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TINH SINH MIEN DICH CUA VAC XIN RUBELLA TRONG VAC XIN
PHOI HQ'P SOT - RUBELLA (MRVAC) DO POLYVAC SAN XUAT

Nguyén Xuin Pong*, Pinh Hong Dwong**, Nguyén Thiy Hudng***

TOM TAT B

Muc tiéu: Danh gia tinh sinh mién dich cla véc
xin rubella trong vdc xin MRVAC. D@i tugng va
phuadng phap Su dung thiét ke nghlen ctru thu‘
nghiém lam sang ngau nhién cé doi ching, mu
ddntren 756 ngerl tr 1 dén 45 tu0| tai hai tinh Ha
Nam va Hoa Binh, do ludng hiéu gia khang the khang
vi rut rubella bang ki thuat EIA, phan tich cac ch| sO
dé danh g|a tinh sinh miéen dICh Két qua va két
luan: O nhém chua c6 khadng thé, ti 1& chuyén d0|
huyet thanh sau tiém la 98,4% den 99,3%, hiéu gia
khang thé trung binh nhan (GMT) khang vi rt rubeIIa
sau tiém MRVAC la 32,00 EIA unit, thap han oy
nghia so v&i nhém d6i cerng o} nhom da c6 khang
thé, GMT sau tiém MRVAC Ia 49,87 EIA unit, tucng
du‘dng so vdi trudc tiém va vac xin ddi chiing.

Tur khda: Vic xin MRVAC; Tinh sinh mién dich,
Véc xin Rubella

SUMMARY

IMMUNOGENICITY OF RUBELLA VACCINE OF
MEASLES AND RUBELLA COMBINED VACCINE

(MRVAC) MANUFACTERING BY POLYVAC

Objectives: To assess immunogenicity of rubella
vaccine of MRVAC vaccine. Subjects and method:
Randomized, controlled and single-blind clinical trial
study was conducted on 756 people aged 1 to 45
years old in Ha Nam and Hoa Binh provinces,
measured rubella antibody titre by EIA technique,
analysed indexes to evaluate immunogenicity.
Results and conclusion: in negative antibody
group, post-vaccination seroconversion rate was from
98.4% to 99.3%, MRVAC post-vaccination geometric
mean titre (GMT) was 32.00 EIA unit, significantly
lower than control vaccine. In possitiveantibody group,
MRVAC post-vaccination GMT was 49.87 EIA units,
equivalent to pre-vaccination and control vaccine.

Keywords: MRVAC vaccine; Immunogenicity;
Rubella vaccine

I. DAT VAN DE

Rubella la bénh truyén nhiém cdp tinh, gay
dich. Néu ngugi me nhiém rubella trong 3 thang
dau cla thai ky c6 thé gy ra say thai, thai chét

luu, héi ching rubella bam sinh (Congenital
Rubella Syndrome) va nhiém rubella bAm sinh &
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tré so sinh [1]. O nudc ta, bénh rubella van gay
ra héi chitng rubella bdm sinh (CRS) hang nam,
tang ganh nang vé y t€, kinh té€ va xa hoi [2].
Nhdm gidm chi phi trong chuong trinh tiém
ching m& rdng va chu dong kiém soat, phong
chong rubella, Trung tdm Nghién cfu san xuat
vac xin va sinh pham y t€ (POLYVAC) d3 san
xudt thanh cong vac xin MRVAC theo chuyén
giao cong nghe tir Nhat Ban. Chung toi tién hanh
nghién Cu’u nay nham: Danh g/a tinh sinh mién
dich cda vac xin rubella trong vac xin MRVAC,

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U
2.1.D4i tucgng nghién cilru

2.1.1. Ngudi tinh nguyén. Téng s6 756
ngudi G hai tinh Ha Nam va Hoa Binh da tham
gia nghién ctu, gdm 420 tré tir 1 dén 2 tudi, 168
ngudi trén 2 dén dudi 18 tudi va 168 ngudi tir 18
dén 45 tudi. Trong s6 756 ngudi cd 504 dbi
tuong dudc tiém vac xin nghién cltu MRVAC va
252 d6i tugng tiém vac xin ddi chimng. Thdi gian
nghién clru: ’tl‘.l’ 08/04/2016 dén 27/07/2016.

