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5Tab. Hydroxychloroquine (Plaquinil) 400mgX2, 1 day followed by 200mgX2 — total e
days

.NTAT T NN7 NN 7Y NN N2 N0 NIWY7? [N .QT NdIRNY 0NaY 717y Hydroxychloroquine
nnwIn? o'ppnan o'ain .3

400mg/100mgX2, 10 days (for nasogastric (Kaletra) Tab. Lopinavir / Ritonavir e
administration administer solution)

Tab. Hydroxychloroquine (Plaquinil) 400mgX2, 1 day followed by 200mgX2 — total e
10 days

N7 WL (NPT NIX W ORI N'00INIX WWOK) HIV 717w W 219'0 n'2nnin 19 :Lopinavir / Ritonavir
JINNX NIDINN DY NIYPZRIVI'R
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P17 NITY 'R .19-COVID ny 071N NSAIDS -1 ACE inhibitors -2 '719'0 nin'v2a a7 |17 07 .Doxycylin -2
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M7 ,19-COVID -2 719'07 DM'WON KIAM MIWR 7011 'D 7V DN NYWY 9aRN 0T NNt ,0'o01 0Y719'0
:(http://rambamnet/ProfessionalStage/Infections/CoronaVirus V1NN A1NXA

,22"NINA IT NN 0177 01012 K’y . 19-COVID 10 ni?'wo oy *1roax :Remdesivir
JIPINE 1NN D'WI7 019 AN 719100 't X7 .Solidarity znni 'oa
200mg loading, followed next day by 100mgX1, 5-10 days 7w jnma IV |nna

Dy MINI *21n2 Niniaa IL-6 nimn 7w niroxn niapya naw IL-6 1210 [Tan :(Tocilizumab
.NNINN? NINIRAA NN |2 YWRI N'M2IYAIE NMNN'YI NNnnn

[IUXRY OI' .J'0d win'wa NXk¥nl ,RNA 7¢ Than'™19 nadyvn n'vroar nosinn Favipiravir
>"N0 Ywn? nia 0'myo a7n 400 [pn N7 D2 omyo 2'n800 1w o' ,nia o'y a'n 1800
NoNNN .Nityn 55 7w N11015nLVA D' NONNN DK 0'N7 W' ,NTAITA [TMN n72Inn .ot 14
[NNN DIM YIAY NINSYZ Ty ' 'ON' DI'PN YIN'n7 Y7nIn 0'2adl . |INNd D'YId Win'y? NIoX
JNNKRN

NID NN 0 N 71710192 :Recombinant interferon-B1b

Recombinant interferon-B1b 0.25 mg subcutaneous every alternate day for 14

(Rezolsta) darunavir/cobicistat 800/150

Convalescent plasma 1x Hyperimmune globulin

11T ,Angiotensin Il (Giapreza) 7 MwoX |NN' 7V NIT D' TINN NDMNY7 D'PIPTH 071N
177 2101DITID 1N2) N*771001IKA .0'RN7 0NN ATIN 1DYT ACE2 11v9x¥) 7w 'ninnn an'y
.NINIP *721IN2 NN TIAN ND'ANYT IWUR)
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Chloroquine

Wang M et al. Remdesivir and chloroquine effectively inhibit the recently emerged novel coronavirus
(2019-nCoV) in vitro. Cell Res. 2020 Mar;30(3):269-271. doi: 10.1038/s41422-020-0282-0.

Gao J. Breakthrough: Chloroquine phosphate has shown apparent efficacy in treatment of COVID-19
associated pneumonia in clinical studies. Biosci Trends. 2020 Feb 19. doi: 10.5582/bst.2020.01047.
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Gautret et al. (Hydroxychloroquine and azithromycin as a treatment of

COVID-19: results of an open-label non-randomized clinical trial. International Journal of Antimicrobial
Agents — In Press 17 March 2020 — DOI : 10.1016/j.ijantimicag.2020.105949 (Observational study at high
risk of bias, showing association between hydroxychloroquine treatment and virological cure)

Lopinavir/ ritonavir

Young BE. Epidemiologic Features and Clinical Course of Patients Infected With SARS-CoV-2 in
Singapore. JAMA. 2020 Mar 3. doi: 10.1001/jama.2020.3204.

