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TINH AN TOAN CUA VACCINE NANOCOVAX PHONG COVID-19
TREN NGUOI VIET NAM TINH NGUYEN

Dinh Viét Pirc', Bii Piang Thé Anh’, Chir Vin Mén?
Hodang Xuén Su’, Pham Ngoc Hung'
Tém tit
Muc tiéu: Danh gid tinh an toan cua vaccine Nanocovax (VCNC) 25mcg
phong COVID-19 do Nanogen san xuat trén nguoi Viét Nam tinh nguyén > 18
tudi. Phwong phdp nghién ciru: Thir nghiém 14m sang ngau nhién c6 d6i ching,
mu doi, giai doan 1, 2, 3 trén nguoi tinh nguyén khoe manh tir > 18 tudi, tiém
theo phac dd 2 liéu cach nhau 28 ngay véi VCNC hodc gia dugc. Panh gid an
toan & cac thoi diém 60 phut, 7 ngay lién tuc va 28 ngay sau tiém. Két qud:
13.266 nguoi tinh nguyén (9.043 nguoi tiém vaccine va 4.223 ngudi tiém gia
duoc) sau mili tiém 1 va 2, cac bién cd xuat hién véi tan suat cao nhit & nhom
vaccine va nhoém gia duoc tai cac thoi diém: Sau tiém 60 phut thay dau tai chd
tiém (Ian luot: 2,43 - 2,72% va 1,36 - 1,06%); twong tw, 7 ngdy sau tiém, bién ¢
tai chd 1a dau (lan luot: 35,7 - 20,79% va 37,3 - 21,27%), dau co toan than (lin
luot: 20,50 - 10,80% va 22,77 - 11,19%). Ty 1é ddi twong c6 bat ky bién cb bat
loi nghiém trong trong nghién ctu 1a 1,02% (136/13.226 dbi twong). Khong cd
truong hop nao tir vong lién quan toi san pham nghién ctru. Két lugn: VCNC voi
lidu 25meg dat yéu cau vé an toan trén ngudi tinh nguyén.
Tiwr khoéa: Tinh an toan; COVID-19; Nanocovax.

THE SAFETY OF THE NANOCOVAX VACCINE AGAINST COVID-19
IN VIETNAMESE VOLUNTEERS

Abstract

Objectives: To evaluate the safety of the Nanocovax vaccine with a dose of
25mcg against COVID-19 produced by Nanogen in Vietnamese volunteers aged
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> 18 years. Methods: A randomized-control blinded clinical trial (RCT) phases
1, 2, and 3 were conducted on healthy volunteers aged > 18 years who received
either the study vaccine or a placebo according to a 2-dose regimen, 28 days
apart. The safety was assessed at 60 minutes, 7 consecutive days, and 28 days
after vaccine administration. Result: 13,266 volunteers (9,043 used Nanocovax
vaccine and 4,223 used placebo). Events appeared in the vaccine group and
placebo group after injections at time points: After injection 60 minutes, local
pain was 2.43% - 2.72% and 1.36% - 1.06%, respectively; after injection 7 days,
local pain was 35.7% - 20.7% and 37.3% - 21.2%, respectively; systemic AE was
muscle pain (20.5% - 10.8% and 22.7% - 11.1%). There were 1.02% of SAEs
(136/13,226 subjects). There were no deaths due to the injection of the study
product. Conclusion: Nanocovax vaccine with a dose of 25mcg meets safety

requirements in volunteers.

Keywords: Safety, COVID-19; Nanocovax.

PAT VAN DE gdm vaccine song giam doc luc,
COVID-19 1a bénh truyén nhiém
duong ho hip cdp tinh giy ra bai

