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1. MO BAU




MO PAU

(8 December 2019 b 28 February 2020
Onset of the first recorded case in WHO risk assessment increased to
kWuh&m | ) very hllgh on the global level
31 December 2019 (11 February 2020 ) 2 October 2020
First report of 27 cases of pneumonia ICTV named virus SARS-CoV-2 and >34,000,000 cases and
with unknown cause in Wuhan, China (WHO named disease COVID-19 | >1,000,000 deaths

December

October

(9 January 2020 h (11 March 2020
China announced the identification of WHO defined COVID-19
a novel coronavirus as the causative (as a pandemic
\agent of the pneumonia outbreak
| 29 January 2020
13 January 2020 (20 January 2020 The coronavirus
Case of a traveler from Human-to-human 23 January 2020 spregd to all 34 30 January 2020
Wuhan was confirmed [ transmission was Wuhan city was provinces across — WHO declared a
in Thailand Lconfirmed locked down China PHEIC alert

Nat Rev Microbiol.2021 Mar;19(3):141-154




TINH HINH COVID-19 TREN THE GIOI

@ COVID-19 Dashboard by the Center for Systems Science and Engineering (CSSE) at Johns Hopkins University (JHU)

Total Ca Total Deaths Total Vaccine D Administered
Last Updated at (M/D/YYYY) o eses o Tecne T AT

9/2/2021,11:21 AM 4,542,685 5,326,760,820

| Daaths by Country/Region 28-Day Cases 28-Day Deaths 28-Day Vaccine Doses Administered

o /Sovereignty 285,001 1 ,073,597,322

28-Day: | 25,694
Totals: | 642,081

Waekly Casas

India

28-Day: 113,263
Totals: | 439,020
Iran

28-Day: | 16,009
Totals: 1108,393

United Kingdom

28-Day: | 2,680 EUROFE
Totals: ] 133,066
Brazil
28 Day: | 21,981 ‘
Totals: | 581,150
Indonesia
28-Day: 134,134
Jul u

Totals: 1133,676 2021 J

Waeekly Deaths

Turkey
28-Day: | 5,065 SOUTH
Totals: | 57,000 AMERICA

France
28-Day: 114,042
Totals: 1126,335

Malaysia

28-Day: | 7,066
Totals: 116,942

Weekly Doses Administered

Ruseia

28-Day: 121,746

Totals: | 180,781

Thailand Esri, FAD, NOAA Powered by Esri
Admin0 | Adminl Admin2 28Day | Totals y ase-Fatality Retio || Global Vaccinations Vaccinations s Weekly || Daily

https://www.arcgis.com/apps/dashboards/lbda’7594740fd40299423467b48e%ecfé



TAI VIET NAM

Nhiém * Khai T vong Dang diéu tri
473.477 248.722 11.868 212.943
Hém qua +11.434 Hdm qua +9.862 Hém gua +804 Hdm qua +768

* 56 ca nhiém bao gdm ca trong nwdc va nhap canh

Nhjém theo l'lgc":ly 28ngay Toan théi gian 28 ngay Toan théi gian
@ Nhiém Céch ly - phong toa
Trung binh 7 ngay ® piéutradich té
| b 4.670
| |
|
!
I | i
T
il i
........... S———— ettt AR
4[6 27/6 19/7 10/8 /9 4[6 27/6 19/7 10/8 1/9

* S0 ca diéu tra dich té dugc cap nhat tir 10/5

https://vnexpress.net/covid-19/covid-19-viet-nam



TINH HINH COVID-19 TAI CAC TiNH THANH PHIA NAM

Nhiém, tif vong tai 62 tinh thanh Ban d6 ving dich
* Ty 1& 100,000, tékc cik 100.000 nguéi c6 bao nhidu nguéi nhidm, tir vong. -
Vi du: Ce 100.000 ngurési tai TP HCM, cé 2.507 ngwdi nhiém va 104 nguwdi ti vong

+
Nhiém  Hom qus 18;30? T vong Homqua 1[;0T;£ -
ﬁP HCM 226622 +5.368 2.507 9.395 658 104 \
Binh Durong 118.228 +3.440 4.813 936 78 38
Pong Nai 24525 +759 788 233 12 7
Long An 22.638 +594 1.335 287 14 17
Qén Giang 9.846 +194 557 2n 9 15)
Khanh Hoa 6.612 +112 036 58 4 B
Kién Giang 1.466 +106 85 13 - 1
Quéng Binh 573 +103 64 - - R
Tay Ninh 5.015 +85 428 16 1 1
Ddng Thap 7.040 +75 440 146 10 9
An Giang 1988 +70 104 T - -
4 Xem thém

1100 101-500 5011000 1001410000 10001+
D lidu dan sé: Téng cuc thdng k&, dan s8 Viet Nam ndm 2019.

Ca nhiém va tc"-mg s tr vong: Bo Y .
Tir vang hang ngay: Tiéu ban diéu tri Ban Ghi dao Quéc gia phéng, chéng dich Govid-19

https://vnexpress.net/covid-19/covid-19-viet-nam




TINH HINH COVID-19 TAI TP HCM

Chi tiét tinh thanh

Y BinhDuwong BéngNai  Long An Tién Giang Chon tinh thanh v

Téng 28 ngay Toan théi gian Ca theo ngay
@ Nhiém 226,622 ® Nhiém
Trung binh 7 ngay
'2 S'IIZ
||||
| il
28 ]|
35 i
S AL Illllll.lllllilllll
4/6 27/6 19/7 10/8 1/9 416 27/6 19/7

14 ngay qua, s ca nhiém tai TP HCM tang 50 v&i 14 ngay trude.

https://vnexpress.net/covid-19/covid-19-viet-nam

28 ngay Toan thdi gian

3.8

10/8

5.3

68

1/9



2. VIRUS SARS-CoV 2




PAC DPIEM VIRUS HOC
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Experimental & Molecular Medicine (2021) 53:537-547 Front Pharmacol. 2021;12:576448. doi: 10.3389/fphar.2021.576448



BIEN THE CAN QUAN TAM (VARIANTS OF CONCERN)

Variant

B.1.1.7 (or alpha)
B.1.351 (or beta)

B.1.1.28.1 (or gamma or
P.1)

Phenotypic Change

Increase transmission

Increase transmission
and virulence

Increase transmission
and virulence,
decrease neutral-
ization

r

.