2.1.2. Vac xin nghién ciru

Vac xin thir nghiém: Vac xin MRVAC do
POLYVAC san xuat. _

- Thanh phén: Moi lo 10 liéu vac xin dugc hoi
chinh véi 5,5ml nudc pha tiém. Mai liéu 0,5ml
bao gébm: Vi rat sGi song, giam doc luc ching
AIK-C > 1000 PFU

Vi rat rubella s6ng, gidm doc luc ching
Takahashi > 1000 PFU

Chét én dinh: Lactose: 2%

D-Sorbitol: 0,72%

L-Sodium glutamate: 0,4%

Hydrolized Gelatin: 0,36%

Khang sinh: Erythromycin: < 12.5ug

Kanamycin: < 12.5 ug

- L6 s6: MR-0115; Ngay
04/11/2015; Han dung: 04/11/2017

Vac xin doi cerng vic xin MR do An Do
san xuat. LO sO: 012N4072; Ngay san xuat:
7/2014;Han dung: 1/8/2016.

2.2. Phucang phap nghién ciru

2.2.1.Thiét k& nghién ciru. SIr dung thiét
k€ nghién clru thir nghiém Iam sang ngau nhién,
c6 doi cerng, mu dan.

Mau mau MO dugc ldyngay trudc khi tiém vac
xin, mau M1 Iay sau tiém 42-56 ngay dé dinh
Iu’c_ing khang thé khang vi rit rubella trudc va

san  xuat:
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sau tiém (hinh 1). Cic mau mau MO, M1 sau khi
dugc 1ay tai tram x4 x& dudgc chuyén vé Trung
tdm Y hoc du phong tinh Ha Nam va Trung tam
y t& du phong huyén Kim BGi d€ tién hanh ly tdm
tach huyét thanh, mau huyét thanh sau d6 dugc
chuyén vé Phong Mién dich vac xin, Khoa Mién

Tiém vac xin

dich va sinh hoc phan ti, Vién Vé sinh Dich té
Trung udng dé€ dinh lugng khang thé bang ki
thuat xét nghiém phan rng mien dich enzyme
(EIA), quy d6i don vi qudc té véi cdng thircgid tri
EIA x 2,3 = Ban vi quoc t&/ml (IU/ml).

v

v 0 42

|

Lay mau mau MO

Ngay

\ﬂ_j

L4y mau mau M1

Hinh 1. So dé tiém vac xin va 18y mau xét nghiém

Tong s6 756 d6i tugng da dugc Idy mau lan
thir nhat, nhung khi ti€n hanh thu thap mau mau
M1 thi c6 23 d6i tugng rut khoi nghién clu bao
gom: 2 trudng hgp trung ma huyét thanh, 21
trudng hgp gom ca khéng dong y lay mau lan 2
va mot so rdi khdi nai cu tri nén khong tham gia
dugc (mac du cac doi tugng nay da cam két
khdng roi dia phudng trong vong 2 thang trudc
khi vao nghién citu) nén chi con 733 mau mau
dugc dinh lugng khang thé sau tiém.

Tinh sinh mién dich cta vac xin rubelladugc

Il. KET QUA NGHIEN c(’U VA BAN LUAN

danh gid bang céc chi s chinh: ti 1& chuyén ddi
huyét thanh, su gia tdng hiéu gid khang thé
(HGKT), hiéu gid khang thé trung binh nhéan
(GMT) trudc va sau tiém gilfta cac nhém nghién
cltu, theo titng nhém tudi.

2.2.2. Van dé dao dirc trong nghién clru

Nghién c(fu nay tuan thu ding theo cac
nguyén tac dao dirc clia “Tuyén bd Helsinki” va
cac phién ban stra ddi ciing nhu quy dinh hién

hanh ctia BO Y té€ vé “Thuc hanh t6t th(r thudc
trén lam sang”.

