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L&i noi diu

L&i néi d3u

B6 tiéu chuin quéc gia vd thubc TCVN 1:2017 thay thé b TCVN 1:2008. B TCVN 1:2017 gdm 5
phén: .

TCVN [-1:2017 - Phin 1: Phtrong phép kiém nghiém thudc va cac chuyén muc;

TCVN 1-2:2017 - Phlin 2: Nguyén liéu héa dworc,

TCVN 1-3:2017 - Phin 3: Thanh phdm héa duor;

TCVN 1-4:2017 - Ph3n 4: Dugc ligu va thude tir dirgc ligu;
TCVN 1-5:2017 - Phn 5. Vic xin va sinh phim y té.

B6 tiéu chuin quéc gia v& thubc TCVN 1:2017 do Hoi abng Dugc dién Vigt Nam
bién soan, BO Y t& d nghi, TAng cyc Tiéu chudn Do iwdng Chét kegng thim dinh,
B& Khoa hoc va C8ng ngh# cdng bd.
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Loi gidi thidu
© Tigu chudn quéc gia v& thudc 1a vin ban k§ thuat va tiéu chuln hoa va kidm nghism chét lugng thude.
B{ tigu chudin quéc gia v& thubc TCVN 1:2017 ¢6 1158 tidu chudn, bao gbm:

Phén 1: 201 tiéu chuln v& phuwrong phép kidm nghiém thude va chuyén myc:

Phan 2: 362 tidu chudn vé nguyén fidu héa duge;

Phin 3; 257 tidu chudn v& thanh phém héa dwerc;

Phin 4: 315 tiéu chudn v& dwoc ligu va thube tir duoc lidu;

* Phan 5: 23 tigu chuin.v& véc xin va sinh phim y t&.

Danh phép, thugt ngl trong BY tidu chudn quéc gia vd thubc dugc vidt theo qui dinh clia Hoi ddng
Dugc dién Viét Nam, BY Y té. Céc thudt ngir durge phdm dugc viét diva trén nguyén tic viet héa tén
chung quéc té Latin (DC! Latin) mgt céch hep iy nhdm gilr cc ky te cho sat v&i thuat ngir quéc té.
Tén hop chét h(ru co dirge viét theo danh phép do Higp hoi quéc té héa hoc thuln tuy va tng dung
(LU.P.A.C) qui dinh. Trong mét s6 trwémg horp ca biét, cdc thuat ng(r tidng Viet a5 quen ding déi voi
mét s6 nguyén 18, hda chét hay tén duge ligu vAn tiép tyc st dyng.
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TIEUCHUAN QUOC GIA TCVN 1-5:2017

BO tidu chuén quéc gia vé thube -
Phin 5: VAc xin va sinh phdm y té

Set of national standards for medicines —
Part 5: Vaccines and biological products

1 Pham vi 4p dung

B9 tidu chudn nay qui dinh cic chi tidu, ydu cAu ki thuat, phirong phép kidm nghidm, béo quén va
céc yau ciu cb lign quan dén chét lrgng vic xin va sinh phdm y té.

2 Tal liéu vidn din

Céc tai liéu vién din sau rdt cln thiét cho vidc dp dung tigu chudn nay. D& véi cac tai ligu vién dén c6
ghi ndm cbéng bé thi 4p dyng phién bén dirge ndu. DI véi cdc tai lidu khdng ghi nim cong bb thl 4p
dyng phién ban méi nhat, bac gdm ca stra adi bd sung (néu cb).

TCVN 1-1:2017, B) tidu chudn quéc gia v thubc - Phidn 1: Phrrong phap kidm nghiém thubc va
chuy&n myc,

3 K¢ hig¢u va chiy viét it

Ky hiéu in nghiéng t&n héa chét, thube thir bidu thi thubc thir 36 phai dat yéu cAu qui dinh tai Phy luc 2
clia TCVN 1-1:2017.

Chir viét tét: Theo muc 2 Qui dinh chung va muc 3 Ky hidu cac chir viét tit cla TCVN 1-1:2017.

4 Céc tidu chuin
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HUYET THANH MIEN D{CH DUNG CHO NGUO
Immunosera ad usum humanum

Djnh aghia
Huyét thanh mi&n dich diing cho ngudi 13 sinh phim c6 chira globulin mi&n dich cé khd niing trung héa
khéang nguyan d%c higu.

San xuit -

Huyét thanh mi8n dich thu duge tir ddng vét hodic 1l ngudi d& duge gay miln dich. Huyét thanh mién
dich phai duge tinh ché 88 lurong globulin dat theo quy dinh va @& logi bd cac protein khdng cAn thiét.
C6 thé cho thém chét bao quan vao thanh phim.

Trong huyét thanh mign djch dang 86ng khd, 46 4m tén dir khong dirgre qué 3 % (KUKI).

Huyét thanh mi&n dich dang léng phéi khang ¢6 mau hodic mau vang nhat, khdng ¢é cin. Huyét thanh
mi&n dich dang déng khé phdi d& hoa tan thanh dung dich khdng mau ho$ic mau vang nhat, cé cling
d3%c tinh nhw sén phdm & dang l6ng.

Céc thir nghiém kidm djnh

pH
6,0 dén 7,0 (Phu lyc 15.33).

Protein ngogl Jai
Chi ¢b protein ¢clia lodi d0ng vat hodc ngudi diing 48 san xuét huyét thanh mign dich (Phy luc 15.10).

Protein tdng sé
Khdng qué 170 gl (Phy lyc 15.18),

Albumin
Chl dwgre & dang vét khi phét hién bing phurong phap dign di miln dich.

Chét bdo quin
Thimerosal: Khdng qua 0,02 % (Phy fyc 15.29).
Phenol; Khing qué 0,25 % {Phy luc 15.28).

D¢ v8 khuln

C6 thé thic hin bing k§ thuat nudi cly truc tiép holic ki thust nudi cdy mang loc (Phy tuc 15.7).

Tidu chudn: Khéng ¢b vi khudn hosc vi ndm moc trén mdi tredng thich hop sau thdi gian 14 ngay &
nhigt a6 30 °C @én 35°C a6i véi kidm tra vi khudin va 20 °C dén 25 °C 861 vi kidm tra vi ném.,

Céng hifu

Kidm tra cOng hidu dueee thire hign theo hudmg din aéi v&i mBi loai huyét thanh milin dich va dugc
bidu thi bing sé don vi qubc 14 (IU) trong 1 ml.

Bon vi quic t: Duge xac dinh theo quy dinh cdia T chire Y t8 Thé gidi.

Tidu chudn: M8] logl huyét thanh midn djch ¢4 tidu chulin ¢cdng hidu rigng.

An toadn chung

Diing 5 chuft nhit tréng néng 17 g aén 22 g m&i con va 2 chudt iang n3ing 250 g dén 350 g mbi con.
Tiém phic mac chuét lrgng huyét thanh midn dich bing mot lidu ding cho nguwdi, nhimng khdng qué
1 ml cho m&i chudt nhit tréng va khdng qua 5 mf cho m3i chuft lang (Phy fyc 15.11).

Tiéu chudn: Sau It nhit 7 ngay theo d8i, chudt khéng gidm can va khdng c6 bidu hién bénh ly.

Chiit gly sét
Tiém véi lidu tir 0,5 ml @én 10 mi cho 1 kg trong itromg thd tby theo quy dinh adi véi timg loai huyét
thanh mi&n dich (Phy iyc 15.12).
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Tigu chudn: Than nhiét ban du phdi ndm trong khodng 38 °C dén 39,8 °C; hiéu sb nhiét gitra hai lAn
do khong qué 0,2 °C; than nhiét ban dAu gitra c&c thd chénh léch khéng qué 1 °C; than nhiét cao nhét
clia thd do duwge trong khodng 3 h sau khi tiém 12 gi trj cin x4c dinh, gi4 trj ndy khong qua 0,6 °C abi
vé&i mdi thd va tdng gis tri clia 3 thé khdng qué 1,3 °C (Phy lyc 15,12).

Bio quan, han ding

Sinh phim duge gite & didu kidn lanh, nhidt @3 tiz 2 °C dén 8 °C. Khéng lam ddng bing huyét thanh
mi&n dich dang I6ng.

Han diing dugc tinh tir khi bt d3u kidm tra céng hidu, tity timg nha sdn xut va dwgc 6o quan kidm
dinh quéc gia ph& chuén.

Nhan, hip

Nhirng thdng tin d8i v6i nhan, hdp, t& hwéng din sir dung phai dap tmg nhirmg yéu cAu clia cic quy
dinh hién hanh.
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GLOBULIN MIEN DICH NGUO
Iimmunoglobulinum humanum normale

Pjnh nghia

Globutin mi&n dich ngwed 14 ché phim dang 18ng hoiic dbng khd 06 chira céc globulin mi&n dich, chl
yéu 14 19G tir huyét trong ngudi binh thuwdng.

Globulin mi&n dich & dang 13ng la dung dich frong subt, khdng mau hojic c6 méu ndu-vang nhat.
Globulin miSn dich ddng khé Ia bt mau tring hodc vang nhat, c6 dang khéi xbp, min.

Globulin mién dich ngudi khéng adc hiéu duge chi dinh dung a8 didu tri phdng ngira nhiém viém gan
A. viém gan B, s&i, rubelia... hodic trong céc trwdmg hop bij thidu hut globulin gamma, céc trwdmg hop
dang didu trj (e ché midn dich, bj nhi&m triing nhung khéng thudckhang sinh.

San xuit

Globulin midn dich dugc didu ché tir huyét trong ciia ti thidu 1000 ngudi. Huyét trong ngudn cb thé
Suwgc chiét tach tryc tilp tir mau nguwrdi hodc tir huyét twong ddng biing cd chira khdng It hon 0,1 don

vi khdng adc té bach hiu hojic khang ddc t& ubn van va khéng it hon 0,25 don vj khang thé khing sdi.

Phin cé chira globulin mi&n dich I6p. G duge phén tach béing phwrong phép séc ky cét sao cho khang
[am hdng cac cAu tric khang thé, dam bao ngan ngiva s\ lan truydn clia cAc virus viém gan va céc vi
sinh vAt khac, ndng a3 cla globulin mi&n dich phai dat 50 g/l véi nhidu loal khéng thé khac nhau va it
nhét 2 trong a6 86 (mét loai khdng vi khulin va mét loai khang virus) phai c6 ndng 46 cao hom téi thidu
gép 3 Bn so voi ndng @6 ban dAu. Céc chit b3o quin khang vi sinh vat holic chét &n dinh c6 thd dugc
str dung nhirng khéng duwgc 1am anh hudng dén higu gid clia cic khang thé,

Nhén dang _

Nhén dang Globulfin midn djch ¢6 ngudn gdc tir huyét tuvong nguoi: '
Globulin mi&n dich ngwdi durgc nhan dang qua thir nghiém két tlia bing cach sir dyng céc khéng huyét
thanh d4c higu aéi voi protein huyét twong nguwdi.

Tidu chudn danh gid: MAu thir nghiém phai c6 phan tng dwong tinh véi khang huyét thanh dlic hidu
a8i v6i ngwdi va phai o phan rng am tinh voi khéng huyét thanh dic hidu cda loai khéc.

Nhén dang Globutin midn dich i6p G (IgG):

S{r dung khang huyét thanh dic hidu khang huyét thanh ngudi 88 so sénh gitra huyét thanh ngwdi binh
thurémg va mu thir nghiém béing k§ thust dign di mién dich.

Tiéu chuln d4nh gi4: Thanh phin chinh clia m&u thir nghiém phai frong tng v&i thanh phén IgG clia
huyét thanh nguéi binh thwdng.

Hiéu gia

Higu gié cta khéng ddc t8 bach hdu hodc khéng dic t6 ubn vén

Higu gia cla khang @jc th bach hdu: Phy lyc 15.15.

Higu gi4 cla khéng ddc th ubn van: Phy luc 15.16.

Tiéu chuln 8anh gid: Ham lwgng khang ddc té bach hiu hodic khéng déc t udn van khéng nhd hon
2 IU/m] miu thir nghiém.,

Hiéu gid cia khdng thé khédng sof

Hiéu gia clia khéng thé khing s&i clia globulin midn dich ngudi khdng déc hidu dirpe xéc dinh béng k§
thuét trung hda trén té bao Vero v tinh biing $6 don vi qudc t4 trong 1ml (IU/mi).

vat ligu:

M3Eu thiy nghiém: Globulin mi&n dich ngudi.

MZu chudn quécté.

Huyét thanh baio thai bé.

Té bao Vero

1
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Virus s&i gidm ddc iz 38 trung hoa.

M&i trerévng 199 c6 chira 2 % huyét thanh béo thai bé.

Trypsin 0,25 %.

Phién nhya nudi 1 bao 96 giéng, day blng.

Tién hénh: Tién hanh 63ng thdi trén 2 phién cho 1 tn thir nghiém.

Phién 1:

Pha foZng miu chudn va miu thi nghiém véi méi tneérng 199 a& od dung dich chira 5 IU/m.

Tiép tuc pha losing bac 2 fién tiép tir dung dich pha loang trén clia miu thir nghiém va miu chudn gé
¢6 ca¢ dung dich 27, 2% 2%, ... dén 22

Pha virus s3i trung hoa bing méi trudmg 199 @& c6 dung dich chira 100 CCIDg/50 pl (Cell Culture
Infectious Dose-Lidu gay hiy hoai 50 % té bao).

Nhd 50 ! tlr m&i dung dich a4 pha lofing clia mAu thir nghiém va mau chudn & cac 46 pha t 2° dén
2 vio 7 gibng theo so dd bb trf trén phién trrde.

Nhd 50 pl dung dich virus trung hoa,

08 & U 4m 37 °C, 5 % CO. trong véng 60 min dén 90 min,

Chudn bj dung dich t& bdo Vero c6 ndng 44 2 x 10%ml.

Nhé 100 ul dung dich t& bao vao mdi giéng.

P & t0 4m 37 °C, 5 % CO, trong 7 ngay dén 9 ngdy.

Theo d5i si7 bién adi té bao (CPE) clia virus s&i dudi kinh hidn vi,

Phién 2:

Hay duqc goi [A phién “chieng”, nhdm xéc dinh s8 CCIDsy/50 pl durge diing &8 trung hda trong thir
nghim x4c dinh higu gia cfia khéng thé khéng s&i.

Tir dung dich virus s&i gbc lwu gitr & am su (s -35 °C), pha d8 c6 100 CCID/50 pl. Dung dich nay dwgc
ky hidu 14 10°,

Tidp tyc pha loZng bac 10 % dung dich 10° 88 cb cac 46 pha lofing: 107, 10% 107 va 10*,

Nhd 50 pl tir mdi G0 pha losing virus vae mét diy giéng clia phién.

Bé &t 4m 37 °C, 5 % CO. trong vdng 60 min dén 90 min.

Nhé 100 u! dung dich té bao c6 ndng 48 2 x 10%ml.

Bé &G 4m 37 °C, 5 % CO; trong 7 ngdy dén 9 ngay.

Theo d8i CPE dwdi kinh hidn vi.

Tinh két qua;

Tinh s6 CCIDsy/50 pii 9€ trung héa trong thir nghiém.

Tinh theo céng thire Kaber:

Log CCIDg = -log C - [(Téng s8 % hiy hoai & cac ndng d9/100 - 0,5) x log d}
trong dé:
CClIDsy  Ia fidu virus gay hiy hoai 50 % té bao;
C. . 1 ndng do virus cao nhét ditng trong thir nghiém; .
% bién adi 1a 1} 1& giCra sb gidng c6 st bién ddi té bao va tdng sé giéng cta mdt & pha;
d 1A hé sb (bac) pha loéing.
Tidu chudn dénh gia: 58 CCIDs/50 pl ph3i ndm trong khodng dao ddng tir 31 dén 316.
Tinh lidu bdo v& 50 % t§ bdo
Tinh theo ¢bng thirc Karber hofic Reed-Muench:

Log EDg, = -log C - [(Téng sb % hily hoai & cic ndng d8/100 - 0,5) x log d]

trong d6:
EDs 14 (2w b3o vé& 50 % té bao;
c 14 4% pha lo&ng thip nhét ciia méu thir hodic miu chun quéc té diing trong thir nghiém;

% bdo vé ia ty 18 gilra sb giéng cb té bao duwc bdo vé va tdng sé gibng clia mét &6 pha;

12
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d la hé sb (bac) pha loing.
Tinh hidu gid
HG ({U/ml) = (EDso clia mBu chudn/EDs, ctia m3u thi nghiém) x 5 (IU}
Tigu chufn danh gia: Higu gid cla khang thé khang sb&i phdi khdng dwge nhd hon 5 1U/mt globulin
mi&n dich ngudi khéng d3c higu.

Ham lugng globulin mién djch G (lgG)
X4c dinh ham lwgng (g6 bing ki thuat dién di (Phy luc 5.6)
Tigu chudn danh gid: Kh8ng nhé hon 80 % ham lwgng protein téng.

Tinh tan
Globulin midn dich nguri @dng khé phai tan hoan toan trong vong 20 min & nhiét 46 20 °C dén 25 °C
sau khi durgc hoan nguyén theo huréng dén ghi trén nhan cla sdn phim.

An toan chung
Phu lyc 15.11,

Chét gy sét
Phy Iuc 15.12.

V& khuin
Pat v& khuén {Phy luc 15.7).

Nito toan phin
Phy lyc 15.18.

Thimerosal

Khéng lén hon 0,012 % (Phy lyc 15.28).

pH

6,4 dén 7,2 (Phy lyc 15.33).

béng goi, bdo quan

Tuy theo nha s3n xuét, frong cic lg thiy tinh khéng mau, trdnh 4nh sang.

Nhin, hp

Nhing thdng tin d6i v&i nhin, hdp, 1& hwdng din sl dung phai dap (mg nhiPng yéu cAu cla céc quy
dinh hién hanh,

13
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HUYET THANH KHANG BACH HAU
Immunoserum diphthericum

Binh nghia
Huyét thanh khéng ddc té bach hdu 14 ché phim chira globulin khang ddc 18, ¢6 kha ning trung hda
d%c hidu ngoai dd¢ th clia Corynebacterium diphtherias.

Nhin dang
Huyét thanh khang doc td bach hiu trung hoa dée t8 clia Corynebacterium diphtherias lam cho ddc t8.
nay tr& ndn khong ddc, v6 hai 6] v&i ddng vat cim thy.

Céc thi nghiém kidm djnh ‘
Huyét thanh khéng bach hiu phai d4p (bng c4c thir nghiém kidm dinh ghi trong chuyén lugn "Huyét
thanh mi&n dich diing cho ngudi* va cac yéu cAu sau day:;

Céng hidu

Cdng higu chia huyét thanh khéng 8d¢ t8 bach hiu dugc thd hign bing sé dom vj quic & trong 1 mt (IUAm).
Tigu chudn: Khong nhéd hon 500 1L,

Xé&c dinh céng higu clia huyét thanh khéng ddc 1§ bach hu duo‘c thige hign bang phwong phap trung
hoa trong da thé hodic biing phtrong phép trung hda trén chudt lang (250 gloon dén 350 g/con) (Phy luc
15.15),

Béo quin

Huyét thanh khang bach hiu ¢in dwyc bao quan trong didu kién lanh, & nhidt 33 tir 2 °C dén 8 °C,
khdng dé d8ng baing.

Nhan

Céc théng tin ghi trén nhéin dwge tudn tho theo quy dinh chung ghi trong chuyén luan "Huyét thanh
mién dich ding cho ngwdi”.

15
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HUYET THANH KHANG DAI
Serum antirabicum

Bjnh nghia
Huyét thanh khang dai 14 ché phdm c6 chiza globulin min dich khang virus dai, ¢6 khd nZing trung héa
d3c hidu virus dai.

Nhin dang
Huyét thanh khéng dai trung hoa virus dai 1am cho virus mét khad niing gy bénh, ir& nén v hai dbi vé&i
déng vt cam thy,

Céc thir nghigm kidm dinh

* Huyét thanh khang dai phdi d4p (mg cdc thir nghiém kiém dinh ghi trong chuyan luan "Huyét thanh
mi&n dich diing cho nguwdi® va cic ydu clu sau day:

Protein ngogl lal: Khéng duge cb trong thanh phim.

Céng higu

Cong hiéu cla huyét thanh khang dai dwgc thé hién bing sé dom vi quéc té trong 1 mi (IU/m).

Tigu chuén: Khdng nhd hon 150 1U/m,

Phwong phap xdc dinh 8 1U/ml clia huyét thanh khang dai dugc thyc hién biing phuong phap trung hoa
trén chudt nhét (Phy luc 15.17). Phan (mg ndy dya trén s trung hda mdt lidu ¢b dinh higu gia virus dai thir
thach v&i cac dd pha lodng khéac nhau ciia huyét thanh. '

Bao qudn :
Huyét thanh khéng dai cin dugc baa quan trong didu kidn lanh, & nhigt 46 tr 2 °C dén 8 °C, khéng 98
déng bang.

