TAP CHi Y HOC VIET NAM TAP 517 - THANG 8 - SO 1 - 2022

hoi phuc chific nang rudt tét hon va sém dat nhu
cau nang lugng han do cd thanh phan chat béo
va dam do nang lugng cao han.
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KHAO SAT NONG PO KHANG THE KHANG SARS-COV-2
TRONG HUYET THANH NGU'O'l TRUO'NG THANH SAU_
TIEM MUI 2 VACCIN SARS-COV-2 TAI BENH VIEN CHO' RAY
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TOM TAT

Pat van dé: Viéc tiém du I|eu vaccin da dugc
chitng minh 13 ¢ kha ndng bao vé cdng dong trudc
COVID-19, la co6ng cu quan trong nhat dé ngan chan
dai dich COVID-19. Muc tiéu: Khao sat nong do
khang thé khang SARS-CoV-2 sau tiém mdii hai vaccin
COVID-19. Poi tugng- Phuang phap nghlen clru:
Nghién clru cat ngang moé ta thuc hién xét nghlem
dinh lugng khang thé khang SARS-CoV-2 fan 1 tren
332 va lan 2 trén 196 ngudi trudng thanh tinh nguyen
tham gia. So sanh ndng d6 khang thé Ic 2-8 tuan va
8-14 tuan sau tiém mdi hai vaccin AZD1222 hodc
BNT162b2. Két qua: Néng do khang thé cua nhom
vaccin AZD1222, BNT162b2, tiém trén va chung, lic
2-8 tuan sau tiém mdi hai [an lugt 1a 989 (476-1945),
1955 (1327-3245), 4368 (2066-6716) va 1622 (684-
3741) BAU/mL; lic 8-14 tuan la 796 (385-1460), 1080
(848-1985), 1714 (1058-2647) va 1014 (490-1892)
BAU/mL. Khéng c6 moéi tudng quan gilta nong do
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khéng thé véi tudi, gidi, cdn ndng, BMI trong céc
nhom. Két luan: Vaccin AZD1222, BNT162b2 va t|em
tron sinh khang thé t6t. Nong do khang thé glam coy
ngha Itc 8-14 tuan so vdi 2-8 tudn sau tiém mdii hai.

To khda: Khang th& SARS-CoV-2, vaccin
AZD1222, vaccin BNT162b2
SUMMARY

A SURVEY OF ANTI-SARS-COV-2
ANTIBODY LEVELS IN ADULT SERUM
AFTER THE SECOND DOSE OF SARS-COV-2
VACCINS AT CHO RAY HOSPITAL

Background: Adequate vaccination has been
shown to protect the community against COVID-19,
the most important tool to prevent the COVID-19
pandemic. Objective: Investigation of anti-SARS-CoV-
2 antibody levels after two doses of COVID-19 vaccine.
Subjects and Methods: A descriptive cross-sectional
study performed the first quantitative test for anti-
SARS-CoV-2 antibodies in 332 and second in 196 adult
volunteers. Comparison of antibody levels at 2-8
weeks and 8-14 weeks after vaccination with two
vaccines AZD1222 or BNT162b2. Results: The
antibody levels of AZD1222, BNT162b2, mix-and-
match group and the total at 2-8 weeks after the
second dose were 989 (476-1945), 1955 (1327-3245),
4368 (2066-6716) and 1622 (684- 3741) BAU/mL; at
8-14 weeks were 796 (385-1460), 1080 (848-1985),
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1714 (1058-2647) and 1014 (490-1892) BAU/mL.
Antibody level at 8-14 weeks was significantly lower
than at 2-8 weeks after the second dose in all groups.
There was no correlation between antibody levels with
age, gender, weight and BMI in the studied groups.
Conclusions: Vaccines AZD1222, BNT162b2 and
mixed injection produce good antibodies. Antibody
levels decreased significantly at 8-14 weeks compared
with 2-8 weeks after the second dose.

