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TOM TAT

Nghién ctru mé ta theo ddi doc khong dbi
ching trén 185 d6i tugng da duoc tiém 2 miii vac
xin IVACFLU-A/H5NT1 lidu 15pg cach nhau 21
ngay nham xac dinh tén luu cia khang thé khang
vi rat cim A/H5N1 va mot sb yéu td dich té lién
quan, két qua cho thiy:18 thang sau tiém vic
xin IVACFLU-A/H5N1 ty 18 c6 khang thé bao
vé (hiéu gia > 1/40)ton luu dat 61,6%; GMTs
cua nhom tiém dat 49,2 HAIL. Chua ghi nhén sy
khac biét vé tudi, gidi va cac dic diém dich t&
hoc lién quan dén ton luu khang thé khang H5N1
sau tiém vac xin IVACFLU-A/H5N1. Nghién
ctru van dang tiép tuc thuc hién dén thoi diém 36
thang sau tiém

T khoa: IVACFLU-A/HSNI vic xin;
Khdng thé H5NI ton lueu.
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ABSTRACT

Non-controlled longitudinal study were carry
on 185 subjects who received 2 doses of 15ug
IVACFLU-A / H5N1 vaccine 21 days apart to
determine persistent of antibody-H5N1 and
some Epidemiological characteristics involved,
the results showed that: 18 months after
IVACFLU-A / H5N1 vaccination, the rate of
antibody protection (titre > 1/40) still reached
61.6%; GMTs of the injection group reached
49.2. No statically differences on age, gender and
epidemiological characteristics related persistent
of anti-H5N1 antibody after vaccination. The
research is still ongoing until 36 months after
vaccination.
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I. DAT VAN DE

Bénh cim 1a mot trong nhitng bénh truyén nhiém
nghiém trong ddi véi stc khoé cong dong timg gy
ra nhitng tham hoa toan cau dién hinh 12 vy dai dich
cim A/HIN1ndm 1917-1918 giét chét 10-50 triéu
nguodi hay dich cim A/H2N2 nam 1957-1958: 1-4
triéu ngudi tir vong & moi Ira tudi... Theo thong
bao cia WHO, hang nam c6 khoang 5-10% nguoi
truong thanh va 20-30% tré em bi méc bénh ctim,
tir 250.000-500.000 ca tir vong trén toan thé giéi
mdi nam va chi phi toan cau hang nim cho bénh
cum khoang 84,1 ty d6 la [10]. Tt nam 1997, vi
rit cim gia cam A/H5N1 xuat hién & Hong Kong
va dén 2003d4 bung nd dich trén dién rong & gia
cam va gy bénh cho ngudi, theo WHO da c6 844
truong hop nhiém cim A/H5N1 trong d6 449 ca tir
vong, Viét Nam ghi nhan 127 truong hop mic, 64
truong hop tir vong (chiém ty 18 50,4%). S6 ca tir
vong do H5N1 tai Viét Nam thir 3 thé gi6i chi sau
Ai Cap va Indonesia [1].

Vic xin van 14 bién phap hitu hiéu nhat trong
du phong bénh Cam, dac biét 1a Ciim dai dich nhu
H5N1. Nam 2006, T6 chire Y té Thé giéi (WHO)
da trién khai Ké hoach Hanh dong Toan cau (GAP)
nham giai quyét van dé thiéu vic xin cim va GAP
d4 ho tro san xuat vac xin cum tai 14 quéc gia trong
do6 co Viét Nam [11]. Véi su giup do cua WHO,
BARDA va PATH, Vién Vic xin va Sinh phém Y
té (IVAC) da san xuat thanh cong véc xin cam A/
H5NI1 tir 2014 va hoan thanh thir nghiém 1am sang
3 giai doan trén 1005 ddi trong, véi mau nén (trudc
khi tiém) 100% céc dbi tuong déu khong c6 khang
thé khang H5N1, sau tiém 2 mii lidu 15 pg cach
nhau 21 ngay, ngay 42 ldy mau kiém tra dap ting
mién dich, két qua cho thdy véc xin c6 kha ning
sinh dap tmg mién dich rat cao, ty 1& chuyén dbi
huyét thanh (seroconversion) dat 75,8% [3].