B.1.617.2 (or delta)

Increase transmis-
sion, decrease
neutralization

B.1.617.1 (or kappa)

Increase transmis-
sion, decrease
virulence

A69-70
Increase
transmission

69—70 deleted

Amino Acid Position in Prototype Virus and Proposed Effect of Changing It*

K417
Decrease
neutralization

L452
Decrease
neutralization

E484
Decrease
neutralization

N501
Increase
transmission

D614
Increase
transmission

K (later change) Y G

N K Y G
N/T K Y G
R R

R Q G

P681
Increase
transmission

H

Krause R.P. et al. SARS-CoV-2 Variants and Vaccines. N Engl J Med 2021; 385:179-186
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https://www.medrxiv.org/content/10.1101/2021.07.07.21260122v2 ORF1ab



BIEN THE DELTA

Table 2 Hospitalisation outcomes for patients with the delta variant compared with patients with the alpha variant

Alpha variant Delta variant HR (95% Cl), delta variant vs alpha
(B.1.1.7) (B.1.617.2) variant
Unadjusted Adjusted*
[Hc:-spital admission within 14 days after specimen ] 764/34 656 (2-2%) 196/8682 (2-3%) 1-03 (0-88-1-21) [ 2:26(1-32-3-89) ]
Hospital admission or emergency care attendance within 1448/34 656
) 498/8682 (5-7%) 1-39 (1-25-1-53) 1-45 (1-08-1-95)
14 days after specimen (4-2%)

Data are n/N (%) except where otherwise stated. HR=hazard ratio.

* Stratification for age group, ethnicity, lower-tier local authority, calendar week of specimen, vaccination status; regression adjustment for age

(linear), date (linear), sex, index of multiple deprivation, and international traveller status.

https://doi.org/10.1016/ S1473-3099(21)00475-8



3. SINH BENH HOC




SINH BENH HOC

Phase | Phase Il Phase Ill
Early infection Pulmonary manifestation Severe hyperinflammation

Bénh c6 3 pha:

lla Ilb

(1) Pap rng v&i nhiém
VIrus

= Virus gan vao thu thé
ACEZ2:

= Niém mac dwong ho
hap

Severity of disease

= TK khtru giac

-2 -1 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20

= Té bao thwong bi &
rudt, t& bao ndi mo
mach mau...

Days since onset of symptoms

BMJ 2020;371:m3862 Respiration 2020;99:521-541
http://dx.doi.org/10.1136/bmj.m3862 DOI: 10.1159/000509104



SINH BENH HOC

(2) Biéu hién phoi o [romon esaton| | e ictimaton

= [la: PaO2/FiO2 = 300 T

= |lb: PaO2/FiO2 < 300
(3) Bénh dién tién
nang do 111 cytokine
tien viém:

= ARDS

= Con bao cytokine:

Severity of disease

= SOcC >
-2 -1 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20

u Suy da tang Days since onset of symptoms
= Bénh ly déng mau
) y g BMJ 2020;371:m3862 Respiration 2020;99:521-541
http://dx.doi.org/10.1136/bmj.m3862 DOI: 10.1159/000509104



4. BIEU HIEN LAM SANG




BIEU HIEN LAM SANG

= U bénh: 5-7 ngay (2-14 ngay)
= 13/30 (43%) la nhiém tring khong co triéu chirng
= Triéu ching nhe:
= Sot, dau nhire gibng cdm ciim
= Tai dwdng ho hap: ho, hat hoi, chdy nwdc mii
= Ngoai dwdng hé hap:
= Méat khiru giac, mat vi giac
= Tiéu chay, nbn Oi

= Sung huyét két mac, chdy nwéc mat

N Engl J Med 2020; 382:1708-1720 BMJ 2020;369:m1470 doi: 10.1136/bmj.m1470



BIEU HIEN LAM SANG

= Biéu hién nang:
= H6 hap: viém phdi ndng, ARDS
= Than kinh:
= Bénh ly ndo, viém néao
= HOi ching Guillain — Barre
= Dot quy
= Tuan hoan:
= Viém co tim

= Viém mang ngoai tim, loan nhip, suy tim...

N Engl J Med 2020; 382:1708-1720 BMJ 2020;369:m1470 doi: 10.1136/bmj.m1470



PHAN LOAI MUC PO LAM SANG

= Khdng triéu chirng = Nang
= Chi RT-PCR (+) = Viém phf‘)i
= Nhe = Kho th®, thé >30 lan/phat
= Viém ho hp trén = Hoac Sp0O2 <93% (khi troi)
= Khong viém phdi/thiéu oxy = Nguy Kkich:
= Vira = ARDS ’ )
= Viém phdi, khong dau hiéu nang, = Nhiém trl{ng huyet/’Soc nhiém trung
SpO2 2 93% (khi troi) = Khéc: nhéi mau phdi, dot quy...

= X-quang/CTscan nguwc

Hwéng dan chan doan va diéu tri COVID-19 _Bo Y té&_theo quyét dinh: 3416/QD-BYT,ngay 14/07/2021



YEU TO NGUY CO MAC COVID-19 NANG

= Nguwoi gia

= COPD

= Bénh tim mach (suy tim, bénh mach vanh, bénh ly co tim...)
= Pai thdo duwong type 2

= Béo phi (BMI = 30)

= Bénh than man

= Suy gidm mién dich: ghép tang, bénh Iy huyét hoc...

N Engl J Med 2020;383:1757-66




4. XET NGHIEM CHAN DOAN




XET NGHIEM CHAN DOAN

= Sinh hoc phan t:
= RT-PCR (Spec. 99%)
= RT-LAMP

= Xét nghiém khang nguyén
(Spec. >98%)

= Xét nghiém khang thé
(Spec. >85%)

Nat Rev Genet. 2021 May 4,415-426

False True
negative positive

False

Relative levels of viral
genome copies

negative

True
negative

Limit of detection (test A)

------- mmmmmmesmmmmesmmmeeeom-e-o-o------=- | imit of detection (test B)

Weeks after infection

Pre-infectious Infectious

Persistence of genomic RNA

O Negative test
‘© Positive test

-0---0---0---0 -

Viral Load

i i Infectious !

g mmmm————— Low analytic sensitivity

B o High analytic sensitivity (PCR)

Postinfectious
Positive by PCR

Time

MJ Mina et al. N Engl J Med 2020;383:e120.



