 2 =7DE olgste] 30l0] 54 o2 qsigitt. B7IF 7t wolg &
ol7] $fste] chgtolstaloflA /iU K-AGREE B7HA42& 2853t AGREE A %
7h Al @7t Ake] ARG FS GRS Hste] daE Fofshed 27 2 W
&= FHE ol 7|dstien, B7Ee W7 AnE SR, 28 A efy A
AR & AR B 2 43
G

O AAL

a4

71& XA AR AE TAEAS AESH 854, 571 29 AM

Yo == PubMed, = DBi= KMBASEE ol&df AMsith 24199 SAER

Z1o| Al&sH] AYE= HS 1851 preprint DB % MedRxiv, bioRxivE o]&

SP7|E Sstlou AAl 4 AN & ARE HYks o), SRR Y £30] EdEL 9l
]

S
o] MedRxiv, BioRxive AMZTE AEL 1904 ISHA|7]|A] 7|2 it

.‘

—

0T AR T BRRRANEEA S W) At

20204do= 37K Woll AR o] Al&sbA Zd=lojof of= H& ot =
9] DBE PubMed, == KMBASEZ Agtslct.

1) https://www.agreetrust.org/
2) Histelsls] YA =AY HEANE, H7tet 470 AGREE Il(Appraisal of Guideline for Research &&
Evaluation) $F=+%https://www.guideline.or.kr/evaluation/sub3.php
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=19

AM
nCoV’, ‘COVID-19’, ‘Wuhan coronavirus’, ‘Wuhan pneumonia’, ‘SARS-CoV-2'
9 ARAEE PHole Aslel AU vleissic

L
T

‘coronavirus’, ‘novel coronavirus’, ‘novel coronavirus 2019, 2019

SAGE 2 AmH] disiMe (75 2)9 Zo] DBER

H 9 ZM0 olA| (CO1-Remdesivir)

74/&1101% A

=

gorsict.

EH0f SH0f
MeSH Entry Terms Emtree Synonyms Text Words
(MeSH) (Emtree)
P: COVID-19
2019nCoV
2019-nCoVdisease 2019nCoV
20719novelcoronavirusdisease 2019-nCoVinfection 19nCoV
CovID19 COVID2019 19nCoV
COVID-19pandemic nCoV2019disease COVID19*
SARS-CoV-2infection nCoV2019infection SARS-CoV-2
"COVID-19" | COVID-19virusdisease "coronavirus | novelcoronavirus2019disease | SARSCOV-2
[Supplementary | 2019novelcoronavirusinfection diseas e | novelcoronavirus2019infectio | SARSCOV2

mRNA-12732019-nCoVvaccine
COVID-19vaccinemRNA-1273
mRNA-1273COVID-19vaccine
2019-nCoVvaccinemRNA-1273
PittCoVacc
microneedlearraysSARS-CoV-2
S1subunitvaccines
MNASARS-CoV-2S1subunitvac
cines

INO-4800vaccine
Covid-19aAPCvaccine
COVID-19artificialantigenpresen

SARSCoronavirus2vaccine
SARS-CoV-2virusvaccine
SARS2vaccine
SARS2virusvaccine
severeacuterespiratorysyndr
omecoronavirus2vaccine
\Wuhancoronavirusvaccine

Concept] 2019-nCoVinfection 2019"/exp n coronavirus2
coronavirusdisease2019 novelcoronavirusdisease2019 | newcoronavirus
coronavirusdisease—19 novelcoronavirusinfection201 | novelcoronavirus
2019-nCoVdisease 9 novelcoronavirus
COVID-19virusinfection Wuhancoronavirusdisease novelCoV

\Wuhancoronavirusinfection Wuhan

Hubei

2019novelcoronavirusvaccine
2019-nCoVvaccine
COVID-19virusvaccine
COVID19virusvaccine
coronaviusdiesse:19icaine 2019-nColhaccine
coronavirusdisease2019virusvac 201 9-nCoVy|rusvac§|ne
cine COVID—1QV|ru§vacclne
Wuhancoronavirusvaccine :ggx_] gziari(;l\?aeccine
novelcoronavirusvaccine Humancoronavirus2019vacci
coronavirusdisease2019vaccine ne
COVID19vaccine .

"COVID-19 | SARS-CoV-2vaccine nCox_§019v§CCIne '

vaccine" | BNTI62vaccine "SARS-Cov-2 | NCOV-2019virusvaccine

[Supplementary | mRNA-1273vaccine vaccine'/exp ﬂOVG|201QCOTIOHBVII’USVBCC!HG

Concept] mRNA1273vaccine novelcoronavirus2019vaccine
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II. 710|=20l et
St MeSH Entry Terms Sl Emtree Synonyms Text Words
(et Y (Emtree) ynony

tingcellsvaccine
lentiviralminigenevaccineofCOVI
D-19coronavirus
LV-SMENP-DCCOVID-19vaccin
e

ChAdOx1CQOVID-19vaccine
ChAdOx1SARS2
2019-nCoVvaccineChAdOx1
ChAdOx12019-nCoVvaccine
Ad5-nCoVvaccine
COVID-19vaccineAd5-nCoV
hAdOx1nCoV-19
Ad5-nCoVCOVID-19vaccine
recombinantnovelcoronavirusvac
cineadenoviralvectorb
2019-nCoVvaccineAd5-nCoV
Ad5-nCoV2019-nCoVvaccine

2019-nCoV 2019newcoronavirus
"severe  acute Wuhancoronavirus . 2019novelcoronavirus
respiratory SARS-CoV-2 . Severg acute | HCoV-19 _
syndrome 2019novelcoronavirus respiratory | Humancoronavirus2019
) . | COVID-19virus syndrome | nCoV-2019
coronavirus 2 U ) ) )
[Supplementary coronaV|ru_sd\sease2019wrus c"oro navirus nove|2019cor.onaV|rus
Concept] COVID19virus 2"/exp novelcoronavirus2019
Wuhanseafoodmarketpneumoni SARSCoronavirus2
avirus SARS2(virus)
coronavirusdisease2019drugtrea
" tment
dr(igo \ir‘laa?tm;n'? Covid—19treatm§nt o .
treatmentofCovid—19virusinfecti | —
[Supplementary on
Concept] coronavirusdisease—19drugtreat
ment
: Remdesivir

"remdesivir”
[Supplementary
Concept]

|-alanine,N=((S)-hydroxyphenox
yphosphinyl)-,2-ethylbutylester,
6-esterwith2-C-(4-aminopyrrol
0(2,1-f)(1,2,4)triazin-7-yl)-2,5-
anhydro—d-altrononitrile
2-ethylbutyl(2S)-2-((2R,3S 4R,
5R)-5-(4-aminopyrrolo(2,1-)(1,
2 A)triazin-7-yl)-5-cyano-3,4-d
ihydroxytetrahydrofuran-2-yl)m
ethoxy)(phenoxy)phosphoryl)ami
no)propanoate

veklury

GS-5734

(GSH734

"remdesivir'/ex

p

2ethyloutyl2[[[(5(4aminopyrro
l0[2,11][1,2,4]triazin7yl)5¢cyan
03,4dihydroxytetrahydrofuran
2ylmethoxy](phenoxy)phosp
horylJamino]propanoate
2ethylbutyln[[2c(4aminopyrro
lo[2,11][1,2,4]triazin7yl)2,5an
hydrodextroaltrononitril6oyl]p
henoxyphosphoryl]alaninate
gsb734

gsb734

19
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Pulo|Esto] 8 ZAE ERlsto]l AL Aol wrgstlth. A&A 2A dulolE &
gg Qo £8 AEayol= 78 AAR £ 9EAEs AZEQIoJQl Covidence
£ Tofste] 8515l

i

H 219 A=A gt o

A AE71E vE7IAE 20209 69 o] Fof ik
e WS A7E AT

T % QAR s N2de 42 ST
2 9

Pt A AAY A= TP UIAIFEAT E= comparative design?]
HHATE ZolE IFERERE 2AY F= 2 o T A
B 10 g7 MEY|IE
HET = HHR[7 | =
1. FZLHQ SXIE MO Fl= o 1. Z=LH19 SAE Y= off| k= o7
2. oaizol KBNS SNHOR MEtShD Qs O | 2. UNEEO| AZHE FNHUOR HESK g2 o
. BEX|2(standard of care) T= FHA/AAS Of | 3. BEXI=(standard of care) = FHA/AS T
F702 B o7 xZo= B g2 97
4. ZiXEE 29 FEHAMYEUL, RXHE, 5 | 4. ZUXHE X2 REHYNYE Ur, NP8, 5
oMY S AWYRAE, FEE 5)8 Easi oM S ATY(RAE, BHE 5)2 Hiotd
2l o QR o ot
5. 20208 68 Ol etd o7 5. 20201 62 O L7ke it
SARHEAMARGT = HUF0| Uz HEA | 6. FARHEULARAT E= Hu0| Uz A
7 3
7. R0y F047t Ofd A7
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7. 2/=&1} HiS=E

Grading of Recommendations Assessment Development and Evaluation
(GRADE) WHIES ol§sto] 2ASES W71kt GRADE WHEoIA= 7iE Zdxpd
B FREE A Wk 3 A AR IASES e/ r/RE/UE ¥ 5
sz 2Edn. 22 2 ol @ 103 20
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WZ(Very low) 2& HFRITh 1 thg DA0M = I2AGEY] ok 9 e et
O BRI A el 571 84 2 1) WEY ¥, 2) v
41EA), 3) vIAA, 4 B, 5 &0 HEHo] e BY ZATES 159 52

E_:L wzq

22



II. 710|=2f2l JHaH

H 11 GRADE 2=zt 2[0|
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\oderate _ - _ _ _
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oA EI| 2HRE S S35 cT
HIEY I
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S na LSl ™
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HIUEY e 2 +2
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o %87, WS S HIE, NS Telelal U TS BT, B
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F2L9 2R 28

H 13 GRADE #HisZt 9|o|
HisSE ol
A A5k Hogt i Xz OIS o, 2HE, 71Xt M3, AHs 18
(Strong for recommend)  3S I WHE2Q| UakalEolA Lo AU
SHct x|20 OIAMAIS} T 3 51X Jhx(0 mak o
X718 A g XIEQ ARE2 UMME E= SRYAIEE JX(0| o2t E
B » 2 2 QY MEMOo=Z ARSI R7RE MEE S KX
(Conditional recommend) sic
= : - S -
k| C AlS HISHK| %2 ofid Xz floivt OISEL O 2 = UL, A o E=
- (against recommend) BIRY/ALSIE JIXIS 124510, AlS HIGHK| =l
o
ol XIZ2 O|EM Qof, 2HeE, 71Xt Mak, XS 1
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1. #1

e

EE 24

MO

1.1, 285 oY TR MY W 7 ZY
HEAZ] HABGA F87]138 FARIE 7|38S B3| 214, PubMed, EMBASE
3l HlolgHolA AAE S5l 2034, § 224" AuARe ANSAH. S5 Al
, 2% AE)e F34 130"

r—ll:l

A% & 17799 ARAE ez 14 SAEAE, 25

< HiAISHA, 47H9] XEXFY YRAE F Ad7|EC] wEt F 1171 AEAX
i3} AGREE B7FS A3 AGREE B7F 8 99 37H°1W 703 olgeldA A
= 1?—19&2 o, 4¥9] AmAo] 2F A=A TH 3] ot B7HE 11H9] A
2ARY] B duHaES AP tE el dil s Hasked 285
k.

783 AGREE B7F & WHOS GRADE o] 7 7fdsto] 11€3 1290
living guideline®& W= Sl= o= A|Z3o] 4 ZAE AL FulolEstL )
of, HIE L& Huskrh AMAIE 7IEoAE CQ1  (Remdesivir), CQ5
(Steroid)ell gt AXE AAF=H, 129 @A 7I$£2E+= Hydroxychloroquine
(CQ2), Lopinavir-ritonavir (CQ4)7} F7}= it}

3) Siemieniuk R. et al. A living WHO guideline on drugs for covid-19. BMJ 2020;370:m3379. doi:
https://doi.org/10.1136/bmj.m3379
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8 7|2 Ao E Harg %3H
%= (total n= 21)

elel XH

« WHO, MICE, SIGM, CADTH &

« IDsA § F= &g

= PubMed (n=67 )

= EMBAGSE (n=136)

”7‘§EHQ HAO|E

‘World Health Organization
(WHO guidelines)

Guidelines Internaticnal Network
(G-I-N)

Mational Institute for Health and
Clinical Excellence (NICE)
Scottish Intercollegiate
Guidelines Network (SIGN)
Australian Clinical Practice
Guidelines (ACPG)

Canadian Agency for Drugs and
Technology in Health (CADTH)
Agency for Healthcare Research
and Quality (AHRQ)

Centers for Disease Control and
Prevention (CDC)

Society for Healthcare
Epidemiology of America (SHEA)
UHTRXYHEHE

J|EtRE

| l

E2NA ¥ XE 4+

(total n= 177)
(ZAI0|E=21/ 23 DB=156)

14} A =l X|& 3= (total n=130)
- 4AMOIE(n=10)
- 231DB (n=120)

7 o 7
(total n= 47)
(AALO|E =11/ 23 DB= 36)

]_.