Dbi véi Qudc té, mot nghién ciru cho thiy 6
thang sau tiém vac xin HSN1 c6 ta chat ASO3, ty 1¢
con khang thé bao vé 13 76,7% [6], sau tiém 2 nim
ty 16 chuyén d6i huyét thanh con 30,9% (vic xin
c6 ta chat) va 8,3% véi vic xin khong ta chat [7].
Trong cac bao cdo vé nhiém H5N1 tu nhién cho
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I. INTRODUCTION

Influenza is one of the serious infectious
diseases for public health that has caused global
disasters, typically the A/HIN1 pandemic of
1917-1918 that killed 10-50 million people or
the A/H2N2 pandemic of 1957-1958: 1-4 million
people died of all ages. According to WHO, about
5-10% of adults and 20-30% of children contract
flu every year, 250.000-500.000 deaths worldwide
each year, and the annual global cost of influenza is
approximately $84.1 billion [10]. Since 1997, the
avian influenza A/H5N1 virus was found in Hong
Kong and this pandemic caused a large outbreak
in poultry and a humans disease in 2003, WHO
reported that there were 844 cases of influenza A/
H5NI1 infection including 449 deaths, Vietnam
recorded 127 cases, 64 deaths (50.4%). The
Vietnamese H5N1 death cases are third highest in
the world following Egypt and Indonesia [1].

Vaccines are still the most effective way in
preventing influenza, especially pandemic flu like
H5N1. In 2006, the World Health Organization
(WHO) launched the Global Action Plan (GAP)
to address the lack of influenza vaccines and the
GAP supported influenza vaccine production in 14
countries including Vietnam [11]. With the help of
WHO, BARDA and PATH, the Institute of Vaccines
and Medical Biologicals (IVAC) has successfully
produced the influenza A/HSN1 vaccine since 2014
and completed three clinical trial phases on 1005
subjects, with 100% of background blood (before
injection) did not detect anti-H5N1 antibodies, after
21 days of the 2nd dose of vaccine (15 pg) taking
blood to check the immune response at day 42, the
results showed that the immune response was very
high, the seroconversion rate was 75.8% [3].

A international study showed that the rate of
protective antibodies was 76.7% after getting AS03-
adjuvanted H5N1 vaccine 6 months later [6], the
seroconversion rate was 30.9% (with adjuvanted
vaccine) and 8.3% with non- adjuvanted vaccine
2 years later [7]. The spontaneous HSN1 infection
reports show that 56.5% are still positive antibodies
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thdy sau 1 ndm van con 56,5% khang thé duong
tinh va véi bénh nhin ning sau 2 nim van con ton
luu khang thé [9]. Déi véi véc xin sir dung ta chat
nhom, da phan céc cong bd trén PUBMED van chi
dimg & theo ddi sau TNLS (thudng danh gia mién
dich sau 42 ngay ké tir khi tiém mii 1).

Két qua trong cac thir nghiém 1am sang véc
xin IVACFLU-A/H5N1 (c6 ta chat Hydroxyte
nhom) cling méi chi dung & 42 ngay sau tiém
miii 1, vdy khang thé khang H5N1 sau tiém s&
ton luu bao 1au? Do chinh 1a Iy do chiing t6i tién
hanh nghién ctru nay véi muc ti€u xac dinh sy ton
lru cta khang thé khang vi rat H5N1 trén nhitng
ngudi da duoc tiém 2 mii vac xin IVACFLU A/
H5N1 va mot sd yéu t6 lién quan dén su ton luu
d6. Trong bai bao ndy, chung tdi xin thong bao két
qué nghién ctru budce dau sau 18 thang theo doi.

Il. DOl TUONG VA PHUONG PHAP

1. Poi twgng

Tiéu chi tuyén chon 14 cac tinh nguyén vién
da tham gia va hoan thanh thir nghiém lam sang
vac xin cam IVACFLU-A/H5N1giai doan 3 (da
tiém du 2 lidu vic xin (15ug HA/liéu + 0,6 mg
AI(OH)3) cach nhau 21 ngay) vao thang 5 ...nam
2017 tai thi xa Ninh Hoa, tinh Khanh Hoa.

Tiéu chi loai trir 1a nhitng ddi tuong co tiéu
chuan trén nhung tir chdi tham gia nghién ctru
hoidc ¢6 1y do bat kha khang khong thé tham gia
nghién curu (di xa, bénh ndng dang nam vién hodc
diéu tri dai ngdy...) va nhimg ddi twong bi loai
ngau nhién khi chon mau.

2. Phwong phap

2.1. Thiét ké nghién ciru: Nghién ctru tién
ctru khong ddi chimg.

2.2. C& miu: C mau cia toan dé tai 1a 362
dbi tugng da tiém véic xin nam 2016 & 2017 (dya
trén tinh toan thong ké vé luc miu) trong d6 c&
mAu cta ndm 2017 1a 185 ddi tuong.