RT-PCR

(iii) RMNA extraction and

a (i) Nasopharyngeal or/and oropharyngeal (i) Sample storage at 2-8°C for
up to 3 days and RNA extraction purification process ~45 min

(throat) swab <10-15 min

4
o

Deactivated Purified
virus BMNA
(v) RT—gPCR realtime test results
266 13,468 21,563 29,674 '
H Positive

h |
S Fia Fib ! !
|

RT-qPCR ~2 h per primer set
Purified RNA is reverse transcribed to cDNA

2
o]
m
=
(%]
Fluorescence

PCR amplification i

Retrotranscription Threshold

LA f‘f:rf'l f:'. : Negative
> P -

Copies per reaction (C))

Nat Mater. 2021 May;20(5):593-605



XET NGHIEM
KHANG NGUYEN

Cho két qua nhanh
Khéng can phong xét
nghiém

Chi phi thap hon xét
nghiém PCR

https://doi.org/10.3892/ijmm.2021.4933

Sample well—f~r—=s| .-~
Conjugate pad— ‘

Testing line—{— T
Control line |~ <

@ Sample
loading

Antibody-antigen
complex
s
ey
\ Cc
Antl SARS CoV~2
antibodies

@ Antibody-antigen
complex detection

S

Anti-antibodies against SARS-CoV-2
antigens/gold-tagged antibodies complex

'\l’est line

\/ /
| v/ I
r '

Iy
\

.
\/ \]I

Gold-tagged anti-SARS-CoV-2 Control line
antibodies and control Pre-attached control
antibodies antibodies
SARS-CoV-2 antigens
¢ ¥ W
r—s g )\\ }\ E 3 IE :
r ¢  Gold-anti-SARS-CoV-2
conjugated antibody
Buffer oF Sample (a) Conjugation pad: antibody-
loading incubation antigen recognition
Rabbit-gold i . Invalid
“‘ conpljggte Positive Negative
\ / r—is
s r—s r—s r—s
// | - -
\\ [: T L T ‘7 11 ‘ T
4 —4 c
YYY ) L UJe
Anti-rabbit IgG
antibodies Interpreting
results
@ Control
antibody detection




Xet nghiém dinh ky giai doan bénh lay lan rong
. _ trong cong déng
XET NGHIEM
KHANG NGUYEN
NHANH TAI TPHCM v v
Két qua xét nghiém nhanh khang Két qua xét nghiém nhanh khang
X s > . nguyén dwong tinh uyén am tinh
Cap phép bai: fid
BYT/WHO/FDA i
A XUr tri nhw voi ca dwong tinh;
D6 nhay = 80% Thuc hién xét nghiém Realtime RT-
A s . PCR
Do dac hiéu = 97%
(so voi RT-PCR) \
Do cac vién Vé sinh Duwong tinh: Khdng Am tinh: Khang dinh Am tinh: Chura e6 bang chirng nhiém
: = I dinh duong tinh SARS-| ¢ | | &mtinh SARS-CoV-2 | | SARS-CoV-2; Tiép tuc thue hign theo dbi
dich té hoac vién CoV-2 nhu v&i ca nghi ngér

Pasteur danh gia

(Hwédng dan st dung sinh pham xét nghiém nhanh khang nquyén vi rit SARS-CoV 2
BO Y té theo quyét dinh: 2022/QD-BYT,ngay 28/04/2021)




SO SANH TEST
NHANH KHANG
NGUYEN VOl PCR

D6 nhay cua test
nhanh khang nguyén
giam ro khi

Ct value 2 24.5

0.9

o o
~ (o¢]

o
o

o
»

Proportion of linked case-contact pairs
o o
w [é)]

o
N

0.1

oo NI NN BN

Index case Index case Index case Index case
detected by detected by detected by detected by
PCR Deep Blue Innova Orient Gene

Clin Infect Dis, ciab421, https://doi.org/10.1093/cid/ciab421

Index case
detected by
Abbott

Viral load in index case
RNA copies/mL

B <100 (ct>305)
100-10 000 (Ct 24.5-30.5)
10 000~1 000 000 (Ct 18.4-24.4)
1-100 000 000 (Ct 12.3-18.3)
B >100000 000 (Ct <12.3)


https://doi.org/10.1093/cid/ciab421

XET NGHIEM KHANG THE

a Sample loading b Buffer loading

Patient
blood

f Control antibody detection
rabbit—gold conjugate

€ Incubation

d Antibody-antigen recognition e SARS-CoV-2 antibody detection

rq

—

Y

lgGiigM O* %JD

C
‘\ T
— Antibody—antigen —
complex
I '§ ’ﬁ; )

i
Y Yy

0

S

Anti-rabbit 1gG antibodies

Nat Mater. 2021 May;20(5):593-605

Goeld-SARS-CoV-2 Anti-human IgG/IgM antibodies
antigen conjugate
g Analysis of results
Positive

0

S

One lateral flow strip each
in Cwell and T well

Negative
One lateral flow strip in

[] C well

Positive Megative

Invalid



a Viral analyte (RNA, protein and antibody) dynamics

A

Viral RNA —
genome

Viral
protein

Viral analyte relative
abundance

TOM LAI (XN)

-0.5 0 1 ? 3 Weeks after infection

b Infection stage and applicable test modalities

[ Exposure
Incubation
Live virus
I Infectious
O Symptoms

Convalesence

Molecular assay
(RT-gPCR, NGS, NAAT)

I Antigen test
Serological test (IgM)
Serological test (IgG) I

2 3 Weeks after infection

-0.5 0 1

Nat Rev Genet. 2021 May 4;415-426



5. DIEU TR| BENH NHAN COVID-19 TAI
CONG DONG

- TIEU CHUAN PIEU TRI TAI NHA
- THEO DOI TAI NHA & NHAN DIEN DAU HIEU NGUY HIEM
- CHAM SOC VA THUOC BIEU TRI TAI NHA




TIEU CHIi PIEU TRI TAI NHA




TIEU CHi CHON BENH NHAN COVID-19 BIEU TRI TAI NHA

THOA DIEU KIEN KHONG VIEM PHOI HOAC THIEU OXY
= RT-PCR hodc Test nhanh KN: DPO'NG TiNH = Nhijp th& >20 lan/phut
= Khong triéu chirng hoac trieu chirng NHE () = Sp0O2 <96% (khi trévi)

= [t nhéat 1 trong 2 tiéu chi: = Thé bat thwong:

=  Tiém da 2 mai HOAC 14 ngay sau mdi 1 = Thé rén, kho khe. thé rit
= Co6du 3 yéu td:

= 1<TUOI<50

= Khéng bénh nén (*)

= Phap phong canh mii
= Rt I6m long nguc
= Khong dang mang thai

= CO0 kha nang tw cham saéc tai nha (*)

Theo quyét dinh: 4038/QD-BYT ban hanh ngay 21/08/2021 v/v ban hanh “Hwéng dan tam th&i vé quan ly ngwei nhiém COVID-19 tai nha”
Theo cong van: 6065/SYT-NVY ban hanh ngay 27/08/2021 v/v cap nhat “Hwéng dan géi cham sdc sirc khée tai nha cho ngwei FO” (phién ban 1.5)



TRIEU CHWNG LAM SANG MUC PO NHE

= SOt
= Mét mai, dau dau, dau mai co
= Ho khan, dau hong, nghet mai, hat ho

= Mat mui, mat vi...

