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Abstract
Background/Purpose: Intravenous Globulin (IV. Globulin), one of biological products, is used to
provide passive immune protection by increasing the concentration of specific antibodies and
neutralizing pathogenic microorganisms or virulent factors of pathogenic microorganisms. This study
aimed to evaluate the suitability of the toxin neutralization technique in white mice for quality control
of immunoglobulins containing antitoxin against tetanus bacteria.
Methods: descriptive laboratory study. We explored precision (repeatability and intermediate
precision) of the toxin neutralization technique in white mice for quality control of immunoglobulins
containing antitoxin against tetanus bacteria at National Institute for Control of Vaccines and
Biologicals, Vietnam.
Results: Potency of IV. Globulin was 21.401U/ml with CV of 2.56% and 21.67 IU/ml with CV of
2.38% when we performed experiments for intermediate precision and repeatability, respectively. The
results demonstrate that the toxic neutralization technique in white mice meets the requirements for
accuracy and precision to control the quality of immunoglobulins containing antibody against tetanus
toxin.
Conclusion: We successfully applied toxin neutralization technique using white mice model to
determine the potency for quality control of tetanus antitoxin serum with high precision CV <5%.
Keywords: Tetanus antitoxin serum, toxin neutralization technique in white mice, potency,
protective effect
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Pit van d&/ Muc tiéu: Sinh phim Globulin mién dich (IV. Globulin) 1a san phim dugc sir

dung nham cung cép mién dich thu dong, lam tang néng do khang thé dic hiéu cua ca thé,

gitip trung hoa vi sinh vat gay bénh hodc cac yéu td doc luc cia vi sinh vat gay bénh.

Nghién ctru ndy thuc hién nham danh gia sy phu hop cua ky thudt trung hoa doc t6 trén

chu6t nhit trang dé klem dinh chét lugng Globulin mién dich chira khang thé dic hiéu

khang doc t6 vi khuan udn van.

Phuwong phap: M®b ta thuc nghiém tai phong thi nghiém

Két qua: Hiéu gia huyét thanh khang doc t6 ubn véan trong sinh pham IV. Globulin khi thuc

hién d¢ chinh xé4c trung gian 1a 21, 40IU/ml v6i CV la 2,56% va d¢ lap lai 1a 21,67 IU/ml voi

CV 1a 2,38%. Céc két qua nghién ciru chimg minh k¥ thuét trung hoa doc t6 trén chudt nhat

trang dat yéu cau vé do chinh xéc dé kiém dinh chét luong Globulin mién dich chira khang

thé dic hiéu khang doc t vi khuén udn van.

K&t luan: Nghién ctu ap dung thanh cong ki thuat trung hoa doc t6 trén chudt nhat tring dé

kiém dinh cong hiéu huyét thanh chtra khang thé dac hiéu khang doc t6 vi khuan udn van (huyét

thanh khang doc t6 ubn van) véi do chinh xac cao CV<5%.

Tir khéa: Huyét thanh khing déc t6 uon van; kj thudt trung hoa ddc t6 trén chudt nhadt

trcfng; hiéu lyc bdo vé.
1. Pit van dé

Sinh pham Globulin mién dich (IV. Globulin) 14 san pham dugc st dung nhdm cung cap

mién dich thu dong, lam tang nong do khang thé dic hiéu cua ca thé, gitp trung hoa vi sinh vét
gdy bénh hodc cac yéu td doc luc cua vi sinh vat gy bénh nhu globulin mién dich viém gan B,
udn van, soi. Mot trong nhiing ti€u chi quan trong dé danh gia sinh pham IV, Globulin 1a xac
dinh hiéu gia khang thé trung hoa khang doc t6 vi khuan trong d6 c6 khang doc t6 vi khuan
ubn van. C6 nhiéu k¥ thuat dé xac dinh hiéu gia cta khang thé khang doc t6 vi khuan udn van
trong sinh pham nhu k¥ thuatmién dich phong xa (RIA), mién dich gan men (ELISA), va toxin
binding inhibition test (TOBI). Tuy cac ky thuat invitro don gian hon, nhanh, kha nhay va ré
nhung lai it dac hiéu hon so véi k¥ thuat trung hoa doc td trén chudt nhat tréng (thtr nghi¢m
trung hoa in vivo). Vi vay, k¥ thuat trung hoa in vivo van dugc coi 1a tiéu chuin vang cho xac
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dinh hiéu gia khang thé trung hoa dic hiéu khang udn van [1]. Nghién ctru nay thuc hién nhim
“Ddnh gid sw phit hop ciia kj thudt trung hoa déc té trén chuét nhit tring dé kiém dinh
chit lwong Globulin mién dich chira khdng thé dic hi¢u khdng déc t6 vi khudn uén vin”.

