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VAC XIN VIEM GAN B TAI TO HOP

VAC XIN VIEM GAN B TAI TO HQP
Vaccinum hepatitidis B recombinatum

Viie xin viém gan B (di td hgp (rDNA) duge sin xuft tir
khang nguyén bé mjt (HBsAg) - 1a m{t protein cia virus
viém gan B, Khang nguyén bé mit virus viém gan B dugc
san xudt theo cong nghé t4i 1o hop ADN va thuong duge
hﬁp phy véi nhom hydroxyd hofic nhém phosphat hydrat.

Sin xufit

Viic xin viém gan B tai 16 hop duqc didu ché bing cach sir
dung HBsAg tdng hop & té bao ndm men (Saccharomyces
cerevisiae, Pichia pastoris, Hansenula polymorpha), 1é
bao trirng Lhuol diit vang (CHO - Chinese hamster ovary)
hofic cac dong té bio thich hop khéc di duge chuyén nap
(transformation) vai mot plmmld cd chira gen ma hoa
HBsAg. IIB:,A;_, duqc. thu tir & bao bing cach lam ly giai
hodic phé vé té bao ndm men va dugc tinh ché nhér ce ky
thudit sinh hoa ly.

Viic xin i 16 hgp c6 thé chira san pham cua gen S (plotun
loai nho) hoic phOl hop san ph'un cua gen S va tién S,
(protein logi trung binh) ho#ic phdi hgp ca sin phim cua
gen S, tién S, va tién S; (protein loai 1én),

Kiém djnh vic xin ban thanh phim

Ham lwgng protein

Protein trong miu thir dugc dinh lugng theo phirong phép

Lowry (Phy luc 15.34),

Nhén dang va ham lugng HBsAg

Xac dinh ham lugng HBsAg bang cac thir nghiém hoa
aén dich phu hop, nhu thir nghi¢m mién dich phéng xa

[A), thir nghiém hip phu mién dich gin men (ELISA),

hiam mién djch hoic khuéch 1an mién dicl} don. Vic xin

mau thir duge so sanh véi vic xin mau chuan.

Dy tinh khiét ciia khdng nguyén

Bugc xac dinh bing phuong phap sac ky long (Phy luc 5.3)

hodc cac phuong phap khac phtu hgp nhu SDS - PAGE

(Phy lyc 15.39).

Tiéu chuan: Khong nho hon 95 % so véi ham lugng protein

toan phan.

Lipid

Khong 1én hon 100 pg/100 pg protein (Phy luc 15.40).

Cesi (Cs)

Khéng 16n hon 5 pg/20 pg protein (Phy luc 15.41).

Tween 20

Khong 1ém hon 50 pg/100 pg protein (Phy lyc 15.42).
Polysaccharid

Khéng 16m hon 10 pg/100 pg protein (Phy luc 15.38).
Kiém djnh vic xin ban thanh phim cudi cing.

Thimerosal
Khéng dugc Ién hon 0,012 % ( Phy luc 15.29).

Vé tring
Pat yéu chu vé vo tring (Phu luc 15.7).
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Kiém djnh viic xin thanh phdm

Cdm quan )

Sau khi lac, vic xin viém gan B ¢6 mau tring, hoi dyc.
pH

5,4 dén 7,4 (Phy lyc 15.33).

Protein toan phén

Xéc dinh bang phuong phip Lowry. Ham lugng protein
todn phin cé trong vac xin khong duge qua 40 pg/ml (Phy
luc 15.34).

Nhém

Ham lugng nhom trong véc xin toi da khong dugc qui
1,25 mg/liéu don dung cho nguoi (Phu luc 15.27).

Formaldehyd

Khong duge qua 0,01 % (Phu lyc 15.25).

Thimerosal

Khéng dugce qua 0,012 % (Phy luc 15.29).

Vé tring

Pat yéu cau vé vé tring (Phu luc 15.7).

An toan chung

Vic xin viém gan B phai ddm bao an toan khi thir nghiém
trén chudt lang va chudt nhit trﬁng Chudt phai khoé manh
va ting trong binh thuong sau 7 ngay theo ddi (Phu lyc
15.11).