2.3. Chon miu: Tién hanh bdc thim ngau
nhién don 210 ddi twong trong tong s6 300 ddi
tuong da duoc tiém vic xin IVACFLU-A/H5N1
nam 2017 tai Ninh Hoa dé tuyén dugc 185 ddi
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ater 1 year, and the critically ill patients still have
residual antibodies after 2 years [9]. For vaccines
using aluminum adjuvants, most of publications
on PUBMED stop at post-clinical trial follow-up
(usually checking the immune response after 42
days from the first dose).

The clinical trial results of the IVACFLU-A/
HS5NI vaccine (with aluminum hydroxyte adjuvant)
were only stopped at 42 days from the first dose ,
the question raised how long will the anti-H5N1
antibodies persist after vaccination? That is the
reason why we conducted this study with the goal
of determining the persistence of anti-HSN1 virus
antibodies in people who have received 2 doses
of IVACFLU A/H5N1 vaccine and some factors
related to the residual antibodies. In this paper, we
would like to announce the initial study results after
18 months of follow-up.

Il. OBJECTIVES AND METHODS

1. Objectives

Selection criteria are volunteers who have
participated in and completed the phase 3
IVACFLU-A/H5NI1 influenza vaccine clinical trial
(have received 2 full doses of vaccine (15 pg HA/dose
+ 0.6 mg Al(OH) )3) 21 days apart) in May 2017 in
Ninh Hoa town, Khanh Hoa province.

Exclusion criteria are subjects who meet the
above criteria but refuse to participate in the study
or have a compelling reason that cannot participate
in the study (travelling away, serious illness being
hospitalized or receiving long-term treatment,
etc.) and subjects were randomly excluded from
sampling.

2. Method

2.1. Study Design: An uncontrolled
prospective study.

2.2. Sample size: The sample size was 362
persons who were vaccinated in 2016 & 2017
(based on statistical calculations of sample force)
including 185 samles were collected in 2017.

2.3. Sampling: Conducting a simple random
draw of 210 subjects from 300 subjects who were



tuong tham gia nghién ctru.

2.4. Thoi gian nghién ciru: Thoi diém lay
mau 1a thang 11 nim 2018 twong ung véi thoi
gian theo doi 18 thang sau tiém.

2.5. N§¢i dung nghién ctru va ky thuit
s dung

Noi dung 1: Hoat dong diéu tra thu thap sb liéu

Phuong phap ap dung 1a diéu tra phong van
theo bang cau héi soan sin két hop voi kham 1am
sang va ldy mau tai thuc dia cho ting ddi tuong
nghién ctru.

Noi dung 2: Xac dinh khang thé H5N1 ton
luu trong ddi twong nghién ciru

MaAu mau sau khi thu duoc tai thuc dia s& duoc
van chuyén vé IVAC dé ly tam, chiét huyét thanh
(trong vong 12h) va lam xét nghiém xac dinh
khang thé bang phuong phéap trc ché ngung két
hong cau (HAI).

Il KET QUA

Bang 1:
Théng tin chung vé d6i tweng nghién ciru

Pic diém dich té cta 185 ddi
tuong nghién cdu da tiém 2
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vaccinated with IVACFLU-A/H5N1 vaccine in
2017 at Ninh Hoa then recruiting 185 persons to
participate in the study.

2.4. Study time:
November 2018 corresponding to the follow-up

Sampling time was

period of 18 months after vaccination.

2.5. Research contents and techniques

Content 1: Investigation activities to collect data

The applied method is an interview survey
according to a prepared questionnaire combined
with clinical examination and collecting samples
in the field.

Content 2: Determination of residual H5N1
antibodies in research subjects

The samples that collected in the field, would
be transported to IVAC for centrifugation, serum
extraction (within 12 hours) and testing the antibody
by Hemagglutinin Inhibition (HAI).

lll. RESULT

Table 1: General information about
research subjects

Epidemiological
characteristics of 185

. i . Percentage
miii vic xin cGm IVACFLU-A/ p;ﬁg:ess";?‘l’n’ffjs:“’z‘;d Quantity o g
H5N1 thang 5/2017 vaccine IVACFLU-A/H5N1
in May 2017
Gi6i (n=185)
Gender (n=185)
Nam 82 443

