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Abstract: Purified anti-rabies serum (IVACRIG) is a product of the Institute of Vaccines and
Medical Biological Products (IVAC), indicated for both adults and children in cases of bites, scratches,
or licks on broken skin by animals suspected of being rabid. It helps to prevent infection locally while
waiting for the vaccine to produce antibodies after 7-10 days [1]. In this study, we used 60 vials of
IVACRIG(3 series) along with standard microorganisms to evaluate the suitability of the membrane
filtration method for sterility testing through the growth of microorganisms in the culture. The study
results showed that the sterility test of the 3 series IVACRIGmet the evaluation criteria: there was a clear
growth of bacteria and fungi after inoculation with challenge microorganisms in the culture. Therefore,
the validation test met the requirements, the sterility test procedure by membrane filtration method for
purified anti-rabies serum (IVACRIG) produced at IVAC is suitable for implementation in practice.

Keywords: IVACRIG, anti-rabies serum, sterility testing, validation

* Corresponding author:
E-mail address: khanhlynicvb@gmail.com
https://doi.org/10.56086/jcvb.v6il.250



Nguyén Khanh Ly va cdc cong sw /Tap chi Khoa hoc Kiém dinh Vic xin va Sinh pham y té, Vol.6, No.1 (2026)

THAM PINH QUY TRINH KIEM TRA VO TRUNG
HUYET THANH KHANG DAI TINH CHE (IVACRIG)

BANG PHUONG PHAP MANG LOQC
Nguyén Khanh Ly, Nguyén Thi Van Quynh, Lé Thi Kim Thiy, Nguyén Thu Quynh

Vién Kiém dinh Quéc gia Viic xin va Sinh pham y té

Nhdn ngay 03 thang 12 nam 2025
Chap nhin ding ngay 31 thang 03 nam 2026

Tém tit: Huyét thanh khang dai tinh ché (IVACRIG) 1a san pham thudc Vién Vic xin
va Sinh pham Y té (IVAC), dugc chi dinh cho ca ngudi 16n va tré em trong cac trudng hop bi
suc vat nghi bi dai cén, cao rach qua da, liém trén vung da bi tréy xudc, gitp ngan chan tai chd
trong giai doan chd vaccin tao khang thé sau 7-10 ngay [1]. Chung t6i st dung 60 lo
IVACRIG (3 loat) cung vi sinh vat chuan dé dénh gia sy phi hop cia quy trinh kiém tra vo
tring huyét thanh bang phuwong phap mang loc théng qua sy phat trién cia vi sinh vat trong
cac cdc moi truong. Két qua nghién ciu cho thdy thir nghiém kiém tra vo tring 03 loat
IVACRIG dat yéu cau theo tiéu chuan danh gia: c6 su phat trién ro rét ctia vi khuan va nim
sau khi cdy vi sinh vat thtr thach trong cac cdc méi truong. Do dé, thir nghiém tham dinh dat
yéu cau, quy trinh kiém tra v6 tring bang phuong phap mang loc d6i véi Huyét thanh khang
dai tinh ché (IVAGRIG) san xuat tai IVAC la phu hop dé thuc hién trong thuc tién.

Tir khod: IVACRIG, huyét thanh khéng dai, kiém tra vé tring, tham dinh quy trinh.

1. Pit van dé

Bénh dai 1a bénh 13y truyén tir dong vat sang ngudi do vi rit dai (Rhabdovirus). Bénh
lru hanh & nhiéu qudc gia trén toan thé gi¢i. Hang nam trén toan cau ghi nhan khoang 59.000
truong hop tir vong & ngudi tai hon 150 qubc gia, vdi 95% cac truong hop & chau Phi va chau
A. Khu vuc Pong Nam A 1 diém noéng cua bénh dai do lwong ché tha rong 16n, ty 16 tiém
phong dai & vat nudi con thép, tinh trang budn ban thit ché meo da ghi nhéan tai mét ) quéc
gia.