2. Péi twong nghién ciru

2.1. Péi twong, thoi gian va dia diém nghién ciu:

Déi trong nghién ctru 13 k thuat trung hoa doc t6 trén chudt nhit tring. Nghién ctru dugce tién
hanh tai Khoa Kiém dinh Sinh pham y té va khoa Dong vat thuc nghiém, Vién Kiém dinh
Quéc gia Vic xin va Sinh pham y té trong khoang thoi gian tir thang 3 nam 2021 dén thang 12
nam 2021.

2.2. Thiét ké nghién cizu: Nghién ciru dugc thuc hién bang phuong phap mé ta thuc nghiém tai
phong thi nghi¢m.

2.3. Vat lieu nghién curu

2.3.1. Mau chuan: Huyét thanh khang doc té chuan quoc té c6 nguon goc tr nguoi (Tetanus
Immunoglobulin Human), ma TE-3 do NIBSC san Xuit c6 néng d6 gbc 120 TU/ml duoc pha
loding thanh nong d6 12 1U/m.

2.3.2. Mau thir nghiém: Sinh pham IV. Globulin SN inj. do Green Cross- Han Quéc, loat:
352C19051 ¢6 han st dung: 11/1/2022

2.3.3. Doc td udn van: DBoc té udn van loat: Tetox Vn 0117 do IVAC san xuit ¢d han sir dung:
9/2022

2.3.4. Bong vat thi nghiém: Chudt nhit tring ICR, trong luong 16-18 gam c6 ngudn goc:
NICVB

2.4. Phuong phap va quy trinh thuc hién thur nghiém

2.4.1. Phuong phap: Thuc hién phan ung trung hoa khang nguyén- khang thé gitra doc t6 ubn
véan va huyét thanh khang doc td udn véan, sau d6 tiém vao dong vat thi nghiém dé xac dinh
dugc hiéu gia cua mau thir nghiém. Sau khi c6 két qua st dung phan mém Microsoft Excel dé
tinh toan va xu ly sé liéu.

2.4.2. Qui trinh thyc hién thir nghiém

2.4.2.1. Qui trinh xdc dinh liéu déc té uén van thir nghiém (L+/10)

Hinh 1. So @6 qui trinh xéac dinh liéu ddc t6 udn van thir nghiém (L+/10)
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a) Chudn bj dgng vat thi nghiém: Chudt nhit tring ICR, trong luong 16-18 gam dugc danh
dau va chia nhém goém 4 chuot vao 1 1dng, sau d6 ghi nhén rd rang cho mdi 1ong chudt bao
gdm céac thong tin: Tén san pham, loat s6, & pha, ngay tiém, ngay két thic, dau chuot.

b) Chudn bi déc té usn van: Poc td ubn véan dang nudc caa Vién Vac xin va Sinh pham Y té
(IVAC)loat s6 Tetanox 0117 san xuat 9/2017, han sir dung 9/2022.Mau doc té udn van dugc
pha lodng dé c6 nhiéu do pha khac nhau nhu sau: Do pha lodng doc té dau tién 1a 1/10:

1 ml doc té goc + 9 ml Jensen pepton (sau day goi la dung dich A). Sau d6 pha lodng thanh
nhiéu d6 pha khac nhau.Vi du : 1/80 = 1 ml (A) + 7,0 ml Jensen pepton, 1/82 = 1 ml (A) + 7,2
ml Jensen pepton, 1/84 =1 ml (A) + 7,4 ml Jensen pepton, 1/86 = 1 ml (A) + 7,6 ml Jensen
pepton, 1/88 = 1 ml (A) + 7,8 ml Jensen pepton, 1/90 = 1 ml (A) + 8,0 ml Jensen pepton, 1/92
=1 ml (A) + 8,2 ml Jensen pepton, 1/94 = 1 ml (A) + 8,4 ml Jensen pepton, 1/96 =1 ml (A) +
8,6 ml Jensen pepton, 1/98=1 ml (A) + 8,8 ml Jensen pepton.