Male 82 443
) No 103 | 557 Female 103 55,7

.: N

Tudi (n=185) Age (n=-| 85) *
18-40 92 | 497 18-40 92 49,7
41-60 93 503 41-60 93 50,3
Giét md gia cAm (n=185) Poultry slaughter (n=185)
Cé 14 7.6 Yes 14 7.6
Khong 171 | 924 No 171 924
Phoi nhidm v6i gia c&m (n=185) Poultry exposure
(n=185)
Cé 118 | 638 Yes 118 638
Khéng 67 36,2 No 67 362
Muc d6 phoi nhiém Level of poultry
vGi gia cam (n=185) exposure (n=185)
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it (1-3 ngay/thang) 31 16,8
Vira (1-3 ngay/tuan) 4 2.2
Nhiéu (>3 ngay/tuan) 83 44,9

Bi cdm cim trong
18 thang qua (n=185)

Co 47 254
Khong 138 74,6
MUic 36 cdm cdm (n=185)
Nhe (<3 ngay) 25 13,5
Vua (3-5 ngay) 15 8,1
Nhiéu (>5 ngay) 7 38

Bi bénh trong
18 thang qua (n=185)

Co 14 76
Khéng 171 924

Mildly (1-3 days/month) 31 16,8
Modera‘izléj e(;)—3 days/ 4 22
SeriousIWye é;)3 days/ 83 44.9
Get flu in the past 18

months (n=185)
Yes 47 254
No 138 74,6
Level of flu (n=185)
Mildly (<3 ngay) 25 13,5

Moderately (3-5 ngay) 15 8.1
Seriously (>5 ngay) 7 38

Get sick in the past 18

months (n=185)
Yes 14 7,6
No 171 924

* Tudi duoc tinh theo tudi khi tham gia TNLS ndm 2017

Binh thuong cac dbi tuong khong co khang thé
khang H5N1 nén hi¢u gid HAI 1a <10 ( thuong
xéac dinh =5). Do d6 khi hiéu gia khang thé HAI
>10 ching t6 c6 khang thé HAI ton luu. Két qua
XN 185 méu huyét thanh, théng ké theo ngudng
hi¢u hi¢u gia HAI ¢ muc 1/10, 1/20, 1/40 dugc
trinh bay 6 hinh 1.

%

120
100 97.8
80
60
40
20

0

=1/10

* Age is calculated since participating clinical trial in 2017.

Normally, the HAI titre is <10 (usually
determined =5) with people who do not have anti-
H5NI1 antibodies. Therefore, the HAI antibody
titre >10 indicates that still persist a residual HAI
antibody. According to the statistic of 185 results,
the threshold of HAI titres at 1/10, 1/20, 1/40 are
showed in Figure 1.

80.5

I :

=1/20

>1/40

Hiéu gia khang thé

Antibody titer

Hinh 1. Két qua ty Ié % ton luu khang thé sau 18 thang theo cac ngudng hiéu gid khang thé HAI
Figure 1. The percentage of residual antibody after 18 months following the HAI antibody titres
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Biang 2: Két qua cac mirc khang thé ton hwu theo tudi va gigi
Table 2: Results of residual antibody levels by age and gender

Hiéu gia khang thé HAI Phan nhém B o B TVIE% | _. TV 18 %
Antibody titre HAI Subgroup >0 qun gl Tyled% >0 qun g Percentage >0 qup g Percentage
Quantity | Percentage % | Quantity % Quantity %
Gidi
Nam (n=82) Male (n=82) 81 98,8 65 79,3 45 549
N (n=103) Female (n=103) 100 971 84 81,6 69 67,0
X2 0619 0,152 2,832
p 0,631 0,697 0,092
Nhém tudi Age group
18-40 tudi (n=92) 18-40 years old (n=92) 91 98,9 74 80,4 58 63,0
41-60 tudi (n=93_) 41-60 years old 9% 96,8 2c 806 cg 60.2
(n=93)
X2 1,000 0,001 0,156
p 0,621 0,971 0,692

Bang 3: GMT ciia hiéu gia khang thé HAI ton luu theo tudi va giéi
Table 3: GMT of residual HAI antibody titers by age and gender

: GMTsau 18 thang Hiéu gia KT GMT theo nhom tudi  GMT Chung
Tuoi Giai (CI95%) (Thap nhat - Cao nhat) (CI95%) (CI95%)
Age Gender GMT after 18 months Antibody titre (Lowest  GMT of age group General GMT