1. COVID-19 KIE(treatmemt}E} HHE A
2 FEEd ATEE

3 ﬂlJI' e ML T2, guidance

(n=19)

4. COVID-19 %|20|Lt QO #HZ5i= %
EL oY ) (n=1)

5. 2ozoue Mo £TE (n=9)

2%} BfAIE X1E 5= 2 HiEIALR
(n= 36)

17 gle XEFC YT 5) (n=9)

o oo B

ogt

Al (n=2)

+ Guidelines Internaticnal Network N A
(G-I-M) - EBSCO I "
e S Moty |——f wrowmE g = AW
- (EAMOIE=7/ ¢ DB=4) 1 gYER o Qé 7 (AGREE 1L B7t 0f
I > Toisd Hol 8L (-2
HE dd X[ H (total n=4) ]
T8 3 ARME W FEXE M 2 MEDE s25
H 14 2F M8E X[& 41O AGREE Il 7t Z1t
oo of o (o] o o
2R | B | o | o | oay | e | amy | Overl
(l:l'l’l) (OIOH-'.-_I'HIxI‘) (I:l = g) (J-I-_!) (—|o é) (_I

Australian  Clinical

Practice Guidelines 85 80 85 9 71 78 83
(ACPG)

NIH guideline
(CDC ZiA) 80 85 73 91 46 86 78
Infectious

Diseases Society 81 67 91 87 53 89 89
of America (IDSA)
Jin et al.* 78 72 79 93 51 9% 89
*Chemoprophylaxis, diagnosis, treatments, and discharge management of COVID-19: An

evidence-based clinical practice guideline (updated version)
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. #o=

B 15 53 MEE K 410 ey Sy
NIH (0|2) ACPG (% IDSA (0I=) Jin et al. (E3)
0
Living guideline 0 N (H7|/%2) HA|IZX| ke
HIX7|/EE (0H=) xyppize 9o
S ESulE( V= 2020.11.3. ~2020.7.8.
= . ! 2020.11.12. 2020.9.25.
(F= M 2020.10.22. ZHMupdate
101 2 Mg,
| =OTRA| |
=2 279 =2 3 =2 ES
= A Auy m20 o | _Df = doublecheck N '_DE >
= reprint S _ reprint S
° brep DBAIEHPUbMed, prep
Embase, preprint)
) maHE 31 COl
COl/=ZE/ EEH 2 COl public consult
. 371 external
20|21 24 National approval .
review
DHE:
Grading system study design
GRADE approach | GRADE approach | GRADE approach
(pa/Easd) | 2/ P P P

(Expert opinion)

1.2, TAE Y Y BN ZE
A ARAYNN A F1zo] whet 44 EAS TG IARS ATt

=
o,
N
N

3l
o,
8,
o
(Vo)
S
(Vo)
S
rL
—
=
e
e
=2
e

ubMedE 7AAY5}o]
11¢ 230 UHESA7HA] Zgst AA Ao, 2020 12 9¥ AMSH 74

E 16 S HES 95t 2aiEM 21
No sarme 1xK11/9,23) 2xK12/9)
HUBHZ) | SIIRsE)
CQ1 Remdesivir 654 131
co2 Hydroxychloroqu?ne, | B 1,609 258
Hydroxychloroquine/Azithromicin
CQ3 | Lopinavir/Ritonavir 535 92
CQ4 | Favipiravir, Ribavirin, Umifenovir, Baloxavir marboxil 324 53
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- 1xK11/9,23) 2xK12/9)
No s _ .
MBS | IS
CQ5 | Steroids 702 121
CQ6 | IL-6 inhibitor(tocilizumab) 576 78
CQ7 IL=1 inhibitor 114 12
CQO8 Interferon, JAK inhibitor 743 150
CQ9 | Convalescent plasma 523 77
CQ10 | Conventional IVIG 635 134

"2 Aot 27 £d 5

WAL &9 dFdsel S8 i usArRte| Iiﬂ
2Rbe AL, AA QoA HE died 2AeE, diL
(o)

AU AR ARARS AHoE BT A9 T X

ALEE g THAFE | HUSE

1-1. AAX|=E7 QKT 0185 87| = ECMOE

co1. AKZSHR| ob= F2LN9 2HXoA| ECIAHIZ(Remdesivir) | S5= B
. £ MBS £ it

e A o o SRS _
AHIA[20] SO10) Chst DS 2E5i, .

cQ2. T2LHN9 SX0IA| 5l0|=ESAIZE2F(Hydroxychloroquine,

HCQ +/- HCQ) t= Qi 2 OX|AZOI0|A(Azithromycin, =S C

azithromycin AZM) o] %‘E* QS I %=L
F2LH9 EXo|A|

CQ3. LPV/r EHILf |2/2|EHH|Z(Lopinavir/Ritonavir, LPV/r)2] EHE =2 C

TIokK| =0t
JELH9 SEROIA| I | Ti2tH|2(Favipiravir),
2|HH|2I(Ribavirin), 20JHw=H|2(Umifenovir), =S C
22 AtH|2(Baloxavir marboxil) S 7|Et HIO[ZA K|

CO4. 7Et
SHIO[HAA|
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UMEE HuZ tHSE | HUSE
S O YR AR FOHE 3= AEBI0|
TGHK| k=
5-1. ZZLH9Z 2I5t £5(severe) = MZH(critical)8t
BXI0|AH| AB|IZ0]|=(Steroid) £HS HISIC,
UM DAl AHZ0|E= ofF HAHERE 6mgs _
C05. 7-1027t SOiBim, 0jet SPt 22 AHROICE tiFa S0f | oo | A
AHZ0|= &t 4 QIC} (BI0|=2FER 150-200mg, ZHELE 40mg,
HEDELEE 32mg)
5-2. 50| 0fd 22119 EXKnon-severe)0i| HotiAt= e
AF|20|C S0iZ HBIA| Y=rt i
6-1. Z=LH9 S5 Ol SRI0AH CIERZI-6
006, (Interleukin-6, IL-6) YAHH= A4 AIE HQ| LHOIA 5% B
L6 o (ASEE R
6-2. 32LHY ZZ SOIME OIEEZI6 N E0iE | __
5K e S
cor. T2LH9 B0 QIERTI-1(Interleukin-1, 1L-1) SRIFl | |
IL-1 OHE | E0jofl CiEt HDS HEsit =
COos. ARLN9 XA QIEHZ(Interferon)2 A A& #HQ| Lo B
Interferon LHOJIA AkREH 4 QICt e
;@'l gy | TR0 SROPI S| T 20 oft 208 mREC | uB |
F=LHN9 SX0A YEEQ HUE HIAZZEE
cQio ) (Conventional intravenous immunoglobulin, IVIG) £0=
Conventional ) ) ) =2 C
o TSI QL L S KIZOM HSZ0| E Hoks
HA===2 MBS H{A[GHA| ZOtO0F SiCY.
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CQ1. dHIA|H|2(Remdesivir)

CQ2. Hydroxychloroquine +/- azithromycin
CQ3. Lopinavir/ritonavir

CQA4. 7|} gHdto|2{AX|(favipiravir S)

CQ5. AHZE0|E

CQ6. 2IE{Z71-6(Interleukin—6) AX|X|

CQ7. CIE{E7Z1-1(Interleukin—1) AX|X|

CQ8. 2IE{H|Z(Interferon)

CQ9. =|=27| &X(Convalescent plasma)

CQ10. Conventional IVIG(intravenous immunoglobulin)
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1. F219 EAA A S50l BAlgle] Huirl2 FAE dalsierl?
2. A2ARrE He3t I=U9 SR, AGAEE Fo7t BE AR Ee FAA
dizto] Bjste] A® a7t A7

O PICO 24
P I C 0] H|
o QUMSHIIXIQ  AlZKtime to clinical
improvement) 4 RCT,
2209 oz 32 *  AlZ(mortality) 1 systematic
o2l st} Remdesivir T o o Z3Z4umechanical ventilation) review and
o Q¥ 7|¢Kduration of hospitalization) network
+ QIZ5E7| M&linvasive intubation) meta-analysis
o 91Z5S 7|ZKduration of ventilation)
O #ig

1-1. ARAXE7F FQ3AT Q13387 = ECMOE ARESHA] Y+ IF24H19
oA FAHAH2(Remdesiving AREE ¢ Stk @A $5%, HX

S5 B)
1-2. 1] Sig=A] = F=2419 ﬂx}EOﬂ Al AEAE 2] Fojof Hieh A
EEO].q_ (_:Lﬂ/\z XEE _—rq_]_ D

O HHAHZ &3 7|12 HE

Fe|AH 2(remdesivir, GS-5734)= FH9 FHOIHA 72 QEf|E(0lEleAl) F
Al monophosphoramidate AeFE=E, oSt |2 AKribonucleic acid, RNA)
Hlo]Z A0l RNA 9&d F3tad IJAARNA dependent RNA polymerase
inhibitor)24] ZR839ItH(1). In vitro AFOJA TBFsE RNA Hio]&A(Ebola virus,
Marbug, MERS-CoV(2), SARS-CoV(2), 7I€t coronavirus, respiratory syncytial
virus, Nipah virus, Hendra virus)oll Z2ist glojgiA f3t5 Hol: Hog A=A
o}, Rhesus macaque modelZ ©]&3F in vivo A¥oJAE= MERS-CoV HE
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F2LH9 Ext XZE et 2 27| YETIRXI e

(innoculation) 24417 ol oo YA HES Folsgle o MERS-CoV #
A Y BYE BHYloH, HolgA HE T 12417t 58O R HHAHIE Fo A
WA aHT} oA HiolgA F4] A, HAE B A Fo| TAEHJTKH3). Al
A phase 1 QF&AT} ks Atmr HAE|Qly, 199 AlgotolA= Fojd HE 9lo
M(4), ofl&et vlolg|A TEHE A g AFolA 17570A Fofgt AdE el Bl
= ATH5).

71&9] in vitro YHPIHAA A A} BF YA Aol ElE FEAH= oA
of thet A=E v, 20209 1€ 260 SARS-CoV-2 A& FERE XZE I
EU19 w7 o)A 584 AE E3(compassionate use)2E HHAH 27} FoiH
A, S FARE glo] A= ATt AH7F BaESITHO).

F2UW9 WA CE BE/55E E F5Y IFEUHL9 AIFHACIAS NIAID
(National Institute of Allergy and Infectious Diseases) ACTT-1 (Adaptive
COVID-19 Treatment Trial) YAAIE(NCT04280705)°] 2¥ 219FE A=A
6), YFIETAY AZFE GEAIT= $2F A7F SHEEHA 59 199 vl A&
OJokZ oM A (Food and Drug Administration, FDA)= #HAHZ(AES: veklury)S
29 ARAZ 213 A SRI6Hth ACTT-1 A2 A4 Bad o]9<l 10
4 2299 FEY]9 AEAZE HEE HJUAEIEZL J4] SA=FGIT 1Y 29 Al
ARA7]17HWorld Health Organization, WHO)olAl+= SOLIDARITY A1+2IN7)=
HAHAHIZZE 2219 S| AP ROSHA HaAZIA] ZRhal drashy, Jdst
A9 ARFARA HAGAHIZE AMGSHA] FEs AR AR ARS 74 7341®)s)

HA, HElARlE 280 deiMe 5] =l it

O 2 2% (Evidence review)

FeAE =] gt A1E EIRE JPolEERlE 4z 2T AYHIIE, WHO
living guideline, Nov 2; Australian Clinical Practice Guideline (ACPG), as of
Dec 3 v.30.0 : National Institute of Health (NIH) as of Dec 3: and Infectious
Diseases Society of America (IDSA) updated Nov 11), A7] 7lo|=2klo] x3glst
A7+ 49O 2B L AAA H(randomized controlled trial, RCT) A+3AT}

FE AR 23 A= F 5Holx, B wig AT 43 A7) 43O
RCTE AAZX g 9 delEX(systematic review and network

meta-analysis)E ¥ 1HOE AT, 3HY A6, 9, 10)914 A A HE ¢
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A S A-(clinical improvement)2 H|W3I 1, SOLIDARITY A-H7)oA= BHY W
ATES SR BrlsHlh

AL AH 2] G8AS AL B ACTT-1 9AAHG)S 1,06282] dhiAt 52
=HloH, o] F 1592 AS/35E WA 9037H(85.0%) S5 WAl st
ot IEZRAY A HwgE A BrPESe] BA0A FEZRAY AE F3EE 9
oFr9] 1593 B3] FHAB|EF|A 10L0IALBIEE HIE 1.49; 95% CI 1.12 -
1.49, p0.001), 55 Al $F5 WARHO57R)oNA, JE7HAS] Azt SU3-2 Aol
A 1893} Hlws] HAHARIEZA 11Y0]AHIEE Hl& 1315 95% CI, 1.12 -
1.52; p<0.001). &%t 55 A IF2E7] 2 ECMO AmE I A= F+
279 Aol glglth 1594 AFEES 199 11.9%%F Hws] A EFoA
6.7%FI(AZH], 0.55; 95% CI, 0.36-0.83), 2094 AMTE2 AHAHIZ 11.4% o

AokE 15.2%2 BIEHJTHAEH], 0.73; 95% CI, 0.52-1.03). AFES 65 Al 55
£l we} Rl BELH, AANE 8FHE BN APAZE RofT AL

7P & AFEE A7 ERIE .