Nhin
Céc thang tin ghi trén nhin dwgc tudn thi theo quy dinh chung, ghi trong chuyén ludn "Huyét thanh
midn djch ding cho ngtedi”.
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HUYET THANH KHANG NQC RAN
Immunoserum contra venena

Pinh nghia

Huyét thanh khéng noc rén 14 ché phdm chira céc globulin mi&n dich khang noc rén ¢6 khd néng trung
héa d#c hiéu noc rén twong tng.

Huyét thanh khéng noc tin & dang 1ng 13 dung dich khdng mau, trong sudt hojic c6 mau véng nhat,
hoi nhét. Huyét thanh khang noc rén ¢b thd & dang déng khd kém theo nurére hdi chinh,

Huyét thanh khéing noc rin duge chl dinh ding 68 didu trj bénh nhan bj rén cén.

Sidn xuit

Huyét thanh khang noe rdndwgc tinh ché san xudt tte huyét teong ngya khde manh, tudi tir 4 nam dén
7 nim, cAn nang tdr 200 kg ted 18n, ngyra dyc phai thién, ngwra céi khdng duwrge sinh san, 45 duge midn
dich v&i khéng nguyén noc rdn, duge tinh ché, cb 3¢ bing phrong phép Pope ding pepsin, c6 chét
bdo quan }a merthiolat 1/10000. Sau 86 dugrc loc vO triing qua mang loc 0,2 um, pha ché dén ham lrgng
thich hgp va déng éng.

Nhin dang
Huyét thanh khang nec rdn durgc nhin dang thdng qua thir nghiém xac dinh higu gia.

Hiju gia

Thir nghiém xac dinh hidu gid cia huyét tharh khang noc rén dwgce thye hidn trén nguyén Iy trung hda
“noc rdn v&i huyét thanh khéng noc rén tong tmg. Thir nghigm dugc thye hign trén chuét nhit trng

Swiss d4 xdc dinh LDy c6 trong 1 mi huyét thanh.

Phwong phép tién hianh

Vat lise

Huyét thanh khang noc rén thl nghigm.

Noc rén tinh ché.

Chudt nhit tréng Swiss, trong lrgng 18 g dén 20 g.

Nuée mudi sinh ly.

Tién hanh

*Xéc dinh LDgo clia noc rén:

Pha dung dich noc rén gc: Pha dung dich noc rdn géc ¢ ndng dd 1000 pg/ml bang cach can 10 mg
noc rdn va héa tan trong 10,0 ml nurde muéi sinh Iy (béio quén trong tl ianh tir 2 - 8 °C).

Pha dung dich noc rén thir nghiém: Tir dung dich noc rén géc pha loiing bdng nuéc mudi sinh ty aé
duge dung dich ¢6 ndng A 250 pg/ml hodic 500 pg/mi (thy theo dde Iyre ca noc rén).

Tir dung dich ngc rin thir nghiém ién hanh pha lofing céch nhau 1,1 hofic 1,4 Hin thanh 5 ¢4 pha fién
tidp, sao cho sau khi tiém a0 pha loBng thAp nhét chuét phdi chét 100 % va a9 pha io3ng cao nhét
chudt phél séng 100 % (sau khi pha xong K¢ ddu va a8 & 37 °C trong 30 min, trdnh 4nh séng).

Tiém finh mach dudi chudt vai lidu 0,5 mlicon. M&i 8 pha tiém 6 chudt.

Theo dbi két qua sau 24 h 8én 48 h, theo d8i sb chudt séng chét trong mBi 89 pha.

Tinh két qué theo cdng thirc Spearman- Karber:

Log LDg = Xo + d/2 -d x {Z r/n)

trong dé:
Xo 2 log clia ndng 88 noc rin thip nhét gay ra chudt chét 100%,;
d 1A log cla béc pha lofing;
n 12 88 chudt chét cia mdl 83 pha lodng;
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n 12 sé chudt duwrge tism clia mél &b pha loAng.
LDso = AntilogLDw

* X4c dginh hidu gi& huyét thanh khang noc rin:

Chudn bj dung dich noc rin c6 chira 20 LDg/ml: Tir dung dich noc rén géc (1000 pg/ml, gitt &
2 — 8 °C), pha bing nréc mudi sinh Iy a8 c6 dung dich chira 20 LDg/ml.

Chudn bj huyét thanh khang noc rén thir nghiém: Huyét thanh thir nghiém (khdng pha lofing hojc pha
lo&ng 2 IAn, 3 (An, 4 JAn... trong trurdmg hep huyét thanh khang noc rén od hidu gia cao trén 200 LDs)
duge lira chon téi thidu 5 49-pha o ndng a0 huyét thanh céch nhau lién tiép 1,1 ho¥ic 1,4 [4n sao cho
sau khi trung hda véi mét leong noe rén cb dinh thi mire ndng 86 thip nhét phéi bao vé dwee 100 %
s6 chudt duge tidm va mirc ndng ad cao nhit gay chét 100 % sé chudt duge tiém.

Trung hoa:

Trong mdt déy ng nghiém, 1n lrgt cho vao méi éng:

2,5 ml dung dich ngc rén chira 20 LDy,

Mt th tich thay a8i 85 lva chen ciia huyét thanh thir nghiam.

M{t irgng nurdre mudi sinh Iy aé vira 4l 5,0 mi trong mi ng.

L&c nhe cic 8ng nghiém, trung hda & nhigt 4§ 37 °C trong 30 min, trdnh 4nh séng. Tiém 0,5 miichudt
vao tinh mach dudi. Ding & chudt cho mdi @ pha. Theo dbi két qué sau 24 h dén 48 h.

Tinh lidu bio v8 50 % (EDs) theo cdng thirc Spearman- Kaber:

Log EDgo = Xo + d/2 -d x (Z ri/n)
trong 4é:
Xo 4 log ¢lia ndng 86 huyét thanh thir nghiém it nhit bio vé dugc 100 % chudt;
d lalog ciia b4c pha loing;
n 13 sé chudt sbng clia mbi dung dich trung hda;
n & sb chudt dugc tidm clia mbi dung dich trung hoa.

EDso = AntilogEDs,

* X4c djnh 56 LD, trung hda (nhém chimg): Tir dung dich noc rin chira 20 LDg/mi pha lofing thinh cac 49
pha 1/20; 1/14; 110; 1/7 v 1/5 (ndu xéc dinh LDso, 8&r dung hd 85 pha lofing d=1,4), hogic 1/12,1; 1/11;
110; 1/9,1; 1/8,3 (ndu x4c dinh LD st dyng hd s pha losing d=1,1) bing nuée mudi sinh 1. Lac nhe
céc 8ng, 08 & 37 °C trong 30 min, trnh 4nh sdng. Tiém 0,5 mVchuft vao tinh manh dudi. Dung 6 chudt
cho mdi d§ pha. Theo d¥i két qué sau24—48h.

Tinh 88 LDy trung hda (tinh T) nhie tinh LDy cla noc rin & trén,

* X4c dinh hidu gia (hay tinh $8 LDy cé trong 1 ml huyét thanh thir nghiém):

Hidu gid = (T-1)/EDg,

trong aé:
T 1388 LDy diing @8 trung hoa trong 1 lidu tidm;
EDso 14 lidu bdo v& 50 %.

Tiéu chudn dénh gi&
Thir nghiém xac dinh higu gld chl cé gia tri khi T ndm trong khodng tir 4 dén 6.
Hiéu gi4 clia huyét thanh thir nghiém phdi khdng nhd hom 1000 LDso/9.

An todn chung
Huyét thanh khéng noc rén phéi dat yéu clu vd thir nghidm an toan chung (Phy Iy 15.11).



Chét gay sét
Phuy lye 15,12,

V6 khudn
Pat v& khun (Phy lyc 15.7).

Nitor toan phin
Khéng [én hon 15 % (Phy lyc 15.18).

Thimerosal
Khong I1ém hon 0,01 % (Phu lyc 15.29).

Natrl clorid
Tir 0,85 % dén 0,9 % (Phu luc 15.26).

pH
6,0 dén 7,0 (Phy Iyc 15.33).

Péng gél, bio quin

M&i lo dbng tir 2,0 mi 3én 5,0 ml hodc dang ddng kha, tly theo nha sdn xudt.

Bdo qudn & nhiét 49 2 °C ¢én 8 °C, trdnh &nh sang.

TC
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HUYET THANH KHANG UON VAN
Immunoserum tetanicum ad usum humanum

Binh nghia
Huyét thanh khing @bc td ubn vén 12 ché phdm c6 chira globulin khang ddc 18, c6 kha niing trung hoa
d&c hidu adc té clia Clostridium tetani.

Nhén dang
Huyét thanh khang dc t& ubn van trung hda d3c hidu ngoai ddc té clia Clostridium tetani, 1am cho ddc
tb nay tr& nén khéng dac, v hai adi véi adng vét cam thy.

Céc thir nghiém kiém dijnh
Huyét thanh khang ddc t8 ubn van phdi d4p (mg cac thir nghiém kidm dinh ghi trong chuyén ludn “Huyét
thanh mién djch diing cho ngudri* va céc yéu clu sau day:

Céng hiéu .

Céng higu clia huyét thanh khang adc t8 uén van dugc thé hisn bing s6 don vi quéc té irong 1 ml
(Wim).

Tiéu chudm: Khdng nhd hon 1000 1U/mI @bi véi loai ding 84 phang bénh; khdng nhé hon 3000 iU/ml
abi voi logi ding a4 didu tr.

86 1U/m! huyét thanh khang ¢éc t& udn van dugc xac dinh biing phwong phap trung héa trén chudt
nhét (Phy Iyc 15.16).

Bio qudn
Huyét thanh khang ddc t8 ubn van cin duwge bldo quin trong didu kidn lanh, & nhiét 4 tir 2 °C dén 8 °C,
khéng 4& ddng bing.

Nhin, hp
Céc théng tin ghi frén nhan dwge tuan thit theo quy dinh chung, dwec ghi trong chuyén ludn chung
*Huyét thanh mi&n dich ding cho nguéi®.
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INTERFERON ALPHA 2
Interferoni alfa 2

Djnh nghla

Interferon alpha 2 14 sinh phdm & dang nurdc hodic ddng khd cé chira interferon alpha-2 ngudi, tai td
hop.

Interferon alpha 2 dang nurdre 13 dung dich trong sudt, khng mau.

Interferon alpha 2 ddng khd b dang khéi x8p, tréng min, d& hda tan trong nwéc thanh dung dich trong
subt.

interferon alpha 2 dirgc diing 38 khéng virus, tre ché tang sinh té bio ung thir va c6 chirc niing didu
hda midn dich. :

Sin xuft

Interferon alpha 2 dugc sdn xulit theo cong nghd tai t& hop ADN: Gen ma hod interferon alpha 2 dugc
téch tir t4 bao lympho ctia ngudl va dwra vao vector bidu hién; Sau d6 vector ndy dugc dua vdo vi
khudn, Vi khuln ndy duoc nubi cy trong mdi tredng ddic bt a8 thu sinh khéi va sau 6 diing k¥ thut
sinh ho# tach chiét va tinh sach Interferon alpha 2. San phim duwgc déng 8ng hodic 8dng khd vé&i ham
rgng Interferon alpha 2 khac nhau tly theo myc dich sir dyng.

Nhén dang .
Interferon alpha 2 duge nhan dang thdng qua sw gidm hoat tinh khéng virus clia n trén 18 bao nhiém
sau khi trung hda véi khéng thd dom ddng khang interferon alpha 2.

Vit lidu:

Interfercn alpha 2 thir nghiém.

Khéng thd don ddng khéing interferon alpha 2,

Té bao MDBK (Madin-Darby Bovin Kidney - T4 bao thén bd).

Virus gay nhim VSV (Vesicular Stomatitis Virus - Virus gay viém vdm hong) da chudn 45.

Mdi trrdrng MEM (Minimum Essential Medium) ¢b chira huyét thanh bao thai b8 (Fetal Bovin Sesum, FBS).
Dung djch Trypsin 0,25 %. '
Phién nhya v8 tring, 96 giéng, déy bing.

Phwong phép tién hanh

Ngay thar 1:

Pha khéng thé dom déng khéng interferon alpha 2 vé&i méi truémg MEM 2 % FBS a2 ob dung dich chira
200 WU/mi,

Trdn ddu 3 o dén 5 lp m3u thir nghiém va pha losing bing MEM 2 % FBS a8 c6 dung dich chira
khodng 200 IU/mi {tly vao ham lugmg interferon aipha 2 ghi trén nhan).

Trung hda: Trén ddu 1 ml interferon alpha 2 45 pha lo2ng & trén v&i 1 ml khing th& don déng khéng
interferon alpha 2. U & 37 °C trong 60 min.

Nh& 100 pf mdi trnedmg MEM 5 % FBS vao tét ca céc giéng.

Nh& 100 pl dung dich miu thir nghiém a3 pha lodng & trén vao gléng thir nhét clia phién (A1). Pha
lofing tiép bic 2 cho dén hang gléng thir 12 (A12), logi bd 100 p & giéng A12.

Nh3 100 pl dung dich mA3u thir nghiém &3 trung hda vé&i khéng thd don ddng khéng inferferon alpha 2
vao hang giéng thir hai clia phidn (B1). Pha lofing tiép bic 2 cho dén hang gidng thir 12 (B12), toai bd
100 p! & giéng B12.

Nhé 100 j dung dich t& bao MDBK c6 ndng d 6 x 10°dén & x 10° té bao/mi vao toan b céc giéng.
Phii gidy dan, ¢3y ndp phién va a8 & tb 4m 37 °C, § % CO, trong vdng 18 h dén 24 b,

Ngay thor 2:

25



TCVN 1-5:2017

Kidm tra s phat tridn cUa t& bao MDBK & céc giéng 1 bao chimg, t8 bao phéi moc duge mbt 1op kin.
Loai bd nréc ndi trong tit ca cac gidng ciia phidn. _

Pha dung dich virus gay nhidm VSV véi mdi trudng MEM 2 % FBS dé c6 chira 100 dén 200 CCIDs/m!.
Nhé 100 u dung dich virus gy nhidm VSV nay vao t4t ci cac giéng.

Phil gidy dan, 82y nap phién va d& 0 & tit 4m 37 °C, 5 % CO, trong vdng 18 h dén 24 h.

Ngay thir 3:

Kim tra sy hiy hoai clia t& bao nhi¥m virus duéi kinh hidn vi & cac gidng nhd dung dich interferon
alpha 2 sau trung hda, 1y 18 hily hoai t& bao phdi dat trén 90 %.

Nhudm t& bao v&i tim gentian: Thém 50 yl dung dich tim tinh thé (TT) vao mdi giéng, trén adu, a8 yén
10 min. Loai bd dung dich tim tinh thé cdn dw, rira phién biing nude. DA phién khd & nhigt 49 phdng.
Nhé 50 pl 2-methoxyethanol vao 1At ca céc giéng. Lic nhe phién trén may l4c trong vdng 10 min. Do 4§
hép thu (Phu luc 4.1) & burde séng 540 nm béing may doc ELISA.

Tiéu chuén dénh gié: So sénh a6 héip phu gilra céc giéng trong (mg ciia 2 loai dung dich thiz nghiém
trirére va sau khi trung hda véi khéng thé don ddng khéng interferon alpha 2: B9 hip thy clia céc giéng
sau trung hda phai nhd hon.

Higu gid

Hiéu gi4 interferon alpha 2 dugc xdc dinh bing chudn &9 hoat tinh khang virus clia mu thir nghiém
trén té bac MDBK. ’

Hiéu gi4 ciia Interferon aipha 2 thir nghiém duere tinh theo m3u chuln quéc té interferon alpha 2 t4i t
hgp.

Vit ligu

Interferon alpha 2 chufn quéc té

Interfercn alpha 2 thir nghiém

Té bao MDBK.

Virus gdy nhidm V8V d4 chulin 0.

Méi trurémg MEM c6 chira huyét thanh bao thai bé.
Phién nhya v tring, 96 giéng, a4y bing.

Phwong phép tién hanh

Ngay thir 1: .

Pha loing m&u chuin quéc 1& véi MEM 2 % FBS dé ¢6 dung dich chi¥a 100 IW/m.

Trén ddu 3 lp 3én 5 lo miu thir nghiém va pha lo&ng bing MEM 2 % FBS @& c6 dung dich chira
khoang

100 1U/ml (tiy vao ham lrgng interferon alpha 2 ghi trén nhan).

Nhé 100 il mai tnrrng MEM 5 % FBS vao tit cd cdc gidng.

Nh& 100 ! dung dich da pha loéing cia mAu chudn quéc té (MCQT) va mau thir nghiém vao mbi giéng
trong o8t thir nhét clia phidn. D8l véi MCQT nhd 2 gifng (B1, C1) va méu thir nghiém nhd 5 gidng (D1,
Et,F1, G1, H1).

Pha losing bac 2 fién tidp cho @én cdt thr 12 thi loai bé 100 pl.

Nhd 100 1! dung dich té bao MDBK c6 ndng d6 (6-8) x 10° t4 bao/mi vito toan bd céc giéng.

Phi gifly dén, a8y nép phién va 83 & td &m 37 °C, 5§ % CO, trong véng 18 h dén 24 h.

Ngay thir 2:

Kiém tra sy phat trién clia té bao MDBK & céic giéng chirng “i8 bao” (gifng A1 aén AG), td bao phii
moc durgre mét kop kin.

Loai bd nuwrére ndi trong tit ¢a céc giéng clia phién.

Pha dung dich virus gay nhim VSV v&i moi trwémg MEM 2% FBS 38 cd chira 100 dén 200 CCIDsy/ml.
Nhé 100 u! dung dich virus gy nhiSm VSV vio tAt cd céc giéng trir giéng chimg “té bao".

Pht gidy dan, ¢4y ndp phién va ¢& & Wi dm 37°C, 5 % CO; trong vdng 18 h dén 24 h.
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Ngay ther 3:

Kiém tra sir hily hoai clia virus déi v&i 18 bao dudi kinh hidn vi, & cAc giéng chimg “virus® (giéng A7
dén A12) ty 18 hily hoai phdi dat trén 90 %.

Nhudm té bao vé&i tim gentian: Thém 50 pl dung dich tim tinh thé (TT) vao mbi giéng, tron ddu, a8 yén
10 min. Loai bd dung dich tim tinh thd con duw, nPa phién bing nwdc, H& phibn khd & nhiét 65 phdng.
Nhé 50 ul 2-methoxysthanol vao tat cd céc giéng. Lic nhe phién trén may lc trong véng 10 min. Do 88
hép thy (Phy lyc 4.1) & bwée sdng 540 nm bing méy doc ELISA,

Tinh két qué:

¢ Tinh 8% hép thu 50 % theo cdng thire:
={Ac+ A2

trong dd:

Ac 14 ad hip thy trung binh cla c4c giéng chimg "té bao";
A, 1285 hip thy trung bink clia céc gidng chimg *virus™.
» X4c dinh hiéu qué bdo v& 50 % té bdo clia interferon alpha 2 mBu thir nghiém va mAu chudn quéc té
theo cbng tht'rc
= N+ (An - Aso)(An - Aner)
trong d6:
N 14 s ther i ciia giéng ¢ 49 bio vé té bao 50 %;
n 13 b thir e clia giéng o6 46 hip thy >50 %;
An 12 A5 hip thy cta giéng thir "n”
Anet 13 80 hip thy ctia giéng thir "n+1".,
¢ Tinh hig¢u gi& theo cdng thire:

Higu gid (%) = 100 x 2" -N9
{rong @6:
Ntn 13 vitrl giéng ma & a6 interferon alpha 2 thir nghiém bio vé durgc 50 % té bao;
Ns |2 vjtri giéng ma & 46 interferon alpha 2 chuln qubc té bao vé dugc 50 % té bao.

Tiéu chudn dénh gis
MAu interferon alpha 2 thir nghiém chi dat yéu ciu khi higu gia tinh dwoc phdi dat tir 70 % dén 150 %
ham lrgng ghi trén nhan,

An toan chung
V&i iy tiom 13 15 tridu U5 ml 6 véi 1 chubt lang va 1 tridu 1U/0,5 mi ddi vé&i 1 chudt nhét (Phy lye
15.11).

Chét gy sét
MEu interferon alpha 2 thir nghism dugc pha lodng v6i nuéc mubi hdi chinh, dé cb ndng a6 600 OO0
tU/mi (Phy Iy 15.12).

Vé khudn
Pat vb khuln (Phy lyc 15.7).

3 dm tdn duw (a8 v&i dang ddng khd)
Khéng I&n hon 3 % {Phy lyc 15.35).

pH
7.0 £ 0,5 (Phy lyc 15.33).
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Péng gbi, bio quan

Péng géi: Ham lweng interferon alpha 2 dwgc déng goi tly theo nha san xuat: 3 trigu 1Mo, 4.5 tridu
Mg,

6 trigu [Uflg; 90 pgNo, 180 ug g, kém theo nudc hdi chinh.