Theo théng ké cia BO Y té, & Viét Nam, nguén chinh gay bénh dai 1a ché va meo (chiém

98% trong tong sd ngudi di tiém ching va chiém 100% ddi véi cac truong hop tir vong do
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bénh dai). Bao cdo tong két nim 2024 cho thiy 100% s ca tir vong do bénh dai 13 khong tiém
véc xin phong dai va/hodc huyét thanh khang dai; 1y do chinh khéng tiém vi chu quan cho ring
cho nha cin, tai thoi diém cin cho binh thudng nén khong di tiém phong (chiém 63% trong s6
ly do), ngodi ra con 1y do khong hiéu biét vé bénh dai, khong dén co so y té vi s¢ khong co
tién, dung thudc nam/dong y, tré nhoé khong noéi duge véi bd me, giét mo cho [2]. Vi tinh chit
nguy hiém cta bénh dai, vic xin va huyét thanh da sém dugc nghién ctru va dua vao str dung
trong cac truong hop bi sic vat nghi bi dai cin, cao rach qua da, liém trén vung da bi tréy
xudc.

Huyét thanh khang dai tinh ché (TVACRIG) 1a ché pham chtra globulin mién dich diéu
ché tir huyét thanh ngya, dugc san xuat boi Vién Vic xin va sinh pham y té Nha Trang
(IVAC), 1a mot trong nhiing san pham huyét thanh khang dai trén thi truong Viét Nam.

Thir nghiém v tring 13 mét trong nhitng thir nghiém quan trong dugc To chic Y té Thé
gidi khuyén cao dé kiém soét chat luwong véac xin va sinh pham y té. Tha nghiém vo tring
nham phét hién tdc nhan ngoai lai 1a cac vi sinh vat séng nhiém vao san pham phai c6 gia tri va
do tin cay cao. Tham dinh quy trinh kiém tra vo tring vac xin, sinh pham y té chinh Ia thir
nghiém dé phét hién truang hop am tinh gia, bang cach sir dung vi sinh vat chuan véi nong do
thip 10-100 CFU b sung vao méi trudng c6 chira mau thir (Vi phuong phéap cdy truc tiép)
hodc vao chai nudc ria cudi clng ( voi phuong phap mang loc), sau d6 theo ddi sy phét trién
cua vi sinh vat, tir d6 danh gia do dac hiéu caa quy trinh [3-5]. Do d6, tham dinh quy trinh
kiém tra vo trung Huyét thanh mién dich khang dai (IVACRIG) bang phuong phap mang loc
duoc thuc hién tai khoa Mbi trudng thuc nghiém 12 can thiét.

2. Phuong phap nghién ciru

2.1. Déi twong nghién ciru

Quy trinh kiém tra v6 tring bang phuong phap mang loc d6i véi Huyét thanh mién dich
khang dai (IVACRIG).

2.2. Thoi gian va dia diém nghién ciru

Thoi gian nghién ctru tir thang 8/2025 dén thang 11/2025, tai Khoa Mbi truong Thuc
nghiém, Vién Kiém dinh Quéc gia Vic xin va Sinh pham y té.

2.3. Vit liéu, héa chit

2.3.1. Madu thir

Nghién ctru str dung mau thir Huyét thanh khang dai tinh ché (IVACRIG)



Nguyén Khanh Ly va cdc cong sw /Tap chi Khoa hoc Kiém dinh Vic xin va Sinh pham y té, Vol.6, No.1 (2026)

do Vién Vic xin va Sinh pham Y t& (IVAC) san xuit. Huyét thanh khang dai tinh ché
(IVACRIG) 1a ché pham chira globulin mién dich khéng dai doan F(ab’)2 diéu ché tir huyét
thanh ngya Trong 1 lo (5ml) IVACRIG chtra: Khang thé khang vi rat dai: 1000 dvqt (IU). T4
duoc: Natri chloride: 0,85-0,9%; Thimerosal: < 0,01%

Mau thir nghiém bao gém 03 loat Huyét thanh khang dai tinh ché (IVACRIG).

