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Siddell S, et al, J Gen Virol. 1983; 64 (Pt 4): 761-776.
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* CoV 229E * SARS-CoV
* CoV NL63 * MERS-CoV
+ CoV 0C43 * SARS-CoV-2
* CoV HKUT
AR fiti ¢

Tay MZ, et al. Nat Rev Immunol. 2020 Apr 28:1-12. doi: 10.1038/s41577-020-0311-8
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Huang C, et al, Lancet, Jan 24, 2020 https://doi.org/10.1016/S0140-6736(20)30183-5.
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Clerkin KJ, et al. Circulation 2020; 141: 1648-1655
https://doi.org/10.1161/CIRCULATIONAHA.120.046941
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Gupta A, et al. Nat Med 2020; 26: 1017-1032



AAK1- and GAK-mediated

The virus binds through its spike protein to
g L phosphorylation of clathrin adapter

ACE2 on the surface of AT2 epithelial cells
(1), which induces activation of clathrin-
mediated endocytosis.

proteins (2) starts the assembly of
the clathrin cage around the
enclosed virus, before it is pinched
off and trafficked to endosomes .

Inhibition of AAK1 and GAK by baricitinib thereby inhibits virus entry. SARS-
CoV-2=severe acute respiratory syndrome coronavirus 2 (3).

Figure: Viral entry via clathrin-mediated endocytosis

Stebbing J, Phelan A, | Griffin, et al. COVID-19: combining antiviral and anti-inflammatory treatments. Lancet Infect Dis 2020; published online
Feb 27. https://doi.org/10.1016/51473-3099(20)30132-8.



MNumber of cases

COVID-19 AFZEHI D F 5 52 Fa

<18 18-24 25-45 S0-64 =65

Age [years)

Huang C, et al. Lancet. 2020 Jan 24. pii: S$0140-6736(20)30183-5
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cell surface enzyme angiotensin—converting enzyme 2

(ACE2) D HFIFIK R L&

P=.001

3.50
P<.001
3.25+
3.00
2.754 E

2.504

2.254

ACE2 expression, log, counts per million

2.00 T T T T
<10 10-17 18-24 225
(n=45) (n=185) (n=46) (n=29)

Aage. v

Bunyavanich S, et al. JAMA Published online May 20, 2020
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Weisberg SP, wt al. Nature immunology. 2020 Nov 05; doi: 10.1038/s41590-020-00826-9.
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(SARS-CoV-2)RNAR D A ZH L Z10~100f5 LEIS, 8

INRAS— 34 F TOCOVID-1957ATITIMAL > S, 4 W
Heald-Sargent T, et al. JAMA Pediatr. b H %
Published online July 30, 2020. = B
doi:10.1001/jamapediatrics.2020.3651. . 0

=

© 10~ 19K [FRMAERBRISRIRICREE R (FELIZA, IBMUT DHLVMNEALRIEAN
DRERITDEIN-T=(BE)

Park YJ, et al. Emerg Infect Dis 2020; 26(10) October 2020.

© /NEMSHAIZCOVID-19% ELSE BT EIEH.
Lee B, et al. Pediatrics 2020 May 26: €2020004879.

® 9 MDCOVID-19B RAMERL =05 X A—FOANBHAESN ., ZDHLBRELL,
Danis K, et al. Clin Infect Dis 2020 Jul 28; 71:825-832.
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0~9 - (0/416)
10~19 0.2 (1/549)
20~29 0.2 (7/3619)
30~39 0.2 (18/7600)
40~49 0.4 (38/8571)
50~59 1.3 (130/10008)
60~69 3.6 (309/8583)
70~79 8.0 (312/3918)

=80 14.8 (208/1408)

http://weekly.chinacdc.cn/en/article/id/e53946e2-c6c4-41e9-9a%—
fea8db1a8f51?fbclid=IwAR3IKRDSzCtP3ajdbXs_JPE01zL6XQSNOLb0Owv30hgSUtlogXUX-ddw5FQ
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IR R BEE
MRS 10.5 (92/873)
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PEIR 2R R 6.3 (32/511)
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ZL 0.9 (133/15536)
b Nz 2.6 (617/23690)
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Wang D, et al, JAMA. 2020 Feb 7. doi: 10.1001/jama.2020.1585
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¥ B 98 %
% W 76 %
FAE-BER 44 %
BB % 28 %
B8 & 8 %
T i 3%
e IF ] 5 1 55 %
FEIRE#EFETORK 8.0H(5.0-13.0)
IR#EEA M £ 125.0 (119.0-135.0)
IR B3 12[8]/ %

Huang C, et al, Lancet, Jan 24, 2020 https://doi.org/10.1016/S0140-6736(20)30183-5.
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Survivors Non-survivors All patients
(n=20) (n=32) (n=52)
£ (mean) 51.9 64.6 59.7
HEERE 20 % 53 % 40 %
ARDS 45 % 81% 67 %
AUBEE 15% 28 % 60 %
i I ¥ 35% 34% 35%
5% P i ¢ 20 % 6% 135%
AIFRER 35% 94 % 7%
2 A T 5 %(145) 16 %(541) 11.5 %(6451)

Lancet Respir Med 2020, Feb 21, 2020 https://doi.org/10.1016/ S2213-2600(20)30079-5
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https://www.niid.go.jp/niid/images/research_info/genome-2020_SARS-CoV-MolecularEpidemiology.pdf
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Gupta A, et al. Nat Med 2020; 26: 1017-1032
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McGonagle D, et al: Lancet Respir Med. 2020 May 27;52213-2600(20)30244-7.doi: 10.1016/S2213-2600(20)30244-7.



