HOI NGH) THUGNG NIEN NAM 2023
LIEN CHI HOI BENH TU MIEN CO XUONG KHGP TP. HCM

Nguy co va Phong ngwa COVID-19

tréen bénh nhan co xwong khép

ThS. BS. Nguyén Chau Tuan
Khoa NGi co xuong khdp — Bénh vién Dai hoc Y Dugc TP.HCM

Duac hd trg bdi AstraZeneca vi muc dich cap nhat va gido duc y khoa

NOi dung

« Nguy co nhiém COVID-19 trén bénh nhan co xwong khép
+ Phong ngtra nhiém COVID-19 trén bénh nhan co xwong khéop

TIEP CAN TOAN DIEN TRONG CHAN BOAN VA DIEU TRI CAC BENH CO XUONG KHOP



HOI NGH| THUONG NIEN NAM 2023
LIEN CHI HO1 BENH TU MIEN CO XUGNG KHGP TP. HCM

Tinh hinh COVID-19 trén thé gi&i
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ZZ Data may be incompiess for the current day or week.

https://covid19.who.int/ COVID-19 chwa thwc sw cham dit trén toan thé gii.

Bién thé SARs-CoV-2 tai Viéet Nam va chau A
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Screenshots taken from Nextstrain.org. Genomic epidemiology of novel coronavirus — global subsampling: https://nextstrain.org/ncov/gisaid/asia?dmin=2021-03-01&tl=clade_membership. (accessed 21 Feb 2023).
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Yéu to6 nguy co’ bénh niang
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Vaccine type (Ref = Janssen [Johnson & Johnson])
Moderna = S
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Black, non-Hispanic = e
Other. non-Hispanic | ———
Unknown S —

Previous COVID-19 ilimess —_————

0.01 Orl 1.0 100
Adjusted odds ratio with 95% Cls
Abbreviations: Delta = SARS-CoV-2 B.1.617.2 (Delta) variant; Ref = referent group. 5

Yek, C., et al. (2022). Morbidity and Mortality Weekly Report, 71(1), 19.
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Tan suat méi mac COVID-19
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Lakota, K., et al (2021). Frontiers in immunology, 11, 611318.

N h n - A Y t >
guy co’ nhap vién va tir vong
Study Rheumatic disease population (n) Comparator population (n) Hospitalization®; Death®; OR/ Ref.
location OR/HR/RR (95% CI) HR (95% CI)
Denmark RA, CTD with PCR test (348 SARS-CoV-2 General populationwith PCRtest ~ OR 1.5 (1.1-1.9) OR 1.1(0.8-1.6)
positive, 13,498 negative) (11,122 positive, 410,697 negative)”
Denmark RA, spondyloarthritis, CTD, vasculitis (58,052) ~ General population (~4.5 million)  HR 1.46 (1.15-1.86) NR -
South Korea Inflammatory arthritis, CTD with PCR test General populationwithPCRtest ~ NR OR 1.69 18
(8,297) (133,609)° (1.01-2.84)
UK RA, systemic lupus erythematosus, psoriasis ~ General population (17,278,392)" NR HR1.19 g
(878,475) (1.11-1.27)
UK RA (5,409), gout (13,105) General population (473,139)" NR RAOR 19 £t
(1.2-3.0), gout
OR1.2(0.8-1.7)
USA Rheumatic disease (681) COVID-19-positive general NR OR1.17 o
population (31,461)" (0.85-1.60)
USA Rheumatic disease (143) Patients from same hospital OR0.87 (0.68-1.11) OR 1.02 *
without rheumatic disease (688)° (0.53-1.95)
USA Autoimmune rheumatic disease and Matched individuals with RR 1.14(1.03-1.26) RR 1.08 5
COVID-19(2,379) COVID-19 without autoimmune (0.81-1.44)
rheumatic disease (2,379)
USA RA (33,886) Individuals without RA (33,886)° HR 1.35 (1.10-1.66) for hospitalization =
ordeath
8
Grainger, R., et al (2022). Nature Reviews Rheumatology, 18(4), 191-204.
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COVID-19 Outcomes in Patients with Systemic Autoimmune
Rheumatic Diseases (SARDs) Compared to the General
Population: A US Multi-Center Comparative Cohort Study