Theo quyét dinh: 4038/QD-BYT ban hanh ngay 21/08/2021 v/v ban hanh “Hwéng dan tam th&i vé quan ly ngwdi nhiém COVID-19 tai nha”
Theo cong van: 6065/SYT-NVY ban hanh ngay 27/08/2021 v/v cap nhat “Hwéng dan géi cham sdc sirc khée tai nha cho ngwei FO” (phién ban 1.5)



BENH NEN NGUY CO CAO

‘ PHU LUC 01 ,
Danh muc cac bénh nen (cé nguy co gia ting mic do nang khi mac COVID-19)

/1. Daithio duong ) 11.Bénh Iy than kinh (bao gdm ca chimg sa sit tri tué)
2. Bénh phdi tic nghén man tinh va cac bénh phoi khac 12. Bénh hong cau hinh liém, bénh thalassemia, bénh huyét hoc man tinh khac
3. Ung thu'(dédc biét la cac khoi u 4c tinh vé huyét hoc, ung thu phéi va bénh ung 13. Hen phé quan
thu dican khac). 14. Tang huyét ap
\¢_Béoh thén man tinh _ /" 15. Thiéu hut mién dich
5. ~Ghép tang hoac cay ghép té bao gbe tao mau 16. Bénh oan
(6. Béo phi, thura ca ) e :
< DeO pht, thua can 17.Ro1 loan do str dung chat gy nghién
7. Bénh tim mach (suy tim, bénh dong mach vanh hogc bénh co tim) J 18. Pang diéu tri bang thudc corticosteroid hodc cdc thude tre ché mién dich khdc.
8. Benh Iy mach mau ndo 19. Cac bénh hé théng.
9. Ho1 chung Down 20.Bénh ly khac dbi véi tré em: Tang ap phoi nguyén hoac thir phat, bénh tim bam
10. HIV/AIDS sinh, réi loan chuyén héa di truyén bam sinh, r6i loan ndi tiét bam sinh-méc phai.

Theo quyét dinh: 4038/QD-BYT ban hanh ngay 21/08/2021 v/v ban hanh “Hwéng dan tam théi vé quan |y ngwei nhiém COVID-19 tai nha”




KHA NANG T CHAM SOC TAI NHA

= Tw cham séc dwoc ban than
= Gia dinh c6 nguw®i cham soc

= CO kha nang lién lac v&i nhan vién y té: dién thoai, may tinh...

Theo quyét dinh: 4038/QD-BYT ban hanh ngay 21/08/2021 v/v ban hanh “Hwéng dan tam th&i vé quan ly ngwei nhiém COVID-19 tai nha”
Theo cong van: 6065/SYT-NVY ban hanh ngay 27/08/2021 v/v cap nhat “Hwéng dan goi cham soc sire khée tai nha cho ngwéi FO” (phién ban 1.5)




THEO DOI VA PHAT HIEN DAU HIEU TRO NANG




D) AC 3] E ML A MS A NG Nat Rev Microbiol 19, 141-154 (2021)

Age as major risk factor

L

<10 years <50 years >60 years >68 years

| mm | |

|
COVID-19 cases (percentage of all cases)

Asymptomatic... Critical and deceased (5%)

* ARDS
* Acute cardiac injury
¢ Multi-organ failure

* Dyspnea
* Coexisting illness

¢ |CU needed

* Fever, fatigue and dry cough
* Ground-glass opacities
* Pheumonia

Incubation period

. AN AN J

' T T
~5 days ~8 days ~16 days
Di
(1_14) Isease onset (7_14) (12_20)




THEO DOI SU’C KHOE TAI NHA

Sinh hiéu: 2 lan/ngay

= Mach

= Huyét 4p (néu c6 may do)
= Nhip thé

= Nhiét dé

= SpO, (néu c6 may do)

Triéu chirng...

= Mé&t mai, &n lanh...

= Triéu chirng ho, ho c6 dam, méat mui, dé mat,

tiéu chay...

Triéu chirng nguy hiém

= Kho thé, hut hoi...

= Nhip tho:
= Nguwdilén > 20 lan/phat
= 1-5tudi = 40 lan/phat
= 5-12 tudi = 30 lan/phut

= SpO, £95%

= Tim méi, dau chi

= RO&i loan mach, huyét ap
= Pau ngwe, ho ra mau...

= RO&iloan y thire

Theo quyét dinh: 4038/QD-BYT ban hanh ngay 21/08/2021 v/v ban hanh “Hwéng dan tam th&i vé quan ly ngwei nhiém COVID-19 tai nha”



KHI CO DAU HIEU NGUY HIEM?

TRIEU CHUNG BENH COVID -19 - Tram y té’/ tram y té IUJu déng/
CLCTRIEUCHITNGBAC;DONG Dél phén l}’ng nhanh
» @ (™ = 115

= Tw van tr xa:
o M = Tdng dai “1022"
= = Hotline “028 99999 115"

Kém tinh tdo, Da, méi, méng tay, Sp02 < 95%
xAay xam méng chan xanh tai

Kho thé, Pau tic nguc Khon: gihe tura
thd khé khé khéi giuéng

Theo cong van: 6065/SYT-NVY ban hanh ngay 27/08/2021 v/v cap nhat “Hwéng dan géi cham sdc sirc khée tai nha cho ngwei FO” (phién ban 1.5)



CHAM SOC & THUOC DPIEU TRI TAI NHA




PIEU TRI

symptomatic or

Presymptomatic Mild lliness Modergte lliness Severe lllness Critical lliness

Positive SARS-CoV-2 Mild symptoms (e.g., Clinical or rhdiographic  Oxygen saturation <94%,; Respiratory failure, shock,

Features test; no symptoms fever, cough, or change evidence]of lower respiratory rate and multiorgan
in taste or smell); respiratory tfact disease; =30 breaths/min; dysfunction or failure
no dyspnea oxygen satufation =94% lung infiltrates >50%
Screening testing; if Diagnostic testing Diagnostjc testing Diagnostic testing Diagnostic testing
. patient has known
Testing exposure, diagnostic
testing

Isolation Yes Yes Yds Yes Yes

Viral replication

Proposed Disease
Pathogenesis

Treatment
Artbocy therepy * Antinfarmmatory therapy.

Inflammation

Monitoring for symptoms Clinical monitoring Clinical mpnitoring; Hospitalization, oxygen  Critical care and specific
Management . . L o~ .
Considerati and supportive care if patient is fospitalized therapy, and specific ~ therapy (dexamethasone,
onsiderations therapy (remdesivir, possibly remdesivir)
dexamethasone)

N Engl J Med 2020:383:1757-66




PIEU TRI NANG PO (BENH NHE)

= Nghi ngoi tai giwdng, phong bénh thdng thoang

= Vé sinh mii hong...

1 4
N

s TRAN AN!