¢) Pha mdu chudn-huyét thanh khéng dgc té uon van chudn quéc té co nguon goc tir nguoi

Huyét thanh khang doc té udn véan chuan quédc té c6 ngudn gdc tir ngudi sau khi hoan nguyén
¢6 nong do gbc 1a 120 IU/ml dugc pha ra ndong do 12IU/ml. Khi dua vao thir nghiém st dung
mau chuan ¢6 nong do 12 1U/ml va pha thanh 0,5 1U/mI. Qui trinh pha bao gdm hoan nguyén
6ng huyét thanh Chuan bang 1ml dung dich nudc cat dé duoc nong do6 1201U/ml. Tur huyét
thanh khang doc té ubn van chuan qudc té cd nong do ban dau la 120 1U/6ng/ ml pha lodng
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thanh 12 1U/ml (1 ml huyét thanh chuan + 9 ml glycerol 66%) va tir ndéng d6 121U/ml pha
lo&ng ra nong do 0,5 1U/ml (0,2 ml huyét thanh chuan + 4,6 ml NMSL)

d) Trung hoa: 1 ml huyét thanh chudn 0,5 TU/ml + 1 ml doc té mdi d6 udn van & cac do pha +
0,5 mlI NMSL.

Vi du theo bang sau:

Bang 1: Bang trung hoa huyét thanh chuén véi déc té udn van

Ong Poc to Huyét thanh chuin | NMSL
Do pha | ml 0,5 IU/ml (ml)
1 1//80 | 1 1 0,5
2 1/82 1 1 0,5
3 1/84 1 1 0,5
4 1/86 1 1 0,5
5 1/88 1 1 0,5
6 1/90 1 1 0,5
7 1/92 1 1 0,5
8 1/94 1 1 0,5
9 1/96 1 1 0,5
10 1/98 1 1 0,5

- U ¢ 370C trong thoi gian 45 phat. Tranh &nh sang.
- Tiém chuot: Mbi do pha tiém 04 chudt, liéu tiém 0,5 ml/chudt/dudi da lung
- Theo ddi chudt hang ngay trong vong 96 gio
Két qud: Liéu L+/10 dwoc xac dinh & d6 pha lodng doc t6 cao nhat cd s chudt chét 100%
trong vong 96 gio.
2.4.2.2. Qui trinh xdc dinh hiéu gia cia huyét thanh khdang déc té uon van

Sau khi x4c dinh duogc lidu L+/10 cua doc té udn van, tién hanh xac dinh hiéu gia cua huyét
thanh mau thir nghiém. Qui trinh xac dinh hiéu gia duoc thyuc hién theo cac bude theo so d6
sau:
Hinh 2. So @6 qui trinh xéc dinh hiéu gia caa huyét thanh khang uén van.
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a) Chudn bj d@éng vat thi nghiém

- Chuét nhit tring ICR, trong luong 16-18 gam

- Panh d4u va chia 4 chudt vao 1 16ng

- Ghi nhan rd rang cho mai 16ng chudt bao gom céac thdng tin: Tén san pham, loat s6, d6 pha,
ngay tiém, ngay két thic, dau chuot

b) Pha mdu

- Pha mdu chudn: Huyét thanh khang doc té udn van chuan qudc té c6 ngudn géc tir ngudi sau
khi hoan nguyén c6 nong do géc 1a 120 IU/ml duoc pha ra nong d6 121U/ml. Khi dwa vao thi
nghiém st dung mau chuan ¢6 nong d6 12 1U/ml va pha thanh 0,5 1U/m.