Unmatched Exposure Score-Matched” Extended Exposure Score Matched’
SARD Non-SARD Relative Risk SARD Non-SARD Relative Risk SARD Non-SARD Relative Risk
Events, n Comparator (95% CI) Events,n Comparator (95% CI) Events,n Comparator (95% CI)
(%) Events, n (%) (%) Events, n (%) (%) Events, n (%)

Hospitalization 620 (26) 21,501 (15) 1.7;9.62. 620 (26) 546 (23) 1.14 (1.03,1.26) 616 (26) 579 (24) 1.06 (0.96.1.17)
.85)

ICU Admission 142(6) 4,615(3) ].8’5 {;,)57 142(6) 108 (5) 1.32(1.03,1.68) 141 (6) 134 (6) 1.05(0.84,132)

Mechanical 783) 2938(2) 1.59 (1.28, 78(3) 74(3) 1.05(0.77,1.44) 77(3) 854 091(0.67,1.23)
Ventilation 1.99)

ARF requiring 38(2) 737(1) 3.09(2.24, 38(2) 21(1) 1.81 (1.07,3.07) 38(2) 41(2) 093 (0.60.1.44)
RRT 4.28)

Ischemic Stroke 202 833(1) 3.03(2.23, 202 28(1) 1.50(0.93,2.41) 42(2) 39(2) 1.08 (0.70. 1.66)
4.11)

VIE 85(4) 1.721(1) 2.9;&_27.)39. 854 49(2) 1.74 (1.23,2.45) 85(4) 53(2) 1.60 (1.14,2.25)

Death 94H 2962(2) 1.90 (1.56, 944 87(4) 1.08(0.81,1.44) 93(4) 03) 1.18(0.88. 1.58)
2.33)

Composite 213(9) 7.069 (5) 1.81(1.59, 213 (9) 179(8) 1.19(098.1.44) 212(9) 191 (8) 1.11(092.134)
outcome: 2.06)

9
D'Silva, K. M., et al (2021). Arthritis & rheumatology, 73(6), 914-920.
Hospitalization due to COVID-19 OR 95% Cl)
N u c o, ‘ OVI D - 1 9 among SARS-CoV-2 infected subjects
g y RA- w o 1.56 (1.30 to 1.84)
sScH ! 2.84 (151 10 5.36)
SLE T 2.19 (1.55 t0 3.09)
. ASH _+_ 1.03 (0.71 to 1.50)
» Tilé nhap vién va t&r vong thay doi tuy - 0ot (08510128
theo bénh |y Gendet (Femaia)| : 0.62 (0.5 t0 0.70)
.. ; . Age , 1.08 (1.07 to 1.08)
» VKDT, Lupus ban doé va xo cing bi co y———————————
n . A y = Odds Ratio
nguy co nhap vién cao hon so véi dan
x Death due to COVID-19 OR 95% Cl)
sO chu ng among SARS-CoV-2 infected subjects
. N RA- . 1.47 (1.1 10 1.94)
* VKDT c6 nguy co tr vong cao hon
ssc- 2.92 (1.07 10 7.99)
SLE R 1.77 (0.85 to 3.66)
ASd{ —a—t— 0.51(0.16 to 1.68)
PsAd —— 0.84 (0.43 t0 1.64)
Gender (Fomale)| & 0.60 (0.48 t0 0.76)
Age n 1.11(1.10t0 1.12)
0 1 2 3 4 5 6 7 8
Odds Ratio
Bournia, V. K., Fragoulis, G. E., Mitrou, P., Mathioudakis, K., Tsolakidis, A., Konstantonis, G., ... & Sfikakis, P. P. (2022). Different COVID-19 outcomes among systemic rheumatic diseases:a 10
nation-wide cohort study. medRxiv, 2022-03.
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Yéu to nguy co lién quan vé&i nhap vién

Age >65 years
Hypertension or CVD —e
Lung disease —_—
Diabetes —_—

CRI/ESRD o
No DMARD (reference) )

c¢sDMARD only - ——
b/tsDMARD only >
Any anti-TNF therapy s

c¢sDMARD + b/tsDMARD o
combination therapy

No GC (reference) ®

Prednisone-equivalent GC E——
1-9 mg/day

Prednisone-equivalent GC <
210 mg/day

I T 1
0.10 0.20 0.60 1.00 2.00 6.00 10.00
Adjusted OR

Hyrich, K. L., & Machado, P. M. (2021). Nature Reviews Rheumatology, 17(2), 71-72.