= Ubng di nwéce

= Pam bao dinh dwéng, bd sung vitamin C...
= Ha st bang paracetamol

= Tap thd/ tw thé nam sap (*)

= THEO DOI SAT LAM SANG > TRO NANG

Huwdng dan chan doan va diéu tri COVID-19 Bo Y té theo quyét dinh: 3416/QD-BYT.ngay 14/07/2021




Trudng Pai hoc Y khoa Pham Ngoc Thach CAl THIEN OXY PHOI BANG CACH
NAM & TU THE NAM SAP

2 o x
SO TAY HUONG DAN NG k&t qué do oxy cho théy néng do SpO2 dudi 94% hay thdy mét,
= d -~ bénh nhén dugc cham sdc tai nhd nén ndm sdp.
CHAM SOC FO TAI NHA didu ndy s& cdi thién nhip thd va tang dé bdo héa oxy.

7
&v

B&t ddu bding céch Chuyén sang Chuyén sang
ndm sdp trén giudng phdng  ndm nghiéng bén phdi ngdi déy (30 - 60 ds)
trong 30 phit dén 2 gid. trong 30 phut dén 2 gid. trong 30 phit dén 2 gid.
. -
5 =
= ;
-y =
5 A
BIEN SOAN VA TRINH BAY NOI DUNG X Chuyfan T o : Chﬁwe? KD . ,Trél 5| 7

. : nam nghiéng bén tréi nam s&p va co chan vi tindam s&p

% fm trong 30 phat dén 2 gid. trong 30 phut dén 2 gid. trong 30 phat dén 2 gid.




BOYTE CONG HOA XA HOI CHU NGHIA VIET NAM
lip — Tw do — Hanh phi

S6: 4038/QD-BYT Ha Noi, ngay 21 thangosnam 2021
QUYET DINH
V& viée ban hanh “Hwéng diin tam thi vé quén Iy ngudi nhiém COVID-19 tgi nha"

BQ TRUONG BQ Y TE

Can eir Ludt Phong chong bénh truvén nhiém nam 2007;

Can cie Luat Kham bénh, chita bénh nam 2009;

Can cir Nghi dink 56 75/2017/ND-CP ngdy 20/6/2017 eiia Chinh phti quy dinh ¢hiee
ndang, nhiém vu, qmén han \':5 Co cdu 16 chire ciia Bg Y 1é:

Can cit Quvét dinh s6 l70/QD-TTg ngay 30/01/2020 cia Th twdmg Chink phii vé
vige thanh Iap Ban chi dao Quoc gia phong, chong dich bénh viém diwimg ho hép cip do
chiing meri cua vi nit Corona gay ra;

Theo dé nghi cua Cuc trieomg Cue Quan Iv Kham, chiva bénh, Bo Y 1.

QUYET DINH:

Diéu 1. Ban hanh kém theo Quyét dinh ny tai liéu chuyén mén “Hudng din tam thoi
vé quan Iy ngudi nhiém COVID-19 tai nha”.

Didu 2. Tii ligu chuyén mén “Hudng din tam thai vé quan 1y ngudi nhiém COVID-
l9la|nha"duvv:lpd\mglmtuyénylccosnlheosuchldaocmSothlmh.thnnhpho
trye thuge trung womg vé Ban chi dao phong chdng dich COVID-19 cua dia phuong.

Diéu 3. Giao Sa Y té cdie tinh, thanh phd tnye thude Trung wong cin cir dién bién tinh
hinh dich COVID-19 tai dja phwong, khi vurgt qun kha nang dép (g | vé ngudn lye va kha
néing thiét lip cor s thu dung, cach ly, quan ly, diéa tri COVID-19 dé tham muu cho Ban
chi dao phong chong dich COVID-19 tinh, thanh pho truc thuje Tnmg uong quyet dinh
théi diém, dia diém, pham vi 4p dung “Hudng din tam théi vé quan Iy ngudi nhiém
COVID-19 tgi nha™.

Diéu 4. Quyét dinh nay co hidu lyre ké tir ngay k¥, ban hanh,

Didu 5. Céic ong, ba: Chanh Vin phong Bo, Chinh thanh tra BY, Tong Cye trisomg,
Cye trudmg va Vy truomg cde Tong cue, Cuc, Vi thude BS Y &, Gidm dde S0 Y € céc tinh,
thanh phé tryre thudie trung wong, Gidm a:t cae Bénh vién trire thuge B3 Y té, Thi trudmg
Y té cic nganh chju trach nhi¢m thi hanh Quyét dinh nay./.

Nai nhin: KT. BQ TRUONG

- Nhur Diéu 5; U TRUONG

- PTT. Vil Birc Bam — Trrimg BCH PC dich
COVID-19 [dé bao cdo);

- B truimg (dé bio cdo)

- Ciic Thir truong;

- Céng thing tin dién tr By Y 1€,
website Cyc QLKCB:

= Luu: VT, KCB,

{guyén Truwomg Son

o ie

gtm. Ky boi: Vin phing
i 5Y té

BOY TE CONG HOA XA HOI CHU NGHIA VIET NAM
Pic lap - Tw do - Hanh phuc

Sé6: 4109 /QD-BYT Ha Ngi, ngay 26 thang08ndam 2021

QUYET PINH
Vé viéc ban hanh hwong din tam thoi
“Danh muc thudc diéu tri ngoai tri cho ngwoi nhiém COVID-19 tai nha”

BO TRUONG BO Y TE
Cén cir Lugt Phong chong bénh truyén nhiém nam 2007;
Can cir Lugt Kham bénh, chiva bénh nam 2009;

Can cir Nghi dinh s6 75/2017/ND-CP ngay 20/6/2017 cua Chinh phi quy
dinh chite nang, nhiém vu, quyén han vé co cu to chire ciia Bg Y 1é;

Can cir Quyét dinh s6 170/0P- -1Tg ngay 30/01/2020 cua Thi twéng Chinh
phii vé viéc thanh Idp Ban chi dao Quoc gia phong, chong dich bénh viém dwong
hé hap cdp do ching méi ctia vi rit Corona gay ra;

Theo dé nghi ctia Cuc treomg Cuc Quan Iy Kham, chita bénh.
QUYET PINH:

Piéu 1. Ban hanh huéng dan tam thoi “Danh muc thude diéu tri ngoai tri
cho nguoi nhidém COVID-19 tai nha” kém theo Quyét dinh nay.

1. Cac nhém thude trong Danh muc, bao gom

a) Thude ha sbt, giam dau;

b) Thude can bing dién giai;

¢) Thude hé tro nang cao site khoe, ting stic dé khang;

d) Thude sat khuan hau hong:

d) Thude khang vi rat;

) Thude chéng viém corticosteroid:

¢) Thude chéng dong mau.