Zhou F. Clinical course and risk factors for mortality of adult inpatients with COVID-19 in Wuhan, China:
a retrospective cohort study. Lancet. 2020 Mar 11. pii: S0140-6736(20)30566-3. doi: 10.1016/50140-
6736(20)30566-3.

Cao B, Wang Y, Wen D, et al. A Trial of Lopinavir-Ritonavir in Adults Hospitalized with Severe Covid-19. N
Engl J Med. 2020 Mar 18. doi: 10.1056/NEJM0a2001282 (trial showed no significant benefit for L-R, but
favorable trends. Limitation that treatment was initiated a median of 2 weeks after symptom onset).

Remdesivir:

Brown Al et al. Broad spectrum antiviral remdesivir inhibits human endemic and zoonotic
deltacoronaviruses with a highly divergent RNA dependent RNA polymerase. Antiviral Res. 2019
Sep;169:104541. doi: 10.1016/j.antiviral.2019.104541.

Wang M et al. Remdesivir and chloroquine effectively inhibit the recently emerged novel coronavirus
(2019-nCoV) in vitro. Cell Res. 2020 Mar;30(3):269-271. doi: 10.1038/s41422-020-0282-0.

Agostini ML et al. Coronavirus Susceptibility to the Antiviral Remdesivir (GS-5734) Is Mediated by the
Viral Polymerase and the Proofreading Exoribonuclease. mBio. 2018 Mar 6;9(2). pii: €00221-18. doi:
10.1128/mBi0.00221-18.
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Sheahan TP et al. Comparative therapeutic efficacy of remdesivir and combination lopinavir, ritonavir,
and interferon beta against MERS-Co. Nat Commun. 2020 Jan 10;11(1):222. doi: 10.1038/s41467-019-
13940-6.

de Wit E et al. Prophylactic and therapeutic remdesivir (GS-5734) treatment in the rhesus macaque
model of MERS-CoV infection. Proc Natl Acad Sci U S A. 2020 Feb 13. pii: 201922083. doi:
10.1073/pnas.1922083117.

Tocilizumab:

Zhou F et al. Clinical course and risk factors for mortality of adult inpatients with COVID-19 in Wuhan,
China: a retrospective cohort study. Lancet. 2020 Mar 28;395(10229):1054-1062. doi: 10.1016/5S0140-
6736(20)30566-3. Epub 2020 Mar 11. (Study showing association with IL6 levels and mortality in COVID-
19)

Xu X, Han M, Li T, Sun W, Wang D, Fu B, et al. Effective Treatment of Severe COVID-19 Patients with
Tocilizumab. ChinaXiv [Internet]. 2020 Mar 5 Available from: https://www.ser.es/wp-
content/uploads/2020/03/TCZ-and-COVID-19.pdf. (21 patients with severe COVID-19 were treated with
Tocilizumab in addition to standard treatment that included lopinavir and methylprednisolone.

Improvement in most described.)

Angiotensin Il

Li W. Angiotensin-converting enzyme 2 is a functional receptor for the SARS coronavirus. Nature. 2003
Nov 27;426(6965):450-4.


https://www.ser.es/wp-content/uploads/2020/03/TCZ-and-COVID-19.pdf
https://www.ser.es/wp-content/uploads/2020/03/TCZ-and-COVID-19.pdf
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COVID-19 99102 W R0 NOIvA Nhyos

COVID-19 OV DIN'TA NWRAIEN N>V N7yen

T noARn , D-dimer 3 07702 0INA 00T 102 K0ANT AT DINT gD I2wn nyen
O T2 DTN (2000 N A 1R 0TI N 700 A0 TV s eRanr