Keywords: Anti-SARS-CoV-2, vaccin AZD1222,
vaccin BNT162b2

I. DAT VAN DE

TU thang 12 nam 2019, mét chung virus
corona mdi (SARS-CoV-2) da dugc xac dinh la
can nguyén gay dich Viém dudng ho6 hap cap
tinh (COVID-19) tai thanh phd Vi Han (tinh H6
Bdc, Trung Qudc), sau do lan rong ra toan thé
gidi gay dai dich toan cau. Bén dau ndm 2022,
trén thé gidi c6 han 500 triéu trudng hgp nhiem
va khoang 6 triéu trudng_hgp tir vong, tai Viét
Nam sO trudng hdp nhiéem la 10 triéu va s
truGng hgp tr vong la 43 ngan @,

Ty | tir vong trén thé gigi va & Viét Nam la
khoang 1-2% trong s6 nhiing ngum bi nhiém.
Hién nay chua cd thubc dac hi€u nén chu yéu la
diéu tri ho trg va diéu tri triéu chirng. Chién lugc
kiém soat bénh bang du phong clia BO Y t& lién
tuc c6 nhitng diéu chinh linh hoat, phu hgp Vvéi
thuc tién, trong doé dua trén nhitng dlem cot 10i
va quan trong la: phong chdng 1ay nhiém béng
tuan tha 5K, dp dung cac bién phap cong nghé
trong phong chéng dich va diéu quan trong nhat
chinh la chién lugc tiém vaccin COVID-19.

Viéc dinh lugng néng dd khang thé sinh ra
sau tiém mii hai vaccin cung cap mot cg sG dir
liéu cho phép ching ta danh gia hiéu qua vé tinh
sinh mien dich bdo vé cla vaccin. Do do, nghién
clru nay dudc thuc hién nhdm danh gia ndng do
khang thé trong huyét thanh cla nhém dan s6
sau khi dudc tiém mii th hai cac loai vaccin
ChAdOx1 (AZD1222) (nhém 1), BNT162b2-
BioNTech (BNT162b2) (nhém 2) va tiém tron
vaccin (mdi 1: AZD1222 — miii 2: BNT162b2)
(nhém 3) vao cac thdi diém 2-8 tudn (lan 1) va
8-14 tuan (lan 2) sau tiém vaccin mii hai. Dy
kién két qua nghién clru dat dugc sé cd thé giup
cho cac bac si lam sang va cac nha dich té hoc
c6 mot cai nhin tng quéat vé kha néng duy tri
khang thé sau tiém, chon Iua thdi diém thich hgp
dé tiém midii nh3c lai. Muc tiéu nghién ciru

1. Khdo sét ndng dé khang thé khang SARS-
CoV-2 sau tiém mdii hai vaccin COVID-19.

2. Khdo sat méi tuong quan gida nong do
khang thé va tudi, gidi, cén ndng, BMI.
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1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U
Thiét ké nghién clru: cit ngang hoi clu.
Doi tugng nghién ciru: Ngudi trudng thanh
> 18 tudi tham gia ti€m nglra COVID-19 tai bénh

vién Chg Ray;

Tiéu chuén lua chon:

- Tiém da 2 mii vaccin AZD1222, BNT162b2
hoac tiém tron hai loai vaccin (miii 1: AZD1222
va miii 2: BNT162b2) theo chugng trinh tiém
chiing quéc gia;

- bugc kiém tra &m tinh véi COVID-19 moi
tudn bang xét nghlem RT-PCR va/hodc test
nhanh khang nguyen

Tiéu chuan loai tra:

- Ngudi d& tiing nhiém SARS-CoV-2 trudc dé
va/hodc trong thdi gian nghlen cu.

- NguGi_tham gia co bénh ly nang tai thai
diém 18y mau (dang mac cac bénh cap tinh ndng
nhu hdn mé do nhiém toan chuyén hda, suy gan,
suy than, suy h6 hap, bénh tim mach nang)

- TUr chGi tham gia nghién cu

Phudng phap tién hanh:

Budc 1: Thu thap thong tin ddi tugng nghién
c(u tai khoa Sinh hda, bénh vién Chg Ray tir thang
3/2022 dén thang 6/2022 bang phi€u diéu tra vdi
cac bién gdbm V& tudi, gidi, chiéu cao, can nang

Bugc 2: L4y 2 ml mau tinh mach dé€ dinh
lugng khang thé khadng SARS-CoV-2 vao 2 thdi
diém: 2-8 tuan va 8-14 tuadn sau khi tiém mdii
hai. Mau mau dugc ly tdm 3500 vong/phit x 10
phut dé chiét huyét thanh.