(CI95%) - Highest) (CI95%) (CI95%)
Nam 42,95
Male (24,2-61,7) 10-320 46.99
18-40 )
Nt 50,84 7 226 (34.0-60,0)
Female (33.0 -68,7) 49,2
38,2-60,2
Nam Male 6449 7-320 ( )
41.60 (363 -92.7) 51,45
N 43,70 £ 320 (34.0 -689)
Female (22,0-654)

Bang 4. Két qua ciac mic khang thé ton lwu theo mét sé dic diém dich té hoc
Table 4. Results of residual antibody levels by epidemiological characteristics

Hiéu gia khang thé HAI
Phan nhém Séluong | Ty 1% Sélugng | TyIé% S6lugng | Ty 18 %
Quantity | Percentage % | Quantity | Percentage % | Quantity | Percentage %

Giét mo gia cAm Poultry slaughter
Cé Yes 14 14 100,0 10 714 8 571
Khong No 171 167 97,7 139 81,3 106 62,0
x? 0,335 0,802 0,128
p 1,000 0,479 0,720
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Phoi nhiém véi gia cAm
Poultry exposure
Co6 Yes 118 114 96,6 97 82,2 72 61,0
Khong No 67 67 100,0 52 77,6 42 62,7
X2 2,321 0,575 0,050
p 0,298 0,448 0,822
Muc d6 phoi nhiém véi gia cAm
Level of Poultry exposure
It (1-3 ngay/than
i cug/ p o dayys /mogn)th) 31| 30 96,8 26 83,9 20 64,5
VUra (1-3 ngay/tuan
Moderat((aly (1 g3 élays/w)eek) 4 4 1000 4 100.0 4 100.0
Nhiéu (>3 ngay/tuan
Seriously( el %3{15 /We)ek) 83 | 80 96,4 67 80,7 48 57,8
X2 0,156 1,049 3,069
p 1,000 0,906 0,258
Bi cdm cdm trong 18 thang qua
Sick for the past 18 months
C6 Yes 47 | 47 100,0 44 93,6 36 76,6
Khong No 138 | 134 97,1 105 76,1 78 56,5
X2 1,392 6,874 5,974
p 0,574 0,009 0,015
Muc dd cdm cim  Level of flu 47
Nhe (<3 ngay) Mildly(<3 days) 25 | 25 100,0 23 92,0 18 72,0
Va (3-5 ngay
Modrgrately (3?5 days) 15 | 15 100,0 14 93,3 12 80,0
Nhiéu (>5 ngay
Seriougly (>5 dgys) 7 7 100,0 7 100,0 6 85,7
X2 0,00 0,589 0,716
p 1,0 1,000 0,806
Bi bénh trong 18 thang qua
Flu for the past 18 months
C6 Yes 14 | 14 100,0 11 78,6 9 64,3
Khong No 171 | 167 97,7 138 80,7 105 61,4
X2 0,335 0,037 0,045
p 1,000 0,738 0,831
IV. BAN LUAN IV. DISCUSSION

Két qua thu duoc tai bang 1 cho thay tinh dai
dién cao so voi quan thé nghién ciru gbe, cu thé
vé d6 tudi ciia quan thé gdc vé tudi 1a 1:1, vé gidi
14 58,6% nir va 41,4% nam thi trong két qua nay
vé tuodi 18-40 1a 49,7% & 41-60 1a 50,3%; V&
gid1 nir 1a 55,7% va nam 1a 44,3%, ty 1¢ nay cling
kha twong dong véi cac ngién ciru ngoai nudc [6]
[7]. Ciing theo két qua bang 1 thi ty 1& di tuong
thuong giét mo gia cam rét it chi 7,6% nhung co
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The results obtained in Table 1 show that it
is highly representative compared to the original
study population, specifically, the original
population age is 1:1, 58.6% female and 41.4%
men, in this result: 49.7% for 18-40 years old
and 50.3% for 41-60 years old; women is 55.7%
and men is 44.3%, this rate is quite similar with
international studies [6][7]. According to the

results of Table 1, the percentage of slaughtered



phoi nhiém véi gia cam 13 63,8% va thuong xuyén
phoi nhiém véi gia cam 1a 44,.9%. Sau 18 thang
theo doi , chiing t6i ghi nhan ty 1€ bi cam cum la
25,4% chu yéu 1a mure d6 nhe (13,5%) con muic do
nang chi chiém 3,8% trong tong s6 nghién ctu, ty
18 nay thap hon han so voi mot cong bd ciia Nauy
vé ty 1& bi cam thoéng thudong & tré em 2 lan/nim
tré 1€n 1a 48% [4]. Sau 18 thang chi ghi nhan 14
truong hop phai nhap vién chiém 7,6%, chi yéu
la cac bénh ngoai khoa, ti€u hoa, khong co truong
hop nao do Cum.