Bing 1. M6 ti miu thir

STT SO lwgng/loat Han s dung
1 |20 lo/loat s6 135-00-24 | 24/10/2026

2 | 20 lo/loat s6 137-00-24 | 21/11/2026

3 | 20 lo/loat s6 138-00-24 | 17/01/2027

2.3.2. Nguyén vat liéu

a. Moi truong, hoa chit

Nghién ciru str dung méi trudng va hoa chéat thuong mai do Merck Millipore san xuét:

- Moi truong long Thioglycolat; loat FSDB71031; Han sur dung: 02/04/2026

- M1 truong canh thang tryptic soy; loat: FSCB19886; Han st dung: 19/03/2026

- Dung dich Pepton 0,1%, loat : FSCB65685, Han str dung: 19/03/2026

- Thach TSA; Code:1.05458.0500, loat: TSA/22/25; Han str dung: 16/12/2025

- Thach TSC; Code: 1.19720.500, loat: TSC/08/25; Han str dung: 20/10/2025

- NaCl pha NMSL; Code: S7653-1KG; loat: NaCl/09/25; Han st dung: 14/01/2026

Moi truong FTM va TSB st dung phai dat tiéu chuan vé cac tiéu chi: Cam quan, V6
khuén, Hoa Iy (thé tich, pH), tinh tang sinh [6].

b. Chung vi sinh vat thir thach [3-5]

Bang 2. Chung vi sinh vat

Tén va ky hiéu Ma ching
Bacillus spizizenii ATTC 6633 NICVB 0224-F2
Kocurina rhizophila ATCC 9341 ATCC 9341-F1
Clostridium sporogenes ATCC 114367 NICVB 0115-F2
Candida albicans ATCC 10231 NICVB 0215-F2

c. Dung cu va trang thiét b
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Hé théng ta céy vO trung, tu Am, t mat, ta lanh, cin phan tich, may dém hat bui, may

dém vi khuan va ndm trong khong khi, Hé thong Steritest ™ Symbio LFH Pump Kit, 2 media,

B9 loc Steritest NEO devices for soluble powders in vial, mixed cellulose esters membrane

0.45um va Pipetman 50-200 pl di duoc hidu chudn hang nim theo ISO/IEC 17025.

2.4. Thiét ké nghién ciu: Nghién ctiru duoc thuc hién bing phuong phap mo ta thuc

nghiém trong phong thi nghiém theo so db:

Chuan bi méi truong FTM,
TSB

Kiém tra vo khuan

\ 4

(ching am 1)

Chun bi mau tht

!

Tham udt mang va loc mau thur qua coc

loc chtra mang loc

Kiém tra thao tac

\ 4

(chtirng am 2)

Kiém tra tinh ting sinh

\ 4

(Ching duong)

]

Rtra mang loc

]

B0 sung moi truong vao coc loc

U

\ 4

U va theo doi sy phat trién cua vi khuan va
nam cac ngay 1, 3, 5

U

Doc két qua ngay thir 3,5

U

Danh gia két qua va két luan

Hinh 1. So d6 thiét ké nghién ciru

2.5. Phwong phdp nghién ciru
2.5.1. Tiéu chi

Phuong phap tiéu chuin (Phy luc 15.7, Dugc dién Viét Nam V) [5].

Tham dinh mot phan [3-8].




Do dic hiéu (Specificity) duoc thé hién bang cach ching minh rang viéc xac dinh va
dinh luong chit phan tich khong bi anh hudng boi sy hién dién ctia cac chit khac.

Tham dinh tai khoa duoc thiét ké bang cach nho cac chung vi sinh vat thir thach (tir 10 -
100 CFU) vao chai nudc rira cudi cing. Sau thoi gian @, cin quan sat sy phat trién cta vi sinh
vat thur thach trong moi truong [3-9].

2.5.2. C& mau va phwong phdp thwc hién

C& mau: 60 lo huyét thanh IVACRIG chia thanh 3 1an thir nghiém.

V6i mdi thir nghiém, can kiém tra va theo di

- Chimg dwong: kiém tra tinh tang sinh ctia hai méi truong FTM va TSB.