S04 APE DIARAO)E 23789 $F ZEH9 AEAE R JFES
1, 1 F 158%0] AYAHIEE, 7990] Yok Fof wopth. 4a; HrF HeR 28Y
ol WIEZAY] AlZhE HlwetR Y, AFE A2 68 EAFHEA 27 A
Eldog Fosiltt. ITT (intention to treat) w404 WIIEZIAY AR HH|
AHIEZ 219(FY%, IQR 13.0-28.0), Y19 23Y(IQR 15.0-28.002 T+ 719 &
o7} GITHHR 1.23; 95% CI, 0.87-1.75). HI& BAAY Xo|7} QIUANE 34 &
d T 109 ool AGAHIZE FAT HS FJEAAY Alte] 18Y(FFE, IQR
12.0-28.0)2 Yok 23YU(IQR, 15.0-28.0)EC} tha 3jEo] w2 Zafo] TAE QI
(HR 1.52; 95% CI, 0.95-2.43).

S5 E(moderate) WY TAE o APst AGAH(10)o4E, F 59689 &
A7t SEEAUL, 19782 1097 HEHAEE Fof "Ry, 19992 5U7F AH|AH]
25, 20082 YRS Foigth. AEVHAEREE 55 1194 749 &9 Hx=
7R A AHE FAgeH, 5¢ FHANIE Ag o] AL} HwsA 1194
WG A7t Au] A ZHE ACE FRIFUTHOR, 1.65 95% CI, 1.09-2.48;
p=0.02). 2894 AFEE2 59 HEAHIE A8 1% (95% CI, 0.0-2.6), 109 A=
= 2% (95% CI, 0.0-3.6%), A% 2% (95% CI, 0.1-4.1%)% Atz o]z}

AT
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AABAZF7} gatold A FEAHZ(repurposed antiviral drugs) AFe] ¥sto
2 AYPH WHO Solidarity trial consortium &7+ AFE 109 5¢ MedRxiv
version®Z ARSI, 129 290l F7HATE A4 HHSIITH7). 3071, 405719
o] o, 11,2669 glo] F2+9] v =L, HTAHERH(n=2,743)3} v
(n=2,708)9] YFHTE Hlwstoict 2894 B APT AP H|wEH, HHAEE
A7 9 AP 9¥E Fol 0.95095% CI 0.81-1.11, p=0.50; 301/2743 vs.
303/2708)%, ®E AR w3 H|WS|A AFGEC] Rfol7t Qe Ao BAEIH.

UA 4719 RCT A& HIEFOZ 11¢¥ 2% WHOO A= AAA £ 9 vet
A 23E HRE)5I, AUAHE o7t AM, ABEET] AR, = SOl °
ET A4S ok, 794 HiolHA AAE, S A WA, LT HTAY AR,
ZH%J 7178 9 QA85F7] ARETIZMe Bt Qivkal HAskgly, weEbsd ZEU199 F

=l WAQlo] HAHAMIES Fofot= Aol dis] AR dx RIS A AASH
E} thit $79] 44 (certainty of the evidence) WY, wiQ- Wolth.

O #H1 neAre

1. ZHRE

FoAH|29] A5 g s AT 4(6,7,9,1009] RCTAIA &2t 714 AFE A}
ole} thxo] EAo] Aol BEo] 7leH o] U, 11 &A $F2 = HRERCT 3
H(6,9,102 YAB7IHSE AGTEARAY AlZEE, U™ A 1389 RCT) AAR &
A 9 e o 4 ‘H ATES APPSR B85t AT Tt
H7F Wg0] Afol7h EASHL, TRt 5= A SEEIA, B7F AHe}F St F
F=ol kA, HAHAHIESY A= &ﬁr } A 7t Aol Holi It} 2 RCTY H]
E99E B0l missing data & FF 8404 o] L7t Qlo] EAFES 15
2 9% S5 E(Moderate) 2 H7oI .

2. OIS i3
RCT Q7SI @dAHZ Solzold 3ju7tA) 7tk w&A7Iche maek,
BRAZE wolt Aol bt Yot Bavh lold Al QmsX i A
PG TS vigoR BUT W BE FFEY W0l ARS ZolE TRsEe
o, 9% 339 Sl YA BB 717he B4 sl ek
BE Q7oA FeloleiaAle] Ot 55 RAget ol % ok FY Wk
St fo% Hol7t gigiek
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3. Etxje| 71x|et M T

oA Z2UH19 BAE deR AR ofA AdEdl it 7HAlet Ao RARE
A7e ok sPARE = AFREAA A HEAHIEE F5 SIS, 35
gate] M 7oA AHANIEE TR St AL, o FhAHEE oAl
Ut FHfolHA AL Qltke He LHsH, SR Aok w2 0= did

Ry
[
=

4. XHE(HIE 23
35 SRl el FEABEs 7 FYeR Skl At

5. ZH $2M1 XME2M(Acceptability and Applicability)

1) OiE =7t YYTIEX[Eate] A1 Hlw

WHO 7telEgRRlojA= ZEUH9 A SAtolA FFZol TAgle] AHAHEES A
£oHA] YT FE 2ARE Fisk= AFES WH(conditional recommendation against
the use of remdesivin@ o HIFEH S50l doixe AFsHA FUth 25 7}
o|tERlofA= AAAE7E QFEAN IFSE7IE EA %= U AN 2ARE
Halst 3 (conditional), HPILSFS 22 AAoIH.

o= NIHOA = A5/55% SA0lA AHARIES ARESHA] J=E HISHITHAD.
A E7E QFEANE TR, HIAGA/AEE JAFSE7] AR, ECMO7F 85
A %= Ao qSA 5UTE HHHAEE B AS dAstal(AD, EAPF IR
A B2 v /AEH JEEE7] AR, ECMOZE a3t A4%d b, HAhAHE
AREOl ol Hebs A ZA7E 7] wizol, Fof 52 vlFoio] tis] HilsHA|
GOttt vl IDSA Zho|=ERlNE 59 dd SAIM BE FHEfolgs ArAl B
e AdAEE ARE ARPII(ERARE #1, $5% A conditional
recommendation, moderate certainty of evidence), AFAXE7} LRSHA|T AT
&7] B ECMOE AMESHA o= SR04 FEAHIZS 109E T 59 Foig A=
HISFHHEAR H3, F& 274; conditional recommendation, low certainty of

evidence).
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2) I sS4 MEY I}
NECA =AY AERQ01504 A U +8493 284 B7He=7E &8
stof ol 771 A= A it s 84 % A8 BriEE FF Hol ARt

6. 7|Ef 1Akt

1 BRI 68 3Y BAEIA 4 5 g 37, 74 199
30 3% 2Eo BB dyoz ANE ool A=, 72 24l 4
RS WEREF(3R I 55 S, e, ol 138
SEHO AFS At Ff GeANEY P £FS 9 2AD B, F1) Do
A2 FoF BAE BAT A Are BAEl

1. Brown AJ, Won JJ, Graham RL, Dinnon KH, 3rd, Sims AC, Feng JY, et al. Broad s
pectrum antiviral remdesivir inhibits human endemic and zoonotic deltacoronaviru
ses with a highly divergent RNA dependent RNA polymerase. Antiviral research. 20

19;169:104541.

2. Sheahan TP, Sims AC, Graham RL, Menachery VD, Gralinski LE, Case JB, et al. Br
oad-spectrum antiviral GS-5734 inhibits both epidemic and zoonotic coronaviruse
s. Science translational medicine. 2017;9(396).

3. Sheahan TP, Sims AC, Leist SR, Schafer A, Won ], Brown AJ, et al. Comparative t
herapeutic efficacy of remdesivir and combination lopinavir, ritonavir, and interfer
on beta against MERS-CoV. Nature communications. 2020;11(1):222.

4. Dornemann J, Burzio C, Ronsse A, Sprecher A, De Clerck H, Van Herp M, et al. F
irst Newborn Baby to Receive Experimental Therapies Survives Ebola Virus Diseas
e. The Journal of infectious diseases. 2017;215(2):171-4.

5. Mulangu S, Dodd LE, Davey RT, Jr., Tshiani Mbaya O, Proschan M, Mukadi D, et
al. A Randomized, Controlled Trial of Ebola Virus Disease Therapeutics. The New
England journal of medicine. 2019;381(24):2293-303.

6. Beigel JH, Tomashek KM, Dodd LE, Mehta AK, Zingman BS, Kalil AC, et al. Remd
esivir for the Treatment of Covid-19 - Final Report. N Engl ] Med. 2020;383(19):1
813-26.

7. Consortium WHOST, Pan H, Peto R, Henao-Restrepo AM, Preziosi MP, Sathiyamoo
rthy V, et al. Repurposed Antiviral Drugs for Covid-19 - Interim WHO Solidarity T
rial Results. N Engl ] Med. 2020.

8. Organization WH. Therapeutics and COVID-19: living guideline. 2020.
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9. Wang Y, Zhang D, Du G, Du R, Zhao ], Jin Y, et al. Remdesivir in adults with se
vere COVID-19: a randomised, double-blind, placebo-controlled, multicentre trial.
Lancet. 2020;395(10236):1569-78.

10. Spinner CD, Gottlieb RL, Criner GJ, Arribas Lopez JR, Cattelan AM, Soriano Vilad
omiu A, et al. Effect of Remdesivir vs Standard Care on Clinical Status at 11 Day
s in Patients With Moderate COVID-19: A Randomized Clinical Trial. JAMA. 2020;
324(11):1048-57.
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32O BT} XIRS gt 2 DAVIE QUTRRI N

@\ OIOIEZAIZZZA(HCQ) +/- OFXIA ZOI0IAIAZM)

= = =
O B3y Uyme

FZ2U419 A hydroxychloroquine(HCQ) 82 hydroxychloroquine(HCQ)x}
azithromycin ¥ Fo7F 22 A& EE FAA| ti2L] vlote] Agay 9 FkdA

o] 7R

O PICO 24

P | C 0 H|Z

. )\|-E|of

o J|A=7|/ECMO |2

. JHEPI/ECMO 2 712t

s EEM Xz

BEEAR E= 7| o SEAE M 7iE RCT, Hlmz

A7 hx o ZZ ZIAMA EO HFNC, | 0] Q= o
MV, ECMO) o7

. YR IR

. oY B SR TRt

. HOYA S

FA2LH9 HCQ
Q¥ SXt | HCQ+azithromycin

i

rz

ibal
oo

. o2 9 &

O

rH

Ho

al

FE9 SAof|A sto|e2XEREEA(Hydroxychloroquine, HCQ) &% 8% 4
ofx|AZuto|Al(Azithromycin, AZM)ZHO] ¥et QS US| Y=t

(ZEArE =5, di159:0)