Chiit gy sét

Vic xin viém gan B phai an toan vé mat chét gay st khi
tiém cho thé. Tong nhiét d§ chénh léch 3 tho khong duge
qua 1,3 °C (Phuy lyc 15.12).

Cong higu

Cong hiéu vic xin v1em gan tai to hqp duqc tién hanh song
song gilra vac xin mau thir véi vic xin miu chuén; c6 thé
duge xac dinh bing phuong phap thuc nghiém trén dong
vt thi nghiém (cong hiéu in vivo) dé xac dinh hiéu gia
khang thé, hodc phuong phap mién dich trén phong thi
nghi¢m (cong hidu in vitro) dé x4c dinh ham lugng khang
nguyén HBsAg c6 trong véc xin.

Thir nghi¢m céng hi¢u in vivo

Dong vat thi nghiém:

Chuét nhit tring giéng BALB/C hoac ICR hoic mét
gidng chugt phi hgp khéc, khée manh va tir cing mot dan,
khoang 5 tudn dén 6 tudn tudi, tét nhat 1a chudt cung mét
gioi.

Xdc dinh cong hiéu twong quan:

Vic xin mau chudn va vic xin mau thir duge pha lodng
bac 2 thanh 5 d§ pha. Dung dich dé pha vic xin la nuéc
mudi sinh Iy cé chira nhém hydroxyd (ham lugng nhom
hydroxyd khong qua 500 ug/ml) Tiém mang bung 1 ml
mdi 4o pha loang viic xin cho mdi chuot Madi d¢ pha lodng
vic xin tiém it nhét 15 chudt. Tét ca cdc chudt sau gay
mién djch dugc nuéi tir 28 ngay dén 32 ngay trong diéu
kién nhu nhau. Tién hanh gy mé va liy méu tim chuft.
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Céc mau méu dugc ly tdm 3000 r/min & nhiét d6 4 °C dén
8 °C, tich huyét thanh. Cac mAu huyét thanh dugc bio
quan ¢ Ilhl¢l d6 -20 °C. Xac dinh hiéu gid khang the khang
HBsAg bang thir nghiém hap phu mién dich gin men
(ELISA) trén bd sinh phim chén doan thirong mai co san.
Két qua duge tinh theo phan mém thong ké chuyén dung.
Thir nghiém co gia tri khi:

EDs ciia vic xin mau chuén va vic xin miu thir déu nim
trong khoang giira lidu tiém 16n nhit va nhé nhét.

Phén tich théng ké cho thay dat yéu clu vé tuyén tinh va
song song.

Gidi han d9 tin cdy cua cong hiéu twong quan nim trong
khoang 33 % dén 300 %.

Tiéu chudn cong hiéu trén thuc nghiém:

Cong hiéu trong quan (P = 95 %) khong nho hon 1.

Thir nghigm cong hiéu in vitro

Vic xin thir nghiém dugc pha lodng song song véi vic
xin miu chuin bing PBS 0,1 M (pH 7,2 - 7,4) véi cac dd
pha loang béac 2 phit hop. Tién hanh thir nghiém bang k§
thuat ELISA, trén b6 sinh phim chén doan thuong mai cé
san. Dung khang thé don dong khéng HBsAg dé xac dinh
lugng khang nguyén HBsAg trong vic xin mau thir, so
sanh v&i vac xin mau chuén.

Két qua dugc tinh theo phidn mém Excel, Paraleline hoic
ph@“m mém chuyén dung khac.

Tiéu chudn:

Theo nha san xuit dang ky.

Dong gb6i

Vic xin viém gan B dugc dong trong lo thiy tinh trung
tinh, mdi lo chira 20 pg/1 ml; hodc 10 pg/l ml; hodc
5 pg/1 ml tiy theo timg nha san xuét.

Tinh én dinh

Nghién ciru tinh én dinh ciia vac xin phai dugc tién hanh
trén it nhat 3 loat lién tiép (dugc san xuét tir 3 loat ban
thanh pham khac nhau) khi dugc bao quén theo thoi gian
& diéu kién nhu ghi trén nhén cua san phém.

