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Abstract
Measles is one of the respiratory infectious diseases caused by virus that can be prevented by

vaccination. Validation of effective and safety vaccine before market distribution is an important
function of National Institute for Control of Vaccine and Biologicals (NICVB). Therefore, research
team validated and evaluated procedure of potency test for measles component in trivalent vaccine
MMR'" (MSD) with accurancy, precision, robustness and specifictity indicators. Validation method of
potency test is used for measles component in trivalent vaccine MMR'" (MSD) by Cell Culture
Infectious Dose 50 (CCIDsp) that based on SOP KDQG-34: Standard procedure for full validation of
NICVB . Potency test of measles component in trivalent vaccine MMR'" by CCIDso method was
evaluated with accurancy, precision, robustness and specifictity indicators. Potency results of standard
and testing samples were in the allowed range with Coefficient of Variation CV < 25%. Procedure of
potency test for measles component in trivalent vaccine MMR'' by CCIDsp method gives reliable
results and is suitable with condition, chemicals and facility of Department of Quality control of Viral
vaccine and it can be applied for routine potency test in National Institute for Control of VVaccines and
Biologicals (NICVB).
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THAM PINH QUY TRINH THU NGHIEM CONG HIEU THANH PHAN SOI
TRONG VAC XIN MMR" BANG PHUONG PHAP CCIDso

Nguyén Viét Anh*, P Thi Hong Anh, Nguyén Thi Ha, Tran Thi Phuong, Nguyén Thi Ly
“Vién Kiém dinh Quéc gia Vic xin va Sinh pham y té

Nhdn ngay 16 thang 5 nam 2022
Chdp nhén dang ngay 17 thang 10 nam 2022

Tém tit

S6i 1 mot trong nhimng bénh truyén nhiém qua dudng hé hap do vi riit gay ra co thé phong nglra bang
cach tiém vic xin. Viéc danh gia hiéu qua cua vic xin trude khi dua ra thi truong 1a mot nhiém vu
quan trong ciia Vién Kiém dinh Qudc gia Vac xin va Sinh pham y té (NICVB). Vi vy, nhom nghién
ctru tién hanh tham dinh quy trinh thir nghiém c6ng hiéu thanh phan soi trong vac xin MMR" (MSD)
v6i céc tiéu chi do dung, do chinh xac, d§ manh va d¢ dac hi¢u. Phuong phép thuc hién trong dé tai
nay duoc thuc hién theo SOP KPQG- 34: Quy trinh chuan thdm dinh thir nghiém toan phan cua Vién.
Két qua cho thiy, quy trinh thir nghiém coéng hiéu thanh phan séi trong vac xin MMR" bang phuong
phép CCIDso dat yéu cau vé cac tiéu chi do ding, do chinh xac, d§0 manh va d¢ dac hiéu qua tung lan
thyc hién. Hiéu gia vic xin mau chuan va mau thir déu ndm trong gidi han cho phép véi hé s6 bién
thién CV < 25%. Vi viy, quy trinh thir nghiém cong hiéu thanh phan soi trong vic xin MMR" bang
phuong phap CCIDso cho két qua tin cay, phu hop véi diéu kién hoa chét va trang thiét bi ctia khoa
Kiém dinh vic xin Vi rat va ¢ thé ap dung cho thir nghiém thudng quy tai Vién Kiém dinh Quéc gia
Vic xin va Sinh pham y té (NICVB).

Tir khéa: Céng hiéu, vic xin MMR", sdi, phirong phdp CCIDso, tham dinh quy trinh.
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1. Pit van dé

S6i 1a mot bénh truyén nhiém do vi rut soi
gdy ra c6 kha ning lay nhiém cao qua giot
ban duong ho hip hodc qua tiép xtc véi
nguoi bi bénh, trong do, con ngudi la vat
chu tu nhién duy nhét cta vi rat soi [2]. Vi
rut soi 1a vi rat ARN soi don, la thanh vién
cia chi  Morbillivirus  thuoc  ho
Paramyxovirus [1][3]. Sau thoi gian G bénh
khoang 10-14 ngay, bénh nhan s& c6 mot sb
triéu chung nhu s6t cao, ho, sd miii va viém
két mac. Ngoai ra, cac ndt do bat dau xuat
hién trén co thé nhu trong miéng, mit, cd,
chan tay, bung, lung [2][3].