11
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Vi du: pha lodng 0,2 ml mau chuan c6 nong d6 12 1U/ml + 4,6 ml nuéc mudi sinh ly

- Pha mdu thi nghiém: Mau ther nghiém dugc pha lodng dé c6 do pha dua vao thir nghiém
khoang 0,5 1U/ml

Vi du: mau thtr nghiém cé thé pha véi cac d6 pha nhu sau:

1/36 = 0,5 ml huyét thanh thir + 8,5 ml nuée mudi sinh Iy

1/38 = 0,5 ml huyét thanh thir + 9,0 ml nuéc mudi sinh ly

1/40 = 0,5 ml huyét thanh thir + 9,5 ml nuée mudi sinh Iy

1/42 = 0,5 ml huyét thanh thir + 10,0 ml nugc mudi sinh ly

1/44 = 0,5 ml huyét thanh thir + 10,5 ml nuéc mubi sinh ly

1/46 = 0,5 ml huyét thanh thir + 11,0 ml nuwéc mudi sinh ly

1/48 = 0,5 ml huyét thanh thir + 11,5 ml nudc muébi sinh ly

¢) Pha dgc to uon van L+/10

Pha doc tét udn van dua vao L+/10 cua doc t6 udn van da dugc xéc dinh.

Vi du: L+/10 = 1/88 duoc pha lodng nhu sau: 1 ml doc t6 + 87 ml Jensen pepton

d) Trung hoa

- Mdu thsz nghiém: 1 ml mdi d6 pha mau tha nghiém + 1 ml doc t6 udn van L+/10 + 0,5 ml
nuéc mudi sinh 1y

- Mau chudn: Dung 03 6ng nghiém c6 chtra huyét thanh chuan vai cac thé tich lan luot 1a 0,9
ml; Iml va 1,1 ml tuwong Gng vai 03 néng do: 0,45; 0,50 va 0,55 IU/ml don vi khang doc td
udn véan chuan dé kiém tra liéu doc té trung hoa:

C1: 0,9 ml huyét thanh chuan + 1 ml doc t6 uén van L+/10 + 0,6 ml nuéc mudi sinh ly

C2: 1,0 ml huyét thanh chuan + 1 ml doc t6 udn van L+/10 + 0,5 ml nuwéc mudi sinh ly

C3: 1,1 ml huyét thanh chuan + 1 ml doc t6 uén van L+/10 + 0,4 ml nuéc mudbi sinh ly

Vi du: MAu thtr va miu chuan dugc trung hda theo bang sau:

Bang 2: Pha huyét thanh chuin va huyét thanh can thir nghiém véi déc té udn van

Huyét thanh A AT
Ong D¢ pha/ Boc to L7/10 NMSL (ml)
NI ml (ml)
nong do
1 1/36 1,0 1,0 0,5
Miu thir 2 1/38 1,0 1,0 0,5
nghiém 3 1/40 1,0 1,0 0,5
4 1/42 1,0 1,0 0,5
5 1/44 1,0 1,0 0,5
6 1/46 1,0 1,0 0,5
7 1/48 1,0 1,0 0,5
C1 0,45 1U/ml 0,9 1,0 0,6
MAu chuén [67) 0,50 1U/ml 1,0 1,0 0,5
C3 0,55 1U/ml 1,1 1,0 0,4

- U & nhiét @6 370C trong vong 45 phut, tranh anh sang.
- Tiém mdi d6 pha 04 con, liéu tiém 0,5 ml/chudt/dudi da lung.
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- Theo ddi s6 chudt séng chét hang ngay trong vong 96 gio.
e) Panh gia thir nghiém
- Thir nghiém duoc coi 1a ¢é gié tri khi tuan thu dung quy trinh (cac yéu td, diéu kién cua qué
trinh thuc hién 1a dam bao, khong anh huéng dén két qua thr nghiém).
- Chuét chiing ¢ cac do pha C1, C2 c6 chta lan luot 1a 0,45 1U/ml va 0,5 1U/ml phai chét
100% trong thoi gian theo ddi. Trong d6 chudt & do pha C1 phai chét trudc chudt ¢ do pha
C2.
- Chudt chung & d6 pha C3 cd chira 0,55 TU/ml khong duoc chét trong thoi gian theo dai.
- Chudt ¢ d6 pha lodng mau thir cao nhat phai chét 100%, chudt & do pha lodng mau thir thap
nhét phai séng 100%.
f) Tinh két qua
Két qua hiéu gia cua huyét thanh khang uén van thtr nghiém duoc tinh theo cong thic:

Hiéu gid (1IU/ml)=0,5x N
Trong do:
- N 12 56 lan pha loang khang doc té udn van thir nghiém Ién nhat (d6 pha lodng 16n nhét c6
chuot chét 100% trong thoi gian theo déi).
- 0,5 1as6 1U c6 trong 1ml dung dich khang doc t6 uén van chuan ding trong thir nghiém.
2.5. Pdnh gid dg chinh xdc cia ky thudt trung hoa déc té trén chudt nhat trang
2.5.1. Do chinh xéc trung gian
Tién hanh thyc hién thir nghiém 13p lai 5 1an vao cac ngay khac nhau, do mét nhom ky thuét
thyc hién, cung bd thiét bi, cung phong thi nghiém. Cu the cac budc thyc hién nhu sau:
- Pha loang mau chuan qudc té huyét thanh khang doc t6 udn van co ngudn gbc tir nguoi voi
ndng d6 0,45; 0,5 va 0,55 IU/ml.
- Pha loang mﬁu thir nghiém IV. Globulin loat 325C19501 do cong ty Green Cross san xuat
thanh 7 néng d0 khac nhau: 1/36, 1/38, 1/40, 1/42, 1/44, 1/46 va 1/48.
- Sau khi dugc pha loang thanh cac do pha khac nhau, cac do pha cua cac mAu chuan va mau
thir dugc trung hoa voi 1 luong doc t6 udn van da biét trudc ndng do.
- U cic mau ndy & nhiét 4o 37°C trong 45 phiit, tranh &nh séng.
- Sau khi @, mdi do pha cta mau chuin va mau thuduoc tiém cho04 con chudt
- Liéu tiém 0,5 ml/chudt/dudi da lung.
- Theo d&i va ghi nhan sb chudt séng, chét trong vong 96 gid sau tiém & ting do pha.
Tinh toan va danh gia két qua: tinh gid tri trung binh, SD va CV. Tiéu chuan chip thuin
CV<50% [2]
2.5.2. Do lap lai
Tién hanh thyc hién thir nghiém 13p lai 6 lan vao cung mdt ngay, do mot nhom ky thuét thuc
hién, cung bd thlet bi, cung phong thi nghiém. Cu thé cac budc thyc hién nhu sau:
+ Pha loang mau chuan quéc té dé co nong d6 0,5 TU/ml.
+ Pha loang mau thir nghiém IV. Globulin thanh 7 do pha: 1/36, 1/38, 1/40, 1/42, 1/44, 1/46 va
1/48 dé c6 ndng do dy doan 1a 18, 19, 20, 21, 22, 23 va 24 TU/ml.
- Hai mau nay duoc thyuc hién song song va lip lai vao ciing mot ngay.
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- Sau khi duoc pha loéng thanh cac d§ pha khac nhau, cac dg pha cua cac mAu chudn, miu thir
nghiém duoc trung hoa voi mot lugng doc t6 ubn van da biét trudec ndng do

- U céc mau ndy ¢ nhiét do 370C trong 45 phit, tranh anh sang.

- Sau khi u, mdi do pha ctia mau chuin va mau thir duge tiém cho 04 con chudt.

- Liéu tiém 0,5 ml/chudt/dudi da lung.

- Theo ddi va ghi nhan s chudt séng, chét trong vong 96 gio sau tiém & ting do pha.

Tinh toan va danh gia két qua: tinh gia tri trung binh, SD va CV. Tiéu chuin chip thuan
CV<50% [2]

3. Két qua

3.1. P chinh x4c trung gian: Két qua hiéu gia cta 5 lan thir nghiém vao cac ngay khac nhau,
su dung phﬁn mém Excel tinh dugc gia tri trung binh cong la XTB = 21,40 [U/ml vahé s6 bién
thién CV= 2,56 %.