SARS-CoV-2 thudc ho

vaccine virus bat hoat, vaccine ti€u don
vi protein, vaccine dua trén vector

virus Virus, vaccine DNA va vaccine

Coronaviridae, dugc phat hién lan dau
tién & Vi Han, HO Bic, Trung Quéc,
sau d6 bénh da lay nhiém ra toan thé
gid1 [1]. V61 cac dich bénh do virus,
vaccine la mot bién phap phong bénh
ddc hiéu. Nhiéu loai vaccine di dugc
cap phép va dua vao sir dung dé giam
ty 16 mac bénh va tir vong lién quan
dén COVID-19. Hau hét cac nghién
ciru phat trién vaccine chong lai
COVID-19 da st dung protein S cua
SARS-CoV-2 [2]. Céc cong nghé san
xuét vaccine phong SARS-CoV-2 bao

m-RNA [3]. Pén nay, cac vaccine
phong COVID-19 da dugc nhidu qudc
gia cap phép trén thé gidi nhu: Pfizer
(BNT162b2), Moderna (mRNA-
1273), Janssen  (Johnson &
Johnson), AstraZeneca (ChAdOx1/

AZD1222), Sinopharm, Sinovac,
Gamaleya (Sputnik V), Bharat
Biotech (Covaxin) va Novavax

(NVXNC-CoV2373) da ghi nhan co
hiéu qua trong phong ngira nhiém,
phong ngura tang ndng va t&r vong do
SARS-CoV-2 gay nén [4].
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Tai Viét Nam, cong ngh¢ cua Cong
ty Nanogen da st dung cong nghé
DNA tii t6 hop dé san xuit vaccine
phong COVID-19 (VCNC). Két qua
thir nghiém tién 14m sang dd chung
minh dugc tinh an toan va hiéu lyc gay
mién dich cia VCNC trén chudt.
Chung t61 thuc hién nghién ctu nay
nham: Pdnh gid tinh an todn cua
VCNC trong nghién cuu thu nghiém
lam sang trén nguoi Viét Nam tinh

nguyén tir 18 tudi tro lén.

POI TUQNG VA PHUONG
PHAP NGHIEN CUU

1. P6i twong nghién ciu

* Poi twong nghién ciru: 13.266
nguoi tinh nguyén khoe manh, > 18
tudi, duogc tiém vaccine nghién ctru véi
lidu 25mcg hodc gia duoc (placebo)
theo phac d6 2 liéu cach nhau 28 ngay.

* Tiéu chudn tuyén chon: > 18 tudi
tai thoi diém sang loc; ddi tuong trong
d6 tudi co kha ning mang thai phai st
dung bién phdp tranh thai hi€éu qua trong
vong 4 tudn trude khi sang loc va trong
qua trinh nghién ctru; c6 khd nang va
san sang tham gia toan bd cac hoat dong

trong quy trinh nghién ctru, cung cp hd
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so suc khoé, bao g@)m 1 nam theo doi
sau tiém vaccine; ky ban chap thuan
tham gia nghién ctru; cac d6i tuong
nhiém HIV, HBV, HCV can c6 hd so
strc khoé, xac dinh 1a on dinh trong 6
thang trude sang loc, dugc theo ddi boi
bac si diéu trj.

* Tiéu chuan logi trir: Mac bénh
man tinh khéng 6n dinh 4 tuan trude
sang loc, gdbm: Pang nam vién; suy
giam chirc ndng co quan (suy tim
NYHA d¢ 3, 4; suy than d¢ 3, 4, suy
gan...); dang hodc co ké hoach tham
gia bat ky thar nghiém 1am sang nao
trude sang loc 45 ngay; da tiém phong
hodc c¢6 ké hoach tiém phong bat ky
vaccine phong COVID-19 nao; da tiém
phong bat ky vaccine song giam doc
luc trong vong 4 tuan hodc bat ky
vaccine nao khac trong vong 2 tudn
truéc ngay tiém mii 1; tién st mic
COVID-19; tién st phan ung phan vé
v6i bat ky nguyén nhan nao, tién sir di
Gmg voi bat ky thanh phan ndo cia
vaccine; c6 bat ky tinh trang Gc ché
mién dich hodc suy giam mién dich da
duoc x4c nhan hoac nghi ngo; st dung
thudc @rc ché mién dich hon 14 ngay
lién tuc; dang méc ung thu hoic dang

di€u tri ung thu, ngoai trir carcinoma
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té bao nén da va ung thu ¢b tir cung tai
chd, tai thoi diém sang loc; tién st roi
loan dong méu/cam mau hoic dang
dung thudc chdng dong; tién sir ¢6 hoi
chtirng Guillain - Barre; phu nit c6 thai
va dang cho con bu hodc c6 du kién c6
thai trong thoi gian 6 thang ké tiép
ké tir thoi diém tiém mii 2 vaccine
nghién ctru.