Interferon alpha 2 86ng khd phai bdo quan & nhiét 46 tir 2 °C dén 8 °C, trénh dnh séng.

Nhén, hp
Nhirng théng tin abi v&i nhin, hdp, t&r huimg din st dung phai Gap Gng nhing yéu clu quy dinh hién
hanh,
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TUBERCULIN PPD
Tuberculini derivatum proteinosum purificatum

Bjnh nghia

Tuberculin PPD (4 sinh phim chira chét c6 hoat tinh gy phan (g da diic hisu aéi v&i bénh lao, dwoc
@idu ché tir canh thang nuéi cly va ly gidi ca mdt hay nhidu chling Mycobaclerium tuberculosis.
Tuberculin PPD d8ng khd ¢é dang khbi x6p, min, khéng teo, mau tring nga, khéng mui, tan nhanh
trong nurére hdi chinh tao thank dung dich trong suét, khéng mau.

Ding tuberculin PPD d8ng khd 14 mét trong nhing phirong phap phat hién céc treémg hop bi nhigm
lao hodic dling d& danh gid phdn (rng qua man mudn ddi véi lao sau khi tidm vic xin BCG.

San xudt

Chiing san xuét dwrgc nudi cy trong mdi trdrng thich hep. Sau 6 tudn, chiing 83 phat tridn, dugc thu
hoach va giét chét bing hoi nong & nhist a6 100 °C trong 60 min. H8n dich chiing d6 duwerc loc qua
mang ioc 88 loal xac vi khudn, Phan doan c6 hoat tinh ¢6 trong dung dich lgc (chd yéu 13 protein) dugc
tach chiét bng két tda vé&i amoni sulfat, dwgc rira va tai hda tan trong dung dich d&m phil hep. Phenal
duoc st dyng nhr 1a chidt bio quan. San phdm dwc aéng dng vo khuln va duge ddng khd.

Nhéan dang
Thir nghiém nhén dang dugc tién hanh bing cich tiém tuberculin thir nghiém trang da chudt fang 43
dugc gay min cm trurdre 46 véi vic xin BCG.

Phirong phép tién hinh

VAt ligu

Véc xin BCG d6ng khd 1 mgiml.

Chubt lang 4 con, khoe manh, am tinh voi tuberculin, trong lweng tir 350 gfcon dén 400 g/con. Chia
chudt ra fam 2 nhém: Nhém thé nghiém duoc tiém min cdm v6i vc xin BCG ddng khd va nhém
chirng khang tiém.

Géy man cédm

Vic xin BCG d6ng khé Gurgre hodin nguyén va pha tosing dé cb ndng 85 0,5 mg/ml. Tiém dudi da 0,4 mi cho
mai chuét lang, tai 4 vi trf khdc nhau (0,1 miivi fri). Chugt lang dugc theo dbi sau tiém tir 5 tudn dén 6 tuln.
Tiém tuberculin

Hoan nguyén miu thi» nghiém dé cé dung dich chira 50 IU/ml. Tiém trong da 0,1 ml {twong duong
5 iU} cho ¢d 2 nhém chubt.

Doc két qud

Sau khi tiém tuberculin 24 h, do dwding kinh phan (rng tai céc i tr tigm.

Phan trng dugre coi 14 duong tinh néu duwdng kinh vét tén thuong da Ién hon hodc biing 6 mm.

Tiéu chuan danh gis

Tat cd chudt lang @4 duwec gay min ¢dm véi véc xin BCG d8u phéi c6 phan Ung dwong tinh véi
tuberculin thi nghiém,

T4t ca chudt lang khéng dwgc gy min cam véi vic xin BCG d&u phdi ¢6 phan (ng 4m tinh voi
tubercutin thir nghiém.

Hiéu gia
Hiéu gia clia tuberculin PPD duge xac dinh bing cach so snh phin (mg qua min mudn trong da

chudt lang 83 gay mén cam véi vic xin BCG sau khi tiém cdc¢ dd pha khidc nhau ctia mau thir v&i mau
chudn quéc té.
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Phwong phéap tién hanh

Vat lidu

Tuberculin thir nghiém.

Tuberculin chudn quéc té.

Chujt lang: 6 con, clng gi&i, frong egng 350 g/con dén 400 g/con.

Ga&y mén cdm chuft lang

Chuin bi 6 chudt lang c6 lbng sang mau, cling giti, khe manh, o6 trong lreng tlr 350 g/oon dén 400 gicon.
Véc xin BCG ddng khé durgre hoan nguyén va pha lofing 88 ¢6 nbng d% 0,5 mg/ml. Tiém dwdi da 04 ml
cho mBi chudt lang, tai 4 vi tri khdc nhau (0,1 mlf mdt vj trl). Chudt lang durgre theo ddi sau tiém tr 5 tuln
&én 6 tuln aé xéc dinh hiéu gia.

Xéc dinh higu gid

Tuberculin mu chudn quéc t& va mAu thir nghiém duere pha loBng véi dung dich d8m PBS & 3 6én 4 &b
pha khéac nhau sao cho dwdng kinh phan Ung da sau khi tiém cho chudt lang 63 gay man cam vdi Tidu
cao nhét khdng 1&n hon 25 mm va véi lidu thép nhit khong nhd hon 6 mm. Tiém trong da 0,1 mi méi
40 pha cfia tuberculin mdu chun quéc té va miu thir nghiém & hai bén sudm chudt lang, mdi bén
3 didm. Vj tri noi tiém dwge Iyea chon theo phwrong phép hinh vudng Latin.

Sau khi tiém 24 h, do duing kinh cla phén (ng da tai céc vi tri tiém. Phan (mg dugc col 12 durong tinh
néu tai noi tiem tuberculin ¢6 nét sin A4 véi duding kinh 16n hon hodic bang 6 mm. Phan tmg dwgc col
|a am tinh néu tai noi tiém tuberculin ¢6 ndt sAn @5 véi dwdng kinh nhd hon 6 mm. Hiéu gid cla
tuberculin thlr nghiém dwoc tinh theo churong trinh Parallel line clia WHO.

Tiéu chuan chip thudn
Higu gia clia miu thir nghiém phai ndm trong khodng 80 % aén 125 % gi4 tri hidu gi4 ghi trén nhan sén
phim. :

An toan chuﬁg
Dat yéu ciu v& an toan chung (Phy lye 15.11).

V4 khudn
Bat yéu chu vé vé tring (Phy lyc 15.7).

Ham [wgng Phenol
Khédng i&n hen 5,5 g/ (Phy lue 15.28),

pH
6,5 dén 7,5 (Phu lyc 15.33).

Céch diing, lldu lweng
Tigm trong da, lid¢u 5 (U0, 1m!.

Bdng géi, baoc quin

Tuy theo nha sin xuét, thedng ¢6 ba dang:

Mot ng chira 15 [U, trong durang 3 (iu;

Mét éng chira 50 IU, trong duwong 10 lidy;

Mt dng chira 100 U, fwong durong 20 lidu,

Tuberculin dwrgre bdo quan & nhidgt dd 2 °C @én 8 °C, tranh dnh sang.

Nhan, hop

Nhimg thong tin ddi véi nhan, hdp, t& huréng din st dung phai d4p (rng nhimg y&u clu clia cac quy
dinh higén hanh.
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{(CAC) VAC XIN DUNG CHO NGUOI
Vaccina ad usum humanum

Gidi thigu

Ve xin ding cho ngudd 14 nhirng ché phidm chira c4c khang nguyén cb kha ning tao mi&n dich chii ddng
va ¢3¢ hidu ¢& phdng bénh do vi sinh vat gdy nén. Ve xin dugre sdn xudt tlr vi khudn, Rickeftsia hoéc virus.
Vic xin diing cho ngudi ¢6 thé 1 (1) vi sinh vat d3 dwrgc bt hoat nhirng vin gitr duee tinh sinh mién dich;
hosic (2) vi sinh vt $éng khdng ddc; hodic (3) céc thanh phin khéng nguyén clia vi sinh vit.

$in xuit

Céc phuong phéap sdn xult tirng logi véc xin s& dugc md ta & phin tiép theo dudi ddy hoic trong cac
chuyén luan riéng. Céc phireng phdp ndy cin bdo d3m cho véc xin ¢é dd tinh khéng nguyén cling nhv
tinh v& hai va khdng bj tap nhidm.

Trong qué trinh san xuét'cd thé ding thém chét phy thich hep nhung khdng durgc cho thém penicilin &
bét ky giai doan nao clia qua trinh sin xuét.

C6 th téing kha nang sinh mi&n dich clia mbt s loai véc xin bdng céch cho thém chét phy thich hop
ghi trong cac chuyén luén rigng,

Cé thé ding chét bdo quan thich hgp theo quy dinh cho mdt s8 véc xin bt hoat.

Vic xin thanh phim dugc phan b vao céc dng (hodic 1o) va géin kin &8 tranh nhilm khudn, Mt sé vic
xin thanh phim degc san xult dudi dang ddng khé. Ch hodn nguyén véc xin ddng khd ngay tneére khi
sr dyng.

Véc xin vi khuén

Vic xin vi khudin uge san xult tir cée chiing vi khudn thich hep, nubi cly trén mdi tredng va didu kién
nudi cdy thich hop.

Vc xin vi khudn bt hoat cé chira vi khudin hodc céc thanh phin khang nguyén clia vi khudn 63 dugc
bat hoat nhieng vn gir dwgre khd niing sinh mign dich.

viéc xin vi khudn séng dwge sdn xult tir chiing gidm ddc nhung vin c6 kha nang kich thich sinh mién
dich d3c higu,

N8ng a9 clia vi khuln bit hoat trong vic xin duge do bing don v 89 dyc quéc té hogic dém té bao tryc
tidp.

Péi v vac xin vi khudn séng, c6 thé xac dinh s6 legng don vi sbng.

Gidi dc t6 vi khudn

Céc gidi d6c 18 vi khudn duwgc ché tao tir €oc t 42 gidi ddc nhung van gitr drgc tinh sinh mién dich va
. khdng cdn kha ning hdi déc.

O d4y lo gidi 89c t tinh ché, sau khi hip phy, c6 mdt I6p cin mau tréng hodc vang nhat; khi lc, céin
ndy s& phan b4 déu trong lg véc xin.

Vdc xin virus

vic xin virus 13 huyén dich virus thu dugc sau khi cdy trén dong vét, trimg c6 phdi, hodic t& bao nudi
thich hgp. Nhieng vac xin ndy 6 thé & dang 16ng hodic dong kha.

Vic xin virus thurdrng dwee s3n xuét ity chiing virus &3¢ hidu gidm dd¢ Iyc. Vic xin virus ¢b thé cé mau
néu chira chi thi pH nhw 46 phenol.

Véc xin virus bt hoat thudng durere X2 Iy bing phurong phédp héa hoc hodic Iy hoe.

Véc xin phéi hop
Céc vhc xin phéi hep 12 hn hgp cia 2 hodc phidu loai vic xin khac nhau.
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Ham legng hoa chit co trong véc xin

Phenol -

D&i véi cac viic xin c6 chira phenol, cAn xac dinh ham lwgng theo Phy luc 15.28. Néu phenol dé dwoc
ding trong qua trinh san xudt thi ham lwong cudi cling trong véc xin thanh phim khéng dwoc qua
2,5 g/l, trlr tneérng horp diic biét.

Formaldehyd

©éi voi cac vic xin cb chira formaldehyd, cAn x&c dinh ham lugng theo Phy Iuc 15.25. Néu
formaldehyd da dwc diing trong qua trinh séin xuét thi ham iveng cubi cling trong vic xin thanh phim
khdng dwge qua 0,2 gfi formaldehyd tur do, trir treémg hop dic bigt.

Nhém

i véi céc véic xin c6 chira thanh phan nhém (AI***), cn xéc dinh ham lugng theo Phu luc 15.27. Néu
nhém duwgc ding a8 hap phy vic xin thi ham lueng cudi ciing khéng drec qué 1,25 mg nhém (A'Y
cho m&i lidu don tidm cho ngudi, trir treéng hop dé4c bigt,

Bao quan
Véc xin phai duge bao quan tranh Anh sang. Trir khi cé quy dinh riéng trong timg chuyén lu@n, cac vée
xin phai bao quin & nhiét d% 2 °C dén 8 °C va céc vc xin 15ng khéng dwgc dong bang.

Han diing

Han ding duwgc tinh tir khi b4t du thir nghigm céng hiéu hojic hidu gia trong nhimg didu kign bdo
quan quy dinh a4i v&i ting loai vac xin.

Han ding cilia véc xin dirge quy dinh trong tirng chuy@n lugn riéng.

Nhéan, hép

Nh(rng théng tin 48i vé&1 nhan, hép, t& hwéng dén siz dung phai dap tmg nhikng yéu cdu clia cac quy
dinh higén hanh.
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VAC XIN BACH HAU HAP PHY
Vaccinum Diphtheriae adsorbatum

Pinh nghia

Vic xin bach h3u h&p phy duwgc didu ché tir 36c t& bach hiu a5 x(r Iy bing formaldehyd va nhiét 46 aé&
mét tinh ddc ma v3n can tinh sinh midn dich, chiva it nhit 1500 LI mg protein nitrogen va hip phy véi
mot ta chét thich hgp nhr mudi nhém phosphat hoéic nhém hydroxyd trong dung dich natri clorid
0,85 %. Cé th& cho thém chét bdo quén thich hop.

Sin xudt

Chiing Corynebacterium diphtheriae diing cho sén xult phai tuan thi quy dinh v& hé théng chiing duec
nudi cly trong mdi trurdmng [8ng thich hep. & cubi giai doan nudi cy, cAn kidm tra tinh thudn khiét 6
loai bd nhirng mé& nudi ciy don bj nhidm tap. Xac dink ham leong ddc t§ (L ml) bing phan (ng l&n
béng. C4c mé git don cb thé hdn hop lai dé gidi ddc bing formaldehyd va tinh ché theo phwrong phép
thich hgp.

Kiém tra gidi ddc td tinh ché vé& d@dc tinh ddc higu, tinh hdi ddc, 86 sach khang nguyén truéc khi dung
didu ché vic xin thanh phim.

Giii ddc td tinh ché ban thanh phim

Chiing san xuAt phii cé ddc tinh cao, bibt ré v& ngudn gbc va lich st chiing. M6i trwdmg nudi cy chira
doc t§ bach hiu cln dugc tach xac té bao vi khudn cang som cang tht. Xac djnh ham legng e té
(Lf/ml) bing phin tmg 1&n bong aé gidm sat tinh &n dinh trong san xudt. Giai ddc té bach hdu dugc tinh
ché a8 toai bd cac thanh ph3n c6 thd gay céc phan (g phy cho ngudi. Bc té sau khi tinh ché s&
dwyc bat hoat biing formaldehyd theo phwong phép thich hop sao cho khéng dnh hirémg dén khd
niing sinh mi8n dich cla gidi ddc té va khéng bj hdi 8dc. Tuy nhién, c6 thé lwa chon quy trinh tinh ché
sau khi gidi djc.

Chi ¢6 nhirng gidi ddc t tinh ché ban thanh phdm dat c4c fidu chudn duéi day méi duge sir dung a8
pha véc xin ban thanh phdm cuéi cling.

V5 khudn
Tién hanh kigm tra tinh vé khudn ciia gidi doc t4 bach hiu tinh ché bén thanh phim véi 10 ml mau cho
mBi mdi trrding kidm tra (Phy lyc 15.7).

Tinh d§c dic hidu va tinh h8i doc ctia gidl dbc t6 bach héu

Kidm tra tinh dBc ddc hiéu: Tiem dwéi da 1 mi gidi ddc & tinh ché c6 chira 500 Lfiml/con cho 5 chudt
lang khoé manh trong ivgng 250 gicon &én 350 g/con, chra st dung cho bat ky myc dich gl truére d6.
Theo dii va kidm tra trong lrong chudt trong 6 tudn. Nhimg chudt chét s& phai md kidm tra céc ddu
higu nhim dac t bach hiu (tuyén thwong than stng d3). Gidl ddc th tinh ché dat yéu cAu an toan dc
higu khi khéng ¢6 chudt lang ndo c6 d4u hiéu nhiBm a6c té bach hiu trong 6 tun theo ddi va cé It nhét
80 % chudt séng s6t trong giai doan thir nghiém.

Kiém tra tinh hdi d0c cia gidi déc t5 bach hdu: Gidl ddc 18 bach hdu tinh chd phai dugc kiém tra ¢é
a3m blo khong bj hdi dbc. Sir dung dung dich dém giéng nht dung dich pha véc xin ban thanh phdm
cudi cing nhung khong c6 chét hdp phy a& pha mBu gidi 4oc t6 bach hau tinh ché ban thanh phim
thanh huyén dich chia 35 Li/ml. Chia thanh 2 méu thi, trong 66 mdt mbu 0 & (§ + 3) °C trong 6 tudn
va m3u kia 0 & 37 °C trong 6 tuin. Tiém duwrdi da 5 mifcon, m3i may tiém cho § chudt lang khoé manh
trong hegng 250 gicon dén 350 glcon, chua sir dung cho bét ky muc dich gl tnedrc 6. Thir nghigm dat
y&u cAu khi ¢& 2 nhém chudt 8u khod manh, khdng cb chudt lang ndo c& ddu higu nhiém ajc 1 bach
hiu trong 6 tudn theo dbi.
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B tinh sach cia khing nguyén bach hdu

Gidi d8c 16 bach hau tinh ché phai duge kidm tra d6 tinh sach cla khéng nguyén bing cach kiém tra
ham Irgng khang nguyén blng don vi Lfimg nitrogen protein. Ham legng khéng nguyén dwoc kiém tra
bing céch so sénh véi miu chudn da duge higu chudn bdi gidi ddc t bach hiu miu chudin quéc té
danh cho thir nghiém 1&n bdng hoic miu chuén quéc gia twong duong.

Gidi déc 16 bach hiu tinh ché dat yéu cu khi chira khéng dwoc it hon 1500 Lffmg nitrogen protein.

Kidm dinh véc xin ban thanh phdm cudi cing : :

Vic xin ban thanh phim cui ciing durge pha ché tir gidi ddc té bach hdu tinh ché, cho thém nhom
phosphat hodc nhém hydroxyd véi ham legng thich hgp. C6 thé cho thém chét béo quan. Chi nhimg
v&c xin ban thanh phim cudi cling dat céc tiéu chudn dwéi day méi dugc phép 1iép tyc san xuét thanh
véc xin thanh phdm. ' '

Chiit béo quin

Xac dinh ham lwong chdt bao quin bing phurong phap hoa hge thich hop. Ham lwgng chét bio quan
trong véc xin ban thanh phim phéi dat it nhét 1a 85 % va khéng dwgc qué 115 % so véi luong dv kién
cho vao (Phy lyc 15.29),

V6 khudn
Tién hanh kidm tra tinh vd khudn ciia vac xin bén thanh phim cubi cling v&i 10 ml miu cho mdi mbi
trudmg kidm tra (Phu lye 15.7).

Kiém djnh vic xin thanh phim

Nhéan dang
Thipe hidn it nhét trén mdt fo véc xin &3 dwee dan nhiin,
Nhan dang gidi ddc té bach hdu biing thir nghiém 1én bong nhuw md ta trong Phy iyc 15.18.

V6 khuén
Véc xin khang nhi&m vi khudn va ndm (Phy luc 15.7),

Céng hléu

Thec hign theo Phy lyc 15.23.

Tigu chudn chép thusin: Cong hidu ciia véc xin bach hiu ding aé iém tré em durgc coi 14 dat yéu cdu
khi khéng thép hon 30 IU 86i véi mot lidu dom. Béi véi cic thir nghidm s dung 3 86 pha lodng, giti
han khoding tin cly 95 % clia cdng hiéu phai ndm trong khodng 50 % @én 200 % hodc gidi han dudi
khoding tin cy 95 % clia gia tri cng hiéu phai lém hon 30 1U abi véi mét lidu don cho ngwii.

An todn chung

Tiém vic xin bach hdu véi 1 lidu iém cho nguéi vao & bung cho mdi con trong 6 5 chudt nhit tring
khde manh, trong legng 17 g/con dén 22 glcon va chira sir dyng véi bt cle myc dich gi tnrée d6; fism
it nhét 1 lidu tiém cho ngwdi nhieng khdng nhidu hon 1 mit vio & bung cho mdi trong 86 2 chuft lang
kho& manh, trgng legmg 250 g/con dén 350 g/con va chua sir dung véi bit clr muc dich gi trede d6.
Véic xin dat tinh an todn chung, khdng cb ddc tinh bt thudng néu todn bd chudt thir nghiém ddu khoé
manh, n can va khdng c6 bidu hidu nhidm ddc trong 7 ngay theo dbi.

Chét bédo quin
Ham iwgng thimerosal khong {t hon 85 % hofic khdng nhidu hon 115 % so véi lwong ghi trén nhan
(Phy lyc 15.29).