11

Thuoc diéu tri va nguy co COVID-19

Univariate Multivariable

Controls (405 597)  Cases (44 020)  Rate ratio (95% ClI) p Rate ratio (95% Cl) p
Conventional synthetic DMARDs
Methotrexate 3010 (1%) 531 (1%) 1,66 (1.51, 1.82) 2x107% 1.29 (1.15, 1.45) 1x10°
Hydroxychloroquine 1898 (0%) 361 (1%) 1.80 (1.61, 2.02) 4x 107 1.17 (1.02, 1.35) 0.02
Sulfasalazine 1661 (0%) 420 (1%) 2.41 (2.16, 2.68) 5x 107 2.09 (1.83, 2.38) 1x107%
Leflunomide 265 (0%) 52 (0%) 1.86 (1.38, 2.50) 5x 1078 1.21 (0.86, 1.71) 0.3
Glucocorticoids (prednisolone equivalent mg daily)
0 403 211 (99%) 43 214 (98%) - -
>0to5 1574 (0%) 467 (1%) 2.78 (2.50, 3.08) 2x107® 2.53 (2.24, 2.86) 3x 10
>5t0 10 566 (0%) 201 (0%) 3.33 (2.83, 3.92) 7x 107 2.73 (2.26, 3.30) 3x107%
> 10 246 (0%) 138 (0%) 5.4 (4.4,6.7) 9x 107 5.2 (4.1, 6.6) 1x107%
Targeted DMARDs
TNF inhibitors 164 (0%) 34 (0%) 2.00 (1.38, 2.90) 2x 10 1.44 (0.94, 2.20) 0.09
B-cell depletion 25 (0%) 15 (0%) 59 (3.1, 11.4) 7x10°® 3.61(1.68, 7.77) 0.001
IL-6 inhibitors 21 (0%) 9 (0%) 4,07 (1.86, 8.90) 4x10* 3.04 (1.23, 7.51) 0.02
IL-17 inhibitors 24 (0%) 5 (0%) 1.79 (0.66, 4.83) 0.2 0.99 (0.30, 3.22) 1
JAK inhibitors 27 (0%) 12 (0%) 4.37 (2.20, 8.68) 2x10°° 2.30 (1.04, 5.07) 0.04