Cho dén nay, trén thé giéi van chua c6
phuong phép hay thudc dic tri cho bénh soi
nhung viéc phét trién véc xin va tiém phong
da déy lui dich bénh di dang ké. Trude khi
ban hanh vic xin phong soi ndm 1963, s6 ca
nhiém trung binh & My khoang 549.000
truong hop trong d6 c¢6 dén gan 500 ca tur
vong dugc ghi nhan. Pén nim 2000, soi da
bi x6a s6 khoi My tuy nhién van luu hanh ¢
cac nude chiau Au, chau A va chau Phi [2].
Trén thé gioi, tuy ti 16 mic va to vong do
soi da giam duoc 1an luot 13 66% va 73%
trong nhirg nam tir 2000 - 2018, nhung s
nguoi tu vong do so1 dugc ghi nhan, dic
biét 1a tré em dudi 5 tudi van hon 140.000

trong ndm 2018 [1][3]. Tai Vi¢t Nam, tir

nim 2008 dén nam 2010, c6 7948 ca mic
s01 duoc ghi nhan trén 60 tinh thanh, ti 1¢
mic bénh 1a 93 ¢a/1.000.000 dan [6]. Ngoai
ra, mQt nghién ctru khéc trén tré 6 thang tudi
va 15 thang tudi duoc sinh ra tir cac ba me
duogc tiém ching cho thiy 74% tré 6 thang
tudi va 100% tré 15 thang tudi phat trién
khang thé trung hoa véi séi. Vi vay, viéc
tiém phong soi cho tré em cling nhu phu nit
chuan bi mang thai 1a mot bién phap phong
ngura bénh sdi hiéu qua [7].

Hién nay, c¢6 4 loai vac xin soi don va soi
phéi hop duogc cap sé ding ki va luu hanh
tai Vigt Nam la MVVAC (S61 don) va
MRVAC (S&i- Rubella phdi hop) do cong
ty Polyvac, Viét Nam san xuat. Hai vic xin
da gia soi- quai bi- rubella nhap khau con
lai 1a véc xin Measles, Mumps and Rubella
song giam doc lyc dang dong kho (Serum
Institute of India, An D) va MMR" (Merck
Sharp & Dohme, MSD, My¥). Vic xin soi-
quai bi- rubella phéi hop MMR" do Céng ty
MSD dang ky luu hanh tai Viét Nam da
dugc Bo Y té cap s6 dang ky 1an dau tién tir
nim 1998. MMR" 1a vic xin dang dong kho
vO tring bao gdm Attenuvax (vic xin soi
song), Mumpsvax (vdc xin quai bi song),
Meruvax" (vic xin rubella séng). Vi rat soi
séng giam doc luc trong vic xin MMR"

dugc phan lap tir ching Edmonston va nhan
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lén trong té bao phdi gi. Sau khi hoan
nguyén, hiéu gia vi rat séi trong mdi lidu
khong thip hon 1000 CCIDso [7]. Viéc tién
hanh thir nghiém coéng hiéu thanh phan soi
trong vic xin MMR" khong nhiing 13 mot
trong nhiing tiéu chi dam bao chit luong
ctia san pham trudce khi dwa ra thi trudng ma
con gop phan trong cong cude day Iui dich
bénh trong nudc va qudc té. Do d6, nhom
nghién ctru da xay dung quy trinh tham dinh
thir nghiém cong hiéu thanh phan séi trong
vac xin MMR" bang phuong phap CCIDso
trén céc tiéu chi do dung, do chinh xac, do
manh va do dac hiéu.