2. Thude khang virat: Hién nay chua duge BO Y 1é cip phép lIuu hanh trong
tinh hudng khén cap hodc cap phép luu hanh chinh thie. Thude duge dung trong
chuong trinh thur nghiém ldm sang va nghién ctu tai cong ddng theo dé cuong

nghién ciru dup‘c Hoi dong Dao dite trong nghién ctru Y sinh hoc - Bo Y té thong
qua va B Y t¢ cho phép trién khai.

3. Thude chéng viém corticosteroid va thude chéng dong mau

a) Thue hién ké don diéu tri ngoai tri theo quy dinh tai Thong tu 52/2017/TT-
BYT ngay 29/12/2017 ctia By Y té quy dinh vé Pon thude va viée ké don thube
hoéa duge, sinh pham trong diéu tri ngoai trit va Thong tu 18/2018/TT-BYT ngay

UY BAN NHAN DAN
THANH PHO HO CHI MINH
SOYTE

$6:6065 jsyrNvy  Thanh phd Ho Chi Minh, ngéydhdng § nam 2021

Viv ¢ip nht “ Hudng dan goi
cham soc sire khoe tai nha cho
ngudi FO™ (phién ban 1.5)

Kinh guri:

CONG HOA XA HQI CHU NGHIA VIET NAM
Poc ldp - Ty do - Hanh phic

Bénh vién cong lap va ngoai cong lap;

Bénh vién thu dung diéu lr; COVID-19;

- Trung tam Y té thanh pho Thu Dire va quén, huyén;

Co s cach ly tap trung FO trén dia ban thanh phé Thu
Dirc va quan. huycn.

- Tram Y té, Tram Y té luu dong phuong, X, thi trn.

Ngay 25/8/2021, S Y té ban hanh cong van sé 6002/SYT-NVY vé viéc cap nhit
“Hudmg dan goi cham soc sirc khoe tai nha cho ngudi FO” (phién ban 1.4).

Cin cir Quyét dinh s 4109/QD-BYT ngay 26/8/2021 ciia BY Y té vé viée ban hanh
huémg ddn tam thoi “Danh muyc thube diéu tri ngoai trd cho ngudi nhiém COVID-19 tai
nha™;

S& Y té cap nhat “Hudng din goi cham soc sire khoe tai nha cho nguoi FO” phién
ban 1.5, theo d6 c6 b sung loai hinh “Té COVID dya vao cong dong” (theo chi dao cia
Bo truong B) Y 1é) va diéu chinh danh muyc thudc chéng dong dang udng tir 03 loai
xudng con 02 loai.

Sa'Y té dé nghj Giam dbc cic benh vién, trung tam ¥ t¢ thanh phé Tha D, quan,
huyén, tram y 1é xa, phuong, thi trdn td chire thyc hién nham dam bao an toan, hiéu qua
cho ngudi méc COVID-19.

Trong qué trinh thuc hién néu c6 khé khan, vuéng mic dé nghi lién hé So Y &
(Phong Nghiép vu Y — Dién thoai: 028.3930.9981).

Dinh kém “Huwomg dan goi cham séc sirc khoe tai nha cho nguoi FO" (phién ban
1 .5)./.\%

Noi nhin:
- Nhur trén;
- BP TT BB PCD COVID-19 tai TP.HCM:
- Bi thu Thanh uy;
- Ban Thuong vy Thanh uy;
- Thudmg trye Uy ban nhan dan thanh phé;
- UBND Thanh phé;
- Ban Thudng vu Thanh uy TP. Tha Dirc va quén, huyén;
- BCD PCD thanh phé Thu Dire, quan, huyén;
- Ban Giam déc So;
- Luu: VT, NVY.

\\\"o T
““Fiinig Chi Thugng



4
DANH MUC THUOC DIEU TRI NGOAI TRU
CHO NGUOI NHIEM COVID-19 TAI NHA
(Ban hanh kém theo Quyét dinh sé*1090D-BYT ngay26/8/2021 cia Bé trwong Bé Y 1é)

'I'I‘ Ten thuoc

Paracetamol: cho tré em: goi bot hodc cém pha hon dich udng ham luong
80mg, 100mg, 150mg hodc 250mg; cho nguoi I6n: vién nén 250mg hoac
500mg

2. Thubc cin bang dién giai

Dung dlch Oresol g01 bu nu'oc chat dlen g1a1 khac
3. Thuoc hd tro' nang cao sic khoe, tang sire de khang

Vitamin tong hop c6 mot trong cac thanh phén sau: vitamin B1, B6 va
B12: vitamin C (¢6 thé bao gébm kém): vitamin D

4. Thubc sat khudn hau hong

- Natri clorit (dung dich 0,9% hoéc vién pha nude mudi)

- Thudc sat khuén hau hong khac

5. Thubc khang vi rat

Sir dung theo dé cuong nghién ciru 1am sang duge Bo Y té phé duyét hodc
theo thong tin to huéng dan str dung thude sau khi thude duoe cip gidy phép

Iuu hanh san pham tai Viét Nam

6. Thubc chong viém corticosteroid dwing udng ': lua chon mét trong céc
thudc sau:

- Dexamethason 0,5mg (vién nén)

- Methylprednisolon 16mg (vién nén)

- Prednisolon 5mg (vién nén)

7. Thubc chong dong mau dwong udng?: lua chon mét trong 02 thude sau

- Rivaroxaban 10mg (vién)

- Apixaban 2.5mg (vién)

1 Thube phal duge bac s ké don theo quy dinh tai Hudng danchan doén va diéu tri COVID-19 do chiing
vi rit Corona méi (SARS-CoV-2) duoc ban hanh kém theo Quyet dinh sb 3416/QP-BYT ngay 14 thang 7 nam
2021 cuaBolruvngBo\ te.

2 Thube phm duoc bac sy ké don theo quy dinh tai Huéng din chén doén va dleu tri COVID-19 do ching
vi riit Corona méi (SARS-CoV-2) va nguoi bénh duoc danh gia nguy co huyét khéi tic mach theo thang diém
PADUA

HUGNG DAN SU DUNG CAC GOI THUOC PIEU TRI COVID-19 TAI NHA
(DANH CHO NGUOI TREN 18 TUOI)

Thude didu tri COVID 19 tai nha gom 03 géi (A, B, C): Géi thube A la nhimng
thudc thong dung bao gém thubc ha sét va thube ning cao thé trang; Goi thude B la
thude khang viém va thubc chéng dong chi str dung trong tinh hudng dic biét; Géi thubde
C la thube khang vi rit dugc sir dung theo Chuong trinh can thiép cong dong co kiém
soat cia B Y té.