Nhém
Khéng qua 1,25 mg nhdm trong mdt lidu don vic xin cho ngui (Phu luc 15.27).

pH
6,0 dén 7,0 (Phy lyc 15.33).
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Cim quan

M3i loat vAc xin thanh phim sau khi san xut phai duoc kidm tra bing cdm quan 8 dam bao céc lo
hay ng véc xin trwéc khi xudt xwéng ddu phai dat yéu chu, khéng ¢6 ddu hidu bt throng vé cam
quan nhw: vt la trong lo véc xin, ndp hay nit chit va d3m bdo tinh nguyén ven. Trong qua trinh kiém
tra, ndu dng hay lo ndo thiy khéng dat y8u chu cAn dugc loai bd.

Bédo quén, han ding
Khi bdo quan & didu kién quy ginh, vic xin ¢o thé gilr duwgc cding higu 3 ndm ké tir ngdy chudn d cong
hiéu. )

Nhan, hép

Nhirng thdng tin ddi v&i nhan, hdp, t& hwéng din sir dung phii 84p Ung nhirng yéu ciu clia cée quy
dinh hién hanh,



TCVNI1-5:2017

36



TCVNI-5:2017

VAC XIN BACH HAU - UON VAN - HO GA BAP PHY) (DTwP)
Vacclnum diphtherise tetan! et pertussis adsorbatum

Dinh nghia
Vc xin bach hu - ubn van - ho ga 1 mgt hn hep gdm cac gidi @dc t& bach hiu, ubn vén tinh ché hip
phig va véic xin ho ga toan té béo hdp phy (DTwP).

San xuét gial 84c t8 bach hiu

Vic xin bach hdu duoc san xust dya vao hé théng chiing gée. Chiing Corynebacterium diphtheriae
ding cho san xuédt phdi tusin thi theo quy dinh v& h¢ théng chiing gbc va dugre nudi cy trén mdi
trurdng 16ng thich hop. Cudi giai doan nubdi cdy, cin kidm tra tinh thudin khiét 83 loai b nhirng loat nudi
cdy don bj nhim tap. X4c dinh ham lwong ddc t8 bach hAu (Lfiml) blng phan (ng [&n bdng. Cac mé
g4t don co théd hin hop lai a& gidi ddc bing formaldshyd va tinh ché theo phireng phap thich hop.

Gidi ddc t& bach hdu tinh ché duwgc kidm tra vd khudn, tinh ddc asic hidu, tinh hdi adc, @ tinh sach cla
khang nguyén trrére khi pha ché véc xin ban thanh phim cubi cting.

V6 khuin ,

Tién hanh thir nghiém v6 khufin trén mdi tnedmg canh thang Thioglycolat va Soybean Casein véi miu
gidi d6¢ t6 bach hiu tinh ché: 10 ml gidi doc tb bach hdu cho m8i mdi tnrdmg.

Céch tién hanh va tidu chudin chip thuin theo Phy Iy 15.7.

Kiém tra tinh d§¢ dgc hiu

Tigm durdi da it nhét 500 Lf ctia gidi ddc t& bach hAu tinh ché chira trong thé tich 4 mi viso mdi trong sé
5 chudt lang kho& manh, trong hweng 250 g/con dén 350 g/con chira s dung vao bit ¢l myc dich gi
tredc @6, Theo dbi chudt trong vong 42 ngay sau tism, néu thiy bt ky tridu chimg nao hay bj chét do
adc té bach hiu thi 16 gidi 8dc 18 bach hdu tinh ché ndy khdng dat v& tinh an toan d#c hidu. Néu cé hon
mdt chudt lang thr nghigm bj chét trong thdi gian theo ddi vi bAt k§ nguyén nhan nao tht phai nhic lai
thir nghiém. Néu c6 hon mét chubt lang thir nghiém bj chét trong 1An thir nghidm they hai thi 15 gidi ddc
18 bach hu tinh ¢hé nay cling khdng dat v& tinh an todn d%c hidu.

Kiém tra tinh hd1 déc

$tr dung dung dich dém gidng nher diing a& pha vic xin thanh phim nhung khéng cé chét hip phy aé
pha loang gidi ddc t& bach hau tinh ché sao cho ¢b chira ham iwvgng gidi ddc tb fwong dwong nhur
trong vic xin thanh phim (35 Li/mi); chia thanh 2 phin twong duong rnhau va G m8i phin clia dung
dich ndy & nhiét d§ khic nhau (5 & 3) °C va 37 °C trong 6 tudn. M3i trong 2 miu thir sau khi i dugc
dua ra kidm tra tinh hdi ddc clia ddc td bach hiu biing cach tiém duwdi da cho § chudt lang khde manh,
trong lgng 250 g/con dén 350 glcon.

Gidi 86c 16 bach hdu tinh ché dat yéu cAu vd thir nghiém tinh hdi ddc khi cac chudt thir nghiém ddu
khde manh, I8n cAn va khéng cé chudt ndo c6 diu hidu vé& phin (g do déc td bach hiu trong 6 tudn
theo ddi.

Kidm tra 8§ tinh sach cida khéng nguyén bach hdu
Gial ddc t6 bach hiu tinh ché phai dat khdng it hon 1500 Liimg nitrogen protein.

S4n xudt glit 8dc t8 udn vén

Vic xin udn vén dugc sdn xult dya vao hé théng chiing gbc. Ching Clotridium tetani dt‘mg cho sén
xuéit phai tudn thi theo quy dinh v& hé thdng chiing gbc va dwgc nubi cly trén mai tnerdmg thich hop.
Cudi giai doan nudi ciy, cin kidm tra tinh thuln Xhiét 68 loai bd nhimg loat nudi cly don bj nhifm tap.
Xéc djnh ham lugng ¢éc t& udn vén (LEmi) bing phin {mg 18n bdng. Cac mé g3t don cb thd hdn hop
lai ad gidi ddc bing formaldehyd va nhiét 4§; tinh ché theo phwong phép thich hep.
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S6 Iugng Lf trong véc xin udn van ban thanh phdm tly thuéc vao edng thire gbc clia timng nha san xuét
nhirng khéng dwoc qué 25 Lf trong mat lidu don cho ngudi ndu s dung nhidqu hon mét fidu cho phéc
@& tiem midn dich co’ ban.

Gidi ddc t6 ubn van tinh ché dwege kiém tra vé khuln, tinh ddc dc hiéu, tinh hdi doe, 49 tinh sach cla
khang nguyén tnrie khi pha ché vic xin ban thanh phim cudi cling.

Vé khuén

Tién hanh thtr nghiém v khuln trén méi trwéng canh thang Thioglycolat va Soybean Casein véi miu
gidi d6¢ t8 ubn van tinh ché: 10 ml gidi ddc té uén vén tinh ché cho m8i méi truwdmg.

Céach tién hanh va tiéu chuin chép thuan theo Phy lyc 15.7.

Kiém tra tinh déc diic higu

Tiém dudi da it nhat 500 Lf cla gidi ddc t4 uln van tink ché chira trong thé tich 1 ml vao m3i chudt
trong sé 5 chudt lang khoé& manh, trong lrong 250 gicon 88n 350 g/con chira sir dyng vao bat cir muc
dich gl treérc d6. Theo ddi chudt trong vong 21 ngdy sau tiém, néu thiy bit ky trigu chirng nao hay bi
chét do dac t8 udn van thi 16 gidi ddc té uén van tinh ché nay khdng dat vé& tinh an todn diic higu. Néu
c6 hon mét chudt lang thir nghiém b chét trong thdi gian theo dai vi bit k¥ nguyén nhan nio thi phii
nhic tai thir nghiém. Néu c6 hon mdt chudt lang thir nghiém bj chét trong tin thir nghiém thir hai thi 18
0iai ddc té udn van tinh ché ndy cing khdng dat v tinh an toan &3¢ hidu.

Kiém tra tinh héi doc

St dung dung dich d8m ding a8 pha viic xin thanh phdm nhung khong cé chét hdp phy a8 pha loding
gidi djc t& uén van tinh ché sao cho cb chira ham legng gidi ddc té trong dwong nhw trong véc xin
thanh phdm (12,5 Lf/ml); chia thanh 2 phn tvong dwong nhau va b m&i phln cia dung dich ndy &
nhiét 49 khéc nhau (5 & 3) °C va 37 °C trong 6 tudn. M3i trong 2 mu thir sau khi & duge dwa ra kiém
tra tinh hdi ddc cia doc th udn van bang cich tiém duwdi da cho 5 chubt lang khde manh, irong lweng
250 glcon dén 350 g/con.

Gidi 88c¢ t6 udn van tinh ché dat yéu cu vé thir nghiém tinh hdi ddc khi cdc chudt thir nghiém déu khde
manh, 1&n can va khdng ¢6 chudt nao cé diu hiéu vé phan &ng do ddc té ubn van trong 3 tudn theo
déi.

Kiém tra dp tinh sach ciia khéng nguyén uén vin
Gidi ddc t6 uén van tinh ché phai dat khdng it hon 1000 Lffmg nitrogen protein.

$én xuit nwéc cbt ho ga bit hoat

Nwéce obt ho ga dwee san xudt dya vao he théng chiing géc. Chﬁng Bordertella pertussis ding ¢ho sdn
xuit véc xin ho g phai tudn thi theo quy dinh vé hé théng chiing gbc va dugc nudi cly trén mol
trudng thich hep. Viée hza chon ching nudi cdy, mdi tnrdmg va phirong phap nudi cdy thich hep nhim
tao ra vic xin ho ga thanh phém cé duec 3 ngung két nguyén 1; 2; 3. Tirng ¢hiing dugc nudi cy
24 h aén 72 h trong mal trrdng 18ng hodic ddc. Khdng dugce diing méu ngudl hogic ¢ac sdn phim ttr
mau ngudi trong bt ky méi tredng nudi cdy chiing ho ga ndo d8 san xudt véc xin ho ga. Méi tredmg
dung trong giai doan nudi cdy ho g cudi cling cling khong dwge phép c6 méu hodic sin phim clia
maw.

Sau khi nuéi ¢y, gZt va rira sinh khdi vi khudn ho ga a8 loai bd céc chit cén tdn dur clia méi tneing
nudi cy; pha thanh h&n dich ho g& véi nude mudi sinh I v8 khudn thanh hdn dich nwde cbt ho ga cb
d3c.

Kiém tra tinh thudn khiét cia cdc mé git don

Léy méu tlr cic mé gt don a8 kiém tra tinh thuln khiét bdng phirong phap nhudm soi kinh hién vi
hoic ciy vao mdi trurdng nudi cdy thich hep. Céc md géit dom s& khdng dugc phép sir dyng vao visc
pha ché ban thanh phdm khi phat hién c6 nhidm bét ky mot Joai gl khac vao san phdm.
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Kiém tra @6 dyuc

Diing bd so d9 dyc chuln qudc té hojc do mat ab quang (OD) & burdc séng 560 nm clia hdn dich
nweéc ot ho ga ¢b diic (khdng dwgc mudn hon hai tudn sau khi git va taroc khi huydn dich vi khuln
dugc dura vao bt ky quy tinh pha ché nao tiép thec) d& xéc dinh dam @6 clia nude cbt ho ga cb dic.
Dam a5 nwéc cbt ho ga dwge st dung 1am co s& a8 tinh toan khi pha ché véc xin ban thanh phim
cubi cling.

Thanh phln ho g4 frong vic xin DTP hin hep khdng vurot qua 20 don vi 38 duc qudc té (I0U) trong
mit iéu don véc xin cho nguwdi. TV 1§ thanh phin cic ching B, perfussis khdng duwyc thay #4i khi hdn
hop vc xin, phai ddng k¥ rd trong hd so va dugc sy chip thuan clia co quan kidm dinh quéc gia,

Kiém tra 0 séng sét

Hdn dich vi khudn ho ga duoc giét chét va gidi doc bing phirong phép dugce sy chip thudn clia cor
quan kiém djnh quéc gia. Céc héa chét duoc sir dung aé git chét va gidi ddc vi khudn ho ga cling phal
dugc sy chip thuan béi cor quan kidm dinh quéc gia. H3n dich vi khudn ho g4 duoc giét chét bing
nhigt 4% trong khodng théi gian thich hop va duge kidm tra st sbng sét clia cdc vi khudn ndy trén mdi
tarémg Border - Gengou. Sau khi bt hoat, nieére ¢t ho ga dwge bdo quin & nhigt 46 (5 £ 3) °C trong
mdt khodng thdi gian ¢An thiét dé gidm bét tinh dgc.

M&i loat nrdre ¢bt ho 9a don s& khong dugc ding 88 pha ché vic xin ban thanh phim khi khdng dat
céc tiéu chudn v& vd khuln, kha niing bét hoat hodn toan (kiém tra 4 séng sét), nhan dang, kha ning
phét tridn, nguwng két nhw chiing géc B. pertussis. -
Phwong phap sdn xudt phdi duge thdm dinh d& chimg minh ring sén phim khi kidm dinh & tuan thi
va dat dwgc céc tidu chudn nhie mé t& dwdi day.

Kidm dinh vic xin ban thanh phim

Véc xin ban thanh phdm duwgc pha ché va hdn hgp bdi mdt irgng thich hop ciia gidi déc 4 bach hiu
va gidi a¢ t& ubn van da dugc hip phy béi nhém phosphat hydrat hodic nhdm hydroxyd va hin hep
thém mét lwgng thich hop cla huyén dich B. perfussls a3 dugc bat hoat; két qua clia sy hdn hep ndy
khi tiém vao co thé phai phi hep v& mat sinh Iy v&i mau. Ham Iugng B, periussis clia véc xin ban
thanh phdm phdi khéng durgc vergt qua 20 JOU cho mét lidu don cho ngudi. Néu st dung 2 hode nhidu
hom sb chirg B. pertussis thi khi pha vAc xin ban thanh phim phai tinh todn sao cho tdng s don v 6
dyc clia cAc chiing ho ga duwa véio phdi khéng thay 88i gitra cac loat vic xin va khong virgt qué 20 IOU
cho mét lidu don cho ngwdi. Ham lrgng chét bdo quan trong vic xin DTP hip phy phéi khdng anh
hudng ¢én tinh sinh mién dich cla gidi ddc té ubn van, bach hiu, véc xin ho ga va khéng gy ra nhing
phan (rng ¢6 hai cho ngwdl sir dung.

Chi véc xin bén thanh phdm cudi cling nao tusn thil va dat céc yéu cAu dudi ¢dy méi duge siv dyng dé
s3n xut thanh phdm. -

Chét bio quin khing Khuén

Xac dinh ham lrgng chét bdo quan khang khudn trong vic xin bén thanh phim cu6| cling bing
phuong phép thich hop. Ham iweng chét bio quén khdng dwgc it hon 85 % va khéng duge nhidu hon
115 % clta hwrgng chét bao quan tiéu chuln cho vao véic xin (Phy luc 15.29),

V6 khuén
Tién hanh thir nghiém vd khuln trén méi trwéng canh thang Thioglycolat va Soybean casein, Diing
10 mi véc xin @& tidm tra trén m8i mdi trudmg (Phy lyc 15.7).

Céng higu _
Tién hanh c4c thér nghiém kidm tra cdng hiéu theo Phy iyc 156.22; Phy lyc 15,23 va Phy lyc 15.24.

Tinh déc dc hisu
Tinh @d¢ ddc hidu cla véc xin bach hdu - udn van - ho ga toan té bao dwgc kidm tra trén miu béan
thanh pham cudi ciing hay véc xin thanh pham khi cin thiét (Phy lyc 15.4).
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Doi voi thanh phén bach hdu va ubn vén

Chon 5 chubt lang, cé trong hegng 250 g dén 350 g, tiém duwéi da mdt lwgng vAc xin twong dwong véi
it nhét 5 lidu don cho nguwdi. Theo dbi chudt hang ngdy. Vac xin dat y&u cAu néu khang cb chudt lang
ndo cd diu higu ligt ubn van hodic tridu chirng nhidm déc bach hiu va it nhét 80 % chudt sbng trong
ther gian 6 tudn. Néu b chudt chét phai mé d& kidm tra phit tang v& déu hi¢u nhigm ddc bach hlu
{tuyén thwgng than dd).

D4i véi thénh phén ho g

Ding it nhét 20 chudt nhit tring, trong Iwpng 14 g dén 16 g, cling gidi (néu ¢b ¢a 2 gi&i cln phan chia
ddu trong cac nhém) cho m&i méu véic xin thiz va nhém chimg. M3i chudt dwee tigm vao 8 byng 0,5 mi
dung dich chira t&i thidu nira lidu don vic xin cho ngudi. Nhém chimg duwerc tiém 0,5 mi nuée mudi
sinh Iy (tét nhdt chra cling ham lrgng chit bdo quén nhw cd trong dung dich tidm cho nhom thi
nghiém). Téng trong ILrgng cac nhom chudt durge x4c dinh vao 72 h va 7 ngdy sau tiém. Vac xin dat
yéu ciu ndu dat ca 3 tiéu chuln saw:

Sau72h tBng trong lwong chudt khdng it hon tnrde tiém.,

Sau 7 ngay trong legng trung binh mai chudt khong it hon 60 % so v&i nhém chirng.

Sé chudt chét khdng qué 5 % 1éng sb chudt da duge tiém.

Kiém dijnh védc xin thanh phim

Nhén dang

Thinh phdn bach hAu - udn van - ho ga toan té bao trong vic xin DTwP hip phy dugrc tich gel blng cich
cho thém natri citrat (CeHsO7Na5.2H,0 ) v&i ndng d6 5 % G & 37 °C trong 48 h. Sau @6 ly tam
2000 r/min trong 15 min. Nwée ndi dirge ding @8 nhén dang thanh phin bach hiu va ubn vén béng
phin &ng 1&n bdng, can ly 1Am diing && nhén dang thanh phén ho ga ¢6 trong véc xin bing phan ing
ngung két trén phién kinh v&i cac huyét thanh khéang ho ga diic hiéu (Phy luc 15.19).

V6 khuén
Dat vé khuln (Phy luc 15.7).

An toan chung

Thir nghiém dwec tién hanh trén chudt nhét tring va chudt lang khod manh. Tiém vao & bung cho
5 chubt nhit trfing c6 trong Ieong 17 gleon dén 22 g/con, mdi con mét nlea lidu tiém cho ngudi; tiém
vao 8 bung 2 chudt lang cé trong lreng 250 g dén 350 g; mai con mét lidu tidm cho ngwdi nhung
khéng qué 1 mlfcen,

Véc xin dugc coi 1a khodng cb 68¢ tinh bt thudng néu tit ¢a cdc ddng vét thi nghiém séng khoé manh
va 1&n cén trong thdi gian [t nhét 7 ngay thir nghiém va khong cb déu hiéu nhidm Géc.

~Céng higu
Tién hanh kidm tra & mau vic xin DTP thanh pham khi chwa kidm tra cdng higu trén vic xin ban thanh
phdm hodc khi c6 chi dinh cAn thiét (Phy luc 15.22; 15.23; 15.24).

Tinh chét vit Iy, hoé hge

Cém quan

Kidm tra hinh dang bén ngoai cia vic xin bing mét thudng: Huydn dich vic xin chia thanh 2 Ié¢p, phin
dung dich phia trén trong subt khdng mau ho#ic vang nhat; 16p ting cin dwdi day 1o c6 mau tréing xam.
Nhanh chéng tao huyén dich ddng nhét sau khl tic nhe, khéng 1iin chét la.

Tinh chét vt iy

Thé tich véc xin mdi Ig: Thé tich ghi trén nhin +10 %.

Ty 1& logi bd:

Béi véi véc xin da iidu: Khéng qué 3 %.

Béi véi vice xin lidu don: Khéng qué 5 %.
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Khéng bj ddng béng (titu chuin nay chl kidm fra sau khi bio quén hay van chuyén theo diy chuydn
lanh, khéng phéi tidu chudn xut xudng olia nha sdn xult): Lo vic xin miu thix phai ¢ tdc a6 lang cin
cham hon nhidu so v&i 1p chitg dwong va khang cb sir tao hat hay hinh dnh bong tuyét lo ilmg trong
huydn dich vc xin hay két thanh cyc sau khi lic.

Chéf bdo quin
Ham lwgrng thimerosal cho phép 13 0,005 % 3én 0,02 % {Phy lyc 15.29).

Chét hdp phy
Ham Igng AI**? trong véc xin DTP hip phu khdng dwgc qua 1,25 mg A"/ lidu tiém cho ngudi (Phy
lye 15.27). '

pH
6,0 34n 7,0 (Phu luc 15.33).

Formaldehyd tén dw
Khéng qué 0,02 % (Phu Iyc 15.25).

Béo quin va han ding

O nhiét 48 2 °C dén 8 °C véc xin c6 thé gilr cdng hiéu 2,5 nEm.

Nha sin xult phdi dua ra khuyén cso v didu kién bdo quan va van chuydn vic xin DTP hip phy 6é
ddm béo ring vic xin dat cong hiéu theo y8u ciu cho dén khi hét han sir dung nhie 83 d3ng ky va ghi
trén nhan. Vic xin DTP hdp phu phai dirgc bdo quan $ao cho khdng bi 43ng bang.