Két qua theo ddi ton luu khang thé khang
H5N1 (hinh 1) cho thiy ty 1& c6 hiéu gia khang thé
o ngudng >1/10 12 97,8% (CI195% : 95,7-99,9%);
ngudng >1/201a 80,5% (CI95% : 74,9-86,2%) va
ngudng >1/40 1a 61,6% ( CI95% (54,6-68,6%).
Do thir nghiém 1am sang ciia nhom ddi tugng nay
khong tién hanh xét nghiém khang thé trudc va
sau tiém (vi 1a pha 3) nén khong thé c6 mot tham
chiéu tuyét ddi vé su chénh léch ty 1€ c6 khang thé
theo cac ngudng mot cach chinh xac, tuy nhién
trong két qua khao sat khang thé nén nam 2016
trén 300 ddi twong tai Ninh Hoa cho thay ty 1é c6
khang thé nén theo cac ngudng >1/10; >1/20 va
>1/40 (muc khang thé bao vé) 1an luot 1a 11,3%
; 1,33% va 0% [3] do vay chung ta co thé ngoai
suy ty 18 t6n luu khang thé do vic xin 18 thang
sau tiém lan luot theo cac ngudng >1/10; >1/20
va>1/401a 86,5%; 79,2% va 61,6% . Day thuc su
1a mot két qua rat quan trong vi ty 16 ¢6 khang thé
bao vé ( seroprotection) van duy tri & ngudng rat
cao trong cong dong (61,6%). Tuong tu, ty 18 c6
chuyén d6i huyét thanh ( seroconversion) Ia chi
s6 c6 hiéu gia khang thé ting gip 4 1an, khé tuong
ddng véi chi s6 c6 hidu gia >1/20 ( vi 83,3% quan
thé ¢ chi s6 hiéu gia huyét thanh <5) van con &
mirc 80,5% ( gia tri tuyét d6i) hay 63,8% ( gia tri
tuong dbi khi ngoai suy loai bo theo dir liéu nén)
. Hai chi s6 nay cho thay ton luu khang thé khang
H5N1 sau 18 thang van rat cao , c6 kha ning bao
vé cOng déng trude dai dich, diéu quan trong hon
1a cho thiy sy khéc biét giita khang thé khang vi
rat HSN1 sau tiém vic xin IVACFLU-A/H5N ¢
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poultry people was very small, only 7.6%, but had
exposure to poultry was 63.8% and frequently
exposed to poultry was 44.9%. After 18 months
of follow-up, we recorded that the rate of flu was
25.4%, mainly mild (13.5%) and severe was 3.8%
of the study. This is much lower than Norwegian
publication on the rate of common cold in
children 2 times/year (48%) [4]. After 18 months,
only 14 cases of hospitalization were recorded,
accounting for 7.6%, mainly for surgical and
digestive diseases, no cases of influenza.

The residual H5N1 antibody results (Figure
1) showed that the rate of antibody titres : >1/10
was 97.8% (CI95%: 95.7-99.9%); >1/20 was
80.5% (CI195%: 74.9-86.2%) and >1/40 was 61.6%
(CI95% (54.6-68.6%). The clinical trial of this
population did not conduct antibody testing for pre-
and post-vaccination (because it is phase 3), so did
not have an absolute reference for the difference
in antibody thresholds. However, the survey in
2016 for 300 antibody testing in Ninh Hoa showed
that the rate of background antibody at thresholds
>1/10; >1/20 and >1/40 (antibody protection level)
were 11.3% ; 1.33% and 0% respectively [3], so
we can extrapolate the residual antibody of vaccine
antibodies after 18 months according to thresholds
>1/10,. ; >1/20 and >1/40 were 86.5%; 79.2% and
61.6%.This is a very important result because the
percentage of protective antibodies (seroprotection)
was still very high in the community (61.6%).
Similarly, the rate of seroconversion is a 4-fold
increase in antibody titer, is quite similar with a
titer of >1/20 (83.3% of the population has serum
titre <5) remained at 80.5% (absolute value) or
63.8% (relative value when extrapolated out of
background data). These two indicators show that
the persistence of anti-H5N1 antibodies after 18
months is still very high, capable of protecting
the community before the pandemic, more
importantly, showing the difference between anti-
HS5N1 virus antibodies after IVACFLU-A/H5N1
vaccination which has a much longer shelf life than
the antibodies against HIN1; H3N2 and influenza
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thoi gian t6n lwu dai hon rat nhiéu so véi cac
khang thé khang vi rat HIN1;H3N2 va cum B
trong vac xin vic xin cim mua thong thuong chi
ton luu khoang 6 -12 thang [10] va phai tiém nhic
lai hang nam.