Bang 3. Két qua hiéu gia ciia miu thir nghiém IV. Globulin khi thwe hién dé chinh xac

ST Két qua

T u/mi Xtb Xto - 2SD Xio +2SD SD CcVv

21
21
22 21,40 20,30 22,50 0,55 2,56
22
21

OBhWN|F-

Bang 4. Két qua hiéu gia ciia miu thir nghiém IV. Globulin khi thurc hién d9 lip lai

Két qua

STT u/ml

Xtb Xw-2SD | X +2SD SD Cv

21

22

22

2 21,67 19,67 23,67 0,52 2,38

21

O OB~ |W | DN|F

22

khac. Két qua nay dat dugc do chinh xac cao c6
Péi chiéu véi tiéu chuan chip thuan cho thir thé do cac yéu t6 bao gdm mau chuan str dung,
nghiém in vivo thi d§ chinh xéc trung gian ctia su thanh thao cia k¥ thuat vién xét nghiém, su
k¥ thuat trung hoa doc t6 trén chudt nhét tring dong déu cua chudt nhét tring dua vao thir
14 rat cao vi gia trj CV 1a 2,56% la rat thap so nghiém.
voi cac thur nghiém trén dong vat thi nghiém
14
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3.2.D6 lap lai: Két qua hiéu gia cua 6 lan
lap lai thtr nghiém vao cung mot ngay, su
dung phin mém Excel tinh dugc gia tri
trung binh cdng cua hi¢u gia la Xts = 21,67
IU/ml va h¢ s6 bién thién CV= 2,38 %.
Déi chiéu véi tiéu chuan chip thuin cho thir
nghiém in vivo thi d6 13p lai cua k¥ thuat trung
hoa doc td trén chudt nhét tréng 1a rit cao voi
gia tri CV 1a 2,36%, twong ty nhu gia tri CV dat
dugc cia do chinh xac trung gian. Cac s liéu
nay 1a rat thap so vé6i cac thir nghiém trén dong
vat thi nghiém khac, CV thuong dao dong dén

50% [3]. Két qua nay mot lan nita minh ching
sy chuin hoa trong cac cau thanh cta th
nghiém trung hoa bao gdm méu chuén st dung,
su thanh thao cta k¥ thudt vién xét nghiém, sy
dong déu cua chudt nhét tring dua vao thir
nghiém.
4. Ban luan

Sinh phdm Globulin mién dich (IV.