Han diing cia véc xin phai dugc co quan kidm dinh quéc gla chip thuan va cb dinh, dipa vao céc sb
liéu nghién ctru tinh 8n dinh clia véic xin va khong dugc qua 2,5 nam tinh tir cudi thiz nghigm kidm tra
¢cdng hidu (tinh tir ngay tiém mién dich trén ddng vat thi nghlém).

Nhin
Nhirng théng tin dbi v&i nhan, hp, 1& hudng din s dung phai dép tng nhitng yéu clu clia cac quy
dinh hign hanh,
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VAC XIN BACH HAU, UON VAN HAP PHY DUNG CHO NGUO LON VA V) THANH NIEN
Vaccinum diphtheriae et tetanl ad usum adulti et adulescentis adsorbatum

Dinh nghfa

Vic xin bach hdu, udn van hip phy 14 vic xin phéi hop, dwge didu ché 1 ddc t6 bach hdu vi dbc td
ubn vin. Cac @d¢ tb nay dwoe sinh ra trong qua trinh nuéi chy Corynebacterium diphtheriae ho#ic
Clostridium fetani, sau 65 x I bing formaldehyd va nhiét @9 d& 1am mét tinh dfc, trér thanh gidi 8bc té
ma vin con kha nang sinh midn dich. Céc gidi doc t& dwac hép phy véi ta chét thich hgp nhir nhém
phosphat hodc nhém hydroxyd.

San xuit

Gidl dbc t8 bach hdu tinh-ché ban thanh phim

Chiing ding san xuét ra ddc tb bach hiu cin phdi tuan thd quy dinh v& hé thdng gibng chlng. Chiing
Corynebacterium diphtheriae ¢ tinh dd¢ cao 43 bit v ngudn gbc va lich str, Awgc nudi cly trong méi
treomg 13ng phit hop. Két thiic giai doan nusi cdy, timg mé nudi cly duge kidm tra 35 sach a2 logi bd
nhirg mé bj nhiém tap. Doc td dugc chibt tach vd khudn a8 loai bd xac vi khudn. Thing qua vige xac
dinh ham lwong doc té (Lf/ml) o6 thd gidm s4t dwec tinh &n dinh trong sdn xut.

Céc mé géit don c6 thé hdn hop lai rdi gidi doc v tinh ché. Qua trinh tinh ché 6 thé thye hign trrde
ho#ic sau qué trinh gidi dc. Vige tinh ché d8c t nhiim logi bd cac thanh phin gay ra nhirng phan éng
phu & nguwdi, Boc té tinh ché duge gisi 6dc bing formaldehyd theo phirong phap thich hop (thdng
thurdmg bing nhiét) nhim trénh sir phd hily kha niing sinh midn dich clia gidi ddc té va tranh hdi ddc.
Chi nhirng gidi ddc té tinh ché bén thanh phdm dat nhimg tiéu chudn quy dich mé&i dugc ding dé pha
ché thanh viic xin ban thanh phdm cubi cling.

Kidm tra v& khudn

Can tién hank thir nghiém v khudn vdi it nhit mat lkeeng mau ther 10 mi trén mdi loai mai tneémng..
Kiém tra an todn déc hidu (xac dinh s\ khng cé m#t cia ddc té):

Tiém duwéi da 1 ml gidi Gdc 16 tinh ché chira it nhdt 500 Lf (mdi chudt) cho § chudt fang khde manh c6
trong lugng 250 g/con dén 350 gicon, chura ding cho thir nghiém nao tredre d6. Theo d&i chudt trong
42 ngdy, thir nghiém dat yéu cAu ndu nhw khdng cé chudt nio chi ra ddu hidu hodic bj chét do nhim
ddc té bach hdu. Néu nhidu hon 1 con chudt lang chét khdng rd nguyén nhan, thir nghiém cin nhic lai.
Néu trong I14n thir thir hai cé nhidu hon 1 chudt chét, gidl ddc td A6 khong dat yéu cdu vé an toan.

Kiém tra tinh héi 8oc ciia dc 16 bach hdu

Pha logng gidl ddc té tinh ché trong dung dich dém d& ¢ ham lwong twong dueong voi ham kegng gidi
d4c td bach hiu trong vic xin thanh phim, Chia miu thu' thanh 2 phén twong dwong nhau rbi gity &
2 nhigt 48 (5 + 3) °C va 37 °C trong 6 tudn,

C3 2 miu thr durgre kiém tra bing cach tigm dudi da Sml(m&chuct)deGhuétlartg cb trong fromg
250 g dén 350 g. Theo ddi chudt trong 6 tulin, Gidi ddc t bach hau dat yéu cAu, ndu két qua kibm tra
ctia ¢é¢ miu thir khéng chi ra sy 6 miit clia dc 16 bach hdu.

D§ sach khéng nguyén: Khdng it hon 1 500 Lf/mg nito protein

Gidi dfc t8 ubn vén tinh ché bén thanh phim

Chiing dung san xuit ra doc t& ubn van cin phdi tudn thii quy dinh vd hé théng giéng ching. Ching
Clos-tridium tetani c6 tinh d6c cao a5 bidt rd v& ngudn géc va Jich sir, dirge nudi cdy trong méi trrimg
16ng pht hop. Két thic gial Goan nudi cdy, m8i m& nubdi ciy duwec kidm tra 84 thudn khiét ¢8 logi bd
nhimg méa bj tap nhim. Mbi trdng 6 adc t§ dugre chiét tach v khudn 8 loai b x4c vi khudn. Théng
qua viéc xac dinh ham Iwgng ddc 18 (Lifml) c6 thd gidm sét dwee tinh &n dinh trong sén xuét.

Cac mé gt don cé thé hdn hop lai dé gidi ddc va tinh ché. Qué trinh tinh ché c6 thé thyre hién trwée
hodc sau qué trinh gidi ddc. Tinh ché ddc t& nhim logi bd céc thanh phin gay ra nhimg phdn img phy
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& ngudi. Doc té tinh ché dugc gidi déc bing formaldehyd theo phurong phép thich hop, nham trénh s
phé hliy khd n3ng sinh midn dich ciia gidi ddc t& va tranh viéc hdi phyc déc firc, thong thurdng ding
phtrong phap nhiét,

Chi nhivng giai d6¢ té ubn van tinh ché ban thanh phdm dat nhimng tléu chudin quy dinh méi dugc ding
d& pha ché thanh véc xin ban thanh phém cudi ciing.

Kidm tra vo khuén

Cn tién hanh thir nghiém vo khufin véi it nhat mét leong méu thir 10 mi trén mi logi mdi trurémg (Phy
luc 156.7).

Kidm tra an toan dsc hitu (xac dinh sir khng c6 mét cita ddc to)

Tiém dwéi da gidi d6c 16 tinh ché chiva it nhit 500 Lf cho mdi chudt trong 5 chudt lang khde manh ¢6
trong legng 250 g/con dén 350 gicon ma chea ding cho thir nghiém ndo truéc d6. Theo ddi chudt
trong 21 ngdy, thir nghiém dat yau cAu ndu nhur khéng co chudt nao chi ra diu hiéu it hodc bj chét
b&i doc t& udn van, Néu nhidu hon 1 con chudt chét khong ré nguyén nhan, thix nghiém cin nhic lai.
Néu trong Ian thir thir 2 cb nhidu hon 1 chubt chét hodic lidt, gidi ddc 18 udn van d6 khong dat yéu clu
vé an toan.

Kiém tra tinh hdi d6c cia dbe t& udn vén

Pha lofing gidi d6c td uén vén tinh ché trong dung dich dém @& c6 ham lwgng twong durong ¥6i ham
lwgng cb trong véc xin thanh phdm. Chia thé tich mu thanh 2 phin trong duwong nhau va gitr & 2
nhiét dé (5 £ 3) °C va 37 °C trong 6 tudn.

C4 2 mau thir dugc kiém tra baing viée tiém dwdi da cho 5 chuét lang, mdi con ¢b trong lwgng 250 g
dén 350 g, lidu tiém 5 mlicon. Theo déi trong 21 ngay. Gidi ddc td dat yéu ciu ndu két qua kiém tra clia
céac mu thir khdng chi ra sy c6 mt clia doc t6 udn van.

Dp sach khang nguyén: Khong it han 1000 Lf/mg nito protein.

Véc xin bén thanh phdm cubi ciing

Véc xin bén thanh phdm cui cling dugc didu ché bing cach cho giai ddc td tinh ché bach hiu va gidi
ab¢ td tinh ché udn vén hip phy v6i nhdm phosphat hoic nhdm hydroxyd. Cho thém chét bao quén,
théng thudmg ding thimerosal. Khéng st dung phenol 1 loai gay 4nh hudmg b hai che hoat tinh khang
nguyén,

Chi nhirng vic xin ban thanh phdm cudl cling dat nhirng tidu chuin quy dinh méi duoc dung dé pha
ché thanh véc xin thanh phdm.

Chét bédo quan

Xac dinh ham leong chit bao quan bing phtrong phép hba hoc thich kep. Ham legng chét bdo quén
khong it hon 85 % va khéng nhidu hon 115 % so vdi ligng ghi trén nhan (Phy lye 15.29).

Vo khuén

Can tién hanh thir nghiém v khufn véi lrgng méu thdr 10 ml trén mbi loai méi trwrdmg (Phy lye 15.7).
Céng higu,

Thir nghiém céng hiéu dwgc thye hign giai Goan ban thanh ph&m «cubi ciing hodic thanh phim (Phy luc
15.22 va Phuy lyc 15.23).

An todn dic higu

MBi ban thanh phdm cudi ciing duge kiém tra an todn dic higu trong it nhit 5 chudt lang chwa ding thi
nghiém nao trwdc a6 cb trong heong 250 glcon d8n 350 glcon bing céch fiém dudi da mdt luong
twong dwong véi It nhét 5 lidu don tiém cho ngwdi. Theo ddi chudt trong vong 42 ngdy. Chudt chét
auwre md va kidm tra cac phé tang. Thir nghiém dat yéu cAu ndu khéng ¢6 chuét lang ndo chi ra dbu
hidu cla tinh 36 diic hidu cla ddc t6 udn véan (bidu hién liét hodic ddu hiéu khéc clia ddc th udn vén)
va it nhét c6 80 % ddng vit sbng s6t trong thdi gian theo déi.
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Véc xin thanh phidm

Vic xin ban thanh phim cubi cing duge 4ong vé khudin vao cic lp nhd. Céc lg vac xin phai dwge déng
kin @& phéng ngtra nhiém khuln.

Chi nhirng loat thanh phim thda man cac yéu cAu v& céc thir nghiém nhir TS chirc Y t& Thé gi6i va
Tigu chudn Vit Nam khuyén cdo mdi dugc phép xuét xudng d8 sir dyng.

Carn quan

MZu ki€m dinh clia mBi loat thanh phim s& phai dwrge kidm tra bing mét thuémg. Néu két qué kiém tra
cho thdy c6 sip bt thirdng, khéng theo dung yéu cu cin phéi hiy bd.

Nhén dang

Nhan dang gidi dc t& bach hiu va ubn van bling thtr nghiém I&n bdng hojc khuyéch tan mién dich.
Céng higu

Thanh phdn bach hiu: Phwong phép tién hanh nhw 43 mb t3 trong phy iyc x4 dinh cdng hidu vic xin
bach hiu hip phy. Giéi han 95 % @6 tin c&y clia cdng hiéu dugrc danh gid 14 khong it hom 2 1UMidu don
cho ngwdri (Phy lyc 15.23).

Thanh phin uén van: Phuong phap tién hanh nhw 84 mé 1t trong phy lyc xéc dinh cong hiéu véc xin
ubn vén hip phis. Gidgi han 95 % db tin ciy cla c8ng hiéu duge d4nh gid 1 khang it hon 20 [UMidu don
cho ngwdi (Phuy lyc 15.22),

V& khuén

Dat yéu cAu vé tinh v8 khudn, khong nhidm vi khufin va nédm (Phy lyc 15.7).

An toan chung: Theo Phu lyc 15.11.

pH: 6,0 ¢én 7,0 (Phy lyc 15.33).

Thimerosal

Ham lwgng chét bao quan thimerosal khéng it hon 85% va khéng nhiéu hon 115 % so vdl lwgng ghi
trén nhan sinh phdm (Phy luc 15.29).

Nhbm:

Khdng qua 1,25 mg nhom trong lidu don véc xin tiém cho ngudi (Phy luc 15.27).

Ham heong mubi natri clorid

Phuy lyc 15.26.

Ham lwong formaldehyd tén duw

Phy lyc 15.25.

Bio quan, han ding

Han diing cla vic xin phai dwgc co quan Kiém dinh quéc gia chip thuén va c6 dinh, dira vao cac sé
ligu nghign ctu tinh 8n dinh clia véc xin trén it nhét 3 foat lién tidp (dwgc san xudt tir cac ban thanh
phim riéng biét).

Khi bao quan & nhidt @3 2 °C dén 8 °C, vic xin ¢6 han ding 14 3 n&m k& tir ngay chudn dd cong hidu
cudi cling. Khdng durrgc dd vic xin bj déng bang.

Nhan, hip
Nhitng théng tin d&i v&i nhan, hép, t& hwéng din st dung phai dap dng nhlrng yéu cAu cla céc quy
dinh hign hanh.
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VAC XIN BAI LIET BAT HOAT (IPV)
Vaccinum Poliomyelitidis inactivatum

Binh nghia

Vic xin bai liét bAt hoat 14 mét hdn dich v8 khuin ciia virus bal 8t typ 1, typ 2 va typ 3 phiét trién trén
nudi cAy t& bao, duge cb Ac, tinh khidt, bat hoat va ding @8 gay mién dich chll dong, d¥ic hidu cho
nguwdi, phdng bénh bai liét do virus Polio gay nén.

San xuét

Ching san xuét

San xuht duoc dya trén hé théng chiing gidng géc (Master seed) clia virus hoang dai hodic virus giam
8¢ Iyc duge cly truydn khong qué 2 i3n bing phrrong phép a3 dugc phé chudn clia Vién Kiém dinh
quéc gia véc xin va sinh phim y t& (NICVB). Chiing dugc bdo quan & nhiét 4 dudi 4m 60 °C (60 °C). -
76 béo sén xuét

Té& bao st dyng cho san xuét: Té bao than khi tidn phét holic té bao Vero.

T bao str dyng cho sin xudt phai dat céc yéu cAu cla T8 chirc Y 1é Thé gidi. C6 thé sir dung huyét
thanh d8ng vit trong nudi cdy té bao.

Khi ding cho sén xuéit

Phai dat céc tidu chun cla T chirc Y t& Thé gidi va NICVB duwa ra.

Qui trinh sdn xuét va kidm dinh sén xubt :

Qui trinh sdn xuét vic xin phai theo cic quy trinh clia T8 chirc Y té Thé gi¢i. Chiing virus dugre nhan
I&n trén t& bao than khi tién phat hoic té bao Vero va sir dyng mdi tnrdrng thich hep cho virus phat
tridn. Sau khi g&t, hdn dich virus drec ddng tan 3 1an, ly tam bd ciin, loc vd tring, sau d6 dura vao qui
trinh c& &%c va tinh khiét khang nguyén; budre tiép theo 12 qui trinh bt hoat virus bng formaldehyd va
trung hoa formaldehyd. Sau cimg, hdn dich virus duec ché thanh véc xin bét hoat, tam lign. Phal thyc
hign kidm djnh trong suét qua trinh sin xubt & cdc cdng doan: Vit liéu ngudn (té bao, mdi trudmg nuoi
chy,...), mé& g&t don, ban thanh phdm sau khi siéu ly tam, trudc khi bt hoat, sau khi bit hoat,... nhdm
kidm tra téc ohan ngoal lai, x4c dinh hidu gi& vdc xin truwéc khi bit hoat, xéc dinh khdng nguyén D, xéc
dinh @8 tinh khidt cta virus, x4c dinh 86 séng tdn du ctia virus sau khi bét hoat.

Ché phim phai dat nhirmg yéu cAu d& ghi trong chuyén luan vic xin va chi dugc phép stz dung sau khi
dat cac yéu chu san xult va kidm dinh trong qué trinh séin xult, ddng thi dat céc tiéu chudn kidm dinh
& phan kidm dinh vic xin thanh phm.

Kidm dinh vic xin thanh phim
Cém quan; Vic xin bai liét bat hoat 13 mdt dung dich 16ng.

Nhin dang: Duge tién hanh it nhat 88i v&i 1 lg véc xin. Thir nghiém kidm tra higu gid xac djnh ham
Iwgng D-antigen duegc chip nhin cho thir nghiém nhén dang. . '

V6 khudn: Vic xin bal lidt bst hoat phai vé khudn (Phy luc 15.7).

An toadn chung: Vic xin bai lidt bAt hoat phai an todn khi thir nghiém trén chudt tang va chuft
nhét. Chudt khde manh va ting trong binh thiedng sau 7 ngay theo dbi (Phy lyc 15.11). ’

Céng hi§u

Xac dinh ndng a9 khang nguyén D cla vic xin bai fiét bit hoat tlr chiing hoang dai: 40 dom v] khang
nguyén D déi véi typ 1; 8 dom vi khéng nguyén D ddi véi typ 3. V& véic xin bai ligt bét hoat tir chiing
Sabin khéng ¢6 ta diwge: 30 don vi khang nguyén D ddi véi typ 1; 100 don vi khdng nguyén D abi v&i
typ 2; 100 dom vi khéng nguyén D d&i véi typ 3. Vi vec xin bai 1igt bét hoat tir ching Sabin c6 ta dugc
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hydroxyd nhom: 3 Gon vi khéng nguyén D a4 véi typ 1; 10 dom vi khéng nguyén D adi véi typ 2; 10 don vi
khé"Q"QuyénDdGiv&ityps. '

Chép nhén theo cae dom vj déing ky clia nha sén xuét nbu chimg minh dm bao fidu sir dyng o6 higu qua.
Protein toan phin: duéi 50 pg protein trén 1 lidu sl dung (Phy [yc 15.34).

NI dde t8: Khdng dwec qué 0,25 EU/m.
Formaldehyd t6n dir: Khdng dugc qua 0,12 mg/ml (Phy lyc 15.25).

pH
6,8 - 8,5 (Phuy luc 15.33).

Bio quin .
Ve xin bai liét bt hoat dwrge bao quan & nhigt dd 2 °C - 8 °C, trénh anh séng va khing duoc dng béng.

Nhin, h{p
Nhirng thong tin 86 véi nhan, hop, t& hréng din sir dung phai d4p tmg nhimg yéu cdu clia céc quy
dinb hién hanh.

Han dang

Trong didu kign blo quén nhw irén, véc xin bai it bat hoat c6 han dung |4 12 théng k& tir ngay kidm
tra cbng hidu IAn cubi cling.

Lidu tidm, dwérng tiém

Tiém dwdi da, str dyng 0,5 miidu.
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VAC XIN BAI LIET UONG
Vaceinum Poliomyelitidis perorale

Pinh nghia

Vic xin bai iidt ubng 12 véc xin dwoe sin xuét tir cdc chiing virus bai liégt séng, gidm dde Iye (Chiing
Sabin) typ 1, typ 2 va typ 3 phat tridn trén t& bao nudi thich hop va ding 38 gay midn dich chi ddng,
dic hidu cho ngudi, phang bénh bai liét do virus Polio gy ndn. Vic xin ¢6 thé chira 1, hogic 2, hodic 3
typ virus. VAc xin bai iidt udng 1 mot dich 13ng trong, mau hdng.

San xudt

Chiing sén xuft

San xult phai dira trén hé théng ching giéng. Ching san xuét khdng durge cy truyén quéa 1 thn i
chiing gbc (master seed) néu khdng cb qui dinh khéc va phai durge co quan Kidm dinh qudc gia chép
thuin. Chiing phdi dugre bdo quén & nhiét 64 dudi -60 °C.

Khi va té bao sin xuét

Khi va té bao diing & sén xuit vic xin phai dat cé¢ yéu ciu quy dinh cla T8 chirc Y té Thé gisi. Co
thé st dyng huyét thanh ddng v4t frong mdi tnréng nudi cly té bao, nhumg trong mdi trerdmg 84 duy trl
18 bao khi nhan virus khdng dugc ¢6 protein. Co6 thé ¢ 4 phenol va céc khang sinh phll hop & nbng
a9 cho phép trong mdi tnrdmg nudi cdy té bao.

Quy trinh sén xuét va kiém dinh sdn xuit

Quy trinh sén xuAt phai dat tidu chuln ciia T8 chirc Y t& Thé giti. Phai thyc hién cac thir nghiém kiém
dinh trong qué trinh san xuét & cac cdng doan: Vit liéu ngudn (khi, t& bao, mdi tnrdng nudi cy...); mé
git don, ban thanh phdm treée loc, ban thanh phim sau loc, véc xin thanh phim. Ché phdm phai dat
nhimng y8u cAu &3 ghi trong chuyén luan vic xin ding cho ngudi v chi dwge cho phép sl dung sau khi
dat dwge cac yéu chu san xudt va kidm dinh trong qud trinh san xudt, ddng thi dat cac tigu chuln kiém
dinb & myc dudi Gay.

