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Abstract: The National Whole-cell Pertussis Vaccine Reference Standard RP5 (66 [U/vial) has
been used for vaccine potency testing since 1999 and is currently expected to be sufficient for
only another 1-2 years. This study was conducted to establish quality specifications, optimize
the formulation, and produce a new candidate reference standard lot of whole-cell pertussis
vaccine. Two pertussis bulk vaccine lots, PM 0125-TN (200 IOU/mL; 46.73 IU/mL) and PM
0126-TN (280 IOU/mL; 86.43 IU/mL), were selected for formulation and lyophilization of
three experimental reference standard lots using three different formulations. Quality testing
at [IVAC showed that all three lots met the requirements for appearance, sterility, residual
moisture, and uniformity of mass; the mean potencies were 25.33, 34.60, and 48.05 1U/
mL, respectively. Lot CT3, formulated at 180 IOU/mL using PM 0126-TN bulk vaccine,
was the only lot that achieved a potency of >40 IU/mL and was selected for production of
the candidate reference standard lot RP6-DT, with approximately 2,000 vials. The RP6-DT
lot met the established quality specifications, with a potency of 58.47 IU/mL. The study
established the quality specifications, selected an appropriate formulation, and successfully
produced the candidate reference standard lot RP6-DT, meeting the requirements for further
calibration as the National Whole-cell Pertussis Vaccine Reference Standard.
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XAY DUNG TIEU CHUAN VA QUY TRINH SAN XUAT VAC XIN
HO GA TOAN TE BAO DU’ TUYEN MAU CHUAN QUOC GIA LAN THU’ 6
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Nguyén Vin Dugc!, Nguyén Thénl} Tin', Bui Quang Vuogng', Vit Thi Thu Huong?,
Nguyen Thi Kieu?, Nguyén Thi Thu Thuy?, Duong Hiru Thai’,

Nguyén Thi Lan Phuong’

Vién Vdc xin va Sinh pham Y té (IVAC)

2 Vién Kiém dinh Quéc gia Vic xin va Sinh phdam y té (NICVB)

Nhan ngay 10 thang 09 nam 2026
Chdp nhén dang ngay 30 thang 09 niam 2026

Tém tat: Mau chuan qudc gia vic xin ho ga toan té bao RP5 duoc sir dung trong kiém
dinh cong hiéu vic xin tir nim 1999 va chi con du sir dung trong 1-2 nam téi. Nghién
ctru nay duoc thuc hién nham xay dung tiéu chuan chét luong, t6i vu hoa cong thic va
san xuat 16 mau chuan duy tuyén vic xin ho ga toan té bao méi. Hai 16 nudc cbt ho ga PM
0125-TN (200 IOU/ml; 46,73 TU/ml) va PM 0126-TN (280 IOU/ml; 86,43 IU/ml) duogc
lwra chon dé pha ché va dong khé thir nghiém 03 16 mAu chuén voi 3 cong thirc khac nhau.
Két qua kiém tra tai IVAC cho théy ca 3 16 déu dat yéu cu vé cam quan, vo khuén, do
4m ton du va do déng déu vé khdi luong; cong hi€u trung binh 1an luot 1a 25,33; 34,60
va 48,05 TU/ml. L6 CT3, st dung cong thic 180 IOU/ml tir nude ¢t PM 0126-TN, 1a
16 duy nhét dat cong hiéu > 40 [U/ml, dugc lya chon dé san xuit 16 mau chuin du tuyén
RP6-DT v6i s6 lugng trén 2.000 dng. Lo RP6-DT déap tmg céc tiéu chuan chét luong dé
ra, v6i cong hiéu 58,47 TU/ml. Nghién ciru da xay dung duoc tiéu chuan chit luong, lya
chon duoc cong thirc pht hop va san xuét thanh cong 16 mau chuan dy tuyén RP6-DT,
dap tng yéu cau dé tiép tuc chuan dinh 1am mau chuan quic gia.

Tir khoda: Vic xin méau chudan quéc gia; vdc xin mau chuan du tuyén; don vi do duc
quoc té (I0U); cong hiéu.