2. Phuong phap nghién ctru

2.1. Péi twong nghién ciru

- Quy trinh tht nghi¢ém cong hiéu thanh
phan séi trong vic xin MMR" bang phuong
phap CCIDso dugc thuc hién danh gia trén
mau chuan S&i (NIBSC) mi 92/648, c6 ham
lugng, hiéu gid trén nhan la 4,3 log
CClIDso/6ng va méu thi: vic xin MMR"
(MSD) ma S019172, han dung 24/06/2021.
2.2. Thoi gian va dia diém nghién ciru

- Thoi gian: tir thang 03/2020 dén thang
12/2020

- Pia diém: phong thi nghiém cta khoa
Kiém dinh Vic xin Vi rat, Vién Kiém dinh
Quéc gia Vic xin va Sinh pham vy té.

2.3. Vit liéu, héa chat

- Hoa chit: Mbi truong nudi cdy té bao
MEM 2% FBS (NICVB), moi truong nudi
cdy té bao MEM 10% FBS (NICVB), dung
dich ria t& bao PBS (NICVB), trypsin
0,25% EDTA (Gibco), khang huyét thanh
quai bi ma RWNO0702A03 (NSX), khéng
huyét thanh s6i ma RWN0704A04 (NSX),
con 70° (Viét Nam).

- Vat lidu: Té bao VERO (NICVB) moc kin
mot 16p trén phién 96 giéng.

- Trang thiét bj va vat tu tiéu hao: Bé on
nhiét (Shellab), ti an toan sinh hoc (Nuaire),
may lic (IKA), ta am CO2 (Sanyo), kinh
hién vi (Olympus), pipet don kénh 20uL,
200uL, 1000uL (Eppendorf), pipet da kénh
tu dong (Satorius), phién 96 giéng nudi té
bao (Corning), tuyp nhya 2ml (Eppendorf),
lamen (Puc), budng dém té bao (Pic), dau
con (Eppendorf), mang dung 1 1an (Costar),
pipet nhua vo tring (Costar), gidy dan phién
(Sigma Aldrich), but viét kinh (Viét Nam),
gid dung tuyp (Viét Nam), panh (Viét
Nam), kéo (Viét Nam).

2.4. Phwong phap nghién ciru

Phuong phdp moé td thuc nghiém trong
phong thi nghiém. Tham dinh quy trinh
cong hiéu thanh phan séi trong vic xin
MMR" bang phuong phap CCIDso.

a. Tom tit quy trinh thr nghiém cong hiéu

thanh phén soi trong véc xin MMR'
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Té bao VERO dugc chuén bi trude 3-4 gio
& nong d6 2 x 10%mL, mdi giéng cua phién
96 nhé 100pL va khang huyét thanh duoc
bat hoat & 56°C trong 30 phut trude khi tién
hanh thir nghiém. Dung dich pha lodng (hdn
dich khang huyét thanh) bao gdm moi
truong MEM 2% FBS va khang huyét thanh
quai bi véi ti 18 0,3:100. Vac xin mau chuin
va mau thir sau khi dugc hoan nguyén voi
nude hodi chinh kém theo rdi pha lodng bac
4 (46 pha loang tir 1010 dén 1052 ). Nho
100uL/ giéng, mdi nong do nho 8 giéng trén
3 phién chira té bao VERO da chuén bi. Nho
100pl/ giéng x 8 giéng méi truong MEM

2% FBS lam ching té bao va 100pL/ giéng
X 8 giéng dung dich pha lodng lam ching
huyét thanh ddi voi ting phién 96 giéng. U
cac phién trong to 4m 36+1°C — 5%CO;
trong 9 - 11 ngay roi doc két qua cac giéng
chtng trude, cac giéng chimg phai co té bao
kin dep va khong bi huy hoai (d4u hiéu hay
hoai 1a t& bao bi pha v& hinh dang, bong ra
hodc co tron lai tao khoang tréng trén mat
day phién). Dém sb giéng té bao bi hity hoai
v6i timg d6 pha rdi tinh két qua theo cong
thirc Karber hoic Reed Muench trén phan

mém Excel.