McKeigue, P. M., et al (2022). Scandinavian Journal of Rheumatology, 1-6.
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JAMA Internal Medicine | Original Investigation
Association Between Immune Dysfunction and COVID-19 Breakthrough
Infection After SARS-CoV-2 Vaccination in the US
Table 2. COVID-19 Breakthrough Infection Among Patients With Immune Dysfunction
Pre-Delta variant period Post-Delta variant period
No. of Incidence rate No. of Incidence rate
Total breakthrough per 1000 person-months  Total breakthrough per 1000 person-months
Patient group person-months  infection cases  (95% Cl)* person-months infection cases  (95% CI)*
Partial vaccination
Overall 553478 2165 2.9(2.9-2.9) 218443 1562 9.6 (9.5-9.7)
No immune dysfunction 524821 2007 2.8(2.8-2.9) 205139 1433 9.3(9.2-94)
HIV infection 7010 37 3.6(3.6-3.7) 3354 26 11.9(11.4-12.49)
MS 2418 <20° 3.5(3.5-3.6) 954 <20° 11.6(10.8-12.4)
RA 10718 46 3.7(3.7-3.8) 4003 27 12.2(11.8-12.6)
SoT 7007 66 6.3(6.2-6.4) 4164 55 20.6 (19.4-21.8)
BMT 1503 <20° 3.4(3.3-3.5) 829 <20" 11.2(10.3-12.2)
Full vaccination
Overall 1501418 2808 2.2(2.2-2.2) 2162800 16382 7.3(7.3-7.4)
No immune dysfunction 1423568 2484 2.2(2.2-2.2) 2053050 15255 7.1(7.1-7.2)
HIV infection 17336 45 2.8(2.8-2.8) 26844 250 9.1(8.8-9.4)
MS 6568 <20° 2.7(2.7-2.8) 9644 85 8.9(8.4-9.3)
RA 32847 103 2.8(2.8-2.9) 43044 408 9.3(9.1-9.6)
SoT 17314 137 4.8(4.7-4.9) 24647 343 15.7 (15.1-16.4)
BMT 3786 21 2.6(2.6-2.7) 5581 41 8.6(8.0-9.1)
13
Sun, J., et al. (2022). JAMA internal medicine, 182(2), 153-162.
.
Xu hwéng diéeu tri
g ]
A
100 — Early cohort
} —— Late cohort
£ 504
1
S 40
3
Unmatched cohorts Exposure score matched cohorts é 30
Early cohortevents  Late cohort events  RR (95% C1) Early cohort Late cohort RR(95% C1) :9; 20+
(n=2811) (n=5729) events (n=2701)  events (n=2701) § 104
Hospitalisation 1309 (46-6%) 1658 (28.9%) 062 (059-0-66) 1227 (45-4%) 874 (32.4%) 071(067-076) =
Intensive care unit admission 417 (14-8%) 370 (6:5%) 0-44 (0-38-0-50) 385(14-3%) 214 (7-9%) 056 (0-47-0-65) 0 0 1'0 Z‘O 3!0
Mechanical ventilation 257 (91%) 171(3-0%) 033 (027-039) 247 (91%) 96 (3-6%) 039(031-049) Number at risk
Acute kidney injury 601 (21-4%) 672 (11.7%) 055 (0:50-0-61) 560 (20-7%) 372 (138%) 0-66 (0-59-0-75) Early cohort 2701 2166 2123 2096
Renal replacement therapy 34(12%) 38(07%) 054 (0:34-0-86) 32(1:2%) 17 (0-6%) 053 (0-30-0-96) Late cohort 2701 2447 2415 2392
Death 273(97%) 209 (3-6%) 0:38 (0-32-0-45) 252(93%) 122 (4:5%) 0-48(0-39-0.60) B
Composite outcome* 647 (23.0%) 544 (9:5%) 0.41(0-37-0.46) 605 (22-4%) 309 (11:4%) 051 (0-45-0-58) 100
Data are n (%), unless otherwise indicated. RR=relative risk. *Death, intensive care unit ads or h d ion. Exposure score includes all covariates in table 1. }
E - - g 509
Table 2: 30-day outcomes after COVID-19 diagnosis among p with rh icand loskeletal diseases §
é 40+
£ 30
=
=
E 204
S
£
3 104
c T T 1
0 10 20 30
Nk ki Time since COVID-19 diagnosis (days)
Early cohort 1089 810 640 639
Late cohort 1089 680 749 14 755
Jorge, A., et al (2021). The Lancet Rheumatology, 3(2), e131-e137.
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Nguy cor COVID-19 & BN co xwong khép

« Nguy co nhiém cao hon so véi dan sb chung
« Nguy co dién tién nang, két cuc xau
« Lién quan v&i cac yéu td khac: tudi, bénh ddng mac, diéu tri

« Nguy co c6 thé khac nhau gitra cac bénh ly va diéu tri

- Phong ngiva la can thiét!!!

15

Curtis, J. R., et al. (2023). Arthritis & Rheumatology, 75(1), E1-E16.

2. Phong ngtra COVID-19 trén bénh nhan co xwong khép
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Prior to symptomatic or confirmed asymptomatic infection

) * Follow local public-health infection
% prevention guidance

temporanly stoppmg madlcatlons
*In g B cell-d

carefully plan vaccination to be 26 months after
previous treatment dose

* Consider third mRNA vaccine dose as part of
primary series, 28 days after routine primary
(two-dose) course

* Additional vaccine dose(s) in those not expected
to mount an adequate response should be
considered (refer to local up-to-date guidelines

Vaccination
* Follow local guadelines
* Follow up e on the
of i lmmunosuppresslve medication use around 5
COVID-19 vaccination, which may include FCRVID-1%
Actions

* Supportive care
* Withhold immunomodulalorz medication (ACR
recommends for 7-14 days after symptom resolution
m or 10-17 days after a positive SARS-CoV-2 test)
‘&1 * Consider medication to reduce viral replication
& (such as oral antivirals (nirmatrelvir/ritonavir,
molnupiravir), mAbs, remdesivir, and/or combinations,
as per local health-service guidelines), especially in
J patients previously receiving B cell-depleting therapies

for specifics) or immunosuppressive medications
) * Maintain rh ic-di control iei B
U * Do not stop medication: oplimize DMARDs, e savers ov ciiticst COVID-19
| imize glucocorticoid id necesslty () Actions
= for t with B cell-depleting therapy | * Hospitalize, withhold

novmrgan-lnonJife-threatening conditions

+ Consider pre-exposure prophylaxis with mAbs
> in those who mount sub-optimal responses to

|mmunomodulatoty medication
t (non
or invaslve inICU)
* Medication to reduce infl i