3.1. Nhém chua c6 khang thé khang vi rat rubella trudc tiém
Bang 1. T7 /é chuyén dbr huyét thanh theo nhom tudi va nhom nghién cuu

, o MRVAC Nhom d6i chirng
Nhom tuoi n SL % n SL % P
Tor 1-2 tudi 758 254 | 984 | 120 | 128 | 99,2 | 0,524
Trén 2-dudi 18 tudi 7 7 100 5 5 100
Tir 18-45 tudi 6 6 100 6 6 100
Tinh chung 271 267 | 985 | 140 | 139 | 993 | 0,504

Ti 1& chuyén d6i huyét thanh tinh chung 3 nhdm va & nhdom tir 1-2 tudi (trong ca 2 nhém thir

nghiém va do6i ching) déu rat cao tir 98,4% (96,9% - 100%) dén 99,3% (97,9% - 100%). Su khac
biét khéng cé y nghia théng k& (p > 0,05, Chi-square test). SG trudng hodp am tinh vdi khang thé
khang vi rdt rubella trudc tiém & hai nhom tudi con lai rat thdp va tat ca cac trudng hdp nay sau tiém
déu cb chuyén déi huyét thanh. Ti Ié nay trong nghién cltu clia ching téi tuong ducng vai nghién
cu cta Takeuchi Y (96,7%)[3].

Bang 2. Hiéu gid trung binh nhan cua khang thé khang vi rit rubella sau tiém theo nhom tudi va
nhom nghién cuu

Nh6m tudi MRVAC Poi chirng p
Tir 1 dén 2 n 258 129
tudi Log2GMT (95% CI) 5,02 (4,91-5,14) 5,70 (5,58-5,81) 0,001

51,98 (47,84-56,10)
5

GMT (95% CI)
n
Log2GMT (95% CI) 4,90 (4,30-5,51) 5,87 (5,62-6,12)
GMT(95% CI) 29,86(19,70-45,57) 58,49(49,18-69,55)
n 6 6
Log2GMT (95% CI) 4,03 (3,19-4,86) 5,43 (5,10-5,76)
GMT (95% CI) 16,34 (9,13-29,04) 43,11 (34,30-54,19)

32,45 (30,06-35,26)
7

Trén 2 dén
dudi 18 tuoi

TU 18 dén
45 tuoi

13



VIETNAM MEDICAL JOURNAL N°1 - JANUARY - 2021

n 271

140

Tinh chung | LogoGMT (95% CI)

5,00 (4,88-5,11)

5,69 (5,59-5,80) 0,001

GMT (95% CI)

32,00 (29,45-34,54)

51,63 (48,17-55,72)

Log2HGKT rubella sau tiém tinh chung va
nhém 1-2 tudi & ca hai nhém nghién clru déu
khdng tuan theo ludt phan phdi chudn (p < 0,05,
Kolmogorov-Smirnov test). Log.GMT sau tiém &
nhom nghién clru thdp hon c6 y nghia so véi
nhém d6i chimng (p < 0,05, Mann-Whitney test).
Khong cé su tuong quan gilta HGKT rubella sau
tiém vGi tudi cla ddi tugng nghién ciu chua co
khang thé trudc tiém véi hé sd r = - 0,020 (p =

0,683, Spearman). Ngoai trir ching RA 27/3 (c6
trong vac xin ddi chimg) c6 dap 'ng mién dich
gan giéng thi cac ching rubella vic xin khac
thudng chi tao hiéu gid khang thé dat muc tr
1/4 dén 1/8 so vdi nhiem vi rat hoang dai, do dé
ching rubella Takahashi cla vdc xin MRVAC tao
hiéu gia khang thé thap hon ching RA 27/3 cla
vac xin d6i chirng [4].