GOI THUOC A (dung trong 07 ngay)
1. Paracetamol 500mg
qéng 01 vién khi sét trén 38,5"C. c6 thé lap lai m&i 04 gics dén 06 gidr néu van con
sot.
2. Cic logi vitamin (vitamin tong hgp hodic vitamin C)
Udng ngay 02 lan: sang 01 vién, chidu 01 vién.

GOI THUOC B (ding trong 03 ngay)

Hurémg dan nguoi bénh khi cam thdy khé thé: (the: hut hoi, khé thé ting Ién khi van
dong, nhip lifd khi ng{n‘ ngoi l’rén 20 lan/phiit hodc do Sp0; duwdi 95%) phai (ién'hé ngay
voi {nic si dé dwoe ho l{g. IYéu chua Iié’n hé (?wqc bac si, ngu-m ’bénh co thé uong Ih'ém
thuoc khdang viém (thuoc s6 3) va thuoc chong dong (thuic sé 4), thoi gian tw uong
KHON?' QUA 03 NGAY. Trong théi gian nay nguci bénh cin tiép tuc lién hé ba’(.: sTdé
du‘af ho trg, tity tinh trang sirc khoe cia nguwoi bénh, bdc si sé quyer dinh ding tiép cdc
thuéc nay hay khéng.

3. Dexamethasone 0,5mg
Ubng ngay 01 lan: sang 12 vién sau khi an (twong duong 06 mg/ngay).
HOA4C

Methylprednisolone 16mg

Ubng ngay 02 lan: sang 01 vién, chiéu 01 vién sau khi an (twong duong 32
mg/ngay).

HOAC

Prednisolone Smg

Ubng ngay 01 lan: sang 08 vién sau khi an (tuong duong 40 mg/ngay).
4. Rivaroxaban 10mg

Ubng ngay 01 lan: sang 01 vién.
HOAC

Apixaban 2,5 mg

Ubng ngay 02 1n: sang 01 vién, chiéu 01 vién.

Lueu y: Thudce s6 3 va thuée sé 4 KHONG sir dung trong cdc truong hop sau: Phu
nir ¢6 thai va phu nir dang cho con b, nguoi co mdc mjt trong nhitng bénh sau: viém
loét da day ta trang, suy gan, suy thdn, cdc bénh Iy dé gay chay mau dwong tiéu hoa,
duwomg tiét niéu va cdc bénh ly dé gdy chay mau khac.

GOI THUOC C (ding trong 05 ngay)

Day la thuée khang vi riit dwac chi dinh déi véi treomg hop FO c6 triéu chimg nhe,
thuée nay du-(n' Bo Y té cung cap trong Chuwong trinh can rhtep cgng dong co kiém sodt.
Cdc co 56 y té can heéng dan cho nguoi FO ky “Phiéu chap thudn tham gia Churong
trinh sur dung thuée Molnupiravir co kiém sodt tai cong dong cho nguoi méc COVID-19
nhe "trugc khi cé'p phat va sir dung.

5. Molnupiravir vién 200mg hoic vién 400mg
Ubng ngay 02 lan: sang 800mg, chiéu 800mg, udng 05 ngay lién tuc.

Luu y:

- Thuée s6 5 KHONG sir dung trong cdc Imang hop sau: Phu nir dang mang thai
va cho con bi, ngl(m suy gan, viém gan siéu vi cap suy than, viém tuy cdp hodc man.

- Theo khuyén cdo ciia Bo Y (, doi véi nguci bénh dang sir dung thuéc
Molnupiravir néu can phai uéng thuc khang viém va chong dong theo hudng dén nhe
trén thi NGUNG sit dung thuée Molnupiravir.

SO'Y TE TP.HC




GOI THUOC A: PIEU TRI TRIEU CHUNG

Chi dinh Thuoc
= S6t = Paracetamol:
= Diéu trj ho tro =  Nguwoi lon: 500mg moi 6 gidy

= Tré em: 10-15mg/kg/6 gio
= Cac vitamin: B, C, D, kém...

= Nwéc mubi: stc hong...

Theo cbng van: 6065/SYT-NVY ban hanh ngay 27/08/2021 v/v cap nhat “Hwéng dan goi cham sdc stre khée tai nha cho ngwei FO” (phién ban 1.5)



GOI THUOC B: KHANG VIEM & KHANG DONG

= Thuoc khang viém:

ose Dexamethasone 0.5 mg (liéu 6 mg/ngay, udng 1 1an budi sang, sau an)
oac _ N . . A £ .
Ho3c = Methylprednisolone 16 mg (li€u 32 mg/ngay, chia 2 lan, ubng sau an)

= Prednisolone 5 mg (liéu 40 mg/ngay, udng 1 1an budi sang, sau an)
= Thuoc khang déng:
= Rivaroxaban 10 mg (uéng sang 1 vién)

Hoac _ . .
= Apixaban 2.5 mg (ubng 1v x 2 lan/ngay)

Theo cbng van: 6065/SYT-NVY ban hanh ngay 27/08/2021 v/v cap nhat “Hwéng dan goi cham sdc stre khée tai nha cho ngwei FO” (phién ban 1.5)



GOI THUOC B: KHANG VIEM & KHANG DONG

Chi dinh Chong chi dinh
= Trén 18 tudi = Phu ni co thai
= Kho tho: = Phu nir cho con bu

= Hut hoi, khé thé tang khi van déng . Méc mét trong cac bénh sau:
= Nhip th& khi nghi ngoi >20 lan/phut ' - :

= SpO, <95% = Viém loét da day - ta trang

\ \ \ =  Suy gan
= Dung trong vong 3 ngay Suy tha
[ | uy than

= Lién hé BS dé dwoc huwdng dan va hé tro - Benh d& chay mau

Theo cbng van: 6065/SYT-NVY ban hanh ngay 27/08/2021 v/v cap nhat “Hwéng dan goi cham sdc stre khée tai nha cho ngwei FO” (phién ban 1.5)



GOl THUOC C: THUOC KHANG VIRUS

Chi dinh Khéng chi dinh

= Ngudilén: 18 - 65 tudi = Phu ni c6 thai/cho con b
= COVID-19 biéu hién nhe = Suy gan

= Pong y ky “Phiéu chap thuan...” = Viém gan siéu vi cip

= Tranh mang thai (nam/n») = Suy than

Liéu diéu tri Viém tuy cap hodc man
= Molnupiravir: 800mg x 2 lan/ngay
= Piéu tri trong 5 ngay

Theo cbng van: 6065/SYT-NVY ban hanh ngay 27/08/2021 v/v cap nhat “Hwéng dan goi cham sdc stre khée tai nha cho ngwei FO” (phién ban 1.5)



MOLNUPIRAVIR

LICH SU
CO CHE TAC PONG CUA THUOC

CAC NGHIEN cU’U bA cONG BO




LICH SUF

= Ribonucleoside analog (EIDD-2801, MK-4482)

= 2013, thudc diéu tri Venezuelan equine encephalitis virus (VEEV) = VEEV la vii khi sinh hoc!
= RNA virus, genus Alphavirus (family Togaviridae)
= Cach lay nhiém:

= Tw nhién: Mudi Culex spp

= V@ khi sinh hoc: nhiém vénh theo dwéng hd hap

= Dau ndm 2020, thudc bat dau dwoc nghién clru diéu tri SARS-CoV-2

= Nghién ctru in-vitro va in-vivo trén md hinh ddng vat: thuc khdng lam tang nguy co’ vé
doc tinh gene (gay dét bién...) khi st dung trén lam sang

(Current Opinion in Virology 2021, 50:17-22)



CO CHE TAC bONG CUA THUOC

= Thudc khang virus RNA phd réng: alphavirus, coronavirus, influenza virus. ..