Globulin) 1a dong san pham diéu tri quan
trong, dugc st dung nham lam tang noéng 4o
khang thé dic hiéu cua ca thé, gitp trung
hoa vi sinh vat gdy bénh hoic cic yéu td
doc lyc cua vi sinh vat gdy bénh nhu
globulin mién dich viém gan B, ubn van,
soi. Cong hidu 1a tidu chi chéat lugng quan
trong dé kiém soat chat lugng céc sinh
pham diéu tri. C6 mot s6 k¥ thuat bao gdom
ca k¥ thuat in vitro va in vivo dugc st dung
dé xac dinh cong hiéu cia sinh pham IV.
Globulin nhu k¥ thuat mién dich phéng xa
(RIA), mién dich gin men (ELISA), va
toxin binding inhibition test (TOBI). Tuy
cac k¥ thuat in vitro don gian hon, nhanh,
kha nhay va ré nhung lai it dac hi¢u hon so
voi k¥ thuat trung hoa doc t6 trén chudt nhat
trang (thr nghiém trung hoa in vivo). Vi
vay, d6i voi mot s6 dong san pham diéu tri
quan trong, k¥ thuat trung hoa in vivo van
duoc str dung 1a tiéu chuin vang cho xac
dinh cong hiéu san pham [1].
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K¥ thuéat trung hoa doc té dugc thuc hién
trén mo hinh chuot nhat traing ICR 16- -18¢
da va dang duogc trlen khai tai khoa Kiém
dinh Sinh pham Y té, Vién Kiém dinh Quoc
gia Vic xin va Sinh phdm Y té nhiéu nam
nay cho san pham khang huyet thanh SAT
c6 ngudn goc tir ngua. Dm v6i san pham
IV. Globulin ¢6 nguén gdc tir ngudi, chung
t6i chua tién hanh danh gia va xac dinh tinh
phtl hop dé ap dung k¥ thuat trung hoa cho
san phan IV. Globulin nguoi. Vi vay,
nghién ctru nay dugc thiét ké nham khao sat
tinh on dinh cua quy trinh k¥ thuat va mo
hinh chuét nhit tring ICR 16-18g cho xac
dinh hi¢u gia khang thé trung hoa khang doc
t6 vi khuan ubén van ctua san pham IV.
Globulin nguoi thong qua danh gia tiéu chi
do 1ap lai va d chinh xéc trung gian. Két
qua nghién ctru cho thdy hiéu gid huyét
thanh khang dc t6 udn van trong sinh pham
IV. Globulin khi thyc hién d§ chinh xac trung
gian la 21, 40IU/ml voi CV 1a 2,56% va do
lap lai 1a 21,67 IU/ml voi CV la 2,38%. Cac
két qua nghién ctru chimg minh ky thuat
trung hoa doc td trén chudt nhat tréng ICR
16-18g dat yéu cau vé do chinh xac dé kiém
dinh chit luong Globulin mién dich chua
khang thé dac hiéu khang doc t6 vi khuan u6n
van co nguon goc tur ngLr0’1 Két quéd nghién
ctru cling cho thay viéc kiém soat cac thanh
t6 gdy anh huong dén chit luong kiém dinh
bao gém murc dJ thanh thao ctia nhan vién ky
thuat, doc t6 vi khuin, miu chuin khang
huyét thanh, dong chudt ICR 16-18g dua vao
thir nghiém 1a dat chét luong tét, giup quy
trinh ¢6 d0 chum va do chinh xac cao khi
thyuc hién tai labo cta ching toi.

Gan day, T chirc Y té thé gisi khuyén
cdo viéc st dung céc k¥ thuat in vitro thay thé
dan cho cac k¥ thuat in vivo trén dong vat thi
nghiém vi hai Iy do: mét 1 giam thiéu viéc sir
dung dong vat thi nghi€ém va hai la [am giam
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cac sai léch két qua do sy dao dong sinh hoc
cua cac ca thé dong vat séng khi thuc hi¢n k¥
thudt in vivo. Tuy nhién, véi cac bénh ly
nhiém tring quan trong va nguy hiém nhu
uén van va ho g, tiéu chi cong hiéu xac dinh
hi¢u gid khang thé trung hoa van la tiéu
chuén vang cho kiém dinh thanh pham vac
xin va sinh pham y té va 13 phuong phap tiéu
chuan d so sanh danh gia va phat trién cac
phuong phap kiém dinh méi. Vi vay, tai
Khoa Kiém dinh Sinh pham Y t& ( NICVB),
chung t6i trién khai mo rong va duy tri ky
thuét trung hoa trén chudt nhit trang dé xac
dinh cong hiéu mdt s6 sinh pham diéu tri
chitra khang doc t6 uén van va ho ga. Nghién
clru ndy cung cap bang chimg khoa hoc vé su
on dinh va do chinh xéac cao cua ky thuét
trung hoa trén chuot nhat trang cho san pham
IV. Globulin ¢6 ngudn goc tir ngudi chira
khang doc t6 uén van. Nghién ciru nay vira
khang dinh gié tri cta k¥ thuat trung hoa nay
trong kiém dinh cong hi¢u dong san pham
IV. Globulin, vira cung cép bang ching khoa
hoc cho viéc sir dung quy trinh 1a quy trinh
tham chiéu cho viéc thiét 1ap va phat trién cac
k¥ thuat kiém dinh méi trong twong lai (4).

5. Két luan

Nghién ctu &p dung thanh cbéng k¥ thuat
trung hoa doc té trén chudt nhat trang dé
kiém dinh cbéng hiéu huyét thanh chua
khang thé dic hiéu khang doc t6 vi khuan
udn van (huyét thanh khang doc t6 uén van)
véi do chinh xac cao CV<5%.
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