1. Pit véan dé nam 1999, voi sé luong ban dau trén 1000

Vic xin ho ga toan té bao duoc dung Ong [4.5]. Tréi qua 30 nam st dung, dén
phd bién cho tré em trong cic Chuong trinh  nay so lugng mau chuér} RPS5 con lai chi du
tiém ching mo rong trén toan thé giéi [1]. SU dung Erong vong 1 d,én 2 nén~1 to1. [?0 do
Theo quy dinh cta Td chirc y té thé gi¢i Vviéc chuan bi mét 16 vac xin mau chuén ho
(WHO), thir nghiém cong hidu ciia thanh g2 toan t€ bao mdi thay thé 16 RP5 phuc vu
phin ho ga phai duoc tién hanh song song cho sn xudt va lfiém dinh cac ‘féc xin phdi
v6i véc xin mau chuan [1-3]. Véc xin mau hf)l’-’ C’é thanh phan ho ga toan t€ bao la yéu
chuén ho ga Quéc gia RP5 duoc san xudt cau cap bach hién nay.
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Xuét phat tor nhu cau trén, Vién Vic
xin va Sinh pham Y té (IVAC) di chu
dong phdi hop véi Vien Kiém dinh Quéc
gia Vic xin va Sinh pham y té (NICVB)
tién hanh nghién ctu “Xdy dung tiéu
chudn va quy trinh san xudt vdc xin ho ga
toan té bao dy tuyén mau chudn quéc gia
lan thir 6” v&i 3 muc tiéu:

Xay dyng tiéu chuan chat luong cho
mau chuan vic xin ho ga toan té bao;

Lya chon dugc cong thirc vic xin mau
chuan ho ga toan té bao ban thanh pham;

San xuat 16 mau chuan du tuyén vic xin
ho ga toan té bao RP6 theo tidu chuan va
cong thuc da xay dung.

2. Poi twgng va phwong phap nghién ciru
2.1. Déi tuwgng nghién ciru

Tiéu chuian chit luong vic xin mau
chudn ho g toan té bao.

Cong thirc vdc xin mau chuin ho ga
toan té bao ban thanh pham.

L6 véc xin ho ga toan té bao dong kho,
du tuyén mau chuan qudc gia (MCQG)
RP6-DT.

2.2. Pia diém va thoi gian nghién ciru

Pia diém nghién ctru: Vién Vic xin va
Sinh phém Y té, Nha Trang; Vién Kiém
dinh Qudc gia Vic xin va Sinh phdm y té.

Thoi gian nghién ctru: Tu thang 01 nam
2025 dén thang 07 nam 2026.

Vat liéu va phuong phap
2.3.1. Nguyén vt liéu, trang thiét bi,
dung cu

Hai 16 nu6c c¢dt ho ga PM 0125-TN
(dam do 200 IOU/ml, cong hi¢u 46,73 TU/

ml) va PM 0126-TN (dam d¢ 280 IOU/
ml, cong hiéu 86,43 IU/ml) 12 hon dich vi
khuan ho ga bat hoat dugc san xuét tir 2
ching B.pertussis 134 (ngung két nguyén
1,2) va B.pertussis 509 (ngung két nguyén
1,3) 1én men cong nghiép trén fermentor,
bat hoat & nhiét d6 54°C/30 phiit. Ty 1& (%)
hdn hop 2 chung BP 134 va BP 509 trong
nuée cbt ho ga xap xi 40:60 [6].

Céc thiét bi, dung cu chinh: May dong
kho cong nghiégp CNME (Trung Qudc),
may han chan khong Kumabe ES-1500
(Nhat), may lic Schweiz (Phap), may do
d6 am ton du Nakajima (Nhat), May kiém
tra chan khong Tesla-Coil (Nhat), Syringe
Cornwall (Thuy S1), ampoule mau nau 5 ml
cta hang Schott (Diic) va céc thiét bi, dung
cu khac dung cho san xuat va danh gia chat
luong véc xin mau chuan ho ga.