O JIO|EEAIZERZ, OfX|AZOL0[M 2 7|2 HH

Z223A(Chloroquine,CQ) 23 A7t Hekglor % Coxiella burnetii,
Tropheryma whipplei &2 intracellular bacterial infection® A& A= AqH
O™, heme polymerase inhibitor24] in vitro A48 4} polyphagosome? pHE
S7FA1714L, SARS-CoVQl cellular receptor?] glycosylationg JAsI cell# virus
7He] A Wofole 2R IEA SItk1-3). sHAYE Ad H | 59 dAelAY
CQoll thet =871 SolEHA ikt F50] TAAstelal, dj4le] 19460 7IEE CQ
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9] analogue AFQl sto|EEAZEEA(Hydroxychloroquine, HCQ)°l 1 A& o
AstA =AtE. HCQ FA in vitro A A anti-SARS-CoV activityg 7L U=
Ao ZRIElom(4), HCQL CQEMY A7t BE 7hesta, CQYEM I&For &
osf & & qUvke A, I AT Ao ¥ A= A, @YY s=HT ¥, 11 A,
v 22 240N w27t ¥ Eoh= HolA Blud bdsHA Fols] & 4 Sle of
oz BZETK5,6). EFF & AFolAE SARS-CoV-2°] lo] HCQO| CQXr} gHio]
A BipE AR 949k Z0E HARE HE QITH7). F2UY9 55 A=Y B4
15%9) cytokines®] EQIE1, cytokine storme] AWO] £Z5L o} Y Q= AoR
dEA U=T@®), T FutolAAlER EE HCQL thfdt A HY AdsolA &
ofEl QFdstal AdFAQl anti-inflammatory agent2A TS cytokines, &
pro-inflammatory factors 2] F4k& FootA W& & Q& AR 7= o] ojof o
o 9= Vg & & U2 ZAoE AZHECHe). twh HCQS AR&SHE QT
prolongation®| & A=A, AR7IEEN, s NE 2L 4= Slof olet =
714 Agho] Sle el Foste] Feokdjof sk, 7o B8 F2 B =] 4T
Z-go] A= 4lFotA &l Fofl FojsfioF & Aol (9). Macrolide AE F4A
Ql ofx|ARrto]Al(azithromycin, AZM)E THFet AltA] Agko] izt FBAZAY]
S olgl SARS-CoV-25 xE3ket tiokst Hio]3{A(Zika, FEbola, rhinovirus,
enterovirus, influenza)oll @t FHpolziA GTH10-14) ¥ immune-modulatory
agent2AE FES #1 Qle oFFotk(15-17). ol=dt o4& FEU9 FAHEONA]
HCQ} azithromycing W3 A &2E0] ALE7|E ST} (18-30).

3

ON

O 2H Q<% (Evidence review)

HCQ &= A= % HCQO azithromycing et A= diet H1E Eeet 7}
oltgRlo® 47[9] ZolEgglo]l F AHEHQIH. 47| Zlol=gelo] E3dt A=
Z 31Ho|QlA, F7F HAZ Eof gRIgt Ate F 18Ol FF AR =3t
A= F 49Woz FRQElA A Al¥(randomized controlled trial, RCT) 13
o, W A 349, AAH 2 1F(systematic review) 2HOIUH. FHE ZA

X A thedt g

H

HCQol ofat 1379] RCT 74t 979] AFolA o4t Azle) 34 52 F5o=el
A% Rk Ro] 9§ 714 F7], ECMO B) 2 sA/st AAe] Alke 37} A
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12 4gko, o] F 6749 AtolA AFEE 58 AXEZ A9Th 6719] RCTOIA Hio]
YA SHS FH AHEZ AQkorw, F 1379 RCT 7k-d| 5709 AtolA k=

o
2
S
o
A=
jnies
o
—_ OEL
&
fol
)
||
%
N
i
5
1o
)
ok
el
i
i
ofN
o
N
i
ko
lo
re
o

Ej9lom, 3,155909] ”% AF2TLOE v =t HCQ %01]*1 28%_‘ IH 4127827%)9]
SAEo] AP, B A|EOA 79098 (25%)°] Argote], 28U o AFgEol
of & & 719 {93t Fol= QUQitHrate ratio, 1.09; 95% confidence interval
[CT], 0.97 to 1.23; P=0.15). HCQ w9 FAEL FF A 879 TAEET YY 7]
Ztol o Z4g9lem (16 days vs. 13 days), 289 oW BEsto] EdT 7FsAo] o &
ATH59.6% vs. 62.9%; rate ratio, 0.90; 95% CI, 0.83 to 0.98). E3F UY FA] 7]
A 7S A YE FAE FojM HCQ +9 SAE0] A5 714 g 34
A AFSSHA =l 927t o &9kt (30.7% vs. 26.9%; risk ratio, 1.14; 95% CI,
1.03 to 1.27)(14). "= Wi 34 7} BolA AL SAES WFoE Zy3 T2
84 o]F W A4 AIFHCQ ol 2427, FAA dixol 23798 viA)oA 149
A DT 79 HAuA BrlolA T ol f23t Aolg EolA] geken (HCQ, 6
[4-7] vs. FAA] H2, 6 [4-7]; aOR, 1.02 [95% CI, 0.73 to 1.42]), 289 & At
FE SloAE T 7l fY3 ZolE HolA| oottt (HCQ, 10.4%(25/241) vs.
10.6%(25/236), (A &olgk, -0.2%[95% CI, -5.7% to 5.3%l; aOR, 1.07 [95%
CL, 0.54 to 2.09D(31). #l= & 3 37] ol YLPH 1287 F HCQ 2ol 67
B, FAA 2w calcium citrate)o] 617982 st XPH olF HA FA HiA
AT AIFoA 3094 AFEES & o 2t f2lgt Zolg HolA] AkoH(HCQ. n=7,
10.4% vs. FAA t2, n=6, 9.8%, p=1.0), B ¥ 7= F £ ol Kot &
ojf Holx QUUTHHCQ, 9.75%(£10.3) vs. FAA HRIE, 6.80%(+5.92),
p=0.053). Si¥ 9 FitA A= 7|7t F 2 1k fo3 Zolzt glglem, 149 A
W S5 AFoAe T 29 KRt Aol fiSItH(p=0.354)(32). BepEoA #15
g o FEEY Ul 4 AlolME EE AELH(1739), #E A= HCQ B
et H(159%), EE A=O] HCQS} azithromycing BHRT #H(1728)22 Wrol I
ottt 159 A 4 7 A=A Bk Qo] 449+ BlasiE W /o
3 ZpolE Holx] ookt (HCQ + azithromycin vs. HE A& odds ratio [OR],
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0.99; 95% CI, 0.57 to 1.73; p=1.00; HCQ vs. ®Z X&: OR, 1.21; 95% CI,
0.69 to 2.11; p=1.00; HCQ + azithromycin vs. HCQ: OR, 0.82; 95% CI, 0.47
to 1.43; p=1.00)(30). °|HECA N3PH o] F2LE W AldlAE HCQ &
I #E A= o 47 97984 HiESlET F 2 el 714 @1 s He ¥k

o oA Folgt Aok QA H(HCQ, n=4, 4.1% vs. EE A&, n=5, 5.2%,
p=0.75), & & Ztoll AAA AFgFE] UolME= Fefgt Zfol7h IUTHHCQ, n=6,
0.2% vs. E= A&, n=5, 5.2%, p=0.77)(33). T= Asto| T WHIAH S5 Z=
W19 23t 3082 tdeE AFeE T2 A AI-MHCQ ol 159, E& A=
o 1584 wig)elM= 4 F HE7AY 717te HCQOIAM 19(0-2), #E A&t
AA 19(0-3) &7 Ho| & & Tt {2t AfolE Holx| okgftor, FH CT A
HCQ ollA 59(33.3%), # AmwolA 79(46.7%°] HHY <5t 24& HAlC

f/u CT & & EA0IA 3EE= 243 Btk X3t Y F HolgA SHAI7HA
°tl°J 717k0] HCQ oAl 49(1-9), EE AmwolA 29(1-4) 2dS H3lou A

o7 {I3t ZjolE Holx] APTHpy0.05). SHATE o] A= SEFH A 7} oS¢
Aol ¢ W2 9] IRA=Z YJOE k= :rLoﬂlﬂ Agelo] 8% o= AFZHt
(34). WHOOIIA 2ot 2918y YA; A9l Solidarity trialolA%E 954%0] wigH

HCQ w3 9067°] HiHE #E AmdS HISIHE W, A% Z=4 4 A=Y
Xﬁﬂ ATES T 2 ol FolRE AolE HolA] ARCHHCQ, 11%(104/947) vs.
A&, 9.3%(84/906); risk ratio, 1.19; 95% CI, 0.89-1.59; p=0.23), A+ A&+
71A &1 AlF OqT(HCQ 8.8%(75/862) vs. EF A=, 8%(66/824)), UY 7
2ol Qo] gt Aleli= HolA] htth35). wafolo YTt S5=/FF J:L_E’Ur
19 SRS o= et —rZM‘ﬂlV‘q SN G AR A A S T 3
T 8UA AIARE HCQ #27%)9 5¢ F HiolgiA 54 A= #E A& #(26%)
Hlg] on] e A BoiFA EICHHCQ &, 0.24 [95% CI 0.03 to 0.46]
loglORNAcopies/mL/24h vs. EZF A&, 0.14 [95% CI -0.10 to 0.37]
loglORNAcopies/mL/24 h: reduction rate difference between the groups 0.11
[95% CI -0.21 to 0.43] loglORNAcopies/mL/24 h.)(36). oA Z2ZUH192 UL
gt 1507 (1487°] A5/S6% &4, 290l 55 &= W*}EE Al g7 &
29l 3 4 AR (HCQ ol 757, = Amtol] 7584 HiA)olA= 2894
7HA] BlolgA FAE0] T 2 7o % AolE HolA] ‘E%QM(HCQ, 85.4% [95%
CI 73.8-93.8%] vs. ¥ A=+, 81.3% [95% CI 71.2-89.6%)(37). S -3HAIoNA]

o
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T AR 4 A 488 tFo = o A 38 A4 AlRAlA CQ &
oﬂ 18“5, HCQ <ol 18%, ®= A=<t 1270] W=, A+ AlZF AI-EEH A4
Q1 3E7HA] Al AZRS CQ oA 5.59 (3.25-7.5), HCQ w4l 6% (3-8),
BE AZFOIA 7.59(5-16.25) Fom, ZZ CQ +3 EFE AETE HH(p=0.019),
HCQ# #E AEZ HWoIRS  f93t Xolg Ethp=0.049). Hiol2|A 47}
A9 AJ7|= CQ oA 2.5¥(2.0-3.8), HCQ oA 2¥(2-3.5), E&E A@TolA 7
2(3-10) 242 HoH (p=0.006), CQt HCQ + EF #HF Amo] Hs| AL
717bE 9o, FH CT A & Xaao] vg 2 O‘*Jﬂ SH A&7& B
2 AfoAME F5& F2UH9 I Ago] 9lo] CQ &2 HCQ o] a3t Q=
ZA0& Hustglou A4 5EH A 47 Wi Aol § U 9 TAEZ IR
ok Aol Agelo] Bash Aoz BZHET (38). AHRINA F4F 5Y oyl 73

>

|

% 29 B4 20382 o & RANEY B U4 ABHCQ 2l 136,
Bz Az 15790 WAL 38 A, 79 A Helela FES w3y 9o F
2 7o) f9Ist Holg Holx] YYOMBUA, HCQZ: -141 vs EE Az, -14]

logl0 copies/mL; 7¥¢ A, HCQ + -3.44 vs. ¥&F AE -3.37 logl0
copies/mL), HCQ A&7} Y49 AILE FFA EJOHHCQ + 5.9% vs. EF
ilfm‘L 7.1%), W& T8Y 3E 7I7EE @F APIAE FSEIATHHCQ + 109 vs. E
7T 129). & B A7) 95t 4% F2u9 M7 o] 7] HCQ < A
Eo}CwoﬂE EE A= ol 9v] Sl= ATE IRIT & YUATH39). v=T At
oA 4 L 49 o9 YHskA] P2 AFF FEU9 FAEE WIoE APH o
718 529 olF WA A4 AlEol oothd 21239 HCQ <3 211989 FA4A] of
Z7HT|=E folic acid, 7HUT} : lactose ARE BIWSIFS W 149 7+ 4 SF=0
Aot F - 7l FEet Aot foH(FEY F5EY Aol ARl 4, 12% A
Aol £%], -0.27 point [95% CI, -0.61 to 0.07 pointl; p = 0.117), 14¥ A
FX2] di2230%, 59/194)° H|3] HCQ w24%, 49/201)°4 F4to] &5 Flo]
g slglou & 7 Ztol §93 Aol HolA] AQItHp =0.21)(40). thetollA S/ &
A 49 olH9 BF/FTE AR A YR t|® B diRd 3 A+
ot 3 AFE FAlol Xystgirt. ol TR 3 94 Aldele § 33%0]
SE5]0o] HCQ ol 219, EF X&) 129o] viA=E e o] & HCQ wolA 1
H(4.8%), = A=A 299 FRH16.7%)7t azithromycing BAlo] £ Hict.
AT AIFF T A9 1497HA] Hholg A7t 24 El= 717 HCQ ollA 5YU(1-9), E&