COVID-193E 1= 2.3 12451 D &l 4% : 58% | T AR F% AR ML A2 AiE

OHETIX. 12ARTAICIIEARURAEEC STV,

OAANDEEIMERHSEROERET, M2 IETEOREERIRIC
BHRLTULV =,

07| DI NILFMERR TIXA M oA, FEHEFEEBEFFIR M H R D
btz

07 N L FEEREFIRMAZ (X TR DM BIZFELTLM=,

OFMHIADSEEAILFIILAREEARZ (LB A AFEELTL
f=o

o2 A&HT,. EAILMELIIMMERICRN SN T,

OUFAMMBIEEEMESV LR MM 2% FIRAMICHE i
KO ERF TELZEFIDH o=

Wichmann D, et al. Ann Intern Med 2020 May 6;M20-2003.doi: 10.7326/M20-2003



COVID-19R{THAICIFBE1EMIZELT
S50 RmDINIEEREF D 2N 2:EM L -V6.8ZHEmM

©20204E3 823 M 5202045 7B ETH 2B/, 505 KFEDS
ADCOVID-19EBEN KM EFAREICKDMIBELI-ITRAE,

ORI AT LDEFETIL, 50k BOAMEREIZLAMK
BEEREOZLENI. BENAABTH BRI S -YD TR
fETO0.73 AN o1 =,

ONNIEERESADZZEONHSSAOATDENIFITT, BEED
RN EFAEICKIMBEELSI SN, HEEREZIFH> T
BEIIIAODHTH=.

Oxley TJ, et al. N Engl J Med 2020; 382: 20: e60. doi: 10.1056/NEJMc2009787
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Distribution of Maximum Troponin | in COVID-19
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Lala A, et al. J Am Coll Cardiol. 2020 Aug 4; 76(5): 533-546.
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Lala A, et al. J Am Coll Cardiol. 2020 Aug 4; 76(5): 533-546.
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®Ground—glass opacity: AYH SR &
(BB RIE, ILEES)

®Bilateral : (XL A E AT
®Diffuse: UEAME TR TIEAELY
®Peripheral predominance: K. MIE T &L

LAL. BR THREZH I A EETEE!

Jalaber C, et al. Diagn Interv Imaging. Jul-Aug 2020; 101(7-8): 431-437.
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COVID-19DEERTR

®Ground-glass opacity: AUHSAE
®Bilateral: X & A E AT
®Diffuse: W FA M THFTIEAL

®Peripheral predominance: K4 . MR T &

Jalaber C, et al. Diagn Interv Imaging. Jul-Aug 2020; 101(7-8): 431-437.
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Comoi Chest CT Respiratory Treatment
findings failure

M Hypertension Absent Ciclesonide, Survival
penpheral, Camostat,
bilateral Favipiravir
- 55 F None GGO, unilateral  Absent No Ciclesonide, Survival
Camostat
“ 16 F None Patchy, Absent No Ciclesonide, Survival
unilateral Camostat
2 M None Patchy, Absent No Ciclesonide, Survival
bilateral Camostat,
Favipiravir
50 M Diabetes mellitus, GGO, Absent No Ciclesonide, Survival
Hyperlipidemia, peripheral, Favipiravir
Hepatic disease bilateral
8 M None GGO, Present+ Yes Ciclesonide, Survival
peripheral, Favipiravir
bilateral
7 5 M Cerebral GGO, mixed,  Absent No Ciclesonide, Survival
infarction, peripheral, Camostat
Atrial fibrillation bilateral
2 M Dementia, GGO, Present  No** Favipiravir Death
Idiopathic peripheral,
interstitial bilateral
pneumonia

* GGO, ground-glass opacity; M, male; F, female.
* * The patient was treated due to the age and underlying disease.
Asai N, Yamagishi Y, Mikamo H, J Microbiol Immunol Infect. 2020;
https://doi.org/10.1016/jmii.2020.07.011
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FREFERF FERIARAF
*« WBC <4,000 /uL *« WBC >10,000 /uL
e Lym >1,000 /uL o 1)/ 8Bk# <1,000 /uL
* CRP <1 mg/dL * CRP >4 mg/dL
* PCT <0.1 ng/mL « JOAJIL =Y 305 ng/mL

e D—dimer <0.5 mg/L e D-44<—>1.0 mg/L

Guan, et al. N Engl J Med 2020; 382: 1708-1720
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La Scola B, et al. Eur J Clin Microbiol Infect Dis. 2020 Jun; 39(6): 1059-1061.
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