Sinh pham, hoa chit, méi trudng:
Mau chuan qubc té vic xin ho ga toan té
bao, mi s6 NIBSC 88/522 c6 gia tri cong
hiéu 50 IU/6ng [7]; ching vi khuan ho ga
Bordetella pertussis ma 18323; Dextran 70
(Merck); Casamino acid; NaH,PO,.2H,0O;
Na,HPO,.2H,0.

bong vat thi nghiém: Chuot nhét tréng,
Milac: ICR, 3-4 tuan tudi (13-17g/con).
2.3.2. Thiét ké nghién ciru

Nudc cdt ho ga duge pha ché theo 3
cong thirc CT1, CT2 va CT3 (Bang 1). Sau
d6 tién hanh dong kho thir nghiém va kiém
dinh chét lugng theo tiéu chuan dé xuat cho
véc xin mau chuan ho ga toan té bao dé xac
dinh cong thirc phu hop. Lua chon cong
thirc dat tiéu chuan dé ra dé dong kho chinh
thirc 16 véac xin mau chuan dy tuyén.
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XAy dung tiéu chuin

F'y .
K Nurde cft ho ga PM0125-TN Nirde cét ho ga PM0126-TN S
CT1 T2 CT3 !
! Giai (120 IOU/ml) (150 I0U/mL) (180 IOU/mi) !
1 doan i
i dong | | !
! khd thi v i
i nghiém Déng khé thi nghiém i
i » Cim quan i
i Dinh gid chit trong * D6 im ton du |
i 1 + D6 dbng déu khdi hrong !
i 4 ' + Céng hitu :
i Lua chon céng thic t5i wu !
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i dong ' l : :
: khd San xuit 16 MCDT véi thé 5
i chinh tich 2500 ml !
; thirc i
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' Binh gid chit hrong 18
MCDT
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Hinh 1. So dd t6m tit nghién ciru

2.3.3. C& mau va phwong phdp chon mdu
danh gia chat luwong

Cach chon mau: Ngau nhién.

C& mau cho tung chi s6 duoc xac dinh
theo hudng dan cia WHO cho tung thu
nghiém.

2.3.4. Phuwong phdp nghién ciru

2.3.4.1. Phuong phadp nghién cuu
Phuong phap mo ta

2.3.4.2. Xay dung tiéu chudn cho vdc xin
mau chudn
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Xay dung tiéu chuin chét luong: dua
trén khuyén céo ciia WHO vé thiét 1ap mau
chuén quéc gia va diéu kién thuc té tai Viét
Nam [1-3,8].

2.3.4.3. Bbong kho thir nghiém: dugc thuc
hién theo cac qui trinh ndi bd cua IVAC.

Hon hop: Nude c¢bt ho ga duge hdn hop
v6i ta chat Dextran 70 va dém PBS, pH 7,2
theo 3 cong thirc sau (mdi 16 khoang 250 ml):



Pham Thi Lan Anh va cdac cong su/Tap chi Khoa hoc Kiém dinh Viic xin va Sinh phdm y 1, Vol.6, No3 (2026) 33
Bang 1. Cong thirc thanh ph?m trong 1ml viic xin ho ga dong kho thir nghiém
i Lé nuwée cbt Thanh phin trong 1ml vic xin
Vac xin . . .
ho ga siwdung | Nuwéc cot ho ga Dextran | Pém PBS 7,2
120 IOU
CT1 (120 IOU/ml) (twong duong 0,6 ml 40 mg Vira du Iml
PM 0125-TN NCHG)
(200 IOU/ml) 150 IOU
CT2 (150 IOU/ml) (twong duong 0,75 40 mg Vira du 1ml
ml NCHG)
CT3 (180 IOU/ml) PM O126-TN oo 40 Vira du 1ml
m (tuong duong 0,64 mg ua du Im
(280 IOU/ml) ml NCHG)

Phdn liéu: St dung bom tiém ban ty
dong Cornwall dinh lieu Iml dé bom vdc
xin vao cac Ong thuy tinh mau nau.