- Chtng 4m : Chimg 4m 1 (chimg mai truong st dung); Chimg am 2 (kiém tra thao tac
thuc hién quy trinh thtr nghiém); Chirng giam sat moi truong trong khi thyc hién thir nghiém.

- Loc mAu thir, nho 4 vi sinh vét chun vao 4 chai nude rira cudi cung va bo sung moi
truong vao 4 coc loc.

2.5.3. Xur Iy va phan tich sé liéu:

- Chung duong va cde ¢6 loc mau thir: Theo ddi sy moc cta vi sinh vat; danh gia két qua
sau 3 ngay dbi voi vi khuan Bacillus subtilis, Kocurina rhizophila, Clostridium sporogenes va
5 ngay ddi voi nam Candida albicans.

- Chirng 4m: theo ddi trong vong 14 ngay ghi nhan khong c6 su phat trién ciia vi sinh vat
trong tat ca cac chai/ cdc moi truong.

3. Két qua

3.1. Két qud cdy dém vi sinh vt trén méi trwong dic

Hinh 2. Thach TSA sau cdy chiing | Hinh 3. Thach TSA sau ciy chiing Kocuria
Bacillus spizizenii 03 ngay rhizophila 03 ngay




Hinh 4. Thach Sabouraud sau céy chiing

Candida albicans 05 ngay

Hinh 5. Thach TSC sau cdy ching
Clostridium sporogenes 01 ngay

3.2. Két qud thir nghiém tham dinh trén méi truong long

Hinh 6. Cdc loc miu thir sau cay ching

Hinh 7. Céc lec miu thir sau cdy chiing

Bacillus spizizenii 03 ngay Candida albicans 05 ngay




Hinh 8. Céc loc miu thir sau céy chiing

Kocuria rhizophila 03 ngay

| iy ‘gjﬂ

s .
| s Bishs

Hinh 9. Céc loc miu thir sau cay chiing

Clostridium sporogenes 01 ngay

3.3. Chirng dm

Ching am 1 ( kiém tra vo khudn méi truong)
Két luan: Khdng c6 su phét trién cua vi khuan va
nim trong cic chai méi trudng trong 14 ngay

theo doi.

Charng @m 2 (Chizng @m thao tdc)
Két luan: Khdng c6 su phét trién cua vi
khuan va nim trong cac chai méi truong

trong 14 ngay theo ddi.




Két luan: C6 su phat trién 13 rét cia
vi sinh vat trong cic 6ng cdy vi
khuan trong vong 3 ngay, cac 6ng
cdy nam trong vong 5 ngdy sau khi
ciy chung vi sinh vat thir thach véi

s6 Iwong <100CFU.

4. Ban luian

Theo két qua nghién ctru:

- Chung 4m 1,2: Khong c6 sy phat trién ctia vi sinh vat trong tat ca cac dng moi trudng
trong 14 ngay theo ddi.

- Chimg duong dat yéu cau: Ching kiém tra tinh ting sinh ctia 2 méi truong FTM va
TSB: C6 sy phat trién rd rét ctia vi khuan trong vong 3 ngay va nim trong vong 5 ngay sau khi
cdy <100 CFU vi sinh vat thir thach.

-S4 khuan lac trung binh dém duogc trén cac dia thach ddi véi mdi chung ndm trong
khoang tir <100 CFU [5].

- Ba miu tham dinh c6 su phét trién rd rét cua vi khuan trong vong 3 ngay va nim

trong 5 ngay & tat ca cac dng moi truong sau khi cdy ching vi sinh vat thir thach <100CFU.



Céc két qua trén phu hop tidu chuan danh gia ban dau nhom nghién ciru dit ra.

5. Két luan

Quy trinh kiém tra v6 tring bang phuwong phap mang loc dbi v6i huyét thanh khang dai
tinh ché (IVACRIG) san xuét tai Vién Vic xin va Sinh pham y té 1a phu hop dé thuc hién
trong thyc tién. Quy trinh c6 kha ning phat hién vi sinh vat nhidm trong mau vic xin voi sd

lwong <100 CFU, phi hop v6i cac tiéu chuan hién hanh.
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