* Pia diém va thoi gian nghién
cuu: Nghién cuu duoc thyc hién tai
Ha No6i, Hung Yén, Long An va
Tién Giang. Thoi gian thuc hién tir
thang 12/2020 - 12/2021.

2. Phwong phap nghién ciru

* Thiét ké nghién ciru: Nghién ctru
thir nghiém 1dm sang ngiu nhién c6 d6i
ching mu déi gom 3 giai doan, tuan
tha theo Quyét dinh 3659/QD-BYT
“Huéng dan vé nghién ciu, thir
nghi¢m lam sang, dang ky luu hanh, st
dung vaccine phong COVID-19” va
theo Diéu 10 phu luc Thong tu
10/2020/TT-BYT. Trong do, giai doan
I tht nghiém lam sang nhan md,
khong ddi chung trén 20 d6i tuong;
giai doan 2 (240 d6i tuong) va giai
doan 3 (13.006 ddi tuwong) 1a thu
nghiém 14m sang da trung tim, ngau

nhién, mu doi, so sanh véi gia duoc.

*Cong cu nghién cuu va ky thudt
thu thdp théng tin: Hb so ddi tuong
nghién ctru, phiéu theo ddi, phiéu danh
gi4, phiéu bao cao va cic hd so khac
lién quan.

* Chi tiéu danh gia tinh an toan

- Panh gi4 tinh an toan trén lam
sang sau timg mi tiém & cac thoi diém
60 phut sau ti€ém, 7 ngay lién tuc sau
tiém va toi ngay 28 sau tiém.

- Céac chi ti€u danh gia an toan bao
gom: Ty 1é bién cb bat lgi (adverse
event - AE) tai chd (dau, nhay cam,
néng do, sung/cuc cung, ngua); ty 1€
bién cb bat loi toan than (sét, mét moi,
dau dau, 6n lanh, ndn, ti€u chay, dau
co, dau khop); ty 1& bién cd bat loi
nghiém trong ndng (serious adverse
event - SAE).

- Céc ty 18 bién cb bét loi duoc tinh
theo cong thiac: Ty 18 % = Sb luot
ngudi tiém VCNC c6 phan ng/Tong
s6 lugt ngudi tiém vaccine nghién ctru.

- Mtic do bién cb bat loi duoc ghi
nhan va danh gia theo huéng dan danh
gia muc do doc tinh trén ngudi tinh
nguyén khée manh trong nghién ctru
thr nghiém lam sang vaccine phong
bénh cua FDA, chia lam 4 muc do: Do
1 (mtc nhe); do 2 (trung binh); do 3
(ning); do 4 (c6 thé de doa tinh mang).
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KET QUA NGHIEN CUU

1. Pic diém chung ciia ddi tweng nghién ciru

Bang 1. Dic diém nhan khau hoc ddi twong nghién ciru.

i Placebo Vaccine nghién ciru Tong
Dic diém
(n = 4.223) (n = 9.043) (n = 13.266)
18 - 45 tudi 2.512 (59,5) 5.394 (59,6) 7.906 (59,6)
46 - 60 tudi 1.272 (30,1) 2.652 (29.3) 3.924 (29,6) 0,43
.. >60 tudi 439 (10,4) 997 (11,1) 1.436(10,8)
Tuodi
Mean + SD 42,1+ 13,2 42,1+ 13,5 42,1+ 13,4
Med (min- 41(18-85) Y7
41 (18 - 79) 41 (18 - 85)
max)
Gigi Nam 2.222 (52,6) 4.811(53,2) 7.033(53,0)
. 0,53
M N 2.001 (47,4) 4.232 (46,8) 6.233(47,0)
>25 3.354 (79,4) 7.092 (78,4) 10.446 (78,8)
BMI
25-30 785 (18,6) 1.755 (19,4) 2.540 (19,1) 0,463
n (%)
>30 84 (2,0) 196 (2,2) 280 (2,1)

Bang 1 cho thay nghién ctru da tuyén chon, phan nhom ngau nhién va tiém it
nhat mot lidu vaccine nghién ctru cho 13.266 d6i tuwong, trong do, 9.043 dbi
tugng nghién ctru vao nhom vaccine nghién ctu va 4.223 d6i tugng nghién ctru
vao nhém gia dugce. Bo tudi trung binh cua cac doi tuong trong ca hai nhom la
42,1 tudi; ty 16 nam va nir 13 twong dwong nhau. Pdi twong nghién ctu giira hai

nhom c6 mirc BMI khac biét khong c6 ¥ nghia thng ké (p > 0,05).
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2. Két qua danh gia tinh an toan

Bang 2. Ty I¢ bién cb bat loi trong du kién tai chd, toan than sau tiém 60 phut.