Phuong phap kiém tra: can thé tich véc
Xin rat ra tr mdi éng, xac dinh mdi twong
quan gitra thé tich va khdi lwong. Yéu cau:
thé tich véc xin rat ra tir mdi dng khong it
hon 1ml +10% [8].

Dong kho: Thyc hién trén may CNME
qua cac giai doan: lam dong; 1am kho cip
I (tach nudc ty do) va lam kho cap II (tach
nude lién két).

Han ong: két thic qua trinh dong kho
cac 6ng véc xin duge han trén thiét bi han
chan khong Kumabe ES-1500 (Nhat).

Kiém tra vic xin dong kho: dat yéu cau
dé xuat cho vic xin déng kho. Kiém tra
cong hiéu (3 1an/16) dat yéu cau khi cong
hiéu > 40 IU/ml.
2.3.4.3. Péng khé 16 vic xin ho ga duw tuyén
mau chudn

Str dung 16 nudc cdt ho ga va cong thire tdi
wu da xéc dinh khi dong kho thir nghiém hon
hop voi Dextran 70 (ty 1€ 4 %) va PBS pH =

7,2 dé dat thé tich khoang 2500 ml véc xin.

Ngay sau khi han dng, véc xin dong kho
duoc kiém tra dé loai bo cac éng khong dat
yéu cau vé cam quan va chan khong (may
kiém tra chan khong Tesla- Coil, Nhat).
2.3.4.4. Phwong phdp danh gid chat liwong:

Céc Ong dat yéu cau sau dong kho duge
14y mau kiém tra chat luong theo tiéu chuan
da xay dung.

Cam quan: Kiém tra bang mét thuong
(TCCS). Vic xin dat yéu cau khi ¢ trang théi
dong kho co dang hinh banh, dé tan trong
dung dich sinh 1y tao thanh dung dich dong
nhat c6 mau tring duc, khong Ian tiéu phan la.

V6 khuan: Phuong phap cdy truc tiép
theo Duoc dién Viét Nam VI, 2025, PL
15.7[9].

An toan chung: Phuong phap va tiéu
chuan danh gia theo Duoc dién Viét Nam
VI, 2025, PL 15.11 [10].

D6 4m ton du: phuong phap can - siy
theo Dugc dién Viét Nam VI, 2025, PL 15.35.
Yéu cau: d6 am ton du khong qua 3% [11].
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Nhin dang: phuong phap ngung két
hat theo Dugc dién Viét Nam VI, 2025, PL
15.19. Yéu cau: xay ra phan Gmg ngung két
v6i khang huyét thanh chuan ho ga ddc hiéu
type 1, 2, va 3 [12].

Khoi heong khé: Lay 20 dng vic xin
dong kho, xac dinh khéi lugng kho trong
mdi 6ng bang can k§ thuat hién s (46 chinh
xac 1/1000 mg). Yéu cau: trong luong kho
clia cac Ong léch nhau khong qua 10 % theo
Dugc dién Viét Nam VI, 2025, PL 11.3 [13].

Cong hiéu: Phuong phap: thir thach trén
chudt nhét tr'flng theo Duoc dién Viét Nam
VI, 2025, PL 15.24 cho vic xin ho ga toan té
bao [2,14]. Yéu cau: cong hiéu > 40 TU/ml.

2.4. Xir Iy va phdn tich sé ligu

St dung phan mém Probit analysis cia

WHO va Excel tinh gié tri trung binh, do
léch chuan (SD), khoang dao dong trung
binh +2SD dé xac dinh cong hi¢u cua
VXMC.
2.5. Dao dirc nghién cvru

Dé tai dugc thyc hién theo phé duyét
cua Ho1 déng khoa hoc va dao duc Vién
Vic xin va sinh pham y té, s 875/QD-
VXSPYT ngay 06/12/2024.
3. Két qua
3.1. Két qua xdy dung tiéu chuin

Tiéu chudn chit luong cho mau chuan
qudc gia véc xin ho ga toan té bao duoc xay
dung theo cac huéng dan qudc té, quy dinh
duogc dién va kinh nghiém thyc tién trong
kiém dinh véc xin tai Viét Nam.