N
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AgaollM 109(2-12) = F 3 ol folt Aole HolA| eftom(p =0.4), 14Y
ZZH HCQ oA 81%(17/21), EE A=A 75%(9/12)014 wtelziart 24 44
HAHp = 0.36). 14¥ A7 HCQ w9 28.6%2F EF A= 41.7%0A YA
ZQl 3]&o| TAEGI oY F I 7k {5t Xjol= HolA] A9ktHp=0.51). ¥3FH o
Toli= 379°] SEEU2H, HCQ wll 287, #F A=mwo] 950 #A=US. A
149 A HCQ <] 42.9% (12/28), & A9 55.6% (5/9) oAl Hiel#A7F 54
H ade Ethp=0.70)41).
T AT F9A4E HCQ 95 52 azithromycin B3 Q¥ AF FZU=E QI
ATES FEAY AR 2A- E@o] "Hrks ATE(29, 42—45) IR
e 219 2] 27] ©Alo] HCQO steroid & HEsole] Fold ¢ A &
= 50-60%7H RE 4= Stk AF7F QloWK(46) olof Blef AFFES REAY =&
o] EZ] ¢, Q3] FAWS Atk AEE ol HIEI QIrK18, 26-28,
47-52). HCQ7F HolgA SAS @3APle o &37F 1eH(20), HCQO
azithromycin ¥ 8%0] Hlojg|A FAS dEHAIIth= A7t = §HA(53), HCQ
7b Hiol#A A9 ol HA| Rithe A4t ZaET HiEo] QIth22, 54). Hio|
A g4 HCQ Hrt} Lopinavir/r1tonav1r7]- a3 k= AF7F JoK55, 56)
T oA BEF 2t gloke 0“’4{57)
23] AAY FAaE %‘LOML CQ &2 HCQ= =419 gl 9lol Y4
Aol =2 F= Ao dsiA FEtt A7 FES FHE oA 8% F S
7Kt & ol & AYE 7S] dE2e] 23E Fxoke Zo] Wie- Fasitha Ax
skar ITH58, 59)

m go fol'

1' o, l-Ol'

m§
HA 2 F9Ut wWol A £52 F5EE HHo] HtHmoderate). Hlo]HA 23
o oy ZAF AR A SE2EH AA $IR9] L7 FESA| &1, tifR

A= A=A ke, A 25 HolA oot 27 $E2 W2 s udd

43



F2LH9 Ext XZE et 2 27| YETIRXI e

tHlow). Webdl SAHQl RS 2ASE wet FF DASELS ES(High)
oz Wik
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2419 SAA lopinavir/ritonavir A2l Foi7t B A7 EE FAA| gz
o] Hlste] A=a 9 /o] =71

O PICO 24
" | ¢ 0 H|Z
o Al
. MAZE R
OZ X | e OZI|HEST| AMA
= 2XX| O§ OL'Z?J-E ;‘L -|O_|o|o_l oo RCT, Hlw
= . o mg
[Z2LHM9 St | lopinavir/ritonavir T T WO
e oiF, i B3 TR ORE |
BB QA o
. o R
o HO[ZA HIETIZE

O #HiIE

F2UH9 3ol iﬂ]h}ﬂ]E/E]EL}H]E(lopinavir/ritonavir, LPV/r)9] Fo& #

T gheth (@ASE B9, ALSH O,

O EIOUH|Z/Z|ELHIZ 2 7|2 HE

Lopinavir/ritonavire HIV Hlo]3A EAE Aol Tl Eojas AAZ 2
749 PFutolg A JEOoZ FAd=o] ot 200090 wl=ollA Alo] s7FE o]F A
AIAINA HIV A2 f-850] ARGEL ot 1=y t& HIV ARt 58 %
ol EHstyl, HAet TELL 22 As|A o7t &3] FHbEe] AA AR =T oA

2 FAHI QA Yot 20029 % 55 F4 587 SFd(severe acute respiratory

syndrome, SARS) #3 FAlo| ZZu} vlo|gAo] JAFH oz FI7} Qoks A+ ATt
7} AJTHI). 20208%E  AlE iurtl}olﬁi_ 4 =270 AFA AFoA
SARS-CoV-2 HIO|YAE A= a7} 9l At 23t SREITHD).
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. #o=

O A Q% (Evidence review)

ol ERIet A= ¥ 11HoISIH: °olE F HE PHpolHAAet Het Fofew
T7F X" RCT A7 19, fifdo] O JHpol2|AA] FolZutez 44
RCT &+ 2, A+ f3o] I A9l 1082 AQstatt. WA, & dA3 7]
<5 A+=L lopinavir/ritonavir A&7y} PO AAE FoolA] k2 tixFo2
T/8E RCT 9AA+ F 4Holqlth

WA HF APE dAATE T AF WA 27F 7P Bal Fo] w2 AFe
RECOVERY Collaborative ~ Group®lA  A|¥¥H RECOVERY (randomized
evaluation of COVID-19 therapy) @7°|tH3). o] d+4+= AAF &9 =7H 9l
= 3 72 =Y 17671 Ym7]1He] Holstial th T Z2U9 AYeR
At 1841 o2l AgRleltt. Lopinavir/ritonavir £t 1,6167, FHfo|AA]
HIRO|T 3,424 25 #AokeloH, A7, A, AF, 714 2% 4 71 94
Al AR 89 T 7] BACM T 22 AolE HolA ¢dith 28U AMES 4%
23%} 22%2 Apol7t Y l(rate ratio 1.03, 95% CI 0.91-1.17, p=0.60), 5714
357 AFE ES 4 10%S 9%E F o Alelol §9Jgt AfolE HolA] A9ith.(3)
AARAZIA7F FEsted A AlIA 3070 =7k9] 40578 WeolA  remdesivir,
hydroxychloroquine, lopinavir/ritonavir, interferon beta-la 2F=°f ojst 2
RCT 37 A77F AP=AHE). o] A7 T2H19 HAo= YHUst 184 olidel 4
s F AAFgol H8% FEE oY WEZT W At
Lopinavir/ritonavir &£ <= £ 2,79199 @A EFEAY FHF
Lopinavir/ritonavir 1,399%, H|2FE iR 1,372%S oz B4E Algsgich
AY & AFGES 47 9.7%, 10.3%=2 Aol7t glglem(rate ratio 1.00, 95% CI
0.79-1.25, p=0.97), AR F MEA A7A 2F71E BAT A vHlE E3F 2
9.8%, 9.6%% F & 2t Aol {UUTHrate ratio 0.97, 95% CI 0.79-1.25,
p=0-97). AlEI=LHlolHA |3 7] lopinavir/ritonavir Z|=A|S] &3] tis] A
0= AlPE RCT A7t QUTH5). o] A S 8 AF9] 3 oA Ayd
AFE 18A] o9 4 F 4ta Il BRI FEk oo IS difeE o
Tttt & 19999 A 5 99782 lopinavir/ritonavirg F2F6t1al, YA 100
B2 v ARE AP 55 AEFAA A9 A 34 oRE Bds

rR 1= S
tlo rlo
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U

71 Al 44 &% 7HsAd, Y E8 oF Ah 3 EQ oRE FEFeE wds
= Y =g TS, AT I = B7F A e 131 (95% CI
0.95 - 1.80)2 7HA9l a7t AL, 28Y AFGE ESF 19.2% vs. 25.0% (95% CI
-17.3-5.7)& & & 719 Aol= {ISIch o]9] HiolHA HiE 7|7 Y 7|7 EIF 2
AolE Ho|z| okokth. oyl lopinavir/ritonavir A|EOlA ASP|A] EHACE
1375(13.8%)°] Fkoll F& STt

oA AFSE gt AT o]Q YA 3 A7 AF ARt 47F 86HolT, 1
lopinavir/ritonavir A|&a0] 3450 & Zof ZAujof| s AFH=r} ¥ 5 211]?_
T S S5 A ERolA H|eREA SAEY} H|aste] Hiol#A HiE 7]7ht
454 TR AR BFo)A Aot o E HAEHITHO).

AA7HA] FR0A EaE RCT AF-E°lA+= lopinavir/ritonavir®] 944 7§14 &
o} Hio|HA HiE 7|7HY] ©5, AFLE AAad 22 I RS FHE E 4 A&
o] a3t gl= Ao ZEZ W1l ot EE lopinavir/ritonavir dAE F=H19
aE SAo|A AT A oFY] A &l diel =] A&+ UL 5 Aok 1
U HIV oA ARgshs o= HojA o ate] 90%E EY 4= e 4= &
7t fAET Bt o] dize] of & WACE 71l A4 T Bl 7t
T8 S ACE HIAHY). ER, AFVASEIE FHole SR ¢ FHeR
ok Fofsfof o}7] wizol oFEdto] ¥Eo] U= 4 UH, AES RCT AF-=0lA
AF7IAZE7E AR 92 SAREAIAE SUsHA a7t gty EaEdch @
58 =9 ORI oE FEE FHSfoF st ARIZE St HolA ZEU19 Z
& SEAoI|A lopinavir/ritonavir Fol= HEEA] E=t

ul) oﬁ olN

BAQIge] FE5T, A7 Wil AUsT A3t AW Heele 5A% A% A
7t =& =it dHolA $9 24 52 =3(high) oE wdRith

2. 0|52t o

Lopinavir/ritonavir FofolAe] H/del dis) AAlsHA et d+ 20E A
He, o[RS Hil wlE2 FALOIA 48.4%, vISATolA 49.5%2 HIHTHG). ©f
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= A4 AA ot A= S HEy 9 FAF FFte] ¥l I8 e Fo
okEo] gt ol whZol EAEol U = W1 wiEol shAol AgHHolck It
lopinavir/ritonavir &4 13.8% A7t AS7|A EHAOR RS FUSIA
the B0 disiAe 97k a5t ofF AE& o|50] §I7] fid] o5 ] 9

7 o w2 4 9k

3. EXfe 7X|Qt MSE
Lopinavir/ritonavir A9 AFRO & UAA FHo] Qithd A= AT Qe

Aol

4. X1HEHIE T8
HIV 35S diifo=z Ao G551 Qe =g HAo] ot 3 &9 714L
45009 gzolH YA 219 TAES YR oFF 23] 58S st

5. ZL =M HE2M(Acceptability and Applicability)

1) O2 27} LYZIEX|EDe| #D Hlw

MNARA7]HWHO guideline), ©l=(Centers for Disease Control and
Prevention guideline, Infectious Diseases Society of America guideline), 7Hit}th
(BC Centre for Disease Control: Treatments guideline), ©3*(Australian clinical
practice guideline), FEMHE(NSW Health interim guidance on use of antiviral
and immunomodulation therapy in COVID-19) A& A& EFoA 273, o4t
207 lopinavir/ritonavirg AREOHA| YLE Hilskl Qoy. FIH|IEE (HE 4)
off AAISHAH.

2) E-LH _?_g.kljl_}- I'I.Q.kl II'.17|-
NECA A=A A=ESQ015)004 Add = #8485 284 B7t=+E &8
stof olg o/l A= A digt s 84 % A8 BriEE (FF Hol ARt

6. 7IEt MRIALY
o A g
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Horby PW, Mafham M, Bell JL, Linsell L, Staplin N, Emberson ], et al. Lopinavir-ri
tonavir in patients admitted to hospital with COVID-19 (RECOVERY): a randomise
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. #o=

O 2a dyme
29 SAOlA 7] FHto]HAAY FolZt ExEA R E FAA|] WS A
g 9 Aol ojmerl?
O PICO 24
P I C 0 H|?
A
7\HE71/ECMO X2
e JPE71/ECMO (2 712t
* V| \ _ -
+ R BER|2 SENE A=
F2U19 |, Umifenowi T - ZERA RfA J2E RCT, H|mzO|
| paronavic| 55 ZMMA S0, HENC, | Sl BRI
MV, ECMO
marboxil S ot )
oHEE B8
o 5

O #n

Ho

F2UH9 Rpo|A ope|n]ekE] E(favipiravir),

(umifenovir), &=

AP 2 (baloxavir marboxil) &
I gHA A BolE F3E Ad3glo]l HaloHA| Y=t}

@7rE: ¥, 9355 O)

2| A(ribavirin), FH[HEHE
7€l Hlo]HA A g3t Qck

O 7IEt gHtof2fAx] 2

Favipiravir (Avigan®,

o 7|2 My

T-705)= H

3t RNA sojgi2o] djsf a3t Jle 2oz

A FAEA, T 7] BHEA] gRont ot FEl AR AEote] Hiol2 Al

RNA °]&4 R
geiis oA

NA Sda29f 285

4% A% vad & s

It O

Roz AZYET1,2). SARS-CoV-20]

T (half-maximal effective concentration,

ECs50=61.88uM, selectivity index )6.46)°14 HIo|HA AL AAIok= ZoE Hil

= B Qek3).