\\r/ vaccines

+ Consider post phylaxis with mAbs

(dexamethasone, IL-6 inhibition, JAK inhibition)
+ Consider benefits and risks of medications

in those who are at a risk of poor outcomes and |

carefully in people with prior immunosuppressive

have a known high-risk exposure e tr to avoid g risk of
' ' o bacterial infection
I I [
0 5 10 15 20
Time since infection (days)
17
Grainger, R., et al. (2022). Nature Reviews Rheumatology, 18(4), 191-204.
y
Khuyén cao lam sang
Level of task force
Statement domain Guidance statement consensus
Clinical practice RMD and AIIRD patients should receive COVID-19 vaccination, consistent with the age Strong
restriction of the EUA and/or FDA approval.t
Clinical practice RMD patients without an AlIRD who are receiving immunomodulatory therapy should be Moderate
vaccinated in a similar manner as described in this guidance as AlIRD patients receiving those
same treatments.
Vaccine effectiveness/ For AIIRD patients who are not yet vaccinated, either of the mRNA vaccines is recommended Moderate
safety over the Johnson & Johnson vaccine. There is no recommendation for one mRNA vaccine
over another.t
Vaccine effectiveness For a multidose primary vaccine, AlIRD patients should receive the second dose of the same Strong
vaccine, even if there are nonserious adverse events associated with receipt of the first dose,
consistent with timing described in CDC guidelines (32).
Clinical practice RMD and AIIRD patients who completed the primary COVID vaccine series of 3 doses and Strong
are expected to have ted an inad: vaccine resp should receive
supplemental doses (e.g., 22 additional boosters, for a total of 5 doses) as
recommended by the CDC for i ised individuals.+
Clinical practice For patients who previously completed the mRNA COVID-19 vaccine series an mRNA vaccine Moderate
supplemental dose of either type (Pfizer or Moderna) is preferred.
Clinical practice Primary vaccination, supplemental dosing, and booster doses should be given Strong
regardless of whether patients have experienced natural COVID-19 infection.
Clinical practice Health care providers should not routinely order any laboratory testing (e.g., antibody tests for Strong
IgM and/or IgG to spike or nucleocapsid proteins) to assess immunity to COVID-19
postvaccination, nor to assess the need for vaccination in an as-yet-unvaccinated person.§
Public health Following COVID-19 vaccination, RMD patients should continue to follow all public health Strong
guidelines regarding physical distancing and other preventive measures.§
Clinical practice For high-risk AIIRD patients, pre-exposure prophylaxis monoclonal antibody treatment Moderate
is rec ded when lable, if licensed or approved under FDA EUA.#
Clinical practice/public Household members and other frequent close contacts of AlIRD patients should undergo Moderate
health COVID-19 vaccination when available to them to facilitate a “cocooning effect” that may help
protect the AlIRD patient.
Vaccine effectiveness/  While vaccination would ideally occur in the setting of well-controlled AIIRD, except for AIIRD Strong
disease-related patients with life-threatening disease (e.g., in the ICU for any reason), COVID-19 vaccination
should occur as soon as possible for those for whom it is being recommended, irrespective
of disease activity and severity.
18

Curtis, J. R., et al (2023). Arthritis & Rheumatology, 75(1), E1-E16.
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Pieu chinh thuoc theo tiém vaccin
Level of task
Timing considerations for immunomodulatory force
Medication(s) therapy and vaccination consensus
Abatacept (IV) Time vaccination to occur 1 week prior to the next dose of Moderate
abatacept (V).
Abatacept (SC) Withhold for 1-2 weeks (as disease activity allows) after each Moderate
COVID-19 vaccine dose.
Acetaminophen, NSAIDs Assuming that disease is stable, withhold for 24 hours prior to Moderate
vaccination. No restrictions on use post vaccination to once symptoms
develop.
Belimumab (SC) Withhold for 1-2 weeks (as disease activity allows) after each Moderate
COVID-19 vaccine dose.
TNFi, IL-6R, IL-1R, IL-17, IL-12/23, The task force failed to reach consensus on whether or not to Moderate
IL-23, and other cytokine inhibitorst temporarily interrupt these following each COVID-19 vaccine dose,
including both primary vaccination and supplemental/booster dosing.
Cyclophosphamide (IV) Time cyclophosphamide administration so that it will occur ~1 week after Moderate
each vaccine dose, when feasible.
HcQ, IVIG No modifications to either immunomodulatory therapy or vaccination Strong (HcQ),
timing. Moderate
(IVIG)
Rituximab or other anti-CD20 Discuss the optimal timing of dosing and vaccination with rheumatology Moderate
B cell-depleting agents provider before proceeding
All other conventional and targeted Withhold for 1-2 weeks (as disease activity allows) after each Moderate
immunomodulatory or immunosuppressive COVID-19 vaccine dose.
medications (e.g., JAK inhibitors, MMF) except
for those listed aboveS
19
Curtis, J. R., et al (2023). Arthritis & Rheumatology, 75(1), E1-E16.
Khang thé don dong
Imdevimab
SARS-CoV-2
Casirivimab
S protein
7777777777777777 1 Antibody prevents
i | viral binding and/or
| fusion with host cell
= I
' Bamlanivimab RossUine |
20
Taylor, P. C., et al (2021). Nature Reviews Immunology, 21(6), 382-393.
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Vai tré cia khang thé trong COVID-19