Bing 2. Tiéu chuan chit hrgng vic xin miu chuin quoc gia ho ga toan té bao

N i i N X < . Tai li¢u tham
STT Tiéu chi Phwong phap Tieu chuan chap thuan hié
chiéu
Bot dong khé mau tring duc, dang
Cam quan Mit thuong banh, dé tan trong dung dich hoan [2,7]
nguyén
Do 1éch khoi . Trong lugng kho cua cac ong 1éch
Can trong luong [3,13]
lugng (CV%) nhau <10 %
. Xac dinh hao hut
Do am ton du ..
khoi lugng sau <3% [3,11]
(%) A
khi lam kho
Khong c6 sy phat trién cta vi khuan
V6 khuan Céy truc tiép va nam sau 14 ngay nudi cay trén [7,9]
moi truong Thioglycolat va TSB
. . Cong hi¢u ho ga dat it nhat 40 don
Cong hi¢u Thr thach trén Y £ x 2
, vi quoc t€ trong 1 Ong mau chuan. [1,2,14]
Ho ga chudt nhat
Xay ra phan g ngung két véi
Nhan dang Ngung két khang huyét thanh ho ga type 1, 2 [1,12]
va 3
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3.2. Két quid déong kho vic xin ho ga thirnghiém  CT1, CT2 va CT3 duoc danh gid mot sb
03 16 vic xin mau chudn thir nghiém chi tiéu chat luong theo tiéu chuan da xay

dung.

Bing 3. Két qua danh gia chit lwong 3 16 vic xin ho ga dong khé thir nghiém

A A L6 vic xin .
Thong so Trung binh
CT1 | CT2 | CT3

V6 khuin Pat Pat Dat /

Cam quan Pat Pat Pat /

Nhan dang Pat Pat Pat /
Do am ton du (%) 2,600 | 2,200 | 2,860 2,550
Khéi luong kho trung binh/éng (g), n=10 0,027 | 0,026 | 0,026 0,026
Do 1éch khéi luong (CV%) 2,720 | 2,970 | 2,700 2,800

Két qua déanh gia cho théy tatca316 vic vo khuén, nhan dang, do am ton du, d6 1éch

xin thir nghiém déu dat yéu cau cam quan, khéi luong (Bang 3).

Bang 4. Két qua kiém tra cong hi¢u vic xin ho ga dong khé thir nghi¢m

. Cong hiéu Cong hiéu trung binh (n=3)
Lo vac xin ho N UL 95% CI
= IU/ml | LL95% CI | UL95% CI | 1U/ml | LL95% CI
Lanl | 19,72 6,73 46,70
CTI | Lan2 | 26,64 10,66 58,62 25,33 15,32 41,89
Lan3 | 2888 28,88 61,96
Lanl | 36,28 14,96 80,47
CT2 | Lan2 | 2945 12,88 61,61 34,6 21,95 54,56
Lan3 | 38,65 17,78 79,68
Lanl | 49,52 19,50 122,06
CT3 | Lan2 | 41,96 19,40 86,75 48,05 29,35 78,66
Lan3 | 5751 22,39 14527

Béng 4 cho thiy cong hiéu ho ga trung
binh cuta cac 16 thir nghiém CT1, CT2 va CT3
1an luot 14 25,33 TU/ml, 34,6 TU/ml va 48,05
IU/ml. Nhu vay, chi ¢6 16 CT3 duoc hon hop
tir 16 nude cdt ho ga PMO126-TN c6 cong
hiéu > 40 IU/ml dat yéu cau da dé ra.