Day la cong bd dau tién & Viét Nam nén khong
co tai li¢u trong nudc dé tham chiéu. Tai liéu
quéc té cing rat hiém nhét 1 véi vic xin H5N1
dung ta chat nhom, cac cong bd hau hét déu ding
0 thoi gian theo doi thir nghiém 1am sang. Tham
chiéu véi vic xin H5N1 dung ta chit ASO3 sau 6
thang ty 1¢ con khang thé bao vé 1a 76,7% [6] thi
ty 1¢ ctia chung t6i thip hon (61,6%) nhung thoi
gian theo ddi cua ching t6i dai hon. So sanh vé
ty 1& chuyén d6i huyét thanh cta véc xin H5N1
dung ta chat ASO3 sau 2 nam ty 1& con 30,9%
[7] thi ty 1€ cta chung t6i cao hon (63,8%) song
theo ddi cua chung toi hién dang ngin hon. Tuy
nhién, qua nhitng tham chiéu trén day cho thiy
rang khang thé khang H5N1 sau tiém véc xin
H5N1 dung ta chiat nhém hay ASO3 déu cho ton
luu khang thé bao vé va chuyén d6i huyét thanh
kha dai, hon han vic xin cim mua va can theo
ddi tiép dé xac dinh thém thoi gian ton luu cta
dong khang thé nay.

Bang 2 cho thy ty 1& co khang thé bao vé &
nit (67,0%) cao hon ¢ nam (54,9%) song su khac
biét khong c6 ¥ nghia thong ké véi p>0,05. Cac ty
1¢ theo cac hiéu gia khac nhau con lai cho thy su
tuong dong vé gidi va tudi, p déu >0,05. Noi cac
khéc khong co su khac biét vé gidi va tudi ddi voi
ty 1¢ khang thé ton luu ¢ ca 3 ngudng HAI >1/10;
>1/20 va >1/40. Hién cling chua c6 nghién ctru nao
cung cap thong tin vé mdi lién quan nay.

Bang 3 cho thdy Sau 18 thang hiéu gia khang
thé HAI trung binh nhan (GMTs) cua nhom
nghién ciru 14 49,2 (CI 95%: 38,2 — 60,2) gép 8
lan néu so v6i GMTs ctia quan thé tai Ninh Hoa
chua tiém vic xin (5,58) [3] va thap hon 1 chut
so v6i két qua ngay 43 sau tiém tai Ninh Hoa
(62,65- CI95% : 52,1-73,34)[3] voi p>0,05.
GMTs trong nghién ctru cua chung to1 tuwong
dong vé6i két qua theo ddi sau 6 thang cua tac
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B viruses in regular seasonal influenza vaccines —
normally the residual antibody are 6-12 months
[10] and must booster injections every year.

This is the first publication in Vietnam, so
there are no domestic documents for reference.
International documents are also very rare,
especially with the HSN1 vaccine using aluminum
adjuvants, most of the publications stop at the
time of clinical trial follow-up. Referring to HSN1
vaccine using adjuvant ASO3 after 6 months, the
rate of protective antibodies is 76.7% [6], our rate
is lower (61.6%) but our follow-up time longer.
Comparing the seroconversion rate of HS5NI1
vaccine using ASO3 adjuvant after 2 years, the
rate is 30.9% [7], our rate is higher (63.8%) but
our follow-up is now shorter. However, through
the above references, it is shown that anti-H5N1
antibodies after vaccination with HS5N1 using
aluminum adjuvants or ASO3 have quite long
protective antibody retention and seroconversion,
much better than seasonal influenza vaccines and
further follow-up is required for determining the
retention time of this antibody.

Table 2 shows that the rate of protective
antibodies in women (67.0%) is higher than in
men (54.9%) but the difference is not statistically
with p>0.05. The
according to the remaining different titres show

significant proportions
similarity in terms of gender and age, both p >
0.05. In other words, there was no difference in
gender and age for the percentage of residual
antibodies at all 3 thresholds HAI >1/10; >1/20
and >1/40. There are currently no studies that
provide information on this association.