Logio CCIDs0/0.1 mL = Xo + d. [E(C/N)-0.5]+ VF
Trong d6: Xo 12 do pha loang thap nhét t& bao bi huy hoai 100%

d la bac pha loadng

C 1a s giéng té bao bi huy hoai (s6 giéng duong) con lai

N 1a téng s giéng

VF 1a hé s6 thé tich (VF=0,12)

Thir nghiém cong hiéu thanh phéan soi trong
vac xin MMR" ¢6 gia tri khi cic giéng
chung té bao moc dep, khong bi nhiém nam,
vi khuan, cong hiéu thanh phan s¢i nim
trong khoang 3,8 - 4,2 log CCIDso/liéu, hiéu
gia clia vic xin mau chuan trong thir nghiém
nam trong khoang + 0,5 log gia tri hiéu gia

véc xin chuén trén nhan [10].

b. Xac dinh d0 déng ciia quy trinh tham
dinh thir nghiém coéng hiéu thanh phan soi
trong vic xin MMR"

Do dung dugc xac dinh bﬁng cach sur dung
mau chudn biét truéc néng 4o, ham luong
dugc thyc hién theo quy trinh cong hi¢u cua
méu thir tdi thiéu 6 1an vao 6 ngay khac
nhau [11]. Sau khi tinh néng d6/ham luong

trung binh cua mau chuan tai moi do pha
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(Xtb), so sanh két qua thu dugc véi gia tri
da biét trude cta mau chuin (Xme), tinh t
va so sanh véi gia tri t, cia bang phan bd
student tai mirc y nghia a= 0,05 (d0 tin cay
95%) [8]. Tiéu chudn chip thuan khi t < t,.
- |Xth —:’{mcl

s/vn
Trong do: s - BJ 1éch chuin

n - S6 thir nghiém

c. Xac dinh d6 chinh x4c cua quy trinh tham
dinh thir nghiém cong hiéu thanh phan soi
trong véc xin MMR"
Do chinh x4c d6i véi thir nghiém dugc xac
dinh tai hai muc: do 1ap lai va do chinh xac
trung gian. PO ldp lai duoc thuc hién 6 lan
trong cung mot ngay bdi cung mot nhom,
cing diéu kién trang thiét bi, hoa chat,
nguyén li€u con do chinh x4c trung gian
dugc thuc hién béi cung mot nhoém trong 5
ngdy khac nhau [11]. Tiéu chuan chép thuén
clia tidu chi d6 chinh x4c ctia quy trinh thim
dinh 13 hiéu gia thanh phan soi nam trong
khoang 3,8- 4,2 log CCIDso/liéu va hé sb
bién thién CV < 25%.
d. Xac dinh d6 manh ciia quy trinh tham
dinh thr nghiém cong hiéu thanh phan séi
trong vac xin MMR"!
D6 manh cia mot quy trinh dugc danh gia
bang kha ning quy trinh khéng bi anh
huéng boi nhitng thay d6i nho trong céc

thong sb cua phwong phap va chi rd do tin

cay cua quy trinh khi st dung binh thuong.
Mot nhoém nguoi thuc hién quy trinh trén
hai nhom trang thiét bi khac nhau va trong 5
ngdy khac nhau [11]. Tinh két qua cong
hiéu trung binh timg nhém trang thiét bi roi
so sanh phuong sai ctia hai nhom trang thiét
bi voi bang phan phdi F véi o= 0,05 theo

o MSB
cong thirc: F =

trong d6 F - phép kiém,

MSB - trung binh binh phuong gitta cac
nhom, MSW - trung binh binh phuong trong
ndi bo nhom. Tiéu chuin chép thuan cua
tiéu chi do manh 1a hiéu gia thanh phan soi
nam trong khoang 3,8 - 4,2 log CCIDso/ licu
va F < F, (trong bang phan phdi Fisher) tai
muc y nghia o = 0,05 (d9 tin cdy 95%) [9].
e. Xéac dinh do dic hiéu cta quy trinh tham
dinh thir nghiém cong hiéu thanh phan soi
trong vac xin MMR" [11]