3.2. Nhém c6 khang thé khang rubella trudc tiém
Bang 3. Hiéu gid trung binh nhén cua khang thé khang vi rut rubella trudc va sau tiém J hai

nhom nghién cuu

MRVAC Poi chirng
TTiém (1) STiém (2) TTiém (3) STiém (4) P
(n = 458) (n = 458) (n = 234) (n = 234)
Log2GMT 4,52 5,55 4,58 5,14 (1,2): 0,001
(95% CI) (4,42-4,61) (5,49-5,60) (4,44-4,73) (5,03-5,24) | (3,4): 0,001
GMT 22,94 46,85 23,92 35,26 (1,3): 0,382
(95% CI) | (21,41-24,42) | (44,94-48,50) | (21,71-26,54) | (32,67-37,79) | (2,4): 0,001

GMT khang thé khang vi rut rubella trudc va
sau tiém MRVAC déu la 49,87 EIA unit (114,70),
con nhém déi chimg lan lugt la 49,18 EIA unit
(113,11 IU/ml) va 56,49 EIA unit (129,93 IU/ml).
Khi so sanh GMT trudc va sau tiém gilta nhom
MRVAC va d6i chimg thi khong cho thay su’ khac
biét nhung danh gia dap 'ng mién dich bang so

sanh ghép cdp trudc-sau tiém thi nhom MRVAC
khong cho thay su gia tang GMT sau tiém, trong
khi nhém doi chirng cho thay su’ gia tang co y
nghia thng ké. Diéu d6 chiing td vac xin MRVAC
tao dap (ng mién dich v&i nhdm cé khang thé
khang vi rat rubella trude tiém thap hon nhém
ddi ching.

Bang 4. Mic db gia tang hiéu gid khdng thé khdng vi rit rubella sau tiém theo nhdém tudi va

nhom nghién cuu

Nhom HGKT MRVAC DPoi chirng
tudi STiém/TTiém n SL % n SL % P
TU 12 <1fan 4 44,4 3 42,9
tudi 1-< ZJan 9 4 44,4 7 4 57,1 0,635
> 2 lan 1 11,2 0 0
Trén 2- <1 lan 59 56,7 17 35,4
dugi ,18 1-< 2 lan 104 45 43,3 48 28 58,4 0,004
tuoi > 2 lan 0 0 3 6,2
. <1lan 50 48,0 12 24,0
Tuung’i% I-<2Pn 104 | 53 | 5.0 | 50 36 | 72,0 | 0,011
> 2 lan 1 1,0 2 4,0
Tinh <1 |\évI:1 113 52,1 32 30,5
chung 1-< 2[an 217 102 | 47,0 | 105 68 64,7 | 0,001
> 2 lan 2 0,9 5 4,8
O ca hai nhém nghién cu, HGKT sau theo gidi tinh cho thdy ti 1& suy gidm HGKT &

tiém/trudc tiém tang tur 2 [an trd [én chiém rat it
vGi lan lugt 0,9 va 4,8%, chi c6 1 truGng hop &
nhém ddi chirng tang trén 4 [an, ti 1& chuyén doi
huyét thanh [an Iugt Ia 0 va 1%, da s6 déu gia
tang mic do nhe tir 1 dén dudi 2 lan hoac suy
gidm HGKT. Phéan tich chung, theo cac nhdém
trén 2 dén dudi 18 tudi, tir 18 dén 45 tudi va
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nhém MRVAC cao han nhung ti 1€ gia tang HGKT
thap han so vai nhom d6i chirng, su khac biét co
y nghia théng ké. Vdc xin MRVAC khéng cho
thdy su’ gia tdng hiéu gid khang thé& con vic xin
d6i chiing tang hiéu gia mirc do nhe.