= Dich tac dong: RNA-directed RNA polymerase (RdRp)

= Enzyme chinh trong chu ky nhan |Ién cla virus
= Phién ma mRNA t& khuén mau bd gen cula virus
= Enzyme sao chép cua b gen RNA
= Tac dung chon loc lam gian doan qua trinh téng hop bd gen virus va/hodc mRNA (do co “16i”)

= Duwa trén viéc canh tranh gén két v&i cac nucleotid trong viéc tdng chudi RNA

% Purines
OH JOH OH \ io NH2 0
HN HN HN e+, o v L . »
= o B © /C:) @O-::P/ P Base éﬁl‘:j & lj?i
0 N N N =} I $ NN NS
\Hk | P | itk S & 9 | A f.lJ O Yo /‘ﬁ\glycosidic bond "
o) NS0 ———) Ho NS0 ——) HO-P-0-P-0-P-0 N0 Adenine Guarine
- = OH OH OH B Pyrimidines
------- nucleoside i Hz @ W e o .
HO OH HO OH HO OH -nucleoside monophosphate - ﬁ:\l [{N ' ‘ﬁl
EIDD-2801 EIDD-1931 EIDD-1931-5'-Triphosphate =~ |  ~— nuclecside diphosphate--------- o Vo N"o

nucleoside triphosphate---------- Cytosine Uracil Thymine

(Current Opinion in Virology 2021, 50:17-22)



DIEN TIEN NGHIEN CcUU

= Thang 11/2020, bao cao thtr nghiém lam sang pha 1
= Thang 06/2021, bao cao thi nghiém lam sang pha 2

= Hién tai, dang tién hanh tht nghiém Iam sang pha 3



RCT (PHA 1)

AN TOAN — DUNG NAP —- DUO'C BONG HOC




ANTIVIRAL AGENTS

1 weean  Antimicrobial AgentS
L SOCIETY FOR

microsiotocy [2NC] Chemotherapy®

Human Safety, Tolerability, and Pharmacokinetics of

Molnupiravir, a Novel Broad-Spectrum Oral Antiviral Agent

with Activity against SARS-CoV-2

Wendy P. Painter,2 Wayne Holman,? Jim A. Bush,? Firas Almazedi,? Hamzah Malik,? Nicola C. J. E. Eraut,® Merribeth J. Morin,?

Laura J. Szewczyk,® George R. Painters

= Th& nghiém lam sang pha 1 trén

ngw®i khdée manh

= Panh gia an toan, dung nap va dwoc

dong hoc:
= Dung nap tét
= 93% bién cb bat loi @ mirc dd nhe
» Dwoc ddng hoc
» T peak:1.00-1.75 gi¢o
= T,,:1.00 gi®v

Antimicrob Agents Chemother. 2021 Mar 1;65(5):e02428-20

ABSTRACT Molnupiravir (EIDD-2801/MK-4482), the prodrug of the active antiviral
ribonucleoside analog B-p-N4-hydroxycytidine (NHC; EIDD-1931), has activity against
a number of RNA viruses, including severe acute respiratory syndrome coronavirus 2
(SARS-CoV-2), severe acute respiratory syndrome coronavirus (SARS-CoV), Middle East
respiratory syndrome coronavirus (MERS-CoV), and seasonal and pandemic influenza
viruses. Single and multiple doses of molnupiravir were evaluated in this first-in-
human, phase 1, randomized, double-blind, placebo-controlled study in healthy volun-
teers, which included evaluation of the effect of food on pharmacokinetics. EIDD-1931
appeared rapidly in plasma, with a median time of maximum observed concentration
of 1.00 to 1.75h, and declined with a geometric half-life of approximately 1 h, with a
slower elimination phase apparent following multiple doses or higher single doses
(7.1 h at the highest dose tested). Mean maximum observed concentration (C,,,,) and
area under the plasma concentration versus time curve (AUC) increased in a dose-pro-
portional manner, and there was no accumulation following multiple doses. When
administered in a fed state, there was a decrease in the rate of absorption, but no
decrease in overall exposure. Molnupiravir was well tolerated. Fewer than half of the
subjects reported an adverse event, the incidence of adverse events was higher fol-
lowing administration of placebo, and 93.3% of adverse events were mild. One subject
discontinued early due to rash. There were no serious adverse events, and there
were no clinically significant findings in clinical laboratory, vital signs, or electro-
cardiography. Plasma exposures exceeded expected efficacious doses based on
scaling from animal models; therefore, dose escalations were discontinued before
a maximum tolerated dose was reached. (This study has been registered in
ClinicalTrials.gov under identifier NCT04392219.)
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THIET KE NGHIEN CUU

= RCT pha 2a

= Tiéu chuan chon:
= 218 tudi
= Xeét nghiém PCR SARS-CoV-2 (+) trong vong 96 gi&
= CO0 trieu chirng bénh COVID-19 trong vong 7 ngay
= Theo ddi va xét nghiém PCR dich ty hau: ngay 1, 3, 5, 7, 14 va 28
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Number (%) of participants experiencing  Molnupiravir 200 mg Molnupiravir 400 mg Molnupiravir 800 me Placebao
an event N=23 N=62 N =255 N=62
Any adverse event 11(47.8) 20(32.3) 11 (20.0) 18 (29.0)

Adverse events reported by =3% subjects 1n any group

Dizziness 2(8.7) 1(1.6) 0 0
Insommnia 2(8.7) 1(1.6) 1(1.8) 4(6.3)
Any adverse event grade 3 or higher 1({4.3) 2(3.2) 4(7.3) 3(8.1)
Any adverse event leading to discontinuation
0 1(1.6) 1(1.8) 1(1.6)
from study dmg
Any senious adverse event 0 2(3.2) 1(1.8) 1(1.6)
Any adverse event leading to death 0 0 0 1(1.6)*

Abbreviation: n = number of participants.
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