Bido quan, han dung

Vic xin viém gan B phai dugc bao quan & nhiét dg 2 °C
dén 8 °C, tuyét dbi khéng duoc lam vﬁc xin déng bing.
Trong diéu kién bao quan nhur trén, vic xin viém gan B t4i
td hgp c6 han dung la 36 thang.

Nhin
Nhirng théng tin déi voi nhan, hgp, t& hudng din sir dung
phai dép ing nhimng yéu ciu cia cac quy dinh hién hanh.

Durimg tiém, lidu tiém

Buong dung: Tiém bap vao vung co delta (d6i v6i tré so
sinh, tiém bap dui 1a tbt hon).

Lleu dung, lich tiém: Theo huéng dén cu thé ciia nha san
Xuit, .

Tiém nhic lai sau 5 ndm di voi tat ca cc Iira tudi.

VAC XIN PHOI HOP VIEM GAN A (BAT HOAT, HAP PHU) VA VAC XIN VIEM GAN B (TAI TO HQP, HAP PHU)

VAC XIN PHOI H()P VIEM GAN A (BAT HOAT,
HAP PHU) VA VAC XIN VIEM GAN B (TAl TO
HQP, HAP PHV)

Vaccinum hepatitidis A inactivatum et hepatitidis B
(ADNr) adsorbatum

Vic xin phdi hop viém gan A bat hoat, hép phu va véc xin
viém gan B tai t6 hop, hip phu 1a mot hon dich chira mgt
chung virus viém gan A phi hop (nubi cay trén té bao, du'(;rc
bit hoat bing mot phuong phap da dugc phe chuén) va vic
xin viém gan B téi t& hgp (dugc san xuat tir khang nguyén
bé miit HBsAg la mot protein cua virus viém gan B. Khang
nguyén be mat virus viém gan B dugc san xuét theo cong
nghé tai t hop ADN) va thudng dugc hap phu véi nhom
hydroxyd hodc nhém phosphat hydrat.

San xuit

Séan xuit doc lap timg loai vic xin sau d6 phdi tron lai dé
tao vic xin phéi hop viém gan A (bét hoat, hdp phu) va vic
Xin viém gan B (tai td hop, hip phu).

Quy trinh san xudt cua hai thanh phén vic xin nay dugc
md ta trong phén vic xin viém gan A (bat hoat, hap phu)
va vic xin viém gan B (tai tb hop, hip phu). Vic xin phéi
hop viém gan A (bat hoat, hip phu) va vac xin viém gan B
(ta1 ) hop, hép phu) phai tuin thi tat ca cac yéu ciu vé san
Xuét va klem dinh cho timg loai vic xin.

Vic xin mAu chudn: La mau phai duge chitng minh bang
cac két qua nghién ciru trén dong vat va ngudi trrdng thanh
khde manh; sau mot liéu trinh ti€ém mién dich déu tién, it
nhét 95 % tao dugc dap mién dich bao vé, twrong {mg véi
ham lugng khéng thé trong mau Anti HAV phai dat it nhét
20 mIU/ml va Anti HBs phai dat it nhat 10 mIU/ml.

Kiém dinh vic xin ban thanh phim cudi ciing

Vo tring

Dat yéu cau vé trung (Phu luc 15.7).

Chiit bio quin

Néu quy trinh san xudt cé sir dung cac chit bao quan,
thi viéc xac dinh ham lrong céc chat nay dwoc thue hién
bang phuong phap hoa hoc hodc héa ly. Ham lugng céc

chét bao quan phai nam trong gidi han tir 85 % dén 115 %
Iugng ghi trén nhén.

Ham lwgng 2-phenoxyethanol

Kiém tra bing phwong phap sic ky long Ham luogng
2-phenoxyethanol trong vic xin phai nim trong gigi han
cho phép.

Kiém dinh vic xin thanh phim

Truong hop cdc thir nghiém kiém tra ham luong
formaldehyd ton dur (néu cé sir dung), ham lugng chét bao
quan (néu co), ham luong khéng nguyén HBsAg tu do,
ham luong khang nguyén HAV tu do (khong hap phu) hay
cac thir nghiém kiém tra trén déng vat ma da kiém tra trén
viic xin ban thanh phim va cho két qua dat yéu cau thi
nhing thir nghiém nay c6 thé khéng can kiém tra trén vic
xin thanh pham.
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