prophylaxis

Pre-exposure

Post-exposure
prophylaxis

Early outpatient

treatment

Severe
disease

Critical
illness

|

|

21
Shapiro, A. E., & Ignacio, R. A. B. (2022). The Lancet Infectious Diseases, 22(5), 567-569.

Téng quan vé diéu tri COVID-19

Immunomodulatory treatment options according to WHO Clinical Progression Score

@ ® ©) ® ® ® @ ®
. veametasoe
| AMUS(ockizumeb saumab)

Asymptomatic Symptomatic
Viral RNA detected Independent

Anti-TNF (adalimumab)/anti-GM-CSF
Anti-C5a (vilobelimab)

22
van de Veerdonk, F. L., et al (2022). Nature Medicine, 28(1), 39-50.
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Nghién ctru phat trién cac giai phap kiém soat bénh COVID-19

Presymptomatic phase Fever, cough Hospitalization

w®
</ ,*’W

N

Severe

~o iliness
’
2, Moderate
====- Viral load ’,",/ iliness Sseal
== Disease severity rﬁ”’ il T
:: = Asymptomatic
===
MRNA-1273 (Moderna) Casirivimab + imdevimab (Not authorized?) ] Casirivimab + imdevimab (Phase Ill, failed 1/2 co-primary endpoints'?)
BNT162b2 (Pfizer/BioNTech) Bamlanivimab + etesevimab (Not authorized?) \ ] TIXA/CILGA (Phase i) ACTIV-3 trial
ChAdOx1-S (Astrazeneca) (TIXAICILGA (Phase 1Il>) STORM-CHASER ) Regdanvimab (Eua - Eu, sk9)
Ad26.COV2.S (Johnson & Johnson) Sotrovimab (Eux’)
Sputnik V (GRIEM) (TIXA/CILGA (prase i) TACKLE trial ) Angivirals
— - - - : Non-mAb
(CIXAICILGA (v cun: PROVENT trial ) Molnupiravir (uk, EUA Us=2) Corticosteroids treatments'516
Paxlovid (Authorized EU, EUA US'".12) Immunosuppressants
Some of the information provided is based off a preprint research paper that has not been peer reviewed.

COVID-19 = coronavirus disease 2019; EUA = Emergency Use Authorization; EU = European Union; exp = exposure; ICU = intensive care unit; mAb = monocional antibody; mRNA = messenger ribonucleic acid; SK = South Korea; TIXA/CILGA = tlxagevlmab/cllgavlmab UK = United
ngdom US = United States; VAB = virtual advisory board. 1. Corti D et al. Cell. 2021;184:3086-3108; 2. Fact sheet for providers. Use (EUA) of EVUSHELD™ kaged with 2022; 3. Inc.
i and i 4. Lilly. ivit and Use 5. Study NCT04625972. ClinicalTrials.gov website; 6. Celltnon Heallhcare press release. Published November 14, 2021 7. i i Use i
(EUA) on for providers; 8. AstraZ cals LP press release. Published November 18, 2021; 9. Merck & Co., Inc. for providers; 10. Medicines and Healthcare products Regulatory Agency press release. Published

August 20, 2021; 11. European Medicines Agency press release. Published January 27, 2022; 12. U.S. Food and Drug Administration. Fact sheet for . providers: Use ization for ni ir and ritonavir. https://w@@fda.gov/media/ 155050/download; 13.
RECOVERY C Group. Lancet. 2022;399:665-676; 14. Holland TL et al. Preprint published online. Lancet. 2022; 15. World Health Organizati : h i i 10-2019-nC 022.2. Accessed March 5, 2022; 16. National Institutes of
Health. Therapeutic management of hospitalized adults with COVID-19. https://www.covid nih. i dults i .