3.3. Két qud dong khé 16 viic xin ho ga du
tuyén mdu chudn

Str dung 16 nudce ¢St ho ga PM0126-TN,
cong thire CT3 va quy trinh dong khé thir
nghiém dé san xuat 16 mau chuan dy tuyén
RP6 voéi thé tich 2500 ml (twong dwong
khoang 2000 ng).
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Bang 5. Két qua danh gia qui trinh déng khé 16 vic xin ho ga dy tuyén miu chuin

Giai doan

Thong s6 san xuat

Phén liéu Pong kho
S6 lugng (6ng) 2100 2000
S6 luong trung binh/dng (n=20 ong) 1,077 ml 0,026 mg
D6 léch chuin (SD) 0,012 0,0006
D6 léch khéi lwong (CV%) 1,148 2,290
Thé tich (ml) cao nhat/6ng (Max) 1,102 NA
Thé tich (ml) thap nhat /dng (Min) 1,052 NA
Ty 1€ Max/Min 1,048 NA

Mic du 16 véc xin ho ga du tuyén mau
chuan duoc san xuit véi qui mé 16n hon
gap khoang 10 1an so v&i cac 16 thir nghiém
nhung cac két qua danh gia qua trinh phan
lidu va dong kho cho két qua twrong ti nhu

dbi voi 3 16 véc xin thir nghiém. Céc gia tri
danh gia vé thé tich hodc khéi lugng kho
trong mdi dng vic xin cho thiy do chénh
léch giira cac ong rat thap, qua trinh phan
lidu 14 dong déu gitra cac 6ng (Bang 5).

Bang 6. Két qua kiém tra chit lwgng 16 vic xin ho ga dong khé du tuyén miu chuén

Chi tiéu Két qua
Cédm quan bat
V6 khuan Pat
An toan chung Dat
Nhan dang Pat

D6 4m ton du (%); tiéu

chuén <3 %

2,78 (Pat tiéu chuan)

Lan 1: 67,94 (24,48-197,15)
Lan 2: 50,44 (19,62-124.,44)
Lan 3: 59,90 (26,20-137,03)
Trung binh: 58,47 (34,40-99,39)
(Pat tiéu chuan)

Cong hi¢u (IU/ml), n=3;
Tiéu chuan > 40 [U/ml

Két qua kiém tra chat luong cho thay vic 4. Ban luin

xin mau chuan dat cac yéu cau vo khuan, an Vé tiéu chudn vic xin méu chuin quoc
toan chung theo tiéu chuan qui dinh trong
DDVN VI, 2025 qui dinh cho vac xin va

sinh pham. V& cac chi tiéu cam quan, do am

gia ho ga toan té bao:

Nghién ctru da xay dung dugc b tiéu
chuan co s6 cho véc xin mau chuan quic gia
ho ga toan té bao theo hudng dan cia WHO
vé thiét 1ap vic xin MCQG va kinh nghiém

t6n du va cong hiéu véc xin dat yéu cau theo
tiéu chuan di xay dung (Bang 6).
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thiét 1ap cac vic xin mau chun trude day tai
Viét Nam. Dya trén cac yéu cau dbi voi vic
xin mau chudn san xuat ¢ dang dong kho dé
bao quan dugc trong thoi gian dai, can c6 dic
tinh twong ty voi mau thir, c6 don vi dong
6ng phai dong nhat va du dung cho mot lan
thir nghiém cong hiéu. Vic xin MCQG can
dat yéu cau vé cam quan, vo khuan, nhan
dang, d6 1éch khéi lugng va cong hiéu.

Vé cong thirc sin xudt vic xin méu
chudn dw tuyén ho ga toan té bao:

Quy trinh san xudt VXMC dugc xay
dung trén co s& quy trinh 13i san xuét vic
xin thuong mai. Viéc phan lidu cac lo véc
xin can dam bao do dong nhat vé thanh phan
va ham lugng, sao cho h¢ s6 bién thién cang
thap cang tot dé dam bao d6 chinh xac phép
do khi mau chuan duoc str dung trong thir
nghiém. Theo phu Iyc 11.3, Dugc dién Viét
Nam VI 2025, do déng déu khdi luong cho
ché pham bot pha tiém (don lidu) 1a khong
quéa 10% [13]. Dé d4p ting yéu cau nay ciing
nhu tudn thi cac tiéu chuan GMP, qua trinh
dong ong va dong kho phai duoc tién hanh
trong diéu kién vo khuan da dugc tham dinh
déng thoi d6 chinh xac, do déng nhéat, tinh
nhit quan trong qui trinh phan liéu phai
duoc thim dinh hodc x4c nhan (validation/
verification) trudc hodc trong qua trinh thuc
hién [7,15,16]. Cac gi4 tri bién thién khdi
luong kho gitta cac 6ng vic xin dong kho
& tat ca cac 16 véc xin trong nghién ctru déu
thdp hon 10%, mot 1an nita khang dinh do
chinh xac va phit hop cta quy trinh phén liéu
va dong kho vac xin dy tuyén mau chuan
qudc gia ho ga toan té bao.

Cong hiéu 1a chi tiéu chit lugng quan
trong nhat trong xdy dung vic xin mau
chuan vi day 1a thudc do dé xac dinh cong
hiéu cua véc xin ho ga. Trong nghién ctru
nay, tiéu chuan cong hiéu ho ga cua vic xin

mau chuén dugc xdy dung phai dat it nhat 40
don vi qudc té trong 1 6ng mau chuan dong
kho (bang 2). Két qua xac dinh cong hiéu
ctua 3 16 CT1, CT2 va CT3 thu nghiém cho
thy chi c6 duy nhét 16 CT3 (dong kho tir 16
nude cbt ho ga PM 0126-TN) c6 cong thiic
180 IOU/ml ¢6 cong hi€u trung binh cua 3
lan thir nghiém 1a 48,05 TU/ml, dat yéu cau
> 40 TU/ml (6ng). Su bién thién cong hiéu
gifta cac lan thir nghiém 13 kha 1én do ban
chét cua thir nghiém in vivo, dac biét ddi vei
thtr nghiém cong hi¢u ho ga chiu anh hudng
dang ké boi bién thién sinh hoc giita cac ca
thé ciing nhu sai s ctia phép thir, nén WHO
khuyén cdo can danh gia két qua trén co so
thong ké cuia toan bd cac phép thir, tuc 1a
cong hiéu cua véc xin ho ga 1a gia tri trung
binh ctia cac thir nghiém c6 gia tri [1]. Diéu
quan trong 13 trong ca 3 lan thtr nghiém
khong c6 thir nghiém nao c6 cong hi¢u <
40 TU/ml. Thém vao do6 véi cong thue CT3
ty 1& gitra dam do vi khuan ho ga va don vi
mién dich 14 3,75 (180 I0U/48,05 IU) twong
duong voi ty 1¢ gilta cong thirc va don vi
mién dich cta vic xin mau chudn ho ga lan
thur 3 (IS3, code 88/522) la 4 (200 10U/50
IU), lan thir 4 (IS4, code 94/532) 143,75 (150
I0U/40 1U) va lan thir 5 (IS5, code 24/116)
la 3 (180 IOU/60 1U) da dugc NIBSC cong
b6 [7,17,18]. Nhiing gia tri vé cong hiéu cua
16 CT3 14 yéu t6 then chdt dé xem xét chon
lwa cong thirc cho véc xin ho ga du tuyén
mau chudn qudc gia.

Bén canh cong hiu, tiéu chuan do am
ton du (PATD) la mot thong s6 can dugc
quan tim ddi v6i véc xin dong kho vi DATD
anh huong dén d6 6n dinh cta vic xin mau
chuan trong qua trinh bao quan. Can cir theo
huéng dan cia WHO dbi véi vac xin mau
chuén thr cip, tiéu chuan vé DATD cuia vic
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xin mau chudn quéc gia ho ga toan t& bao
dong kho dugc thiét 1ap 1a < 3% (bang 2).
Két qua dong kho thir nghiém 316 CT1, CT2
va CT3 cho thiy ca 3 16 déu co két qua do
am ton du <3%, trong d6 16 CT3 c6 do am
ton du 2,86% gan sat nhét véi gioi han cho
phép. Tuy nhién cong thirc CT3 va quy trinh
dong khoé thtr nghiém van duoc lua chon dé
san xuit 16 mau chuan du tuyén RP6-DT dua
trén viéc xem xét moi tuong quan voi két
qua cong hi¢u chung cua 16 vo1 céc tiéu chi
chit luong khéc va qui trinh cong nghé dong
kho han 6ng chan khong cta IVAC ciing
nhu kinh nghiém san xuat vic xin déng kho
cho thiy chi tiéu DATD c6 thé dé dang kiém
soat trong gidi han tiéu chuan xay dung du
cho thé tich hdn hop véc xin 1a 2500 ml voi
du kién s6 lwong thanh pham cubi cing >
2000 6ng dong kho.