Ribavirine

AA oA TH4-7).
MERS-CoV 34Jo] AA|=|R] ¢tar, QlA|o

29 jn vitro oA I5Eo)A SARS-CoVY MERS-CoVel 541

SEERCRCR

g

S40] ek

URHHQl  FEEE SARS-CoVu

A= skollAoF A7t H
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At} Ribavirin?}t interferon®] WeraHO| 49 22 in vitro F7-°14 SARS-CoVol
o] AFES A ribavirin®] 8 vEE W1 AS A7 YUEE Flo] ERIES
TH8-10).

Unmifenovir (Arbidol®¥e 2AlotollA el FufolejAA2A, ajotel F3olA
UEFAA A AP 2w FHo= FAE] ok o] 2FAl= indole FEAEA
Hpo] A} &3 A|29] gl JAlSh= A Eodsto] tefet 71de B9l FHAT
FHtolg A gaIE 7RItal gEA UtK11). Vero E6 A|EE o83 AFoA=
SARS-CoV-2°] HisiA Hiol2iAo] Fah} WEAH|(endolysosome)ZHES] W&ES
Wafistol AAZ AAlsks A2 HaH B Itk12).

Baloxavir marboxil (Xofluza®)] At AH=Ql baloxavirs Q1Z24i7} Hlo] AL
%84 complex % polymerase acidic (PA) THA AME[UO AAAZA, o] ¢+
WA o3t cap-2l&F IR AL A4 (endonuclease) B Alsta] AEF
Azp  HlelHAY  EAE  w=tH13). AlZ  AHA(Vero EO)IA  baloxavir’t
SARS-CoV-20] ot gHielgiA axprh Qiekal Harte B QlowK14), Witz: 1A
Urh= B QUeH(12).

N

O 2H 2% (Evidence review)

Favipiravir, ribavirin, umifenovir, baloxavir marboxilo] o3t Hd1E Z3E 7}
oj=gRlE 2F owol AHHT 47| 7holmgelo] ket dFE F 15Ho|ql,
7t AME Bl g1t A= F 5HoIh

FE AR xIE A7E F 2080z FREAE| wA4A H(randomized
controlled trial, RCT) 9%, ¥& A7 11HoIgth FFE <A ¥ A th3
Z

Favipiravir®} umifenoviro] oA AlQE 6749 RCT 7Fdl I3+ AEZ A4
AL AP AL VIR, o 9= 24089 IR/E LIE FRY st
favipiravir®} umifenovir 78 M| FAE Folet F 794 A SHS HW
Sty 72A17F ol WY, WHISE, AAkAaFo] gl Y A TEdt HlES
favipiravir £l 61.2%, umifenovir FoJTollA 51.7%% ¥ o+ Afe]o f-2]u]
gk Zpol7h AL H(p=0.140), 4ta Fof ol & A=V BRY FF52E9 olF
Hl&o= Fou|gt Z}o]7F QIATH15). Favipiraviroll el AlE U#A] 3749 RCT+

57] 2HEOIA PCR 24& ¥AF A#= A5y, BT favipiravirs Fof2



. #o=

AN T IS FoStAY FAE FolshA] B2 &, Z2 f Vipir@lvif% =A &
ofgh ol Hlstol S Al Zol7h glsitk(14, 16, 17) UF AT S dEe
Ak W ARZ AASIA Y, HFE AFgoly 55 A=) AgPa} Lol St I
ARS8 ARE W] UL, BR ARE TERF FRo|x F 7 7ol 2o
7} Qldtt. Favipiravire] thet 3 A4 2712 25 lopinavir/ritonavir®} B3t
o7 F 9 BEE interferon-¢ SUAIL ®HEoIFS W favipiravir Tl
PCR |47 &5 CT 2#o| ¢ #H=ttyl EisIioy A Aie TSR] 24k
(18). Hydroxychloroquine¥t ¥{gst Aol & o+ Atelof] ARgoll= ztol7} §i%
ST AY 717k favipiravir FoiTollA o AAHAl HistGioY, & oHAlE
st /‘] 710 Fofgt Ao] ofyegt F2W9 §3 2710 favipiravir® YA} A7 ©
= Ath= Aol ATK19).

Umifenovirol| g AlgE YHA] 2749 RCT= 25 "M &(exploratory) ¥4 Al
A0 EA, PCR ZHolu ¥ 9 557 49 24, 55289 Y 5ol 3lof 72
o3k zpo]7F TEEA] K20, 21). Umifenovirol] st T A= F 67102, o]
7}e-d 4742 PCR S.XL% A2} A x= AAsH. 11 F lopinavir/ritonavir &2 &
olg} AAE HRFCE I AFENAME favipiravir TN 4 £X7f w2ty
Hslou, HPIHAAE FolohA] g ti2aS dde=E oF AoMe & <9
Folgt o7t gllth22-25). A ARE HEAT ol Lh 713 &4 oR s
gog sl AFgolu 55 A=Y ofF, HY 5 v Sle Y ARE HIS

2] ¥TH26, 27).

Ribavirin®] s AlgE RCT+= E5F 370] &
interferon-g1b, lopinavir/ritonavir B3 £
o HWelE W PCR S48 944 2454, NEWS2, SOFA), AlY 7I7tol= #o
3k o]50] QUoH At o] o9 FF ATol= o7t gl A & & BF

oA drAYSIA] URUTH28). SHAIRE ribavirin + interferon-e, lopinavir/ritonavir +

lﬂ-ﬂr_»a

oM, Olﬂ

;O
FIF

o

il
o r

0]

=

Aok 3t AT A= ribavirin,

S lopinavir/ritonavir @5 Tl

-

interferon-e, ribavirin + lopinavir/ritonavir + interferon-e2 37 ¥ S8¥H&
H e AoA= PCR S47HA] A= Azt ffet Atol7t gllal @58 374 H
FaolA A FREol § ESsH ‘Q‘@ﬁ‘PME}(ZQ. Ribavirin®}
sofosbuvir/daclatasvir B3t E0jS glo|gAASE Eojolx] L2 22} H|wst &
T2 RCTOA= B 8¥TolA A 717telu ?QPXV‘ U, AFgol frelRt Atel7t
o F 9] 71A E/oll Apol7t AN &AL 7t HojA AES HE7] oAt
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I

(30). Ribavirino] s AIBH 379 #F A4 7kl & 719 3¢ dAfolx=
ribavirin @5 Foji-g FHPo|HAA| v]FoiLtIt BlwotAY 10p1nav1r/r1tonavir +
interferon-o B T ribaviring E3ISF 34 B3 Folitdt H]JJ_OP < ol
PCR  S4dolvt 4 7Izk  APgol  9u] Sl Aok glSIHH31,  32).
Lopinavir/ritonavir + hydroxychloroquine& Fo3t &4} 7124 —.—ﬂi ribavirin
< 5o #3 sofosbuvir/daclatasvirg FoIgt w2 H|W3 [P FHE AFoA=
ribavirin® ®|s}| sofosbuvir/daclatasvir FoiwtollAl Y 7|7F, FSAA A, Apgo]
FofstA AQitta Eisigioy FHpolHAAE FofohA]| k2 diERTo] glof
ribavirin® &3+ 718 = GIATH33).

Baloxavir marboxilo]l ™siAE 179 RCTYF ERIFQLE o] A=
lopinavir/ritonavir 8- darunavir/cobicistat¥} interferon-e¢ SYAE H-E& Fols}
A FA o 712 baloxavir 22 favipiravirg FoI3t J24, PCR 4% ¢
4 3 &% BFo] fouet Zjo|7t qIgitK(14).

-

Favipiravir, ribavirin, umifenovir, baloxavir marboxil® &¥of| ths] A+
RCTSE 8 @7 25 ofF oplel 6 ol S 4 23 A el 2o,
Zo i = S Ak 2k ok E3] Q31 AAF R EQI APY == At
=29 A3, ﬂ% T HEE 4 AHEE AT A w0tk 8 AEAToA
BAAR ol50] FYstA| ok, ATY EESTE A HESo| w|R[A] Ao, H|
9 e0] ofel G St BT $TE0] S 1 2 B T S
o 27 5L Wellow) 02 BT,

2. 0|53} 2ol

Favipiravir, ribavirin, umifenovir, baloxavir marboxil®] &xo] tisfjr= A
o] RCT7} HalEo] o, APgely $5 ZAa=zo Ay, 3& & Y 5 58% o
& ARE AR A A= AY ME} WY AEE HIF AFE0lA FE Fo
oA I3 o]5o] THER] okor, PCR &40y CT &4 5 HUA X3 9l
olME A} ATEA BQUTh wEkA AF7AY ZAE HEoE HHS W FELt
19 SAA o5 FAI7E Aol $5 B HIES SolAY Y 7Tk TEAE
7FsE Rtk

=
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rH
k1
Ho

o] Aol A o2 AAof ofFt 5 FAREOIY o|Z It ofF T Wik
= H2FT ot Zfol7t gloltt. SkAIRE, favipiravir?] &% BA AolA 5% BE
oA FAEOE Qs e ST HISHN, the AFolAE IRAIES
g3 A =2 gEid oikr] HAYRAALT) ASE Easkltkle, 17).
Umifenovire= RCTOIA @A/FE7F Bo1AI(14.3%) UERSTHY 1= 01K20), &
AtolMe diRol Hls] I W=7t Folot| wA= &UTH24, 26). Ribavirin ©
E08 Folgt A7t A9 glo] eiE B7kel] off Sy, FHCIHMAAE FolsHA|
%2 IAEE HRLeE T W AFoA= ribavirin FoIFolA APAH o4t
HE7t =4 49k HARo] g 7] FE% IUtH32). ST g 7 RCTAA=
lopinavir/ritonavir + interferon-e3} 34 34 W3 Q9 A] F2RE9 W=7} =9
1, ribavirin®] FAE0E &4 NI} WL FAvL A dHA oHE AREI
97} @ Qsitt,

w

. EXe| JIX|Q} MSE
SHo|A] FRUH9 TS gtoZ A7 oA AlElo] tigt 7HX9F ATES AR
A itk sHAIYE 471 oSS I 2t gAY Wie AL AoE diEE
HFH, o] ofAlEo] FHlolA ARgo] FRlEo] A AW favipiravir, umifenovir), &
JE HEFol FBHI99= wWiE- HhEAWribavirin), °oF] AME FH¥o] EWA] P2
(baloxavir marboxil) AL 185t ASTEs FS Ao oAl=Ech

4. XIAE(HIE Z§)

Favipiravir® umifenovire= WA ARG FQlo] HolQIA] ot AJAIE 2|9
E2& ARgo] E7Fsolth Ribaviring ARgo] SRlE0] U 7L AA P H|-E
H|3 A2 Ho|t}. Baloxavir marboxil H|3o] 2FAlo]1 F2U19 FRjof| Foigt A
FollA 2~33] Fofslgiong HE Fgo] & Hoth

oM,

5. 2 £2M1 XM2M(Acceptability and Applicability)

1) OiE =7t YYTIEX[Eate| A1 Hlw

WHO 7lo]=gkeloAE favipiravir®t umifenovirol] tfjAle HAIZHO R, 7]et A
dAHAog JJupolgA It Qo FEA HAlE0 HsiAe EZBHORE FoisiA|
¥rs Hisky ot 2F 7o|=ERRIojA= baloxavir marboxil, favipiravir,
uminefoviro] Hafl WFAA Qlofli= FolohA] =g Hstar Qi
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2) I sS4 MEY I}
NECA =AY AER2015)004 7ge =i 845 284 B7=75 &&
3t ol o/l A= A it = 84 % A8 FriEE FF Hol ARt

6. 7|Et 1AL

Favipiravir?}t umifenovire 20209 129 @A oA ARE SQIEA] Uit
Baloxavir marboxil2 4491 9 9t 124] o4} H4AU9] QJIEFQA AFY E= BF Hlo]
HA #gEo Ao 5=l itk Ribavirin A7 AR A T4 CH ZHHAA
Qe 2 dut-2b Ex= HIJEHE Aub-2a,-2b FARRE BHEFo o tig] 5900 QL
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S Bx] Zoon, 1L-6 A48 =t #HH oAlE0 ditt Z2H19 Am ave} ¢t
/el Bt Aol A= 1 Q.