Primary

Nghién ctru PROVENT: nghién ctu pha 3, mu ddi, cé dbi chirng (gid dwoc) vé kha nang dw phong truéc analysis

phoi nhiém ctia AZD7442 trén 5197 dbi twong 12

ClinicalTrials.gov identifier: NCT04625725
Actual start date: 21 November 2020

Actual primary completion: 5 May 2021
(estimated study completion: 22 June 2022)

Giam c6 y nghia tan suat cac ca nhiém COVID-19 cé triéu chirng méi mac
gilra nhém AZD7442 so v&i nhom gia dwoc

Tiéu chi hiéu lwc chinh

) RRR 77% RRR 83%

+ Té&n suét ca nhiém SARS-CoV-2 RT-
PCR duwong tinh co triéu chirng trwéc
ngay 183

DCO1: 9/5/2021, DCO2: 29/8/2021,
¢ Tinh an toan va dung nap cua 3 thang 31 6 thang

(95% CI: 46, 90; P <0.001) (95% CI: 66, 91; P <0.001)

TIXA/CILGA (i 1& xuét hién AEs, 5
SAEs, MAAES, AESIs) i 35.0 (1.8%)
o
= 30.0
2 _ 20 17
kS 1.0%
3 - 20.0 ( / 6) 11
3 15.0 8 (0.3%)
£ 10.0 (0.2%) 5
- o 8 3 nang, 5 nang,
E 50 | 2t vong 2 tr vong 0 nang |
0.0

= Placebo (n = 1737) W AZD7442 (n = 3460)

24
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Kha nang trung hoa cua Tixa/Cilga d6i v&i cac bién thé SARS-CoV-2'-15

TIXA/CILGA’s IC;5, (ng/mL)2b Tac déng trén 1am sang

Alpha ’
A g1 s A oo ) C6 hiéu lyc d phong 6 thang — RRR 83%

6-256 ng/mL' (PROVENT'®) & liéu 300 mg

®.1) AReS _3'8 ng/mLt# C¢ hiéu luc trong diéu tri — RRR 88%

Raelfa:swz) AT _ 2.6-8 ng/mL145 J (TACKLE) & liéu 600 mg dung sém < 3 ngay
(Cgﬂiﬁfggg?m 147-715 ng/mL5® 3N

Omicron BA.1.1 2 —4.7-8090 ng/mLe10 D Ijéu Ehuc:é R\iVE dat.i"lié qtz,la d.l_,P phong

(B.1.1.529) > bao vé quan thé suy gidm mién dich®-1

(B.1.1.529) - g/m A o

A Omicron BA.2.12.1 2 — 1o 0 Liéu 300 (600 mg v&i BA.2)
(B.1.1.529) 9

Omicron BA.2.75

3 10,11
A (81152 113-121 ng/mL
&"}"i’;;‘g?“"‘ 37.8-586 ng/mLo101214¢ Duy tri khef nang }rung hoa, ‘d woc d?:lsh gia qua
-1 xét nghiém trung hoa virus®-
Omicron BA.5 OEHEE
LAheasy o AMTESESEEEEERY N o
(B.1.1.529) : >10,000 ng/mL 416! Kh(?ng comkha nang t‘rung. hoa, g’annh %?1§;Ja
4 10 100 1000 510,000 xét nghiém trung hoa virus (gia lap)'+1e:
Concentration (ng/mL)
#ICsy is the concentration of an inhibitory substance or antagonist that reduces a given biological process or biological component by 50%17; *Some data points pmssmsd are ECy, vsluss which represent i ofthe i lization assays that 4/5
IC. the BA4 and BA.5 rows®10.14; ¢Omicron BA.4.6 showed i likely gainst ths variant " Some of the information provided is based off preprint research papers that have not
been peer reviewed. *Day of earliest documented samples (BA.4.6 in Jul 2022;
ICy, = half | inhibitory SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2; TIXAICILGA = tixagevimablcilgavimab; VOCs = variants of concern.
1 Nauonal Center for Advancing Translational Sciences. Evusheld: i i and cilgavimab mADbs for SARS-CoV-2 antiviral resistance information (version 5); 2. Dejnirattisai W et al. Cell. 2021;184(11):2939-2954.€9; 3. Chen RE et al. Nat Med. 2021;27(4):717-726; 4. Liu C et al. Cell. 2021;184(16):4220-