Table 3 shows that after 18 months, the mean
HAT antibody titers (GMTs) of the study group were
49.2 (95% CI: 38.2 — 60.2), 8 times higher than the
GMTs of the population at Ninh Hoa has not been
vaccinated (5,58) [3] and is slightly lower than
the result on day 43 after vaccination in Ninh Hoa
(62.65- CI195% : 52.1-73.34)[3] with p>0.05. GMTs
in our study are similar to the results of follow-up
after 6 months of Oliver (56.3- CI95%:47-67.5)



gid Oliver ( 56,3- C195%:47-67,5) [6], cao hon
so voi két qua theo ddi sau cua Gillard sau 12
thang ( 25,7- C195%:19,3- 34,3) va 24 thang
(18,4 - CI95%:14,2 — 23,8)[7]. Két qua bang 3
cling cho thiy GMTs ¢ nhom tudi tré (46,99)
thap hon nhom 16n tudi(51,45) va trong nhém
tré thi GMTs cta nam (42,95) thdp hon nir
(50,84) song trong nhom 16n tudi thi GMTs cta
nam (64,49) lai cao hon nir (43,7), tuy nhién tat
ca cac su khac biét nay déu khong cé ¥ nghia
théng ké (p>0,05).

Bang 4 cho thiy khong c6 su lién quan giita
céc yéu t6 nhu giét mo, phoi nhidém véi gia cam,
muc d§ cam cum va tinh trang bénh ly véi céc ty
1¢ c¢6 hiéu gia khang thé theo cac ngudng ndng
dd khac nhau, p>0,05. Riéng tinh trang bi cam
cum trong 18 thang qua c6 sy li€n quan gitta tinh
trang bi cam cum vdi nhitng hiéu gid khang thé
cao (=1/20) vé1 p<0,05. No6i cach khac nguoi bi
cam caum cao hon c6 ¢6 ty 1¢ hiéu gia khang thé
cao hon nhom khoéng bi cam cam voi p<0,05,
vay li€u tinh trang cdm cum c6 anh hudng dén
hiéu gia cua khang thé HSN1 hay khong thi can
c6 nghién ctru sau hon.

V. KET LUAN

18 thang sau tiém vac xin IVACFLU-A/H5N1
ty 16 c6 khang thé bao vé ( hiéu gia > 1/40) van
dat 61,6%; GMTs cua nhom tiém dat 49,2.

Chua ghi nhan sy khac biét vé tudi, gidi va cac
dic diém dich té hoc lién quan dén ton luu khéang
thé khang H5N1.

Loi cam on:

Ching t61 xin chan thanh cdm on su quan
tam gitip d& cua UBND, So KHCN, S¢' Y té tinh
Khanh Hoa da ung hd kinh phi va tao moi diéu
kién dé thuc hién nghién ctru nay. Ching t6i ciing
cam on UBND, TTYT, phong y té thi xd Ninh
Hoa va UBND, Tram y té cac xa Ninh Binh, Ninh
Pa, Ninh Quang cuing cac can bd Y té dia phuong
da truc tiép huy dong cong dong va tham gia
nghién ctru thyc dia dé dé tai hoan thanh tét dep.
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[6], higher than the results of Gillard’s follow-up
after 12 months (25.7- C195%:19.3- 34.3) and 24
months (18.4 - C195%:14.2 - 23.8)[7]. The results
of Table 3 also show that GMTs in the young age
group (46.99) are lower than in the older group
(51.45) and in the young group, GMTs of men
(42.95) are lower than those of women (50.84). In
the older group, GMTs of men (64.49) are higher
than women (43.7), however all these differences
are not statistically significant (p>0.05).

Table 4 shows that there is no association
between factors such as slaughter, exposure to
poultry, level of influenza and disease status with
antibody titres according to different concentration
thresholds, p.>0.05. Particularly, the sick in the past
18 months was associated between flu status with
high antibody titers (>1/20), p<0.05. In other words,
the rate of antibody titers in flu people was higher
than the group without flu, p <0.05, so whether flu
status affects the titer of HSN1 antibodies or not,
more in-depth research is needed.

V. CONCLUSION

1) 18 months after IVACFLU-A/H5N1
vaccination, the rate of protective antibodies
(titre 1/40) still reached 61.6%; GMTs of the
vaccination group reached 49.2.

2) No
epidemiological characteristics related to the
residual HSN1 antibodies.

differences in age, sex and
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