Budc 3: Thuc hién dinh Iugng nong d6 khang
thé khang SARS-CoV-2 trong huyét thanh véi bd
thuéc thir Elecsys Anti-SARS-CoV-2 trén may
Cobas e602 cta hang Roche.

Phan b6 nhdm vaccine trong nghién ctu

- Nhém 1: Miii 1 (AZD1222) + Miii 2 (AZD1222)

- Nhém 2: Mii 1 (BNT162b2)+Mdi 2 (BNT162b2)

- Nhém 3: Mili 1 (AZD1222) + Miii 2 (BNT162b2)

Thdi diém thuc hién xét nghiém khang thé

- Lan 1: 2-8 tuan sau tiém mdii tha hai

- Lan 2: 8-14 tuan sau tiém mdii th( hai

Phan tich so6 liéu: Cac bién dinh lugng trinh
bay dang trung binh + dd 1&ch chudn (M+SD)
hoac trung vi (khoang t& phan vi) (Median
(IQR)) va bién dinh tinh trinh bay theo ty Ié %.
Thong ké kiém dinh Kruskal-Wallis va Wilcoxon
Rank-sum dugc dung dé kiém tra su khac biét
ndng do khang thé gilta cdc nhém nghién clu.
Su khac biét c6 y nghia khi p < 0,05.

Pao dirc trong nghién ciru: Nghién clru da
dugc théng qua bdi HOi dong dao dic trong
nghién clu y sinh hoc cia Bénh vién Chg Ray
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theo quyét dinh s6 1298/GCN-HDDD Bénh vién
Chg Ray.
I1l. KET QUA NGHIEN cUU

Nghién clu cla chdng téi thuc hién xét
nghiém dinh lugng khéng thé khang SARS-CoV-2
[an 1 trén 332 va lan 2 trén 196 ngudi trudng

thanh tinh nguyén tham gia va thoa cac diéu

kién chon vao nghién cru. Trong dd, s6 ngudi

ghi nhan dugc thong tin vé chiéu cao va can

nang & lan 1 va lan 2 [an lugt la 297 va 177 ngudi.
1. Dic diém ddi tugng nghién ciru:

Bang 1: Phdn bé tudi, gidi tinh, chiéu cao, cdn ning cuia nhom déi tuong nghién ciu

Tudi Gidi tinh Chiéu cao Can nang
NN p . N (%)Ncr (cm)M+sD | P |kg)MxzsD| P
am
Lan 1| 44,0+13,0 (51(?%) ( ‘}531) 167,2+8,0 62,0£10,8
b3 1A /A Xk k3 £ 3
. 0,88 5 e 1027 0,052 0,54
an 2 | 44,0£12,0 (45.9) | (54.1) 161,2+7,8 61,4+11,0

*: kiém dinh t; **: kiém dinh chi binh phucng

Nhén xét: Khong c6 su khac biét cd y nghia théng ké vé cac ddc diém tudi, gidi tinh, chiéu cao,
can ndng cta nhom doéi tugng nghién ctu [an 1 va lan 2.
Bang 2: Phdn b6 BMI cua nhom déi tuong tinh nguyén tham gia nghién ciru lan 1 va

lan 2 (theo IDI & WPRO)

Phan loai Lan 1 N = 297; N (%) Lan 2N = 177; N (%) p
Can nang thap (gay) 10 (3,4) 6 (3,4 0,99%
Binh thudng 134 (45,1) 73 (41,2) 0,68*
Thua can 153 (51,5) 98 (55,4) 0,66*
* Tién béo phi 82 (41,6) 47 (26,6) 0,06*
« Béo phi do I 77 (39,1) 45 (25,4) 0,01%
« Béo phi do II 4 (2,0) 6 (3,4) 0,19%*

*:kiém dinh chi binh phuong; **: kiém dinh Fisher

Nhan xét: Phan bé BMI cua nhédm déi tugng
tinh nguyén tham gia nghién cru lan 1 va lan 2
chi khac nhau & nhém Béo phi d6 I (p = 0,01).
Trong cac nhém khac, su khac biét khéng co y
nghia thdng ké, diéu nay cho thdy tdng quat thé
trang hai nhom nghién clru tuong tu’ nhau.

2. Nong d6 khang thé khang SARS-CoV-
2 vao hai thoi diém: 2-8 tudn va 8-14 tuan
sau khi tiém miii thir 2. Néng dd khang thé
khang SARS-CoV-2 lan 1 va lan 2 trong nhém
nghién clu cé phan phoi khéng binh thudng.