Do dic higu ctia quy trinh nham khang dinh
c6 thanh phan soi trong vac xin MMR'.
Cach thiét ké thir nghiém cho d6 dic hiéu
duoc thuc hién béng cach so sanh sy huy
hoai t& bao khi cho hdn dich véc xin - khang
huyét thanh quai bi va khang huyét thanh
soi dac hiéu va chi cho vic xin -khang huyét
thanh quai bi vao giéng té bao trong 5 lan
thuc hién. Tiéu chi dat yéu cau khi cac
giéng té bao chua hdn dich véc xin - khang

huyét thanh quai bi va khang huyét thanh
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soi 1am giam kha ning gay hiy hoai té bao
cua vi rut.

3. Két qua

Sau khi hoan nguyén mau chuin va mau thu
v6i nude hdi chinh kém theo, tién hanh pha
loang mau thir véi dung dich pha lodng
MEM 2% FBS c¢6 chira khang huyét thanh
quai bi va pha lodng mau chuan véi dung
dich pha loang MEM 2% FBS theo d¢ pha
lodng bac 4, gay nhiém trén té bao VERO,
nudi céy & 36+ 1°C, 5% CO2 r6i doc két qua
dudi kinh hién vi sau 9-11 ngiy, céc giéng
déu khong co sy xuat hién ctia nidm hodc

khuan lac, cac giéng chung t€ bao va chung

huyét thanh déu khong c6 ddu hiéu bi hiay
hoai. Tur do, st dung phén mém excel dé
tinh cac théng sd nhu trung binh (GM), d6
léch chuan (SD), hé sb bién thién (CV) dé
danh gia cac tiéu chi tham dinh quy trinh
thir nghiém coéng hiéu thanh phan séi trong
vic xin MMR" bang phuong phap CCIDs.
3.1. B¢ dung

Po dung cua thr nghiém dugc tién hanh 6
lan vao 6 ngay khac nhau trén miu chuin
Sé1 c6 hiu gia trén nhan 1a 4,3 log CCIDso.
Két qua cong hiéu thanh phan séi duogc tong

hop trong bang dudi day.

Lan thuc hién Thoi gian thuc hién Hiéu gia mau chuan
(log CCID50/6ng)

Lan1 02/06-13/06/2020 4,17
Lan 2 17/06-28/06/2020 4,20
Lan 3 07/07-18/07/2020 4,29
Lan 4 16/07-27/07/2020 4,16
Lan5 03/08-14/08/2020 4,38
Lan 6 14/08-25/08/2020 4,39

GM 4,26
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SD 0,10

CVv 2,43

Bang 1. Két qud tiéu chi d diing cua quy trinh thez nghiém cong hiéu vac xin mau
chuan Sgi
Trong d6: GM (Geomean): Trung binh nhan.
SD (Standard Deviration): B¢ léch chuan.
CV (Coefficient of Variation): Hé sé bién thién.

Dua vao cong thirc, tinh t sau 6 1an thyc hién thir nghiém cong hiéu ddi véi miu chudn Soi, ta
6 két qua nhu sau:
|Xth—Xmc| |4,26—4,3]
= - = —=0,98
s/vn 0,10/4/6

t

Dua vao bang phan bd student tai d6 tin cay P=95%, to= 2,447 [8]. Vi vay chiing t6i c6 thé két

luan d6 dung ctia tham dinh quy trinh c6ng hidu thanh phan sai bang phuong phap CCIDso dat

yéu cau voi t < to.