Kiém @jnh véc xin thanh phim

Cam quan

M3i loat véc xin thanh phim sau khi san xut phai dugc kiém tra biing cdm quan 48 dim bdo céc lo
hay éng v&c xin tretc khi xult xwémg Gdu phai dat yéu cAu, khdng o6 diu hi¢u bét thuémg vé cim
quan ahw: Vit la trong ip vlc xin, ndp hay nat chit va d3m bao tinh nguyén ven. Trong qué trinh kiém
tra, néu 8ng hay io nao thiy khdng dat yéu cAu cin dugc loai bd.

Nhin dang
Khi dugre trung hda véi khéng huyét thanh bai ligt 63c hidu, virus khdng ¢ kha niing gay nhidm té bao
cam thy, :

V& khudn
Dat vd khuin, Khéng nhilr vi khudn, ndm (Phy lue 15.7).

Cong hi¢u

Chudin 84 hidu gi4 bing céch gay nhifm virus trén 18 bao cdm thy.

Tibu chudn dénh gig: Higu gid clia vAc xin trong mdt tidu udng (0,1 mi) phéi dat khdng It hom:
10*°CCIDs, g6l véityp 1.

10*°CCIDss  06i véi typ 2.

10°° CCIDg, a8 véi typ 3.

Phuong phép tién hanh theo Phy lye 15.21.
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Tinh bén vimng nhigt

Hi&u gi& ciia vic xin 48 & 37 °C sau 48 h chi dugre phép gidm trong vong 0,5 loge so véi hiéu gid cha
véc xin 4 & nhiét 4d bao quan.

Tinh chét vét Iy, héa hoe

Phai dat tiéu chudn quy dinh ctia TS chic Y té Thé giéi.

Bio quin

Véc xin bai liét udng phéi dugc bio quan & nhiét d¢ -20 °C. Sau khi tan bing 1 [4n, ¢6 thé béo quén &
nhist @ 2 °C - 8 °C va diing trong vdng 6 thang. Trdnh 4nh sang va trdnh bj ddng tan nhidu [An.

Tinh én djnh va han ding

Han diing khdng dwere qua 2 ném khi bda quan lién tyc & -20 °C.

Nhén, h{p

Nhirng théng tin d8i véi nhan, hap, & hirémg dan st dyng phai 84p (g nhimg yéu clu cdia céc quy
dinh higén hanh.
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VAC XIN BCG
Vaccinum BCG cryodessicatum

Binh nghla

Véc xin BCG ddng khd 14 ché phdm vi khudn “Calmetfe” va "Guerin” séng ding 42 tiém trong da phéng
bénh lao. Ve xin dugc sdn xubt & dang 8éng khd va hodn nguyén ngay tnedc khi diing vé&ri dung dich
hi chinh thich hop.

Sén xuft

Vic xin BCG durge sin xufit tir hé théng chiing gidng. Chiing dugrc lra chon va bio quin én dinh.
Phrong phap s3n xut phai cho sin lugng vic xin BCG 3n dinh v& ob kha niing gay m3n cam abl véi
fuberculin cho ngudd va bio vé dugc ddng vat thi nghiém chéng lei bnh lao. Ching san sust phai an
toan 84i véi ngudri va ddng vat thi nghiém. Véc xin BCG dugc sdn xult tai Viét Nam ile chliing BCG
1173P2 - Pasteur Paris, ’

Chiing Swgc nudi trong mdi trirdmg Sauton - khoai tdy, sau 46 cdy chuyén sang mdi tnrng Sauton
16ng. Sau khi giit, vi khudn BCG dugc ché thanh hdn dich vAc xin thudn nhét va déng khd,

Véc xin duwge didu ché tir canh thang phii dugc téch bibt khéi chiing gde ban dAu biing nhimg 1An cly
chuyén va khong duge ciy chuydn qué 8 An.

Chiing sén xult

Chiing gdc phéi dugc thiét 12p va duy trl & 83m bio tinh &n dinh, cb kha niing gy miin cam abi v&i
tuberculin cho ngudri vA chudt lang, khdng gay banh cho ngrdi v3 dng vat thi nghiém.

Véc xin BCG phéi du¢c bdo quin trdnh 4nh séng mit trdi: Todn bd quy trinh sdn xuft phai duge thibt
ké sao cho tr nudi cdy san xubt vic xin dén kiém dinh, bio quan ddu khing tidp xic tnpe tHép véi 4nh
sang mt trév, tia cpe tim.

Kidm djnh véc xin bén thanh phdm cudi cing

V6 khuén
Pat vo khulin (Phy luc 15.7).

Phét hién Mycobacteria g8y bénh

Chi durgre diing nhimg mu vic xin BCG ban thanh phim cudi cling cho thir nghiém nay khi bio quan
& 4 °C khdng qua 72 h sau khi g&it.

Thir nghiém ndy thudng dugc tién hanh trén miu ban thanh phdm va miu vic xin BCG thanh phim
néu cin thiét (Phy lyc 15.9).

Dgm df vi khuédn BCG

- C6 thé do tnyc tibp 8am a8 vi khudn BCG trong huydn dich véc xin BCG ban thanh phdm cubi cling
béng céch can trong Iweng kho hodic gidn tidp bing cach do mat d§ quang clia huyén dich vi khudn a5
dwge hidu chudn twong (mg véi trong lromg kho.

D@ sbng: Phy lyc 15.1.
Kiém dinh véc xin thanh phdm

Hinh dgng bén ngodi va tée A8 tao huyén dich: B4t trdng, khd, bong, khéng teo; nhanh chéng
tao thanh huyén dich ddng nhit sau khéng qué 1 min hoan nguyén v&i nwére mudi sinh 19.

Mit &8 quang
Khéng qué 0.,5. Do blng quang phé ké & bude séng 490 nm, loc mau xanh 14 cly (Phu luc 4.1).

D6 phin tin
Phy lyc 15.3.
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D¢ chén khéng
Phy lyc 15.2.

D6 ém tbn dwv
Khong qua 3 % (Phy lyc 15.35).

Vé khuén
Pat v6 khudn (Phu luc 15.7).

Nhin dang :
Nhan dang BCG qua kinh hién vi @& khding dinh tinh khang acid cia vi khudn va quan sét hinh théi
khuln fac trén moi trurdng dic.

An todn chung

Thir nghiém an toan chung cho vic xin BCG chi tién hanh trén chudt nhét tréing: 5 chudt nhit tring
trong Iweng 17 g/con dén 22 gicon. Tiém duwréi da 1 mg viic xin BCG/M mi/chu$t. Theo dbi va can trong
iurgng tirng chudt trong 7 ngay. Néu trong théi gian 7 ngdy theo ddi c6 bt ky chudt ndo b gidm cén
hoic chét phai nhic lai th nghiém 1An 2 véi $8 ltgng chudt va miu gép adi.

Tidu chudn chép thufin: Sau 7 ngdy theo ddi, ¢i 5 chudt phai d&u khoé manh, 1&n can, khéng cé biéu
hién bgnh ly.

An todn djic hibu (Phét hién Mycobacteria gdy bénh)
Thir nghiém ndy thurdmg dugc tién hanh trén miu ban thanh phim va miu véc xin BCG thanh phim
ndu ¢in thiét (Phy Iyc 15.9).

Kiém tra phan irng da

Tiém trong da cho it nhit 4 chudt lang cling gidi (ndu 1a chubt céi thi khdng cb thai), cb phin dmg am tinh
véi tuberculin, trong Iurgng 250 gicon ddn 400 g/con. Tiém cho mBi chudt 0,4 m! véc xin ciia tirng d4m
85 pha lodng 1/1; 1/10; 1/100 (clia vic xin thir va vic xin mu chuén). Theo d6i thiromg tn tai chd
tiém hang tuin, trong 4 tuln. Sau 4 tulin, kidm tra phan mg tuberculin b3ng céch tiém trong da S TU/0,1
miichuét. Boc két qua phdn (ng sau 24 h.

Tidu chudn chép thuén, Phan (g da a6i véi véc xin thir va viic xin m3u chudn phai khdng cb sy khic
bidt ddng ké,

Kiém tra d8 séng -

Xac dinh 49 séng trong vic xin &3 hoan nguyén biing cich aém sb lwong khudn lac trén mai tnrdmg
Lowenstein-Jensen. S6 krong don vi sbng (dvs) phai niim trong khodng 1.10° dén 6.10° dvs/mg BCG
(Phy lyc 15.1). :

Tinh 8n dinh nhiét :
6 don vi séng clia véc xin BCG sau khi O & 37 °C trong 28 ngdy phal dat it nhit 3 20 % so véi U &
~ 4°Ctrong 28 ngay (Phy iuc 15.1).

Bédo quan, han ding

véc xin BCG ddng khd phai bdo quin trong didu kién nhigt db 2 °C dén 8 °C va trénh dnh sdng mét
tr&, han diing It nhit 24 thang. Sau khi hodn nguysn vic xin phéi dwgc bdo quan tranh dnh sang mét
trév & Bu kién nhigt 40 2 °C d4n 8 °C va chi Sugre st dung trong khoding thiv gian t6i da 13 4 h.

Nhiin, bgp
Nh(rng thdng tin a8i v&i nhan, hip, t& huréng din st dung phai d4p ing nhimg yéu cdu cla céc quy
dinh hién hanh,
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VAC XIN DAI TE BAO DUNG CHO NGUM
Vacclinum Rabial ex cellulls ad usum humanum

Binh nghia

Véc xin dai 18 bao dimg cho ngurdr 12 mdt ché phim ddng khd hodic dang Idng, dugc sén xudt tir chiing
virus dgi ¢ dinh phit hop, phét trin trén nudi cdy té bao va dwyc bt hoat bing phurong phép da duge
thdm djnh. Véc xin dwegre hdi chinh ngay treée khi sir dung nhie quy dinh ghi trén nhan ko 48 tao ra mdt
dung dich trong subt, ¢6 thé c6 mau séc tily theo chi th] pH cb mait trong véc xin.

Véc xin dgi 6 bao phai tuan thii céc yéu cAu chung clia mdt véic xin diing cho ngwdi,

San xult

Sén xuét véc xin dai té bdo dyra irén hé théng chiing virus gidng va hé théng ngan hang té bio duge
sir dyng d8 virus dai nhan 18n. Quy trinh s3n xut phai c6 dugc hidu sudt véc xin Sn dinh, dat cac yéu
cAu v tinh sinh mi&n dich, tinh an toan va 4n dinh.

Hé théng té bao cho virus nhén 1én
‘Virug dai ¢6 thé nhan 18n trén té bao lwbng bdi ngudi, té bao phdi ga, té bao Vero hodic té bao triing
chudt dét vang Trung Quéc (CHO - Chinese Hamster Ovary).

Chiing virus giéng géc

Chiling virus dai dugc sir dung 38 sén xudt phai ¢d hd so chi tiét, trong dé ghi rd ngudn gbc chiing va
céc adi cdy chuyén.

Chiing virus san xuét Gure cdy chuyén khdng qué 5 1An tir chiling gibng gdc va chi cac logt chiing virus
san xult dat cdc yéu cu sau 8y méi tiép tue duge st dung a8 sdin xuht vic xin,

Nhén dang

M8i toat chiing virus san xuét phdi duge xac dinh I3 virus dai bing khang tha @%c hidu v&i virus dai.
Hidu gié virus

Néng d¢ clia mdi loat chiing virus sdn xult dugc xéc dinh bing phwong phép tigm truydn trén nio
chudt hofic bing k¥ thust mi&n dich huynh quang trén nubi ciy t& bao dd a3m bdo tinh dn dinh clia quy
trinh sdn xuét.

V& tring

Loat chiing virus san xuét phai dat drgc yéu cdu vé vd khuln (Phy lye 15.7).

Nudi cdy virus va thu hoach

Toan bd quy trinh Iy git ngén hang t& bao va cly chuydn t& bac ddu phai dirge thipe hign trong didu
kién vb khudin, khdng o6 miit clia c4c 18 bao khac loai. Huyét thanh ddng vat (khdng dugc ding huyét
thanh ngwér) duge phép sir dyng trong méi tredmg nudi cdy, nhumg trong mdi tnrémg cudi cling @8 duy
trl & bao phét tridn giGp virus nhan 18n khéng duye chira huyét thanh déng vat, méi tredng nay c6 thé
chira albumin huyét thanh nguéi. Huyét thanh va trypsin ding d tach 16 bao va diing trong mdi trrdmg
nudi cy khdng duee o6 mit cac tAc nhén gy nhifm ngoai lai. Méi trwdng nudi cly & bao phai ¢6 chi
thi pH nhur dé phenol va khang sinh dugc phép sir dung véi ndng db thip nhét vin cé digce hidu qui.
Khoang 10 % &6 lugng 14 bao nudi cly ding cho sdn xuét dwgc a8 lai khdng gy nhidm, day 13 céc té
béo chirng. H8n dich virus dugc thu hogch mt hodic nhidu 1n trong qué trinh nudi cdy. Nhiku iAn thu
hoach tr cling mdt loat nudi ciy san xudt c6 thé trdn lal v6i nhau va duroc xem nhur mdt mé gét don.
Mt mé giit don phdi dat cic yéu cAu sau ddy, méi duge str dung dé tién hanh buéc bét hoat virus.
Nhén dang

Mé& gt don ¢6 chira virus phdi durge xAc dinh 13 vinus dal biing khéng thé déc higu.
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Hiéu gi4 virus

Hidu gid virus duwge xac dinh bing nhidu phurang phdp: Tiem truydn trén no chubt nhit trding, ki thust
mién dich huynh quang trén nudi céy t& bao hosc bing k¥ thuit ELISA. Hidu gia dwgc st dung nhir
mot chi sé theo ddi tinh 8n dinh clia quy trinh s3n xuét.

Té bdo ching

Té bao chimg clia mdi loat nudi cdy t& bao san xult phai dat yéu chu vé thé nghiém nhén dang va
khéng cé mit cdc tac nhdn ngoai lai.

Tinh ché va bit hoat

Mé gat virus co thd dugc cb dic va tinh ché béing céc phurong phép phil hop; méi mé gat virus dugc
bt hoat bing phwong phap @3 dirgc thidm dinh tai mot giai doan &n dinh clia quy trinh sén xuét.
Phirong phap bit hoat phai @3m bao virus dai bj bit hoat hoan toan ma khéng I1am mét di hoat tinh
sinh mién dich clia n6. Néu sir dyng beta-propiolacton dé bAt hoat, néng @6 khong dweoc vugt qué
1:3500.

M4t h8n dich virus sau bét hoat phai dat dwge ydu chu sau a3y méi duge st dung a8 san xult vic xin
ban thanh phim:

An toan ddc higu

Xac dinh s c6 mat clia cac virus dai con khd nang gay nhi&m trong cac m&u sau khi b4t hoat blng thiy
nghiém an toan ddc hi¢u trén chudt nhit trdng. Chudt phai khoé manh va tang trong binh thudmg sau
thdi gian theo dbi 14 ngay.

FPhuong phap xéc djnh an toan déc hiéu

Daéng vt thi nghiém: S dyng it nhat 10 chudt nhit tring 4 tuAn tudi cé trong lwgng 11 9 dén 13 g. Lya
chon nhing chuét khoé manh, khéng cé bidu hién bénh 1y va ting trong binh thudng trong théri gian
cach ly it nhat 14 5 ngay truée khi tién hanh thir nghiém.

Céch tién hanh: M3u thir nghiém khéng pha lodng duwgc tidm vao ndo véi lidu 0,03 m! cho mi chuft.
Theo ddi va doc két qua: Toan bo chudt thir nghiém phéi dugc theo dbi va can trong lwgng hang ngay
trwédre va sau khi tiém, Thai gian theo déi sau tiém 14 14 ngay. Trong suét thdi gian theo déi, chudt phai
khoé manh, ting trong va khdng direre ¢6 céc triéu chirng bét thuedmg.

Vic xin ban thanh phdm cudi cing

Ve xin ban thanh phdm cudi cung dwere sdn xuét tir mét hay nhidu h8n dich virus dai b4t hoat, Chét &n
dinh dwgc phép st dung co théd duec thém vao a2 duy trl hoat tinh clia sdn phdm trong va sau khi
dsng kho.,

Mbt loat vic xin ban thanh phim cudi cling phai dat drgc cic yéu ciu sau ddy, méi duge sl dung a8
san xuét vic xin thanh phdm:

Ham lwong glycoprotein

Ham leong glycoprotein duwge xac dinh bing phwong phép héa mién dich phit hgp nhw thik nghigm
khuéch tan mi&n dich don, thir nghiém hap phy midn dich gén men {(ELISA) hoic thir nghigm gin
khang thd. Ham lweng glycoprotein ndim trong giéi han cho phép tiy thudc vao tirng nha san xuét.

V6 khuin
Hat vé khuln (Phy Iyc 15.7).

Vvie xin thanh phdm .

Véc xin thanh phdm duec ddng vao cc lo vo triing va dirge dong khd a8 duy tri tinh &n dinh clia vic
xin. Lo véc xin duge adng chiit aé tranh nhidm khuln va hoi ém.

Mét loat véc xin thanh phdm phai dat duge céc yau chu dudi ady, méi drgc xult xudng:
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Nhin dang
Trong véc xin phai chira khang nguyén ciia virus dai va dwgc x4 dinh bing phrrong phép héa midn
dich phis hop véi khang thé d3c higu, t6t nhét 1 khing thé don ddng.

An toan djc hiéu

Xac dinh siy c6 miit clia cic virus dai con kha ning gy nhim trong cac mBu sau khi bit hoat bang thir
nghidm an todn d4c hidu trén chudt nhit triing. Trong tredmg hop thir nghiém an todn dic hiéu frén
chudt a3 duwgc thyre hién véi hdn dich virus bét hoat dat yéu clu thi c6 thé khéng cin tién hanh Igi thir
nghiém ndy 86 v&i vic xin thanh phim.

V6 khuin
Vic xin dai phai dat dwrgc yéu cAu vé vb khudn (Phy lyc 15.7).

Chét géy sét
Véc xin phai dat yéu ciu v chdt gay sét. Thir nghiém dugc thye hién bing cach tidm cho mdi thé 1
idu doh véc xin diing cho ngudi, va durge pha losing 10 tAn vé thé tich (Phy luc 15.12).

An toan chung
Véc xin phéi dat y&u cAu v& an toan khi thir nghiém trén chudt lang va chutt nhit. Chudt khde manh va
téng trong binh thudng sau 7 ngdy theo ddi (Phy lyc 15.11)

D6 4m ton dir
Phy lyc 15.35.

Céng hig¢u

Phai kiém tra cdng higu dbi véi tht c3 cac 16 vic xin thanh phim.

Thire hign theo phwong phap N.LH. (Phy lyc 15.31).

Thi¥ nghiém cd gid ¥ khi:

EDg clia véc xin miu chudn quéc gia va vic xin mbu thir 48u ndm trong khodng giCra lidu idm ién
nhét va nhd nhat.

Phan tich théng ke cho thiy dat yéu clu vé tuyén tinh va song song.

Gidi han &6 tin cy clia cdng hidu twong quan ndm trong khodng 25 % dén 400 %.

Tiéu chudn: LDso clia chiing thiz théch (CVS - Chailenge virus strain) phai ndm trong khodng 10 -
100 LDS0/0,03 mil. .

Cdng higu clia véc xin phai khdng nhd hon 2,5 1UMidu tiém cho ngudi.

Chiét hdp phy

Néu chit hip phy duge them vao véc xin thi ham lwgng chit hdp phu dugc xic dinh bing phurong
phép d4 dwgc phé duyét.

Tiéu chudn; Theo qui dinh hién hanh.

Chét bdo quin

Néu chét blo-quiin dirge thém vao véc xin thi ham legng chit bio quan dugc xéc dinh biing phrrong
phap d3 duroc phé duyét.

Tiéu chudén: Theo qui dinh hién hanh.

Sén xuét chiing virus thir thich (CVS)

Sén xudt ching

Tiém ching CVS vao n3o chudt nhat tring, trong lvong 11 g @én 13 g, khi chudt b bidu hidn cla
nhiém virus dai, nhung trudc khi ching bj chét, tién hanh giét chudt va git nfio. NSo chudt dwgc
nghidn nat va pha trong dung dich phit hop a8 c6 ndng 8 cubl 1A 20 %, Chia hdn dich nay thanh céc
phan nhd trong céc lg, @4y kin va bio quan & nhiét 49 dwéi am 60 °C,

Chuén 6 ching '
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Lam tan béng 1 lp chiing thi¥ thach, pha lofing ching & cac @6 pha phi hgp. M8i 8 pha cla ching
CVS duge tiem vao no cho 10 chudt vai lidu 0,03 mb1 chudt. Theo d&i chudt trong ving 14 ngay sau
tiém. Tinh LDs clia chiing CVS theo ¢dng thirc Reed - Muench dia vao sb chudt fidt hogic chét, chi
nhirng chudt iiét hodic chét sau ngay thir 5 mdi dwee tinh.