Nh3n xét: Nong do khang thé lan 1 I6n hon
[an 2 & ca 3 nhdm va trong toan b nhém nghién
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Hinh 4: Nong dé khang thé 8-14 tuin sau

tiém miji hai cua cac nhom vaccin va chung tiém miii hai cua cac nhom vaccin va chung
Nh3n xét: Nong d6 khang th€ 8 nhdm 3 cao han nhém 1, & nhdm 2 cao hon nhém 1 cé y nghia
thdng ké, p < 0,05. Nong dd khang thé & nhdm 3 cao hon nhdm 2 khéng c6 y nghia thdng k&, p = 0,06.
Bang 3: So sanh néng dé khang thé khiang SARS-CoV-2 giiia hai thoi diém 2-8 tuin va
8-14 tuin sau khi tiém mdi tha' 2

Lan1 Lan 2
N Nong d6 khang thé N Nong d6 khang thé P
(BAU/mL) Median (IQR) (BAU/mL) Median (IQR)
Nhom 1 194 989 (476-1945) 131 796 (385-1460) 0,019*
Nhom 2 51 1955 (1327-3245) 30 1080 (848-1985) 0,005*
Nhom 3 87 4368 (2066-6716) 35 1714 (1058-2647) <0,001*
Chung 332 1622 (684- 3741) 196 1014 (490-1892) <0,001*
*: kifm dinh Wilcoxon Ranksum
3. Méi tueng quan giira ndng do6 khang thé va tudi, gidi, can ning, BMI
Bang 4: Hé sé tuong quan giiia néng dé khing thé va tuéi
P . Lan1 Lan 2
Nhom vaccin N Tudil p N Tubiz P
Nhém 1 194 0,13 0,06 131 0,12 0,14
Nhém 2 51 -0,28 0,05 30 0,16 0,37
Nhém 3 87 -0,09 0,41 35 -0,21 0,21
Chung 332 0,01 0,86 196 0,04 0,54
Tudil: Hé s6 tuong quan Spearman gitta nong dd khang thé va tudi lan 1; Tudi2 : Hé s6 tucng
quan Spearman gitta néng dd khang thé va tudi lan 2
Bang 5. Phan bé' néng dé theo gidi tinh
Lan1 Lan 2
Gigi Nong do khang Nong do khang
tinh N (%) thé (BAU/mL) p N (%) thé (BAU/mL) P
Median (IQR) Median (IQR)
Nam | 160 (50,0) | 1545 (642-3408) | o 4.y | 90 (45,9) 986 (420-1561) | ( 134
NG | 163(49,1) | 1657 (785-3950) | ' 106 (54,1) | 1014 (611-2139) |
Chung | 332 (100) | 1622 (684- 3741) 196 (100) | 1014 (490-1892)
*: kifm dinh Wilcoxon Ranksum
Bang 6: Hé sé tuong quan giifa néng dé khang thé va cdn ning, BMI
Nhom Lan1 Lan 2
vaccin N CN? p BMI! p N CN2 1) BMI2 p
Nhom 1 175 -0,01 0,93 0,06 0,44 118 0,12 0,18 0,10 | 0,27
Nhém 2 49 -0,10 0,50 -0,19 0,17 27 -0,05 0,77 0,25 | 0,19
Nhém 3 73 0,05 0,67 0,10 0,37 32 -0,06 0,73 -0,18 | 0,31
Chung 297 0,02 0,70 0,05 0,31 177 0,04 0,52 0,09 |0,21

CN1: Hé s tudng quan Spearman gilta nong d6 khang thé va can ndng lan 1; CN2: Hé s6 tudng
quan Spearman gilia néng do khang thé va can ndng lan 2; BMI*: Hé s§ tudng quan Spearman gilia
ndng d6 khang thé va BMI [an 1; BMI2: Hé s6 tudng quan Spearman gitfa ndng do khang thé va BMI fan 2.
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Nhan xét: Khdng c6 méi tuong quan cd y
nghia thong ké gilta ndbng do khang thé va tudi,
gidi, can nang, BML.