3.2. Do chinh xac

D¢ chinh xac cua quy trinh dugc xac dinh bdi do 1ap lai va do chinh xac trung gian. i véi do
lap lai, thir nghiém cong hiéu thanh phan sdi trong vic xin MMR" dugc lap lai 6 lan trong

cung mdt ngay co6 két qua nhu sau:

Lan thuc hién Thei gian thuc hién Hiéu gia mau thir

(log CCID50/liéu)

Lan 1 19/08 - 30/08/2020 4,10

Lan 2 19/08 - 30/08/2020 3,95

Lan 3 19/08 - 30/08/2020 3,88
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Lan 4 19/08 - 30/08/2020 3,96
Lan5 19/08 - 30/08/2020 4,10
Lin 6 19/08 - 30/08/2020 3,93
GM 3,99
SD 0,09
CV 2,31

Bang 2. Két qud tiéu chi d 1dap lai cua quy trinh thiz nghiém cong hiéu thanh phan Soi
trong vac xin MMR"

Trong do: GM (Geomean): Trung binh nhan
SD (Standard Deviration): D¢ 1éch chuan
CV (Coefficient of Variation): Hé s bién thién
D6i voi d6 chinh xé4c trung gian, thir nghiém duogc 1ap lai 5 1an vao 5 ngay khac nhau va boi

cung mdt nhém thyc hién. Két qua cua 5 lan thuc hién duoc tom tit trong bang dudi day:

Lan thye hién Thoi gian thuc hién Hiéu gia miu thir
(log CCID50/ liéu)

Lan 1 02/06 - 13/06/2020 3,84

Lén 2 17/06 - 28/06/2020 4,03

Lin 3 07/07- 18/07/2020 3,95

Lan 4 16/07 - 27/07/2020 4,05

Lan 5 03/08 - 14/08/2020 3,93
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GM 3,96
SD 0,08
CVv 2,13

Bang 3. Két qud tiéu chi dj chinh xdc trung gian cia quy tinh thir nghiém céng hiéu

thanh phéan Séi trong vic xin MMR"

Trong d6: GM (Geomean): Trung binh nhan
SD (Standard Deviration): D6 1éch chuan
CV (Coefficient of Variation): Hé sd bién thién

Do lap lai va do chinh xac trung gian déu c6 hé sé bién thién CV < 25%, hiéu gia thanh phan

soi nam trong khoang 3,8- 4,2 log CCIDso/ liéu. Vi vay, d chinh xac ctia quy trinh thir nghiém

cong hiéu thanh phan soi soi trong vac xin s6i MMR" bang phuong phap CCIDso dat yéu cau.

3.3. Bé manh

P manh dugce thue hién 5 1an bai cung mQt nhom va 2 nhém trang thiét bi khac nhau cho két

qua nhu sau:
Lan thuc hién | Thoi gian thuc hién Hiéu gia nhom 1 Hiéu gia nhém 2
(log CCID50/ liéu) (log CCID50/ liéu)
Lan1 02/06 - 13/06/2020 3,84 4,05
Lan 2 17/06 - 28/06/2020 4,03 4,00
Lan 3 07/07 - 18/07/2020 3,95 3,88
Lan 4 16/07 - 27/07/2020 4,05 3,93
Lan 5 03/08 - 14/08/2020 3,93 4,10
GM 3,96 3,99
SD 0,08 0,09
CVv 2,13 2,22
s? S12=0,0284 S22=0,0315
MSB 0,0256
MSW 0,0199
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Bdng 4. Két qua tiéu chi do manh cia quy trinh thir nghiém céng hiéu thanh phan séi trong
vae xin MMR"

Trong d6: GM (Geomean): Trung binh nhan

SD (Standard Deviration): B§ 1é€ch chuén

CV (Coefficient of Variation): Hé s6 bién thién

S2: Phuong sai

MSB (Mean squares between-groups): Trung binh binh phuong gitra cac nhém

MSW (Mean squares within-groups): Trung binh binh phuong trong ndi bd nhém
MSE 0,0256
MSW 0,0199
So sanh vi bang phan phéi F tai a = 0,05, ta c6: Fo= 17,44 > F = 1,1084 [9]. Tt d6, ching t61

Ttr cong thire, phép kiém F dugc tinh nhu sau: F = =1,1084

c6 thé két luan d6 manh cia quy trinh thir nghiém cong hi¢u thanh phan séi trong vac xin
MMR'" dat yéu cau.