Béng goi, bio quan

B6ng goi: Bao gdm 1 lo vic xin déng kho va 1 lp nwrde hdi chinh.

Vic xin dai t& bao dugc dong dang déng kho trong lo thiy tinh trung tinh.
Bao quén: Vic xin dai phdi dwgc bao quan & nhiét 49 tlr 2 °C dén 8 °C.

Nhan, hép
Nhikng théng tin adi v&i nhan, hép, té hudng dan siv dung phéi G4p tmg nhirng yéu clu clia cac quy
dinh hién hanh.

Chi dinh, lidu dang

Ding bom tiém htit todn bd nwede hdi chinh cho vo o vAc xin ddng khd, Iic that ki cho dén khi tan
hoan toan, Vic xin phdi duwegc tiém ngay sau khi a2 hdi chinh, bom kim tiém phéai dugc hiiy bd ngay
sau khi tiém vic xin.

Tiém bép ving co delta, ¢8i voi tré em nén tiém bép dui t6t hon. Khdng tiém vao nhitng ving ¢6 nhidu
t3 chivc 10ng 180 dwrdi da.

Lich tiém véc xin dai phy thudc vio timg di tigng khéc nhau. C6 3 nhom 88i turgng chinh:

Tiém dir phdng céce dbi tupng o6 nguy oo ceo (tidp xdc voi virus dai)

Tiém 3 mili co bén vao cac ngay: 0, 7, 28,

Mii tang cwrding: sau 1 ndm.

Cir sau 5 n&m, nhic lai 1 lAn.

Lich tiém vao ngay 28 c6 thd thay thé bing lich tiém vao ngay 21.

Tiém &ibu trj cée abi tuong nghi ngd hodc chée chén bi nhidm virus dei (ché cén)

Néu dbi wrgng bj cdn chuwra o6 mién dich voi virus dal

Lidu tiém 0,5 ml, gidng nhau gilra ngurdi Ién va tré em.

Tiém 5 mdi: lich tiém vao céc ngay O, 3, 7, 14, 28.

Trong treéng hop cé nhidu vét cdn hodic cao xwdc, nhidu nuéc bet.,. thi phai tiém thém globulin mién
dich dai ngay vao ngay 0 v&i lidu leong:

Globulin mién dich dai nguwdi: 20 1U7 1 kg can néng.

Globulin mién dich dgi ngwa: 40 IU/ 1kg can néng.

Vic xin nén tidm vao céc vi tri ddi dién véi vi tri tiém globulin midn djch.

Trong c4c tredng hep nding, vi du do vét cin rdng hodic vét can gin than kinh trung wong, thi thy tieng
trudmg hep cu thé c6 thé tiém lidn 2 mal véc xin trong cling modt ngay 0.

Néu dbi tirgng bj cdn a8 ¢ midn dich voi virus dai

Trudng hop g2 tiém véc xin trong vdng 5 nim: tidm tiép 2 mai vée xin vao céc ngay 0, 3.

Trurdrng hop 83 tidm véic xin trén 5 ndm hodc iém nhwng khdng ddy A0 lidu trinh: Nén &p dung Iléu
trinh tiém gibng nhur céc dbi tirgng chura ¢ midn dich véi virus dai.
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VAC XIN 01
Vaccinum morbillorum vivum

Binh nghia
VAc xin &1 14 mét chd phdm virus sdi séng gidm dbc Iye, ddng khd, dugc phét tridn trén nudi cly t
béo thich hop. Ché phim théa man tht ¢ céc y8u clu duti day.

Sén xuét

Chiing san xult: San xult dugc dya trén hé théng chiing gibng gbc (Master seed) virus gidm ddc Iyc
dugre phé chudn b&i Vign Kidm dinh quéc gia, chiing dwge bdo quan & nhidt a0 dudi 4m 80 °C (-60 *C).
Té bdo s3n xuflt: Sir dung ngan hang té bao sain xudt hoiic tir t& bao phéi ga ¢4 ngubn gbc tir trimg ga
khdng ¢é téc nhiin gdy bénh (SPF). Té bao dung cho sdn xuét vc xin phai dat cdc yéu chu theo qui
dinh cia T3 chire Y té Thé gidi.

Quy trinh sén xuét va kibm dinh sén xudt: Chiing virus s&i dugc phét tridn trén 18 bdo phéi ga holic 1
bdo tir ngan hang t& bao sir dung mdi trudng phd hop. H8n dich virus dugc gét, hin hop, bl sung
chét bdo qudn, loc, pha loing va ddng kho theo qui trinh 48 dwgc phé chulin. Trong qué trinh sén xuét,
tht ¢ cdc khau dbu durge kidm tra tlr nguydn lidu ngudn (ting ga, mdi trrémg sir dung cho sén xuét,
- huyét thanh b8, trypsin tach t€ bao...); t& bao sl dung cho sén xu#t, véc xin ban thanh phdm, vc xin
ban thanh phiim cuéi cling, vic xin thanh phim.

Hinh dang bén ngoai: Bao gdm 2 1o: 01 lo véc xin s&i 30ng kho va 01 I nudc hdi chinh véc xin 48 tism.

Kidm dajnh vic xin thanh phim
Nhin dang:

Tién hanh theo phuang phap thich hep, nhu' phtrong phép trung hda vi lwgng hodic mi&n dich
huynh quang.

Tidu chudn: LA virus séi.

V6 khudn
Pat v khuln (Phy luc 15.7).

Mycoplfasma
V¢ xin s&i phdl khdng o6 Mycoplasma (Phy luc 15.36).

Céng higu va tinh 8n dinh nhigt

Chuén 86 hidu gié va thtr nghiém tinh &n dinh nhiét bing phuong phép trung hda vi leong trén nudi
cdy 16 bao Vero hodic phuong phép tao ddm hoai t PFU trén té bao vero.

Phuong phép tgo dém hogl t: Gay nhidm vic xin a8 pha loBing 107, 10% 10°; ...Bn t& bao vero kin
1 1¢p (phién 6 gibng), hip phy & (37 £1) °C trong 60 min, phi) thach Bin 1 (khéng 6 88 trung tinh), nudi
& (37 1) °C, 5 % CO; trong 7 ngay, phii thach i3n 2 & ngdy thir 7 (c6 &6 trung tinh), nudi & (37 £1) *C,

5 % CO; frong 3 ngdy, dém dam hogi t& (PFU) khong bét mau trdn nén té bao bdt mau a8, tinh hiéu
gI&/0,5 mi.

Chuln a8 hidu gié trung hda vi luweng, Vic xin s&i duge hdi chinh va pha lofing bic 10 tir nlng a8
10" dén 10° bang mdi trudng DMEM 2 % huyét thanh b&. Sau 86 cho vio mdi giéng 0,1 ml hén dich
virus @8 duge pha loding, 10 giéng/1 ndng d6. Cho 0,1 ml hdn dich 18 bao Vero (150 000 té bao/mi) vio
mdi giéng, U & 36 °C trong © nody. Két qua duwgre tinh theo cdng thire Karber, -

Thir nghiém dat khi cd hiéu gid 1000 CCIDsy/0,5 ml,

Xéc djnh tinh &n dinh nhiét: Ve xin s&f dugc bio quan & nhigt 6O 37 °C trong 1 tulin, hidu gia véc xin
khdng dugre gidm qua 1 log so véi miu véc xin sdi bdo quin &4 °C.

Thiz nghiém dat khi m3u 8n djnh nhigt c hi¢u gid >1000 CCID/0,5ml.
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An foan chung: Vic xin s&i phdi an toan khi thi nghiém trén chugt lang va chudt nhit. Chudt phai
khde manh va ting trong binh thudmg sau 7 ngay theo dat. Phy lyc 15.11.

D% 4m tén du
B9 &m tdn dur clia vé&e xin khdng duec qua 3 % (Phu luc 15.35),

Albumin t8n duwr; Duéi 50 ng/ml.

Bio quin
Véic xin s&i duge bio quin & nhiét 46 2 °C - 8 °C, trénh anh séng.

Nhiin, hép
Nhirng thdng tin 88 v&i nhin, hop, t& hudng din sir dyng phal dap tmg nhiing yéu cBu clia c4c quy
dinh hién hanh.

Han ding
Trong didu kién bio quan nhir trén vic xin s&i ¢6 han ding 13 24 thang k& tir ngay kidm tra cong hidu
1An cubi cbing.

Lidu tiém, dwdng tiém
Tigm duw6i da, lidy tiém 0,5 mllidu.
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VAC XIN TA UONG BAT HOAT
Vaccinum cholerae perorale inactivatum

Ve xin t& udng bit hoat (NORCVAX) Ia mdt ché phim sinh hoc duwgc didu ché tir vi khudin ta toan té
béo a4 bét hoat bdng formaldehyd hodic nhigt 9.

MBI lidu 1,5 mi vée xin t2 ubng gdm:

Vibrio cholerae O1, El Tor, Phil. 6873 (b4t hoat bing formaldehyd) 600 E.U. LPS
Vibrio choferae 0139, 42608 (bét hogt bing forrmaldehyd) 60D E.U. LPS
Vibrio cholerae 01, Calro 50 (b4t hoat bing nhigt 49) 300 EU.LPS
Vibrio cholerae O1, Calro 50 (b4t hoat bing formaldehyd) 300E.U.LPS
Vibrio cholerae O, Cairo 48 (bAt hoat biing nhiét 63) 300 E.U. LPS
Chét bdo qudn: Thimerosal,

SAN XUAT

Chiing san xuft

Céc chiing sin xulit V. cholerae typ sinh hoc E! Tor, typ huyét thanh Inaba (chiing Phil. 6673), V.
cholerae, 0139 typ sinh hoc méi (chiing 4260B), V. choferae typ sinh hoc ¢b didn, typ huyét thanh
Ogawa (chiing Cairo 50), V. choleraeé typ sinh hoc ¢8 didn, typ huyét thanh Inaba (chiing Cairo 48)
diing a4 san xuét vic xin t3 ubng phal dwgc co quan kidm dinh quéc gia chip nhin.

Nhin dang va tinh thudn khibt ca chilng san xuét: X&c dinh chl 06 vi khudn V. cholerae (v&i céc typ
sinh hoc trén), 1 tnre khudn Gram &m, méinh, hoi cong. Khudn 1ac trén moi trudmg thach méu cd dang
trdn, béng, hol 18i. C6 khuln iac 3¥n hinh trén mdi tnedng thach TCBS. Lén men dudmg saccharose
va mannose, khing lén imen dudng arabinose.

Kiém tra chilng s3n xulit bdng phén tmg ngung két huyét thanh:

Dénh ddu cac vj irf trén lam kinh. Nhd 20 ! khang huyét thanh (polyvalent, Inaba, Ogawa, 0139) vA
nuére mudi sinh I§ (K) vae cac i trf 88 uwroc dénh dAu trén lam kinh. Nhé 20 Wl canh kiwan 14 vao mbi
ioal khéng huyét thanh trén. Tron ddu va doc két qud.
Tidu chuéin chiip thudn:

Ching Polyvalent | Inaba
V. cholerae 01, El Tor, Phil. 6973
V. cholerae 0139, 4260B

V. cholerae 01, Calro 48

V. cholerag O1, Calro 50

o133 K

+ -

1 e i |+

-§

|+ |*

Kiém tra chiing sén xut véc xin t3 trén thach TCBS:

Lic adu tuyp chira canh khudn t3, nhd 0,1 ml canh khudn vio d&fa thach TCBS, ding que cdy cdy ria
trén dia thach. U céc dia thach & nhist 83 (35 £ 1,0) "C trong 48 h. Theo ddi sy phat tridn cla khudn
lac va sy chuydn mau cia mdi trrdmg nusi cdy tal thai @i8m 24 h va 48 h. Doc két qui sau 48 h.

Tigu chudn chéip thuan: Knudn lac trong, mdi truémg TCBS tir mau xanh |4 cay chuyén mau vang.
Kidm tra tinh chét sinh viit héa hoc cida chilng sén xult:

Lc ddu tuyp (8ng) chéra canh khudn t3, cdy 0,4 ml canh khudin vio timg dng mdi tnedmg (arabinose,
mannose, saccharose). Ucécémmﬁihu&ng&nhl&tdb@ﬁtw)‘cmdah theo ddi sy chuydn
méu clia md! tndmg. Boc két qua sau 48 h.

Durong tinh (+); MAI trdmg chuydn sang méu vang.

Am tinh (-): M8l trrémg il nguyén mau ban diu.

Tidu chuln chiip thudin: Tinh chét sinh vat héa hoc cla tht ca céc chiing sdn xufit viic xin t&: arabinose
{(-), mannosa (+), saccharcse (+).
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San xuiit

Vi khudn t& duooc nudi cdy trén mdi trwdng thich hop. Két thic nudi cdy, canh khulin durgc kidm tra
dam a9 vi khudn. Vi knuin ta durge bit hoat bing formaldehyd hodic nhigt dé tly tirng chiing. Sau bit
hoat, vi khun 13 dugre thu biing phirong phap ly tAm hodic loc tiép tuyén (TFF).

KIEM DINH VAC XIN BAN THANH PHAM
Thir nghiém vb khudn
Bat yéu ciu vd vd khudn (Phy [yc15.7).

Kiém tra sau bit hogt

Phuong phap tién hanh: Lic ddu tuyp chira canh khulin ti sau bit hoat, cdy 0.5 ml canh khufn 13 vao
dia thach mau ngya 15 %, lng nhe, ddu. M3i m8u thir cAy trén 02 dfa thach mau. U céc dfa thach mau
irén vao t 4m (35 £ 1,0) °C trong 48 h. Theo ddi sy phét trién clia vi khudn t tai thdi didm 24 hva 48 h.
Tiéu chudn chip thuén: Khéng thiy siy phét tridn clia vi khudn 14 trén dfa thach méu ngya.

Do d3m a4 vi khudn bing bd so 84 dyc chudn

Phuong phép tién hanh: Tidn hanh theo huéng din clia nha sén xuét bd so dd dyc.

Vi dy: Tedn k§ miu nwére cbt ta trén may trdn. Ding pipetman hit 100 mcl mau thix cho vao éng thir
clia b soi dd dyc, cho dan din xmi dung dich pha loing (PBS 0,01 M c6 pH 7,2 hodc nuérc mudi sinh
Iy} vao cho dé&n khi b dyc clia 8ng thir blng véi 46 duc cla dng chudn sb 10. BAm dd vi khudn 3
duge tinh nhuy sau;

Quy d8i thanh 1 ml ta ¢6: (0,1 ml nude cét + x ml dung dich pha lofing) x10 = X ml

Dam ¢ ciia miu cdn do =X ml x (ax 10°vi khudn/ml) (trong d6 a x 10° 13 chl &b dugc cung cdp bdi
hang clia dng s8 10 trong bd so A duc chudin tomg durong).

Binh lvgng LPS
Sir dyng phurong phap ELISA a8 dinh lrgng ham Iugng clia timg LPS ¢6 trong bén thanh phim.

KiEM DINH VAC XIN BAN THANH PHAM CUOI CUNG

V& khuln
Dat yéu cAu vé vd khudn (Phy tue 15.7),

KIEM BINH VAC XIN THANH PHAM

Cém quan -

MBu kidm dinh clia m&i loat véic xin thanh phim s& phdi dwgc kidm tra bing mét thudng. Sau khi lic
ddu, vhc xin tao thanh huyén dich ddng nhét, mau nau nhat.

V& khudn
Phai dat yéu ca_u vé vb khudin (Phy lyc 15.7).

pH
N3m trong khodng tir 8,8 - 7,4 (Phy lyc 15.33),

Protein toan phin
Khdng durere qua 5§ % (Phy e 15.18).

&0
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Formaldehyd
Khéng dwegre qua 0,02 % (Phu luc 15,25).

Thimerosal
Khéng dwege qua 0,02 % (Phy lyc 15,29),

Thir nghi$m céng higu

Thir nghiém cbng hidu duwgec tién hanh trén thd khéng ¢6 khang thd khéng vi khudn ta. M3i loat véc xin
ta ubng cin 3 thd cd trong Iegng tir 2 kg dén 2,2 kg.

Vic xin t2 uéng dwec pha loding trong dung dich PBS 0,01 M (pH 7.2) hodic nuwée mudi sinh Iy aé
dat 4 {7 vi khudn/ml. Gay mi#n dich cho thd bling cach tiém vao bép chan sau, mdi thd 1 ml véc xin 83
dugc pha loding nhie trén. MBi thd dwee tiém ba mii, m8i mii cach nhau 1 tudin (vio céc ngéy 0,7va
14). Sau tiém, thé dugc chdm séc, theo d5i hang ngay.

Bén ngdy thir 24, thd durgc iy mau va tach huyédt thanh trong didu kién v khuln. Tién hanh phin ing
ngung két trong éng nghiém gitra huyét thanh thd va céc vi khudn t3 m8u. Huyét thanh clia mBi thd
duge pha lofing bic 2 thanh céc dd pha: 1720, 1/40, 1/80, 1/160, 1/320 v 1/840.

Khéng nguyén vi khufn t3 gdm 3 ching: Cairo 48, Cairo 50 va El Tor (Phil. 8973) dugc do dim 30 vi
khudn va pha todng d& c6 1 t vi khudn/ml.

Tién hanh phan (g ngung két tirng logi khing nguyén dic higu v&i huyét thanh thd & cic bc pha
toang khéc nhau, Boc két qua sau 48 h.

Tinh két qud: Higu gia huyét thanh dugc tinh & 43 pha lofing thAp nhit vin cb hién fwong ngirng két.
Tieu chudn; Cong hidu clia vic xin t3 ubng dat ydu cAu khi hidu gis trung binh timg logi khing nguyén
nhd hon 1/80 (s 1/80).

Péng gél va bio quin
©éng trong lo thdly tinh trung tinh va bdo quan & nhiét 48 tir 2 °C dén 8 °C, khdng duve dé dbng biing.

Han ding

Han dung clia véc xin dugc nghién ciru dyra trén tinh 8n dinh clia cong higu trén it nh4t 3 loat lién tidp
(e sdn xult i 3 loat ban thanh phim riéng biét),

Vic xin t3 ubng bét hoat ¢6 han diing khdng qua 2 nim k& tr sau ngay san xult.

Nhén, hép
Ghi rd nhfrng théng tin ¢in ¢6 di v&i nhiin theo qui dinh hign hanh.

Chi ajnh, Iidu ding

V¢ xin 1 ubng bat hogt chl diing duémng uéng.
Lidu ddng: 1,5 ml/ngueri.

Lich dting: 2 lidu, m&i lidu cach nhau 14 ngay.

61
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VAC XIN THUONG HAN UONG
Vaccinum febris typhoidi perorale vivum

Dinh nghia

Véc xin thirong han ubng, séng, gidm adc lwc k3 mot ché phim ddng khd chira trong vién boc gelatin;
didu ché 4ir chiing Salmonella typhi Ty 21a, @3 dugc nudi cdy trén méi tedng thich hep. Trong m3i
vién chira 1-6 x 10° don vi séng S.typhi Ty 21a.

San xuét

Ching sén xuét

Chling d¢t bidn S, typhi Ty 21a 83 cho thiy dat tinh an todn vA ¢6 hidu lyc trén ngudi. Pic didm chinh
clla chiing nay 1a thiéu hyt enzym uridin diphosphat - galactose4-epimerase. Hoat tinh clia
galactopermease, galactokinaes va galactose-1-phosphat uridy-transferase a8 bj gidm 50 % dén 90 %. &
bt ké mai trréng nusi cly nao, chling vi khuén nay cling khéng chira khing nguyén Vi. Chiing nay chi
ngung két véi khang huyét thanh khang 0:9 néu phét tridn trén méi trudng cé chira galactose. Chiing
c6 chira khdng nguyén H:d va khdng sinh hydrogen sulphid trén mdi treéng thach Kligler ¢ chira sét.
Ching khéng ddc véi chudt nhét tring. Chiing Ty 21a s& gy dung gidi néu phat tridn trdn mdi trwémg
cb chira 1 % galactose.

Diing hé théng chiing gdc ¢4 san xuft vic xin.

Sén xudt ching gbe: Tir mét khudn lac don sé duge nudi cy trén moi tnrémg thich hgp (canh thang
BHI phis hop véi mue dich ndy) khéng ¢6 gaiactose va O & nhidt a6 thich hop cho phéat trién 16i wu. Khi
nudi cAy d& dat dén pha én dinh, canh khudn sé dwoc git, ly tAm tach cin va cho vao éng. Sau 46 pha
ché thanh huyén dich ¢6 dam 65 thich hop va tién hanh déng khd, sao cho mi dng c6 chira it nhit
10° 6on vj séng clia chiing. Cée éng chiing géc sau khi déng khé Strge bao quan &5 2C £ 3 °C.

