_ DANH GIA TiNH AN TOAN VA MIEN DICH CUA VAC-XIN VIEM GANA
SAN XUAT TREN NUGI CAY TE BAO MRCS TAI CONG TY VACXIN VA SINH PHAM S5 1

TOM TAT

Véc-xin viém gan A dugc phét trién tir nuéi cdy vi
rat viém gan A ching HM175 trén t&€ bao Iuéng boi
ngudi MRC5, sau doé dugc tinh sach va bét hoat bang
formaline. Tinh an toan cla véc-xin dugc kiém tra
bang cach tiém vao chudt lang, chudt nhat va thd.
Tinh sinh mién dich cla véc-xin dugc xac dinh bang
céch tiém vao chudét NMRI. Pép img khang thé dudc
do bang xét nghiém ELISA. Két qua cho thdy véc-xin
viém gan A san xudt bang céng nghé nay dam béo
tinh an toan va tao dugc mién dich dat yéu cau trén
déng vat thir nghiém.
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SUMMARY

NGUYEN THI VAN QUYNH, DO THUY NGAN,
NGUYEN THU VAN, BO TUAN DAT
Céng ty Vdcxin va Sinh phdm s61,Bé Y té

The MRCS5 cell line derived hepatitis A vaccine
using HM175 strain was purified and inactivated by
formaline. The safety of the vaccine was examined by
inoculation in guinea-pigs, swiss mice and rabbit. The
immunogenicity was evaluated by vaccination NMRI
mice with the vaccine. The antibody response was
measured by ELISA test. These results show that the
vaccine prepared by this technology is safe and
immunogenic in animal models.
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DAT VAN BE

Viém gan A (VGA) 1a 1 bénh lay nhiém thudng gap
trén toan thé gidi, xay ra vai ty 1& cao & nhiing nudc
dang phat trién. Tiém vac-xin viém gan A (VXVGA) la
bién phap du phong c6 hiéu qua [1], [4], [5],[6].
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San xudt VXVGA trén nudi cdy t& bao MRC5 la xu
hudng hién nay trén thé gidi. Sau khi thich (ing dugc
chiing viéem gan A HM175 trén nuéi céy t€ bao MRC5
tai VABIOTECH [2], nhiing loat v&c xin thir nghiém trén
dong t€ bao MRC5 da dudc tién hanh san xuat & quy
mé phong thi nghiém véi 3 loat vac-xin lién tiép, tir d6
danh gia chét lugng clia cac loat vac-xin nay trén déng
vat thuc nghiém. Nghién c(u nay tién hanh nham muc
tiéu: “Panh gia tinh an toan va sinh mién dich cla véac-
xin viém gan A trén dong vat thuc nghiém”.

VAT LIEU VA PHUONG PHAP

1. Vat liéu

* VXVGA duoc san xuét bang gay nhiém chlng vi
rat HAV HM175 (do Trung tam kiém soat bénh tat va
dy phong Atlanta — CDC) trén t€ bao MRC5 (do Ngan
hang t& bao chau Au cung cdp ECACC — European
Collection of Cell Cultures).

VAc-xin viém gan A thanh phdm dudc san xuét
theo quy trinh thuc hanh chudn 4p dung tai
VABIOTECH 6 dang 16ng, bét hoat, hdp phu nhém va
dudc s dung dé danh gia trén déng vat thuc nghiém
trong nghién cliu nay.

* VXVGA méau chuén quéc gia (iR/HA-02): do Vién
Kiém dinh V&c-xin va sinh phdm y hoc cung cap.

* Chuét nhat trdng (swiss), chuét lang, thd: do
VABIOTECH cung céap.

2. Phuong phap

* Tinh an toan

D& danh gia tinh an toan cla vac-xin, mbi loat véc-
xin déu dudc kiém tra trén chudt lang va chudt nhit
trdng nhu cac loai vac-xin théng thuding khac.

- Trén chuét lang: s dung chudt lang can nang
khoang 250-350 gam, khéng c6 cac biéu hién bénh Iy,
khde manh va ting trong binh thudng trong thdi gian
céach ly 1a 3-7 ngay. Mbi loat vc-xin ding 2 chubt lang
dé kiém tra. Tiém 5 ml vic-xin vao & bung cho méi
chuét va theo déi trong thdi gian 7 ngay sau tiém dé
phéat hiéu d4u hiéu 1am sang 6m do nhiém déc. Thir
nghiém dat yéu cau néu chudt khde manh, ting trong
binh thudng [3].