Vé két qua sin xudt 16 vic xin méu
chudn dw tuyén RP6-DT:

L6 vic xin mAu chuén du tuyén RP6-DT
duoc san xuat tir 16 nude ¢t ho ga PM 0126-
TN theo cong thiec CT3 va quy trinh dong
kho da lya chon. Két qua kiém tra chat lugng
cho thiy 16 du tuyén dat cac yéu cau vé cam
quan, vO khuén, an toan chung, nhan dang,
d6 4m ton du va cong hiéu theo ti€u chuén da
xay dung. Pang cha ¥, d6 4m ton du cta 16
RP6-DT & quy mé san xuat khoang 2.000 dng
14 2,78%, khong khac biét dang ké so voi két
qua BDATD cua 16 CT3 thtr nghi¢m, trong khi
d6 cong hiéu cua 3 lan thir 1an luot 13 67,94;
50,44 va 59,90 1U/ml, trung binh dat 58,47
IU/ml, cao hon gid tri cuia 16 CT3 thir nghiém.
Nhimg két qua nay khong ndm ngoai du kién.
Bén canh céc két qua vé DATD va cong hiéu
dat yéu cau trong du doan cac danh gia vé do
1éch khéi lugng, cam quan, vo khuan cua 16
RP6-DT cho thiy qui trinh dong khé véc xin
ho ga duy tuyén miu chuan quéc gia da duogc
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kiém soat tot va mot lan nita kh:flng dinh viéc
lua chon cong thuc CT3 1a phu hop.

Cac két qua danh gia chat luong cua 16
RP6-DT, & trong nghién ciru nay ké ca két
qua cong hiéu ctia n6 khong dong nghia véi
viéc khang dinh gia tri don vi mién dich
cling nhu tinh 6n dinh 1au dai cua vic xin
mau chuan ma day méi chi 1a co so dé Iya
chon 16 du tuyén 1am mAu chuin quéc gia
vic xin ho ga toan té bao. Lo véc xin RP6-
DT cén tiép tuc duoc thuc hién cac budc
danh gi4 tiép theo nhu ndi chuan véi mau
chuan cao hon va danh gia 46 6n dinh trong
didu kién bao quan quy dinh trudc khi dé
xuét xac 1ap mau chuin qudc gia.

5. Két luén va kién nghi

Nghién ctru da xay dung duogc bo tiéu
chuan chat luong cho vic xin mau chuin
ho ga toan té bao. Trén co so khao sat cac
cong thuc, nghién ctru da lga chon duoc
cong thirc t6i uu dé tién hanh san xuat dugc
khoang 2.000 dng vic xin mau chuan du
tuyén ho ga toan té bao. L6 RP6-DT dat cac
tiéu chuan chat luong va du diéu kién dé du
tuyén lam vic xin mau chuan Qudc gia ho
ga toan té bao lan tht 6.

Két qua nghién ctru 1a co s& dé NICVB
va IVAC tiép tyuc trién khai cac ndi dung
tiép theo bao gébm ndi chuin MCQG vic
xin ho ga toan té bao voi MCQT (12 1an),
danh gi4 tinh 6n dinh nhiét va dy doan han
dung, xac dinh gia tri cong hiéu dugc gan
cho mau chuén va hoan thién hd so, thu tuc
cép gidy ching nhan chat lugng mau chuan.
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