3.4. B¢ dac hiéu

Thir nghiém cong hi¢u thanh ph?m sO1 trong véc xin MMR" dugc thiét ké cho do dic hiéu b?lng
cach bd sung khang huyét thanh sai vao dung dich pha loing gdm mdi trudong MEM 2% FBS
va khang huyét thanh quai bi véi ti 1& 0,3:100. Sau d6 thuc hién 5 1an song song céc thao tac

nhu quy trinh céng hi¢u thong thuong rdi so sanh két qua cac giéng té bao & cing do pha 10°
28

Lan thwc | Thai gian thuc Ti 1& hiy hoai céc giéng Ti 1¢ hity hoai cac giéng
hién hién khong chira KHT Séi chira KHT Séi
Lan 1 02/06 - 13/06/2020 100% 75%
Lan 2 17/06 - 28/06/2020 100% 62,5%
Lan 3 07/07 - 18/07/2020 100% 62,5%
Lan 4 16/07 - 27/07/2020 100% 75%
Lan5 03/08 - 14/08/2020 100% 62,5%
Trung binh 100% 67,5%

Bdng 5. Két qua tiéu chi dg ddc hiéu cia quy trinh thir nghiém cong hiéu thanh phan séi trong
vdc xin MMR"
Tir két qua trén, & cung mot do pha, ti 16 hay hoai té bao & cac giéng c6 chira khang huyét

thanh soi giam do vi rat soi co trong véc xin dugc trung hoa boi khang huyét thanh soi dic
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hi€u. Vi vay, d6 dac hi¢u cua quy trinh thir nghi€ém thanh phﬁn sOi cuia vac xin MMR" dat yéu

N
A

cau.
4. Ban luan

Thir nghiém céng hiéu thanh phan soi nhim
xac dinh hi¢u gia cta vi rut sdi cd trong san
phém dé tao mién dich cho ddi tuong su
dung. D6 1a mot trong nhiing ti€u chi ki
thuat quan trong dé co quan quan li va kiém
soat chat luong danh gia san pham trudc va
sau khi cdp sd luu hanh san phim. Tham
dinh quy trinh c6ng hiéu vic xin MMR" cho
thay su on dinh vé mit chét luong cua thanh
phan soi trén ca mau chuan va mau thi.
Mau chudn séi (NIBSC) ma 92/648 duoc
dong dang bot nén mau tring trong 6ng
ampoule, c6 hi¢u gia trén nhan la 4,3 log
CCIDso [10]. 6 dung ctia mot quy trinh thé
hién su gan tring hop giita gia tri im dugc
vo1 mot gid tri thue quy ude hode mot gia tri
dbi chiéu dugc chip nhan [11]. D6 dang cta
thir nghiém duoc thuc hién 6 1an véi mau
chuin cho két qua nam trong khoang 4,16 -
4,39 log CCIDso, ndm trong khoang £ 0,5
log CCIDso so v6i hiéu gia trén nhan (4,3
log CCIDso) va hé sb bién thién thip CV =
2,43%. Gia tri t cua thir nghiém t = 0,98, khi
so sanh Vi t, = 2,447 trong bang phan phdi
student tai o = 0,05 (d0 tin cdy 95%) [8], t <
te. Vi vay, do ding cua thir nghiém dat tiéu

chuén chép thuan cta quy trinh tham dinh.