Miii 1 (n = 13.266) Miii 2 (n = 12.712)
tg;t:rié‘:: p; Gidduge  VCNC Giaduge  VCNC
60 phi ’ m=4223) (0=9.043) | (@=405]) (n=8.661) p
n % n % n % n %
1 115 272 220 243 43 106 118 136
Pau 0,34 0,17
>2 1 002 0 0 0O 0 0 0
: 1 16 038 49 0,54 2 005 4 005
Nhay cam 0.23 0,99
Tai dau  >2 0 0 1 001 0o 0 0 0
cho Do 10 0 2 0,02 0 0 0 0
Ngira 1 2 005 5 006 09 0 0 0 0
Sung/ 1 2 005 1 00l 024 0 0 0 0
Cuc ciing
bt 1 17 04 41 045 078 6 015 17 02 066
‘ 19 021 29 032 2 005 1 001
Pau diu 0,38 0.24
>2 0 0 1 001 0 0 0 0
1 10 024 17 019 054 2 005 5 006
Mét 0,99
>2 1 002 1 001 054 0 0 1 001
pa 12005 10 o1 0 0 1 ool
5 uon non ,
Todn >2 0 0 0 0 0 0 1 001
than
Pauco 1 6 014 4 004 008 1 002 6 007 044
Paukhép 1 1 002 3 003 1,00 0 0 1 00l
1 2 005 2 002 0 0 1 00l
Tiéu chay 0,6
>2 0 0 0 0 0 0 1 001
, 1 0 0 4 004 0 0 1 001
On lanh 0,54
>2 1 001 1 001 0 0 1 001

Két qua bang 2 cho théy, 60 phut sau ti€m, ty 1¢ AE trong du kién tai chd va
toan than déu ¢ mirc thap, da s6 nhe (4 1); hay gip nhat 1a dau tai chd tiém véi
ty 1¢ giita tiém vaccine nghién ctru va gia dugc sau mili 1 lan luot 1a 2,43% so
voi 2,72%, sau miii 2 1a 1,36% so voi 1,06%. Ty 1€ gitra cdc miii tiém & cd hai
nhom 1a khac biét khong co ¥ nghia thong ké (p > 0,05).
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Bang 3. Ty I¢ bién cb bat loi trong du kién tai chd va toan than sau tiém 7 ngay.

Miii 1 (n = 13.266)

Miii 2 (n = 12.712)