- Trén chu6t nhat: chuét nhét ding dé kiém tra 1a 3-
4 tuadn tudi, trong luong tir 17-22 gram, khde manh,
tang trong binh thudng trong thdi gian cach ly 3-5
ngay. Mé&i thr nghiém diing 5 chuét dé kiém tra. Tiém
0,5 ml vAcxin vao & bung cho méi chuét va theo dbi
trong thdi gian 7 ngay sau tiém dé phat hiéu d&u hiéu
|am sang 6m do nhiém ddc. Thi nghiém dat yéu cau
néu chuét khde manh va tang trong binh thudng [3].

- Kiém tra chat gay s6t trén thd: méi loat vacxin
thanh pham dugc kiém tra chat gay sét trén 3 tho.
Dung thd ¢6 can nang it nhat 1,5kg va ¢ than nhiét
<39,8°C, dudc cach ly 2 ngay trudc khi thir nghiém (chi
cho thé uéng nudc, khéng cho an). Nhiét do “ban dau”
cla thd do khoang 30 phat truéc khi tiém mau. Mau
vac-xin thir nghiém phai dudc lam dm |1&én 37°C va tiém
vao finh mach tai 1ml/kg trong lugng. Ghi va doc nhiét
dé 3 1an trong vong 3 gid sau tiém v6i khodng céch
gilta 2 Ian do khéng quéa 60 phat. Nhiét do cao nhat

cla thd dugc ghi nhan trong 3 gid sau khi tiém dugc
coi la nhiét do “t6i da”. Hiéu sé gilta nhiét do t6i da va
nhiét d6 ban dau dugc coi la nhiét do clia phan (ing.
Thit nghiém dat yéu cau khi téng nhiét do tang cta 3
thd <1,3°C [3].

* Tinh sinh mién dich

- Tinh sinh mién dich dudc danh gia qua thlr
nghiém kiém tra céng hiéu cla vac-xin viém gan A
theo thuding quy ciia TS chiic Y t& thé gi6i.

Cong hiéu ctia véc-xin viém gan A dudc kiém tra
song song va dudc xac dinh bang viéc so sanh liéu
hiiu hiéu bao vé 50% (ED,,) gilia vac-xin th va vac-xin
viém gan A mau chuan quéc gia (iR/HA-02).

- Gay mién dich trén chuét: chudt thudn chiing
NMRI 5 tuan tudi, chuét dugc chia lam 5 nhém, mbi
nhém 12 chudt. Vc-xin can kiém tra va vic-xin mau
chuén dugc pha lodng & cac d6 pha A, B, C, D, E
tuong Ung vGi 1:2, 1:4, 1:8, 1:16, 1:32 trong nuéc mudi
sinh ly. M&i mét dd pha loang tiém mang bung 1mi/1
chuét. 5 tudn sau khi gay mién dich tién hanh Iay mau
chudt va chat huyét thanh. D& riéng tiing mau huyét
thanh chuét.

- Kiém tra hiéu gia khang thé: xac dinh ham Iugng
Anti-HAV c6 trong huyét thanh chuét bang thir nghiém
ELISA, st dung bd sinh phdm chan doan anti-HAV clia
hang DIAPRO (y). X ly két qua theo chuong trinh
START PROBIT. Céng hiéu cla vac-xin tinh theo
ED50.

- Tiéu chudn chdp thuan: ED50 cla vac-xin kiém
tra phai khong dudc nhd hon ED50 clia véc-xin chudn.
Cong hiéu clia vac-xin thlf so v6i vac-xin mau chuan
phéi>1.

KET QUA VA BAN LUAN

1. Tinh an toan.

Céc loat vacxin phai ddm bao vé tinh an toan khi
st dung. Do dé chung téi tién hanh kiém tra tinh an
toan clia vécxin viém gan A san xuét trén nudi cay té
bao MRC5 trén cac dong vat thi nghiém nhu chudt
nhét trAng, chudt lang va tho.

* An toan chung trén chuét: sau khi tiém vac-xin
VGA vao chudt va theo dai stic khde, tinh trang trong
lugng chuét hang ngay trong 7 ngay, chang téi thu
dugc két qua nhu sau:

Bang 1: K&t qua kiém tra tinh an toan ciia vac xin
VGA trén chudt nhét.