_D-dimer 7 T0T KR ATIRANST? M N A 7niEae TTmn

TN VIR 00 AT ninten 30 Tun onTaAn) N N7nn oy 0'nan 7y (1) ninneg ooy Wmand
nnimmn Nk 0% 23 TR e K [oET T oo rene nn (Pa02fFo? <300 mmHg ,93% n mino
TOIN TR MAND OX I 092720 I 7132 00 7H0nn 79 D-dimer 0w 722 "THUnW ne omn ogosn
e Tan oo

DTN TIDOUNI DTU9N 7 0TI0n0e 77120 nninn 82000 7m - SIC (sepsis induced coagulopathy)

Table 1. SIC scoring system

Item Score Range
Platelet count 1 100-150
(= 103/1) 2 <100
PT -INR 1 12-14
2 >1.4
SOFA score 1 1
7 =2
Total score for SIC =4

INR, International Mormalized Ratio; SOFA, sequential organ failure assessment.
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Figure 2. A paired bar chart showing the mortality between heparin users and nonusers in
stratified patients. 51C+, SIC score = 4; 51C-, SIC score<4; D-D, D-dimer; ULN, upper limit of normal

(0.5ug/mL); a, P<0.05 between heparin users (n=29) and nonusers (n=348).
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1. Ning Tang et al, Anticoagulant treatment is associated with decreased mortality in severe coronavirus
disease 2019 patients with coagulopathy. JTH, 3.2020.

2. lecko Thachil et al, ISTH interim guidance on recognition and management of coagulopathy in COVID-
19 JTH, 3.2020.
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:COVID19 D 2%IIINMT 29919 TOCILIZUMAB 2 2
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Txm CD4 >xnaaram IL-1,IL-6, TNF o 5910 2°M0n201R 221010932 7999 11071 9w 21

590w 7O *2°VP0IIYY PR (1 )NDR N 29 DON? ARNWAL NP WP 77010 OV 222102 2700
1297.6 177w XKW 29112 ¥¥IMna ) 1Puo0a 7%y anox1 covidl9 2 ws ot Hw manar oy o°n 150
(2)(p<0.0001 )IL-6 nn12 mynwn 2727 191 ( p<0.001 17ww o'nang/ml 614.0 nmvs ng/ml

WP AT I A0°0n7 N2 37 IL-6 20vn c3m17 2onhpnn 17 R Tocilizumab (ACTEMRA)

21 7995w DRR ATAYa . 919007 DR DPW P02 2O DW NP NNT0 DY 2OIT ANINAKRY . RN NINARn?
277 MR CT 2 GGO 5w 13002 w72 37777, O D702 RD2ANAW 19 9w 7292 2990
R FDA 7. 725081 102 [ aro »apnn Doon 1ona 219002 21veam 5 oomrrta mapya . (3) CRP
330 $195% 13017 pnnan tocilizumab  31nn% nvno 9195 ,°9m1717, 2782 21972 20 PR v 70hna

: 299910 799007 1R L 2020 5019 2 2N 2o

IR LY 0w IR 0911 ©I9D0KR NvaTa v PCR npe72 oy covid 19 2 vs oy mv av oo .1
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(SPO2 <93% ) xnnmwmanry .2

5 91wn CRS 2 nYEp TR 99 7an0aR 2120 31 IWIND R? 190 101 2885 NN 19N 23uD pnn 7vna
.(4) CRS T2 a2av nown . CAR T

GRADE 1 GRADE 2 GRADE 3 GRADE 4
Temperature = 38° C Temperature = 38° C Temperature = 38° C Temperature = 38° C
and and and and
No Hypotension Hypotension Not requiring Hypotension requiring vasopressor Hypotension requiring multiple
and VASOPressors Andfor vasopressors (excluding
No hypoxia And/for Hypoxia requiring high-flow nasal vasopressin)
Hypoxia requiring low-flow nasal cannula >6L/minute, facemask, Andfor
cannula at €6L/minute or blow-by nonrebreather mask, or Venturi Hypoxia requiring positive pressure
mask (eg, CPAP, BiPAP, intubation and
mechanical ventilation)

.2<m7a i TOCILIZUMAB 2 ®poun
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