IV. BAN LUAN

Néng dd khang thé khang SARS-CoV-2 &
nhém tiém 2 mdi vaccin AZD1222 vao 2-8 tuan
va 8-14 tuan sau tiém mdi hai trong nghién ctu
cla chdng toi nhin chung cao hon nghién clru
cla Sanjeeb K. Mishra et al., dugc thuc hién trén
122 d6i tugng nhan vién y té€ tinh nguyén tham
gia nghién c(fu tai Veer Surendra Sai Institute of
Medical Sciences and Research, An B3 @), NGng
dd khang thé & nhém tiém 2 mii vaccin
AZD1222 lan 1 trong nghién cfu cla ching toi
cling cao han so véi nghién cltu cta Shabir A
Madhi et al., 112,3 (61,7-204,4) BAU/mL ®.

Néng dd khang thé khang SARS-CoV-2 &
nhém tiém 2 mii vaccin BNT162b2 trong nghién
cltu cla ching tdi vao thdi diém 2-8 tudn sau
tiém mii hai la 1955 (1327-3245) BAU/mL, kha
tuong dong vdi két qua cla nghién clu cua P.
Naaber et al. (n=122), ndng dd khang thé trong
nghién cdtu nay 1a 1810 (1168-2463) BAU/mL
vao thdi diém 6 tuan sau tiém vaccin mii 2 @,
Tai thdi diém 8-14 tudn sau tiém mdi hai, ndng
dd khang thé trong nghién cttu clia ching tdi cao
han so véi ndng dd khang thé vao thdi diém 12
tuan trong nghién clru cta P. Naaber et al., 1080
(848-1985) BAU/mL so V&i 742 (440-983)
BAU/mL. Diéu nay cd thé€ giai thich do han ché
cla nghién cru chdng t6i cd mau ctiia nhém tiém
2 miii BNT162b2 vao [an 2 la nhd, n=30, ¢ thé
khong co tinh khai quat cao so vdi ¢ mau
n=122 va su khac biét v& ddc diém cia nhdm
doi tugng nghién clru.

Trong nghién clru cta chdng téi, néng do
khang thé & nhém tiém 2 mii vaccin BNT162b2
I6n hon so vGi nhom tiém 2 mii AZD1222 & ca 2
lan dinh lugng khang thé, diéu nay phu hdp vdi
cac nghién clru trugc do © ©),

Nong do khang thé & [an 2 thap hon lan 1,
diéu nay phu hgp vdi két qua cua cac nghién clu
trudc do va cling phu hgp vdi dién tién cia qua
trinh dap &ng mien dich.

DaGi véi phuang phap tiém tron vaccin (nhom
3), nbng dd khang thé 1an 1 cao nhét trong 3
nhém nhung & lan 2 thi tudng tu véi nhdm tiém
2 miii BNT162b2, ching to ty 1€ va toc do giam
nong dd khang thé clia nhém nay cao hon nhém
tiém 2 miii BNT162b2 nén can cé nghién clru sau
hon d€ xac dinh dugc hiéu qua thuc sy cla
phuang phap tiém tron vaccin.

Nghién clftu cta ching t6i cho thdy khong co
mdi tuang quan gitta ndng dd khang thé va tudi,
gidi, can nang, BMI cta ngudi tinh nguyén tham
gia nghién cu, két luan nay tuong tu véi mot s
nghién clu trudc dé nhu nghién clu cla
Massarweh et al ). Tuy nhién, mot nghién cliru
khac lai c6 két luan rang cd mdi lién quan dang
k& gilra ndng dd khang thé va tudi, gidi, BMI ®),

V. KET LUAN

Tai thdi diém 2-8 tuan sau tiém mdi hai, ndng
dd khang thé 18n nhit & nhoém tiém mii 1
AZD1222 va mii 2 BNT162b2, ké dén la nhom
tiém 2 mii BNT162b2 va thdp nhat & nhom tiém
2 mii AZD1222. Tai thdi diém 8-14 tuan sau
tiém mii hai, ndng d6 khang thé & nhém tiém
mii 1 AZD1222 va miii 2 BNT162b2 tudng
duong nhom tiém 2 miii BNT162b2, 2 nhom trén
I6n han nhém tiém 2 mii AZD1222. Nong do
khang thé [an 1 16n hon [an 2 & ca 3 nhém
vaccin va trong toan bd nhdm nghién clru. Khéng
c6 mdi tuong quan gilta ndéng do khang thé va
tudi, gidi, cdn nang, BMI trong nhém nghién c(ru.
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