tAES ?‘ ckll"’ Giddwge  VCNC Giiduge  VCNC
rong dy kien _ _ n=4.051 =
sau tiém 7 nghy (n=4223) m=9.043) p ( ) (n=8.661) p
n % n % n % n %
5 1 1.506 35,7 3.118 34,5 0,18 839 20,7 1.751 20,2 0,5
au
>2 68 1,6 106 1,2 0,04 23 0,57 51 0,59 0,99
Nhay cam 1 766 18,1 1.508 16,7 0,04 403 995 830 9,58 0,50
dau >2 269 64 571 6,3 091 82 2,02 178 2,05 0,95
Tai 1 23 0,54 34 038 0,2 4 0,10 22 0,25
" 1510 0,09
cho >2 1 0,02 4 0,04 0,99 0 0 2 0,02
Neg 1 196 4,64 375 4,15 0,2 105 2,59 277 3,20 0,07
ra
g >2 4 0,09 5 0,06 0,48 1 0,02 9 0,10 0,19
Smg/Cuc | 27 064 37 041 0,08 0,17 19 022 0,68
cung >2 2 0,05 2 0,02 0,6 0,05 5 0,06 0,99
Skt 1 130 3,08 251 2,78 0,34 53 1,31 117 1,35 0,93
(6]
>2 10 0,24 16 0,18 0,53 3 0,07 7 0,08 0,99
. 1 358 8,48 705 7,79 0,18 156 3,85 350 4,04 0,66
Pau dau
>2 22 0,52 32 0,35 0,19 6 0,15 14 0,16 0,99
Mat 1 413 9,78 776 8,58 0,03 180 444 398 4,59 0,75
(¥
) >2 34 0,81 59 0,65 0,32 14 0,35 37 043 0,55
N 1 673 15,9 1.257 13,9 0,002 300 7,41 613 7,08 0,49
Buon non
Toan >2 43 1,02 8 092 057 9 022 45 052 0,02
than b 1 898 21,3 1.735 19,2 0,005 434 10,7 &80 10,2 0,33
au co
>2 62 1,47 118 1,30 047 20 0,49 52 0,60 0,53
1 615 14,6 1.190 13,2 0,03 278 6,86 549 6,34 0,26
Dau khop
>2 62 147 114 126 033 21 052 40 046 0,68
) 1 103 2,44 214 0,24 0,81 29 0,72 90 1,04 0,09
Ti€u chay
>2 11 0,26 18 0,20 0,55 1 0,02 3 0,03 0,99
i 1 113 2,68 221 244 0,44 50 1,23 112 1,29 0,87
On lanh
>2 8 0,19 19 0,21 0,99 3 0,07 7 0,08 0,99
Két qua bang 3 cho théy vao thoi diém 7 ngay sau tiém miii 1 va miii 2, AEs

tai cho xuat hién tan suat cao nhat la dau tai cho tiém véi ty 1€ & nhom gia duogc
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la 37,3% (35,7% + 1,6%) va 21,27% (20,7% + 0,57%), nhom tiém vaccine
nghién cuu la 35,7% (34,5% + 1,2%) va 20,79% (20,2% + 0,59%), su khac biét
khong c6 y nghia thong ké (p > 0,05). AE trong du kién toan than trong 7 ngay
sau tiém thuong gap nhét 1a dau co: 22,77% (21,3% + 1,47%) va 11,19% (10,7%
+ 0,49%) & nhom gia duogc; 20,50% (19,2% + 1,30%) va 10,80% (10,2% +
0,60%) v&i nhom tiém vaccine nghién ctru. AEs tai chd va toan than trog vong 7
ngay sau tiém & mii 2 déu thip hon so véi mii 1 va nhém tiém VCNC ciing thap
hon so v6i nhom gia duoc, su khac biét khong c6 ¥ nghia thong ké (p > 0,05).

Bang 4. Ty 1¢ bién c6 bt loi nghiém trong (SAE)
theo mirc do lién quan dén vaccine nghién ctru.

Gia dugc VCNC Téng
Phan loai SAE (n=4.223) (n=9.043) (=13266) p
n % n % n %
SAE bét ky 63 1,49 73 0,81 136 1,02 0,001
Chiac chin 0 0 0 0 0 0
Nhiéu kha ning 0 0 0 0 0 0
Lien  Cothéco 1 002 3 003 4 003 099
quan ¢ 0 0 0 0 0 0
Khong 62 147 69 0,76 131 0,98 0,001
Khéng 16 0 0 1 00l 1 0007 0

Két qua bang 4 cho thdy, trong 13.266 d6i twong (9.043 d6i twong st dung
vaccine nghién ctru, 4.223 d6i tugng str dung gia dugc), c6 136 SAE bat ky lién
quan chiém 1,02%, trong do, ty 1¢ SAE ¢ nhom tiém gia duogc (1,49%) cao hon
v6i nhom tiém vaccine nghién ciru (0,81%), su khac biét nay c6 y nghia thong ké
v6i p < 0,001. Co 04 SAE c6 thé lién quan, gom 03 SAE thudc nhom tiém
vaccine nghién ciru (phan tng phan vé do 2 sau tiém san phdm nghién ctru; con
bung phat COPD va ting huyét ap do 3) chiém 0,03% (3/9043) va 01 SAE nhom
gia duoc, chiém 0,02% (1/4.223). S6 con lai 1a khong lién quan gdm 62 truong
hop nhém gid dugc va 69 truong hop nhém vaccine nghién clru.
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BAN LUAN