I:oalt Tinh trang chuét Swiss | % tang trong luong K? t
vacxin luan
0110 | Toan bg chudt khée manh 151,70 Dat
0210 |én can, khong co dau 110,60 Dat
0310 hiéu bénh ly 110,52 Dat

DPé& kiém tra chat luong cla véc-xin, ching toi da
th& nghiém trén chuét lang. Két qua dugc thé hién &
bang 2.

Bang 2: K&t qua kiém tra tinh an toan ciia vac xin
VGA trén chuét lang.

£ Tinh trang % tang Ket
Loat vacxin Chuét lang trong Iugng luan
0110 Toan b chudt khde 118,80 Dat
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0210 manh Ién can, khong co 117,00 Dat

0310 d4u hiéu bénh Iy 119,50 Dat

Vi khi tiém bat ky mot loai vac-xin nao cho ngudi
déu c6 kha nang gay ra nhiing phan (ing khéng mong
mudn & cac miic dé khac nhau, vi day la cac protéin la.
So sanh véi su xuat hién cac khang thé bao vé thi kiéu
va co ché xudt hién phan (ng khéng mong mudn 1a
phiic tap va da dang, do d6 viéc kiém tra an toan la
mot yéu cau bat budc trong qui trinh kiém tra chat
luong clia vac xin.

Két qua bang 1 va 2 cho thay: tat ca chudt ding
trong thr nghiém 3 loat vic-xin déu dat tiéu chudn
chép thuan (100% séng khée manh, khéng co dau
hiéu bénh ly va tang can).

* Chét gdy sét: dé kiém tra cac chét gay sét ching
t6i ti€n hanh th{r nghiém trén thd trudng thanh bang
céach tiém vacxin vao finh mach tai thd va theo déi than
nhiét thé trong vong 3 gid sau tiém.

Bang 3: K&t qua theo déi than nhiét thd cla 3 loat
véc-xin VGA.

Loat vacxin Tong nhiét d6 tang clia thd (°C) Kétluan
0110 0,1 Pat
0210 0,2 Dat
0310 0 Dat

Thir nghiém chat gay sé6t dudc thuc hién @& phat
hién cac thanh phan gay sét cé trong vic-xin thanh
pham. Chat gay sét clia vécxin dudc xac dinh gian tiép
qua thi nghiém do than nhiét clia thé thi nghiém truéc
va sau khi tiém vacxin. Cac két qua bang 3 cho thay ca
3 loat vic-xin VGA 0110, 0210, 0310 déu dat yéu cau
vé chat gay sét.

Tinh sinh mién dich

Tinh sinh mién dich dudc danh gia qua thir nghiém
kiém tra cong hiéu va két qua dat dudc trong thir
nghiém céng hiéu sé phan anh so bd vé tinh sinh
mién dich & ngusi. Tuy theo ting loai vacxin ma
phuong phap xac dinh cong hiéu khac nhau. Theo
quy dinh, mét vicxin dudc tiém cho mé hinh déng vat
thi nghiém phl hop va sau mét lich tiém co ban sé lay

mau dé chudn d6 hiéu gia khang thé hodc dugc xac
dinh miic d6 bao vé bang viéc thlr thach truc tiép véi
chiing thi thach.

Bang 4: K&t qua cong hiéu cla 3 loat vic-xin VGA
trén nudi cdy MRCS.

Loat Vacxin = s o Cong hiéu Ket

mAu ohuin Vacxin thir tuong quan luan
0110 1,64 0,75 2,20 Dat
0210 1,64 0,73 224 Dat
0310 1,64 1,24 1,33 Dat

Trong nghién cu nay chung t6i ti€n hanh tiém vac-
xin cho chudét NMRI va sau 5 tuan tiém vac-xin, chuot
dudc 18y mau dé xac dinh hiéu gia khang thé. Cac két
qua bang 4 cho thay ca 3 loat VXVGA déu c6 cong
hiéu (ED50) tuong duong véi vic-xin chudn quéc gia
(iRIHA-02).

KET LUAN

V&c-xin viém gan A dudc san xuét bang chiing
HAV HM175 nubi céy trén t€ bao MRCS5 Ia an toan va
sinh mién dich trén déng vat thi nghiém.
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