O 2H 2% (Evidence review)

IL-6 AAA| AREe] diet AE ZIRE 7ho|EgiRlo g 3Ho| F AHESIth 47]
Zhol=eRlof x23He A= F 10HelY, F7F AMS B ERIg dHe & 6HOl
At HF SAR 2 AFE F 16HCE RCT 6¥, AP &2 334
AHprospective or retrospective cohort study) 6H, T R A7 (case
control study) 2%, T} Al A-H(case series study) 2Ho|JT}.

Gupta et al.(2020)9] Aol TEH, SEAA A3t =29 SAF 4,485 =
Z3ol= 7|8 FDE A= Y 2¢ oHo] EAZFHE Hot &2 FWE B9
FOFet o] FofehA] k2 ol HIS) W2 APTESZ ESITH125/433(28.9%) vs.
1419/3491 (40.6%), unadjusted HR, 0.64; 95% CI, 0.54-0.77] (8). ©l2t FAFHA
o A | Aol T ZEU9 A4 Y 69 ool EAYFEE T
oFshd BEES FosH BEARITE 23S FRISIAITHHR, 2.2 95% CI, 1.3-6.7;
P ( 0.05) (9). Rosi et al.(2020)2] ¥3FA FJE AFoi= SPO|EEAAEE S
Zauplol/g|EYt|olE FoF vk F21}9 58 P IXEA 27|(HY dY 2¢
oo EAZFT400 mg A Z2 324 mg TshS F7IE FI¥S W, AFGE
2 F9oH €9 ZIE HA5FHI[(34/68 (50%) vs. 7/90 (7.7%); multivariate
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HR, 0.057; 95% CI, 0.017-0.187; p < 0.001), EAZFH] o3t F2R82 HiER|
goltt (10). ol&2 F2UH19 FF5 SR EARFHS £7] Fofo] Aw A ¥
of Zlofdtts 2HE AASHALY, AR Ao F= S HWeE AofskA X3t A%

Mol gtk T, TW|H FFH A7E BN, 33 2O BN EAFT
o Eofo] AgEolt gH Al RelsA Jlefsh Talthe BuSE Yot
(11,12).

Guaraldi et al.(2020)2 ol¥ote] 3% Q|27 35 FRHOR AU B
SU4T(ENSFY R 179%)2 PO 4G Aol mEw, thig BAS B
o) EAeiFE Bofo] H4H A £37] A8ot ARE Ao dashs AL @

QI5}tHHR, 0.61; 05% CI, 0.40-0.92) (16). Rodriguez-Bano 59 t|# IFZE
AT A I A4S B9l EAYTHE TR oA gzl v A= 21
A AES Yot E9otl BEUSATHeAH], 0.07; 95% CI, 0.02-0.17; p <
0.001) (13). &= 7|3 TF AFAE FH4m A (propensity score matching)
F4Z AT 23 55 ZEUH9 SRolA EARSY Tl APTES oot #
AN B3k JAJTHHR, 0.64; 95% CI 0.47-0.87; p = 0.004)(14). A%l
3 S AT 9 71§34 IS E OHOME Fo o FEY9 =
9%—5& SAEONA ForelA] B2 sl HIsl, 7|3 AHolu A
Y ARUCHHR, 0.40: 95% CI, 0.20-0.77)(15). & o o 7|
SY¥H FZE AF O—M, 5 ZEY9 HE SAE teE BT FOR6HY,
IARAE o8l AFA UF 5571 AR F2 AMEY T Ao €Y & Ao
H

0.61; 95% CI, 0.40-0.92; p = 0.020)(16).

o,
> 4
;§

Wl SO 9] WY ATOINE ENLFTS FORE BelN RoRbY g B
Al ¥ AYEE fERA Folis A7 Bk 34 R Sone 5o 4 43

H A olFHA fUdHRT AYoME 55 ZEU9 A 243HS EFSISITh
o5 7| ATE SHA LUARE AdS AHY ZAC-HHE o, 111]3]‘%1 D-o
= AR TAY F7H7F A6k FAREIH. flektol B, EARETS
3] Fofgl SAElA AR 2894 71H AT T AEEY FAT HAE ZRIsHR
ETH17/161 (10.6%) vs. 10/80 (12.5%); HR, 0.83; 95% CI, 0.38-1.81) (17).
Rosas et al.(2020)2] 224 7|3 o]5H4a AFizat AIZ(COVACTA oA+
5 I=Y19 HE 4 45272 teR SigiH: X]E;L(HZZ%)J} A& (n=144)
7+ A& 2894 A SA-(p = 0.36) S APTE(Q = 0.94)2 F5E AolE HolA|

D)
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ooy, AA A 717k AmAolA 8Yo] ©5ESUN(20.0 vs. 280 5 p =
0.037), T4 ¥ ]Zlﬁ 5.89 @& & ‘2119113}(98 vs. 15.5 & p = 0.045)
(18). ol EAFYUS YAohs AFAF Zapolla] dHRE F2419] ol5HA flofiEw

ATF(EMPACTA H7H)ollA E/S,__‘.E]-ZFEM Fofo] F21H19 EAL9] 28YU AMFES FOI5
A Z°lA E3th= 21} FARSIEH19).

Salvarani et al.(2020)2 FAF HAAMIA F2ZU19 #Fo] ERIFIL Pa0,/FiO; =
200-300mmHg % Hg¥ C-5kg @io] Z7RE g4} 12685 HeR, AYH w7t
Qe TR A AlES Aldskalth FAe aiE 149 ool A ofgt of i
(17/60(28.3%) EA=FT IF vs. 17/6327.0%) EE A& I& RR, 1.05 95%
Cl, 0.59-1.86; P = 0.871= F & Ao]o]l Ao]5 Ho|x] Aith. F4H¢ & 149 ol
of ZEAH YA(10% vs. 7.9% RR, 1.26; 95% CI, 0.41-3.91)°|4} 30 A& 9
Al (3.3% vs. 1.6%; RR, 2.10; 95% CI, 0.20-22.6) & #7t9] foJgt &jolg Holx|
ootk A& FEZ Tk 55 FAES EATSTHOA AHHEERE o gol ¥
At Wb BE Am IFoAMe & o] ATt (20). Hermine et al.(ZOZO)lE
1 w7H el 7 A Al Bl SRRl ddstslon <l §§7] A

= W2 %1 Fojk 3L/ming Akh XE7F QFEHE F5 Z2UH9 9}1} 1319
Hgog2 AFE Psiyltt. EE A=y Hud o, EASY =7t 289 A}U}E
< 04 EolHoN7/64 (10.9%) EAYSH 1F vs. 8/67 (11.9%) ¥ A= 1
& HR, 0.92: 95% CI, 0.33-2.53), A= 14%A HFHoI4 54 I35 2871 A
2 32 A B footA AAAHOH(24% EAZSFY IF vs. 36% EFE A=
% HR, 0.58: 90% consistent credible intervals, 0.33-1.00), &+ & 7t 335
8] Wk= {ORt ZolE HolX] dYtH32% EAZFY 1F vs. 43% HE AR
IF p = 0.21) 21). o3t FA Al ZAite B A 23Rl bgE 27E 2o
Fol, TF AvolA FRIFA g2 TRk W49 I 1ol Fh. Wang et
al.(2020)9 71 w7H fle FEY A Alfolde S5 oY FEU9 $At
0578 tVdo= 33799 2ol dish A= A F BEAZFH 400 mgE FUOoE Fof
St & 2447t olyjo] o] ERIHH F WA Fr@f% gt A}, tixto] s, =&
< FIEA LUOH94.12% EAGFH IF vs. 87.10% p = 0.41), A4AaFe] oF
st EAZET AmdolA fostA daste 7/‘1% RISHATHp = 0.021). EAZS
e FoF 2 gEjo A AZgt RARES %}"”5}7‘] ggto, FARge] A Hiee E

T T

A 250] 59% Q0/39)FR B TR 13% (4/3D)2 SRS g B

A

F
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HA20 7175 o]AH(18%), WMAT AA(15%), TFTF AAaO%elFeH, BT HEH
Az & SHEUH22).

Martinex-Sanz et al.(2020)9] t}7|& FSE T A= FFU9 U IAE o
Aog AY=Ged, EADFHY] A7 aWE sk ¢ e i IRE Aot
1 =25 It AR AR AI-olA C-9RS o ) 150mg/L FHARECIA, ARG
(adjusted HR, 0.34; 95% CI, 0.17-0.71; P = 0.005) ¥ =84 A7 I A
(adjusted HR, 1.77; 95% CI, 1.41-2.22; P < 0.001)9] 9L SosHA &9} =
9, C-8H o < 150 mg/L IAoIAE A= ZIE IRIT 5 HAUTH23).

2 2xE 649 AAAH B 1F 9 HERY dFE MR 35 T2Y19 IR

oA EAFRe] Fofo] AMFE Aol WX FF2 YAH AIE HolA] okt
409 d7e EAZEH XE7F AFEE YoMl At Halskglout
(24-27), oE 2719] A= AEkE Z3e B aokylrh28,29).

F2U9 o] igt ARIEHe] A7 avo] T3t e uie Aoz st
o9 71 ARIGEATE B, AHEETE B T2 158 Z2U9 3 F 1095
A 349 sHo] EEYY, W C-HhS Thio] Thas dAFE ST ATEE EA

TH30).

O #1 nAE
E’“E] E’:H &ﬁroﬂ q]o} AdTsS 72 35 T]l%% q{%ﬂi AF=HAoY S5

o Roge 2 A R A7 $A] Foislo
7] elegit. E3, < A
o A3 587] A48 71Z0] A Gob B (biag e et k.
oliA 329 BAE hIOE EULFTS FUY 0, ¥y ENAY Fof §
it A=t RS HEAA Qgon oF Aol mE AR wute] Feolw ol
o} st}
s, A g A%l dlsh A B B 47k Hel BAE fo8e Hol] of

74



e 2y, B AFoM Agaty g2l gt T MLE BAS] 9t 54
7IHEo] ALEY FE T2 TR wig AF AlE AT ARES 1HEste] £
oA #5& ‘S5E(moderate) & B7I5I.

2. OIS Sish
B9 oY QA A FIE AT ZHES ENNFRY Afo] mEho #1

S0 A2 AT FPAUH: DA BuSA doront, UY ATE B ARES

AAAAY AF 587] Aol B Azl MES Zolt Wl 55 $a89

WEA B4 ke Bt gk Webd R EUE FU0e 4 9k Y e

e, A2A Fopt BAE St §US Aok 9,

91 94 Aol ATk

o} gt EAeF BeiE BAgse Quow WdRe, FE AR5

9%, 919, WA, BUE, 78%, W=d L 79, Y% 9 AxH 149 So| Bysy

ok, g B A4 BAGOR B Aol WA 4 Ytk B AN el

P ol A0S BT UkF, EAW UAF, o4 AW BF 9 AL 4ol U

o FulanEd SHeld ENRY ARt oy @ Aviee Aglelt 2o A)
.

14/365(4%), p<0.0001], o <IFEoAM+= AEY 7P ERIFHA LAtk
(16,17,20,21).