Két qua ctia chung toi cling phu hop
voi1 nghién cuu cua Polack FP, et al.
(2020) khi nghién ctru vé tinh an toan
sau tiém vaccine Pfizer. AEs thuong
gip la mét moi (62,9%), dau dau
(55,1%), dau co (38,3%), 6n lanh
(31,9%), dau khop (23,6%), sot
(14,2%). O ca nhom dung vaccine va
gia duge, ty 1& cac bién cd bat loi
nghiém trong (SAEs) khong khac biét
c6 y nghia (twong tng la 0,6% va
0,5%) [5]. Trong nghién ciru vé tinh an
toan cua vaccine Moderna cua tac gia
Baden LR, et al. (2020), phan ung tai
chd thudong gip nhét 1a dau mirc do
nhe dén muac d6 vira tai chd tiém
(75%), tricu chirng toan than thuong
gip nhét 13 mét moi, dau co, dau khép
va nhtrc dau (50%), SAEs khong ¢o su
khac biét dang ké gilta cidc nhom va
khong cé trudong hop tlr vong nao xay
ra lién quan dén vaccine [6]. Nghién
ciu cua Sadoff J, et al. (2021) trén
vaccine Janssen cho két qua dau tai
chd tiém 13 phan Gng tai chd phd bién
nhit (48,6%); phan tng toan thin
thuong gip nhat 1a nhac dau (38,9%),
mét moi (38,2%), dau co (33,2%) va
budén non (14,2%) [7]. Theo tac gia
Folegatti PM, et al. (2020) trong
nghién ctru vé vaccine AstraZenneca,
cac AE déu & muc do nhe, trung binh
vGi cic bao céo thuong gip nhat 1a
dau/nhtrc vung tiém (67% va 50% &
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nguoi khong dung va dung paracetamol
du phong), mét moi (70% va 71%
v6i 2 nhém khong dung va dung
paracetamol du phong), nhtc dau
(68% va 61% o 2 nhom), kho chiu
(61% va 48%) va dau co (60% va
48%) [8].

Khi so sanh ty 1& SAE lién quan dén
vaccine nghién cliru cluia cdc vaccine
lwu hanh dé danh gia tinh an toan cua
vaccine Nanocovax. Két qua cho thay,
vaccine Nanocovax 25mcg cé ty 1¢
SAE lién quan dén vaccine cao hon
cua AZD1222 (AstraZeneca c6 ty 1¢ 1a
0,005% (1/21.587) [9] va BNT162b2
(Pfizer co ty 1¢ 1a 0,014% (3/21.926)
[5] nhung thdp hon ciia mRNA-1273
(Moderna véi ty 1€ 1a 0,5% (71/15.185)
[6].

Nhu vay, két qua nghién ctu cia
ching t61 phu hgp véi cac tac gia trén
thé gidi vé tinh an toan cta cac loai
vaccine phong COVID-19 khac. Céc
tri¢u chirng ghi nhan duoc sau khi tiém
vaccine thuong & mic do nhe va hét
trong vong tor 1 - 5 ngay sau tiém,
khong ¢6 phan tmg khong mong mudn
nang hoac nghiém trong. Céac phan ting
thuong tai chd hay gip nhit sau tiém
vaccine 1a dau va nhay cam dau, tiép
dén 1a sung tai chd tiém. Ddi v6i phan
ung toan than, triéu ching hay gap la
dau co, dau khép va mét mai, tiép theo
12 budn non, dau dau, va sot.
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KET LUAN

Vaccine Nanocovax véi lidu 25meg,
phac dd tiém 2 miii cach nhau 28 ngay
dat yéu cau vé an toan trén ngudi tinh
nguyén. Ty 1& dbi tuong co bat ky bién
¢ bat lgi nghiém trong trong nghién
ctru 1a 1,02%. Céc bién cb bat loi trong
du kién va ngoai du kién sau tiém
vaccine Nanocovax 25mcg da sb co
muc do nhe, khong can diéu tri y khoa
va hoi phuc hoan toan. Ty 1& AE trong
du kién tuong tu cac vaccine luu hanh.
Khong c6 truong hop nao tir vong do
tiém vaccine nghién ctru.
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