Cac vac xin rubella thong thudng khdng tao
dap Ung mién dich sau liéu tang cudng manh mé
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nhu véc xin sdi. Cac trudng hgp suy giam HGKT
sau tiém so vdi trudc tiém do yéu to thdi glan
kém theo st dung trong trung hoa vi rit cua vac
xin va khong tao dap ing mién dich.Vic xin
MRVAC cho két qua kha toét & nhom chua co
khang thé trudc tiém véi ti 1& chuyén d6i huyét
thanh rat cao, cai thién rd rét ti 1é cd khang thé
sau tiém, nhiing chi s6 nay tuong ducng vdi vac
xin d6i chirng, tuy nhién GMT sau tiém thap hon
nhleu chung rubella & cac nghién cttu_khac. Tuy
vac xin MRVAC khong tao dap Ung mién dich véi
nhdém cé khang thé khang vi rit rubella trudc
tiém nhu vac xin déi ching nhung hién tai thi sy
can thiét cua liéu tang cudng rubella cling chua
dugc chiing minh, thdi gian ton luu cla khang
thé khang vi rdt rubella sau tiém chang rét dai
bat chap su sut giam cla HGKT, ti 1€ cd khang
thé clia quan thé luén gilr rat cao qua hang chuc
nam nén diéu nay khong that su quan trong

[41.[5].

V. KET LUAN

V&c xin MRVAC dat yéu cau vé tinh sinh mién
dich véi vi rit rubella, cu thé: & nhom chua cb
mién dich vdi rubella trudc tiém vac xin, ti 1€

chuyén d6i huyét thanh sau tiém 1a 98,4%
(96,9%-100%) dén 99,3% (97,9%-100%), hi€u
gid khang thé trung binh nhan (GMT) khang vi
rdt rubella sau tiém MRVAC la 32,00 EIA unit,
thdp hon cé y nghia so v8i nhém d6i chimng. O
nhém d3 c6 khang thé, GMT sau tiém MRVAC la
49,87 EIA unit, tuong dudng so véi trudc tiém va
vac xin d6i chirng.
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KET QUA PIEU TRI CAN THIEP NUT PHINH PONG MACH SONG - NEN
TAI BENH VIEN NHAN DAN 115

TOM TAT

Muc tiéu: banh giad két qua diéu tri can thiép nat
phinh dong mach song — nén trong diéu tri dot quy
chay mau khoang dudi nhén do v& phinh dong mach
séng — nén. Pdi tugng va phudng phap: Nghién
cru tién clru, md, cat ngang, khéng déi chirng cé theo
doi doc trén 51 bénh nhan dét quy chdy mau diéu tri
noi tru tai bénh vién Nhan dan 115, tu 1/2014 dén
12/2018. Két qua: Cé 80,39% tdi phinh dugc can
thlep gay tac hoan toan va 13,72% tdi phinh dugc gay
tac ban phan va tai v@ phlnh sau can thiép 13 5, 89%.
DPa s6 cac bénh nhan cé dlem GOS la 5 luc ra vién
chiém 72,56%. Thang diém Rankin sira doi khi ra
vién, chi yéu c6 Rankin 1 diém chiém 47,06%. Kiém
tra GOS sau 3 thang mirc t6t chi€ém 20 45%, sau 6
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thang (22,73%); sau 12 thang diém GOS muc tot
chiém 65,91%. K&t qua kiém tra hinh anh ty 1& tai
thong sau ra vién 3 thang chiém 4,55%; sau 6 thang
(6,82%); sau 12 théng, tai thong chigm 18,18%. Két
luan: Chu yéu céc tdi phlnh dugc x(r tri gay tac hoan
toan. Llc ra vién, da s6 bénh nhan ¢6 GOS la 5 va
Rankin stra d6i 3 1 didm. Két qua tai thong sau can
thiép dong mach dudi 20%.

7w khoa. Diéu tri can thiép nit dong mach, phinh
dong mach séng — nén.

SUMMARY
RESULTS OF INVASIVE TREATMENT TO
CLOG ANEURYSMS OF VERTEBROBASILAR

ARTERY AT PEOPLE’S HOSPITAL 115

Objective: To evaluate the treatment results of
intervention to clog aneurysms of vertebrobasilar
artery in the treatment of subarachnoid haemorrgic
stroke due to the bursted aneurysms of
vertebrobasilar artery. Subjects and methods: A
prospective, open, cross-section, non-controlled study
with vertical follow-up of 51 haemorrgic stroke
patients treated inpatient at People’s Hospital 115,
from 1/2014 to 12/2018. Results: 80.39% of the

15