MMR" 1a vic xin phdi hop phong chdng
S61 - Quai bi - Rubella dugc dong goi ¢
dang bot nén mau tring, dong kho va co
nude hdi chinh kém theo, bao quan ¢ nhiét
d6 2 - 8°C, ¢6 hiéu gia thanh phan s6i nim
trong khoang 3,8 - 4,2 log CCIDsg [7]. DO
chinh x4c d6i véi thir nghiém dugc xac dinh
tai hai muc: do 1ap lai va dg chinh xéc trung
gian nham danh gid mirc d6 thong nhit giita
cac két qua thir nghiém riéng & [11]. P6i
v6i tidu chi do lap lai, qua 6 lan thir nghiém
duogc lam trong cung modt ngay bdi cung
mot nhom thyc hién, gia tri cong hi¢u thu
duoc nho nhit 14 3,88 log CCIDso/liéu va
16n nhét 12 4,10 log CCIDso/ licu, hé so bién
thién CV = 2,31%, thip hon tiéu chuin dé
ra la CV < 25%. Déi véi tiéu chi do chinh
xéc trung gian, qua 6 lan thir nghiém duoc
lam vao 6 ngay khac nhau bdi cung mot
nhom thyc hién, gid tri cong hi¢u trong
khoang tir 3,84 - 4,05 log CCIDso/liéu. Hé
sO bién thién CV clia cac gia tri trong 6 1an
lam = 2,13%, van dat trong ngudng cho
phép cuia tiéu chi dé ra (CV < 25%). Tir do,
dd chinh xdc cua quy trinh thu nghiém cong
hiéu thanh phan soi trong vic xin MMR"

dat tiéu chuén chép thuan.
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Po manh la kha ning ctia quy trinh tao ra
nhirng két qua phan tich c6 d6 chinh xac va
do dung chép nhan dugc trong cac diéu kién
khac nhau [11]. B¢ manh cta quy trinh thir
nghiém cong hiéu thanh phan soi trong véc
xin MMR" duoc thuc hién boi cung mot
nhém voi hai nhom trang thiét bi khac nhau
cho két qua phuong sai S1% = 0,0284 va S22
= 0,0315. Phép kiém F cia quy trinh F =
1,1084 < F, = 17,44 (trong bang phan phdi
F- Fisher) v61i a = 0,05 (d0 tin cdy P = 95%)
[9]. Nhu vay, khong co su chénh 1éch, khac
biét mang ¥ nghia théng ké giita hai nhom
trang thiét bi khac nhau va do manh cta quy
trinh dat yéu cau.

Khi ¢6 su xuat hién cua khang huyét thanh
soi dic hiéu, ti 18 giéng bi huy hoai té bao
trung binh giam tir 100% xudng 67,5% &
cung d6 pha 1028 trong 5 lan thyc hién thir
nghiém cong hiéu thanh phan séi trong vic
xin MMR" bang phuong phép CCIDso
ching t6 khang huyét thanh soi da trung hoa
lugng vi rut soi co6 trong véc xin, dan dén su
huy hoai té bao giam di so v6i giéng té bao
khong chira khang huyét thanh soi dic higu.
Do do, ti€u chi do dac hi€u cua quy trinh dat
yéu ciu.

5. Két luin

CAc tiéu chi d6 dang, d6 chinh xac, d6 manh

va do dic hiéu cua tham dinh quy trinh thi

nghiém cong hiéu thanh phan soi trong vic
xin MMR" bang phuong phap CCIDso déu
dat yéu cau v6i hé sb bién thién CV < 25%,
hiéu gia cia thanh phan soi trong vic xin
MMR" ting lan thuc hién nam trong
khoang cho phép 3.8 - 4,2 log CCIDsp /liéu
theo tiéu chuin cua nha san xuit. Quy trinh
thir nghiém coéng hiéu thanh phan séi trong
vac xin MMR" bang phuong phap CCIDso
pht hop véi didu kién, hoa chat va trang
thiét bi tai khoa Kiém dinh Véc xin Vi rat,
Vién Kiém dinh Quéc gia Vic xin va Sinh

pham y té.
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