4236.613; 5. Bruel T et al. Nat Med. 2022;28(6):1297-1302; 6. Dejnirattisai W et al. Cell. 2022;185(3):467-484.e15; 7. VanBlargan LA et al. Nat Med. 2022;28(3):490-495; 8. Case JB et al. Pre-print. bioRxiv. 2022;
9.Cao Y etal. Nature. 2022;608(7923):593-602; 10. Yamasoba D et al. Pre-print. bioRxiv. 2022; 11. Cao Y et al. Pre-print. bioRxiv. 2022; 12. Tuekprakhon A et al. Article and supplementary material; pre-print. bioRxiv. 2022; 13. Takashita E et al. Letter. N Engl J Med. 2022;387(5):468-470; 14. Wang Q et al. Article and supplementary material;
pre-print. bioRxiv. 2022; 15. Touret F et al. Sci Rep. 2022;12(1):12609; 16. Fact sheet for healthcare providers. Emergency Use Authorization (EUA) of EVUSHELD™ (tixagevimab co-packaged with cilgavimab). 2022; 17. Neubig RR et al. Pharmacol Rev. 2003;55(4):597-606.
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Nhirng diém Iwu y khi dung khang thé don dong dé dw phong COVID-19

-
()

e ol

Can duoc bac si Khang thé duoc dung qua Néu tiém bép, wu tién
kham va chi dinh dwdng tiém (bap) co vung méng

+ Can theo d&i sau tiém trong thoi gian téi thiéu 1 gio.

+ Khong can tri hoan tiém ngtra vaccine COVID-19 sau khi st dung khang thé don dong hay huyét twong cua
nguwoi da khéi bénh?

« O nguoi da tiem ngira vaccine COVID-19 trwéc dé can dw phong thém, nén tiém khang thé don dong téi thiéu
sau 2 tuan?

\. .

1. US EUA Fact Sheet: 3 fda. / id-19-update-fd iz o i e (posted Jun 2022). 2. Centers for Disease Control and Prevention. Interim clinical considerations for
use of COVID-19 vaccines currently approved or authorized in the United States. https:// cd. 19/clini id-19-vaccines-us.htmi#:~:text=COVID-19 is for all people aged 12,persons aged 212 years.
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Khang thé don dong

§ WY
CYRN, ¢ S T *
?(\ Receptor-binding :I"I:Ilnﬂwtnuh and ciigav man:‘::” \\\

domain (RAD) of

iy
spike protein regio domain

binds to ACE2 (RBD) 0 otein ’
receptor blocking SARS- —3
CoV-2r ired for Virus attachment
\ virus attachment

to host cells is
inhibited

— I
i Anglotensin <mw L

1 eynzyme (ACE) 2 receptors

« Giam t& vong, nhap vién, nhap ICU, giam d6 nang — triéu chirng, an toan

27
Taylor, P. C., et al (2021). Nature Reviews Immunology, 21(6), 382-393.

COVID-19 va Bénh co xwong khép

Therapies for SARD

Classical
immunomodulatin
- drugs
 methotrexate |
Nonsteroidal + sulfasalazine
anti-inflammatory [
* tacrolimus
drugs + mycophenolate mofetil

Target synthesis
immunomodulating
drugs

tofacitinib, baricitinib,

Harmful inhibition
of antiviral response

Beneficial inhibition ‘
of overactivated immune system

CoVID.-19

Infection .
ISease Progression

Hyperinﬂammaﬁon

28
Lakota, K., et al (2021). Frontiers in immunology, 11, 611318.
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EPIDEMIOLOGICAL SCIENCE
SARS-CoV-2 Omicron escapes mRNA vaccine booster- . -
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Kim, W. 1., et al (2022). Annals of the Rheumatic Diseases, 81(11), 1585-1593. RO 4 & ‘,‘;3' ™ 79: 59“#

Tom tat

« Can lwu y nguy co nhiém COVID-19 & bénh nhan co xwong khdp

Nhiém COVID-19 lam tang t&r vong va cac bién cd xau

* Phong ngtra la bién phap quan trong

Can phdi hop nhiéu bién phap phong nglra
« Ca thé hoa tuy theo tirng trworng hop
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