3. &Xl9 Jix|et MEE
gEate] 7Rx|9F Ase] #et APk A A gAY FutgamEdoy A
oS TAY ANEARE SUH IL-6 dAAlE ZEH19 Ao tisii= FDA 5¢l
glo] AW = AR Fof tit GAZF otvn g AAIES Biloks 24,
A m]-oFElA, AR 59 AL Fe QA AFtolA -6 AAA7E 21199
4 ol AAREE 01X BRiths WE g, I3 9= Az ARoA tirE
FZUH9 SRoA ARES HISHA] G AL E o AShs WS ZA0E Jdfdrt
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4. X ZE)

IL-6 GAIAQ el tocilizumab) @ AEAeKsarilumab)E 2012W%0] =ofA]
T AT AT AolEHdTEH ] S0l A AR FU AR AEA!] et
AL =4 gk skAlRE, 22490 gt 1L-6 AAA] ARgol thigt v-&-at 24
of et A+ A= gty Z=H19 QXMW‘C W AlHY FH o =R ARRO] 7h5S

7] gl ol thy oFEold Aleslel glomE ug go] 4o Ak U
AL Py AH AR Aol olEie 4 9w, idle] ARA T H8e ¥
golof s17] who] A=Al et A A" 2Hse] WA 4 9k

5. L $2Mu XME2M(Acceptability and Applicability)

1) 02 27} LYZIEX|Eae] #1 Hw

ACPG2} NIH AolM = AEe 71888 9ds] 5s 92 74
o|9l9] BF ZEUI9 ARE 8] EAZTUE AR &= A ARl Utk
IDSA A AA] F2U19=Z et SHAoM EAZFHY] dAAR] ARGl Hitista
oh d1 B A HEE (FE Hof AN

2) I 290 XY Wt
AdzHoz wWalsly Qi FELH9 W90 sk A W o xFo] ARS st

B9 £8A0 IFS & AR AAfETh ACPG, IDSA, NIH A& -3} vlwdh
o, sig diet skl QI Fo] EAolu SS9 THeF ATkl whE Folgt
Aol 2] ofyth Ao R w2 £844E VU 4 loy, JiAt 2 Aeg
dArEl, AR QIEh 0|58 TE AHET SARE Aog AlgHrh

[L-6 AAAlE A7HagdSolA Q1 e A AofERE olv] U 4 Bl
ool AR Bl e, Z2U199] itk AzAzE

590 WA £t ool7] uje]
BREA] AEe g aeoas S92 Fo Aglor sk

6. 7IEt TR
A A 9.
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F21H19 oA AEFZ-1(Interleukin-1, 1L-1) JAA Folof gt ZA7 &

FEst] UUE MR (BASE 2, BT 5 )

O QIE{271-1(Interleukin—1) A0l Cist 712 HE
A 2149 SR e RZ1-1(interleukin-1, IL-1)52] AEZIR] Hu|7} &

=S}

7ol Aoz FHAQUTKI). IL-1 YJAA(C], Anakinra)= FoUFEA TEE,
cryopin-associated periodic syndrome(E3s|, AlAol7|o] T st= o7 FF S5

5ol s7Fe w2 <kolt. T3h 7|WE FY #8A T AlE(chimeric antigen
receptor T cell, CAR T-cell)o]l oJgt At A|E7IQ1 HH] F%(cytokine release
syndrome, CRS), HAHZEA3} S35 (macrophage activation syndrome, MAS)/
ojxtd EFERAIA HEXZAFLFAS(hemophagocytic lymphohistiocytosis, HLH)2
Azof] AT BF QIEH2). ZEU19 SAfolA H=et A7 #Hlof 9fjt Hd A%
180l = F9 AHE Hol= A9l anakinra®l AREo] AEZRR] E£F2 7IEets
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27 Q2 (Evidence review)

FZH19 ZAOIA IL-1 JAAZ A=t 23 FAA] 279 A=E Hlwet 74
9 DI A= gl ol IL-1 AAIA] A= E5F anakinra® ARESISITH

20208 3%, o ololA, 18A o1}, FEE E A TFFAFTIFHacute
respiratory distress syndrome, ARDS)7} i, #d3 Afefold, ICU QoA v]Z<5
A 7] Agg We IEY9 A R I3FH FDE AFE AFSIITH3).
Anakinrag 5Smg/kg §FCE ShFo| F HALER) AW FARE #2979) A=E
H2H16%)Y A=} v|wetatt. 2194 SAHY] Aak= anakinra A=A 72%2]
SA7F CRP &4, 28 715 40| I, 7144 2] B8 17%, A 6%t o
ZFoAE 50%2] SHo] WAEQIL, 7AH 277 B8R 6%l AP 44%ATt. o
d52 anakinradt 14%, R 13%1A4 AYSHIAH.

20209 39-4% Afolo] mgAolx AIQE AfolA 184 o9 AFRICEA F=E
o] U= At FE2U97F GHIE FAEC] et ARE EASISITHY). & ATtollA
= A 27 ZSE T AEE anakinra ARE T FAOIA AFHoE B2
Atm e} vlwste] EASHATE Anakinra 79 3HAHES anakinra 100mge skEof| F
HY TolFALR 72A17F Fof BE2 § 100mg SR A 7Y &t Fof ®ioiTh
Anakinra 7 557°[a, 4459 A RS 4470|300 Anakinra wolA= 7]
AF e AT STAA A4 9 APTo] 25%2] TApoA] WAYSEAL, AA T R
AE 73%C01A Bt hazard ratio [HR] 0.22 [95% CI 0.11-0.41]; p<0.0001).
tHgRA M E A4 F942 A&HowE WAFQJUHHR 0.22 [95% CI 0.10-
0.491; p=0.0002). 7+=A A5-L anakinra 7oA 13%, FAURTAME 9%2 T2

At

20209 3¥-49 Afolof ul= Z|EYo} X HofA Az FZU9 TAE dfL
2 3 334 FTE AojA= IL-6 AAIAR] tocilizumab¥} anakinra AEE W2
LS H|WSFATHS). 719 tocilizumab AEE ¥ A= 529, 7190 anakinra
AZE T2 3= 4190]H; Anakinra 100 mg SFRO 49 TIFARE B2 0]
tocilizumab X|& o] ]3] AFGEC] RFUATH22% vs. 46%). T A= Al GAl9
A9 S5 Aolg HAG o= ol Xol7t § ol BAZKCE [FotA| &
K propensity score adjusted hazards ratio 0.46, 95% CI 0.18-1.20).

oG 0] AFAL FZ2H19 FARENA anakinra 300mg dHEo] ShH AHd AL
2 59 B¢ T, 71 29 &2 200mg skFol g, mRR|EF dojl= 100mg H

olr
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f¥on Nz AnS TP BASUHG). Anakinra P& 129 pEEe
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A 5Hg BANGE 7%, 748 Wt BRSH $e BR 5) AIAE Qo
ol ARt 19 ek

oj=9] AFAREE 20209 3¥-49 Afelo vl FHO] 1271 HYolA ZEU19E
A gk g2; 5776999 T8-S FFHoE HESHT). Z=U199] 2%t
ANEZRI £F2 A&s7] flote] HRAA| FolE W2 A= A& AwE st
At EF A=mFO] Hgte] AHZEol= WEHR 0.66 [95% CI, 0.57-0.761;
p<0.0001), AE|Zo]=-tocilizumab W SWHR 0.44 [95% CI, 0.35-0.55];
p<0.0001), AH|Zo]=-anakinra B3 HHR 0.68 [95% CI, 0.57-0.81]; p<0.0001)
A7o A9 AFFEC| Wkt 1Y, tocilizumab ©@%, anakinra @5 84
A8E T2 TR AYES BE AET AFGET Ao|7F §IAd

O #HI TIALE
1. 2HSFE
FZUH9 FRIA [L-1 AAA A= gt F29d2 A4 gloH 3334 I35

E A3 gk vk E3t Aol wet [1-1 JAIAQL anakinra® % 8% A& 7]

o] theFsttt. Anakinra &4 thxtol Hlste] 3&, 7|AEY] 8+, APD

ol gt 38Ho] (g Eug =R% AL AR AF A FTEE 1Y
H A4 f940] glojdE Bugt A4= YArh E3h anakinra A& wolg} o

o AHZol=ok] WY 9¥S W2 APt wWop sjAo] ofzgo] ot TPy w2

SRS BASE vl FEY AFolA anakinra $E QS AHZo|= TR g ol

AHEo|E-anakinra S9FQ%ol Hlsle] QL9 SYUE HoFA] Eoigltt. 1zE=E

AR AmZE IL-1 AAA anakinra® &dof] gt 9 IAFEE RE

(Low) 2.2 753l
2. 0|52} 2IaH
5 IEUY19 A4 anakinra®] AREZ HEdF A5 BHE €Y Aol didE=

okgoltt. 12U AHEo|ES H]sto] A, Zdt HHolH 7 %

%, AYA B L3t 57} FEEIF & AOE AtRH.

oL
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29 SlelM FAT ot Al AJEZIRD E30] diet FE7F ARRISAAE Eol
dHA A5 SAoA oo thet Ao WA gk AoE oAl

4, X1HIE T3h

£ ol 199 100mg/ 0.67mL o= g¥t k= 76.392¢0|t}. ¥ AH|Ro]
L9 97k= anakinra©l H|ote] oF7F Ho] HQl HOZA, anakinrall AR H-E
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AEHES PHbol2lA EAZ Hols WY 24 E4E A F5585F7155+
(severe acute respiratory syndrome coronavirus, SARS-CoV-1) ¥ F&5357|%
S Middle East respiratory syndrome coronavirus, MERS-CoV) 3E&}olA X &2A|
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x A
g AR =dE dAes T 6HeE A AA™E(randomized
controlled trial, RCT) 4%, B&AF 2Ho|e}t. TdH oA &4 2= ot &
.

FEUH9 E R 3 HHE dFe dEE QHHEER
lopinavir/ritonavire W3est 2|59} lopinavir/ritonavir 5 Q99 a5 H|W
Sttt 479 RCT A+ 5 7P diE=E Agd d+= WHO FE2 307h=0l4 Al
Y= Solidarity trialo]t}. Interferon f-lat Solidarity trialollAl Al¥E 47FA] k=
S SR F 410079 Z2H19 S tJ2= RCT A77F A=l 25 84
7} oA Interferon B-lag 6¥7t & 33 Motz Fo¥h2 SA7t #FE QWO R
A& B SRS Husiglt F 29 4 7% F APGHIE 1.16 (95% AlETHL,
0.96-1.39) 2% Interferon B-la B AFZE EF X7 HF| AFFES HAATA|
ZOIATH4). ESE o] AFolA] Interferon B-la= 714 & AEU Y 717 4ol
T a9E YSsHA o). Solidarity trial ALt QlEH2o] tigh ohE 379
RCT = 5% tdAF 10078 ©lske] At tolth. o] F &FU& Interferon
B-las ARERF A o HIWSIE W ARE ¥ 23 A WHO 9454 <91 &
Tt WA BIHQRHE] 2.32, 95% AlZFE 1.07-5.04)7 UAHO). 45 2 55
o] F21419 ZAA Interferon B-1a2t 7 ribavirin, lopinavir/ritonavirg 37}
A HAE AT X EC} lopinavir/ritonavirfhE ARERH HAFolA= Interferon B-la
4 ribaviring WY AR FALONA Hio|2A HiE 7|7to] ©EEE B St
6). 335Y FZY19 T4 lopinavir/ritonavir ¥ hydroxychloroquines ¥&
A==2 sto] Interferon f-1aE WIARF &I H|W3 AFo)A= Interferon f-1a
S Age EE ARHD 1494 HeEso] S7I6k, 2894 AMgEC] Hastks alE
HAK?).
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W19 A #E A=) AHEES Hdste] AMgShe A2 AME, 7IARE A ¥
A9 7IRE Faof] RS FSHA Fotlh TR e &R RCT d7olA &<
& 52 A& Interferon f-la= A 549 24, EY 9L AR o] 83171 9
Aot AR AFEIE vio R FEH9 A9 A7 AEHE AE-S Hilst
+ Ot A Al e WolA AEHE AR 7RSSt

7Y ABAZ ARREAE Interferon o] F8 AL W 185, 127,
AT 9 2 A I 22 AHAAE EAloITH9). Interferon A+
Interferon ¢XEth ¥2H2L 22 Aoz AA 9low FZUH9 34 Interferon
B Argell et FAHEY] Wik dAtmict ZJolztk SITK(10). gF Atolils HohE QlE
HE2g WHsto] ARERE oA EE AEToAe Y AHHE Fojof wH"
g Q3 TE 3o ¥LE 19.0% B 59 ARFFAE EAQ HIEE 95%% K
ABIATHT). 18U i ATollde AEHE HY Asdd #E AR o] 48
W] Zol7h ISltHe). T EUE UHHES ARG AolA dHEHE FUT
(15%)S SoF(4%)Hr} 7|1 M3} 2o 7 el Bzhgo] dlrr} Woltk(s),

3. 2Kt Jix| MSE
op7HA] FZUH9 TR AzAQ] MEle - AFHEo] 9lom Xg: &Y
et o T3t =ETH 329 59 2700 A5A 0] tigt FEI FE9t ARol|A
QIEIHEL A SARS-CoV-1 © MERS-CoV oA & AL "igtog Iz}
19 oA o2 gupo|gAAe HE Fof Al o] AAHIoY A= A4
o] MY YollAl F2 AREET Qirt.
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