San xuét ching tém viéc: Chling 1am vigc dwoc sén xuét tr mdt dng chiing géc. Qua trinh nudt chy,
git, ly tam I4y c3in, pha ché va d8ng khd ciing theo trinh ty nhir 88i véi chiing géc. M8i ng chiing iam
viéc ddng khod phai chira it nhat 10° don vj séng clia chiing, Céc éng chiing [3m viéc sau khi ddng khé
dugc bdo quin & 5°C +3 °C.

Kiém tra ching sén xuét

Nhan dang va tinh thudn khiét

Xdc dinh chi ¢6 vi khudn Ty 21a, 1 tnee khudn Gram am, di @dng.

Nudi c8y qua 3 Ian chuydn chiing trén méi tredmg c6 hodc khdng cb galactose, ngung két véi khang
huyét thanh H:d, khdng ngung két véi khang huyét thanh Vi. Nguee lai chi nhirng khudin lac phat tridn
trén mdi truding ¢ chira galactose (1 gfiit) méi ngung két véi khéng huyét thanh O:9. '

Khi nudi céy trén mdi trérng thach Endo va U & 37 °C trong 7 ngay, moc khudin lac c6 mau mdi trwémg,
€6 hién twgng ly gidi va dAn din & nén trong subt. C4c khudn iac 1én men galactose s& khong xuét
hign tai bt ky thoi didm nao trong 7 ngay U & 37 °C.

Trén mai trwdmg nudi cdy chi th ¢6 chiva galactose O & 37 °C trong 48 b, xuét hién khuln lac 15m &
gilra, vidqn ¢6 mau xanh xam va gitka c6 mau s3m cho dén khi chét va ly gidi gibng nhw chiing Ty 21a
trén mdi tnedvng thach cé chira galactose.

Nudi cdy trén mdi tredmg thach Kligler ¢6 chiva sit, khudn tac khéng den, chimg 16 khéng sinh
hydrogen sulphid.

Gay ly gidi vi khudn trén mdi trrérng nudi chy b galactose:

Nui cy Ic trén mai tredng BHI (véi him hrgmg galactose 100 gAlit mdi trrdmg) & 37 °C, vi khudn bi ly
gidi trong vong 1 h.
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Kiém tra dbc tinh trén chult nhét tréng

Ching vi khudn nusi cdy trén mdi trnrdng BHI va & & 37 °C trong 6 h, dugc tiém vao 4 bung cho
5 chudt nhét tring (18 - 20) g. Huy&n dich vi khudin c6 chira it nhét 5 x 107 vi khudn s8 khong giét chét
chuét trong véng 7 ngay theo d6i.

Xé¢ djnh céo enzym (bao gdm ¢a céc enzym trong qua trinh 18n men galactose):

Thir nghiém cho thy vi khuin Ty 21a cb hoat tinh enzym thap hon so véi chiing Ty 2. Khi 80 sénh hoat
tinh clia ching Ty 2 (coi i 100 %) thi hoat tinh cla chiing Ty 21a ia 0 % epimerase, 5 % dén 20 %
galactokinase, 25 % dén 50 % galactose-1-phosphat-uridyltransferase va 40 % dén 50 % galactose-
permease,

S hép thu va phén b6 ndi té bao cila galactose "C:

Sau 7 h nudi cdy & 30 °C, it nhit S0 % galactose trong mdi trrdng (1gAit) bi mét do chiing vi khudn
(bdng céch do “C trén t& bao). Phuong phép thl nghidm cling cho thiy ¢6 khodng 75 % galactose
dinh cur trén vach té bao vi khudn,

Biéc tinh caa lipopolysaccharid (LPS)

Lipopolysaccharid chiét xuét tir vach t& bao cla chiing vi khudn thwong han Ty 21a dwec nudi cdy
trong méi tnpémg BH! 6 chira galactose “C (1 g/lit), U & 30 °C trong 7 h, s& bj thlly phin trong dung
dich acid acstic 1 % va dwoce kidm tra polysaccharid. S(v dung phwong phap séc ky gel, ding
Sephadex G50; nhivng vi khudn thuong han cfia ca ioai khun Jac nhdn va xi xi 8u ¢ chira LPS,
theo 1y I8 twrong duong dbi véi chiing doc S. typhi Ty 2. Hon nira, sy phan bd clia céc Juidmg keto-
deoxy-octonat (KDO), galactose, glucose va rharnnose cla LPS dat ty i@ teong duong gidra chiing
Ty2vaTy21a,

Yéu cu trong quy trinh sén xudt

M8i trirétng nudi cly chiing san xuét khéng durgc gdy ra phan trng déc hai hay dj (rng cho ngui.
Chiing sdn xut Meee nudi cly va U'd nhidt dd thich hep trong khodng théi gian da ¢ dat t6i pha dn
dinh sém thi tién hanh git. 56 tn cdy chuyén tir chiing iam viéc cho dén khi [&n men cudi cling khéng
duoc vrgt qua 4 1an.

Truére khi fy tam san phdm ién men: Can y mau kidm tra nhan dang cla ching Ty 21a, kidm tra a9
sdng trén mdi tnrdng thach BHI va &t & 37 °C trong 36 h.

Sau iy tam, ty sinh khéi clia cac mé gat don pha thanh huyén dich 8n dinh (hoic vn & riéng céc mé
géit don) vé gilr trong dbng biang cho dén khi d6ng kho,

Kiém dinh ban thanh phim cuéi cing

Nhén dang: Cic mu thir dang bt 88 dugc hodn nguyén va kidm tra nhén dang nhir trong myc
“Nh#in dang va tinh thuln khiét",

B¢ séng: Xac dinh 46 sbng theo trong lugng. Kétqud 83 séng clia qua trinh déng khd i thidu
phdi dat dwge 10 % so véi cac mé git don treée khi déng khé.
Tidu chuén a9 s6ng: Khéng It hon 40 x 10 ® don vj séng S. fyphi Ty 21a.

B &m tén dur: Phy Iyc 15.35

B4n thanh phdm cudi cling $8 phai duwgc kidm tra 49 4m tdn dw va gid tri ndy khdng dugc vugt qua
giti han quy dinh cla cor quan kidm dinh quéc gia.

Cé 2 phuong phdp phd bién duec dp dyng cho thir nghidém nay. Khi sir dung phirong phdp Karl
Fischer {Phy lyc 10.2) 88 kidm tra thi 86 4m $n du trong bén thanh phdm cudi cung phéi duéi 3 %.
Néu s dung phirong phdp semi-micro ¢8 kidm tra thi a6 3m 1dn dir trong miu bén thinh phdm cubi
cting phai ndim trong khodng 1,5 % dén 4,0 %.
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Kiém dinh vic xin thanh phém

Tir ban thanh ph3m cudi clng ddng khd, d3 duge 13m ddng nhét hoan todn va dém sb feong don vi
séng; ndu khdng it hon 2 - 5 x 10° don vj sbng, s& déng vao 1 vién boc gelatin; dé dam bao khi Géng
vién, mdi vién 1a mét liu cho ngudi va chira téi thidu 2 = 10° don vi sbng vic xin.

M3u kidm dinh thanh phim s& dwec iy tir m3i vién véc xin va 1dm ¢ée thiz nghiém duwdi dy:

Nhin dang: Kiém tra nhan dang véi 3 vién cho m8i m3u thi theo phwong phap nhr md ti & phin
*Nhén dang va tinh thudn khiét’

D4 sbng _
Kidm tra 86 séng v&i 5 vién cho mdi mau thir. Két qua 9 séng cda mau thlr duge coi nhw cdng higu
ciia loat vic xin thweong han ubng sdng gidm 6¢¢ e Ty 21a.
Thir nghiém a9 s8ng ctia m&i loat véc xin s& phai dwge kiém tra trén 2 m3u song song vi két qua ta gis
tri trung binh d¢ séng clia 2 mAu nay.
Quy trinh kibm tre 8% sdng cho méi méu thir: Cho t0an bé bét véc xin clia 5 vién véo mBi binh cb chira
bi thiiy tinh a5 dugc sdy vb triing, cho tiép 20 ml nwére mudl sinh ly (NMSL) v6 khudn vao mdi binh
trén. Lic céce binh mAu trén bing may Kc rung 200 r/min va &3t trong budng lanh 4 °C trong 30 min.
Diing huydn dich viic xin trén, pha lofing bing NMSL va tiry theo s don vi sbng c6 trong mdi vien véc
xin ma mirc a5 pha lofing d&n d&u sé dirng lai cho thich hop. Nhd huyén dich véc xin pha losing & a9
pha thich hgp vao it nhét 5 dfa thach BH), véi thé tich 0,1 mlitTa va & & 35 °C dén 37 °C trong 30 h dén
36 h hoic lau hom. Bém sé lung khufin lac trong cée dia mbi trurng va tinh sb iwgng khudin lac trung
binh ctia m8i mA3u thiv. Tir két qua ndy & tinh dwgre 88 khudn lac trung binh ciia 2 miu thir kiém tra
s0ng song.
Vi dy: Huysn dich véic xin sau khi 68 Swoc lic rung trong budng lanh theo quy trinh nhir trén s& dugc
pha lo&ing b4c 10 bing NMSL v& khudn dén 10, Cly huyén dich vic xin & 86 pha lodng 10° vao ti
thidu 5 dfa thach BH! v&i thé tich 0,1 mV ¢fa; &p dung cng thirc sau 34 tinh a9 séng trung binh clia
dung dich gbe:

X=Cx20x10°

trong Gé:
X 14 dom viséng
C la b khudn Iac trung binh clia 2 miu thie,
Tl két qué irén, tinh ra 86 don vj sdng (Y) Irong vién v&c xin thwong han udng Ty 21a theo £dng thize
sau:
X
s
Tidu chudn chdp thudn: Db séng phai tir 2 x 10° 8én 5 x 10° don vj séng S. typhi Ty 21a trong 1 vién

boc gelatin.

Dé tap nhiém

SUr dyng it nhét 3 vién véic xin cho mét miu thi nghidm. Lyra chon méi tneding thich hop d& ¢b thé kidm
tra, phit hign sy c6 mét clia céc vi khudn gay bénh nhuw Salmonelia (triv Ty 21a), Shigella, Escherichia
coli, Pseudomonas aeruginosa, Staphylococcus aureus va Vibrio parahaemolyticus.

Tidu chudn chép thugn: Vic xin dat yéu cdu khi khdng ¢ mit clia cac yéu té gy bénh néu trén. Sb
lwong don vi sdng tap nhidm khang gy bénh trong mit lidu véc xin ubng cho ngudi (1 vién) khéng
dugce virpt qua 2 x 102 vi khuln va 20 ndm,

An todn khéng dic higu
M3i loat thinh phim véc xin thirong han uéng Ty 21a phal durge kidm tra an todn khdng ddic hidu bing
céch tidm 0,01 (i@u véc xin cho nguwdi vio & bung cho m&i trong sb 5 chudt nhét tring trong lwong
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18 glcon aén 22 gicon; va cho ubng 1 lidu véc xin cho ngwdi cho m&i trong sé 3 chudt jang (frong
lrgng 250 gicon dén 350 g/con).

Chudt nhit dugc theo dbi frong vdng 7 ngdy sau khi tiém, chudt lang dugc theo ddi trong 14 ngay sau
khi ubng véc xin.

Tiéu chuéin chép thuén: Khéng cé chuft ndo c6 bidu hién nhidm bénh trong khoding thdi gian theo dbi.

Tinh 8n djnh

Vic xin & dang thanh phim s& phai duge kiém tra tinh 8n dinh biing phurong phép dugc co quan kiém
dinh quéc gia chép thuan. Thdng thedmg tinh &n dinh clia véc xin ndy dwgc dnh gid bing két qua 4%
séng.

Tibu chudn chép thudn: BY sbng khdng duwge thdp hon 2 x 10° don vi sbng S. typhi Ty 21a trong 1 vién
boc gelatin trong subt thi han st dyng ma nha sn xuét d3 a2 trinh.

Cam quan
M3u kidm dinh clia mdi loat thanh phim sé phéi dugc kiém tra bing mét thudmg. Néu két qua kidm tra
cho thiy ¢o s bét thwdng khong theo dling yéu cAu cin phai hiy bs.

Dong gol, bdo quin, han ding

Bdng gbi va dén nhén

Do khéing thd dan nhan trén vién bec gelatin nén trén vi, trdn hop va t& huéng din sir dung cin ghi
dAy i cac thdng tin thee quy dinh chung va djic bidt ghi rd: s6 don vi sdng téi thidu clia mft vien véc
xin va chi ding 82 uéng.

Béo quén

Nha s3n xult 58 dua ra didu kidn bao quan va van chuydn cho sdn phdm & dim bio riing cac dang
vic xin ndy khi dugc bdo quan trong didu kign thich hpp s& vin dat dwgc cdc tidu chuin cho dén hét
han s dyng. Théng thwdng, vic xin ndy & dang vién boc geiatin sé phai dugc bdo quén trong didu
kién khd vati & 5°C £ 3°C.

Han sir dung

Han st dyng clra vAc xin dang vién boc khéng dugc qua 18 thang tinh tir ngay sin xudt. Néu sé ligu
cho théy tinh &n dinh clia s&n phém dai hon thi han ding o6 thé kéo dai hon.
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VAC XIN THUPONG HAN VI POLYSACCHARID
Vaccinum Vi polysacaridi Typhoidi

Binh nghia

Ve xin thuong han Vi polysaccharid 13 mét ché phim tinh ché tir vd Vi polysaccharid clia vi khisn,
Polysac-charid nay dwec didu ché tir chiing Salmonelia typhi Ty2 hoic mdt chiling thich hgp khéc cb
kha néing san sinh ra Vi polysaccharid,

V3 Vi polysaccharid gdm cdc don vi I3p lai clia acld N-acetyl - a-galactosaminuronic bang lién két 1 - 4,
dwere acetyl hod & O-3,

San xudt

Chiing sén xuét

Chiing Salmonella typhi dung @& san xudt véic xin Vi polysaccharid phéi drge co quan Kidm dinh quéc

gia chép thugn. Chiing ndy phéi cho thiy ¢6 kha niing sén sinh ra Vi polysaccharid véi sén ltegng én

dinh, a0 d4p (ng mi&n dich v& an toan cho ngud, _

Phuwong phép san xult phdi dugce thim dinh va chirng minh réng sén phdm (néu duwgc kidm tra) s3

hoan todn dat cic yéu clu v& an todn khdng dic hiéu d8i véi huyt thanh mién dich va vc xin cho

nguwedi stz dyung.

Chi ¢4 chiing dat céc dic tinh nhur sau méi durge ding a8 sdn xuédt vic xin: Nhudm sol sau nudi cly

phai cb hinh dang d3c tneng cla S. typht, frong méi trrdmg nubi cdy, o6 Ién men dwdng glucose nhieng

khéng sinh hoi; oxidase &m tinh; huyén dich vi khudn ngung két d3ic hidu vél huyét thanh khang Vi

thich hop ho#ic khudn tac cd quing sang xung quanh, trén mbi trwémg thach dfa ¢6 chira khéng huyét

thanh déc higu.

8dn xudt ching gbc va ching sén xuét

Chuing géc sé phal dugc ghi chép biing hd so chiing, bao gbm ¢a ngudn géc chilng, va cac dic tinh

sinh hod, huyét thanh hoc. Céc nudi cdy tir chiing san xult s& phi c6 cling d¥c tinh nhu nudi cdy tir

chiing gdc. Chiing sdn xuét phdi dat cac tiéu chudn nhir chiing géc.

Nubi chy va git

Sy phét tridn clia chiing S. fyphi phéi cho thly o6 tinh &n dinh bdng cich gidm sét tf 18 moc clia vi

khudn, pH clia nusi cdy va san ligng clla Vi polysaccharid. Théng thudng nusi cdy chiing & 35 °C dén

37 °C. Chiing lam viéc (chling san xu4t, working seed) co thé nudi chy trén moi tnedng déic, 0 12 h dén

18 h & 35 °C dén 37 °C; sau a6 cdy chuydn sang mdi tardng 16ng (12 canh khuln d& cdy vae méi

trerdmg nudi cdy cubi cling). Méi tnedmg nudi cly cudi cling 13 mdi tnrdmg ban tdng hep, khdng chira

chit da dwye k&t tia bdi cetrimoni bromid vA khéng chira cic sdn phim tir mau hodc céc

polysaccharid ¢6 khdi lgng phan tu’ cao, va It nhit phai chimg minh réng chiing 44 dwerc logi bd sau

khi tinh ché,

S thudin khiét clia vi khuérl sau khi nudi cy phai dwgc khdng dinh bing cich kidm tra tigu bin nhuém

soi dwri kinh hiln vi (46 phéng dai it nhét 1 000 [An) va bing nudi ciy trong mdi trnedmg adic thich hep.

Canh khuln nubi cdy duge bit hoat vao thdi didm b4t dAu pha n dinh bing céch thém formaldehyd.

Céc 18 bao vi khudn phéi dweyce loai bd biing céch ly tam, polysaccharid dugc tda tir méi tredng nudi

cdy biing céch thém cetrimonium bromid (hexadecyltrimethyl-ammoni bromid). Tira polysaccharid dugc

gét va bio quén & -20 °C tnedrc khi tinh ché.

Tinh ché Vi polysaccharid

Polysaccharid durge tinh chd bing cach tlia véi phirc hop cetrimoni bromid, diing quy trinh thich hep

88 loai bd acid nucleic, cic protein va lipopolysaccharid. Polysacchearid s8 duwee tlia véi mudi calci

trong sy ¢b mit cla ethano! (TT) va 1am khd & 2 °C ¢én 8 °C. Bt thu deee chinh 12 Vi polysaccharid
 tinh ché. B dm tdn dw phéi duoc kidm tra theo phurong phép phan tich trong Irong va cho thiy thdp

hom so vidi méu chudn,
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Chi Vi polysaccharid tinh ché dat cac tiéu chudn duéi ¢4y mdi duge st dung 88 pha ché véc xin bén
thénh pham cubi cing:

Protein: Khdng qud 10 mg/g polysaccharid.

Acid nucleic: Khidng qué 20 mg/g polysaccharid,

O-Acetyl: Khodng thap hon 2 mmolig polysaccharid,

Kich thuée phén v Kidm tra bing séc ky cbt, diing cot dai 0,9 m va dwdmng kinh lang dng 16 mm,
chudn cdt vé&i dung dich natri clorid 0,2 molikg, pH 7,0 8én 7,5. Dling 5 mg polysaccharid cho véo 1 mi
dung dich natri clorid 0,2 molkg va rét vao odt, rira gidi véi tde @8 20 mih. Thu thép miu khoding 2,5 mi.
KiBm tra didm @ap (Png v&i Ky = 0,25 va tam 2 thé tich m3u dung dich nra gidi trneée va sau didm dip
trng. Tién hanh xéc dinh ham heong O-Acetyl clia ¢ 2 m3u trén. Khéng dwge thip hon 50 %
polysaccharid duge tim thdy & mBu dung dich rira gidi ra treede khi Kp= 0,25.

Nhén dang: Ding phwong phép hda mign dich thich hop.

N3l dbe t8 vi khudn: Khéng dwgc qua 150 IU/ug polysaccharid.

Vic xin ban thanh phim cudi ciing

Bén thanh phdm cudi cing duge didu ché tir mét hodic nhidu loat don Vi polysaccharid tinh ché. Néu
slr dyng béan thanh phdm nay @& déng lo da lidu thi phdi cho thém chit blo quan chéng nhifm trung va
dirge hda tan tnede trong mét dung méi thich hop, sac cho sdn phm cudi cing chira 25 pg
polysaccharid/1 lidu tiém cho ngudi. Ham Igng chét bio quén trong ban thanh phdm cubi cling khdng
durre gay bién tinh Vi poly-saccharid va céc thanh phdn khéac clia véc xin. VAc xin ban thanh phdm
dugc pha ché {irong didu kién v& triing) trong dung dich khéng cb chira chét gay sbt va dugec loc vd
tring qua mang lgc. :

Ban thanh phim cubl cling chi durgc phép pha ché thanh thanh phdm khi dat cAc yéu cdu sau:

V6 khudn: Dat vé khudn (Phy lyc 15.7).
Thimerosal: Dat theo Phy lyc 15.29

Him lwong VI polysaccharid: Dung thir nghiém héa midn dich dinh legng 43 duwoc co quan Kiém
dinh quéc gia chip thuan aé xac dinh ham lwgng Vi polysaccharid clia miu ban thanh phim cuéi -
ciing (Phu lyc 15.37).

Nhén dgng: Ding thi? nghiém huyét thanh hoc, dya vao sy két tha mi&n dich.

Béng dng va déng gol
Qu4 trinh d6ng &ng va déng gl phil tudn thi GMP.

Kiém djnh vic xin thAnh phim
Céc thir nghiém duwéi a4y phéi dwee tién hanh véi mbi loat véc xin thanh phim.

Cém quan _
Véc xin dang 1dng, trong subt, khdng mau, khdng ¢6 vit thd ia mét thudmg c6 thé nhin thiy va khdng
6 nhirng déy higu bét thuding khdc nhw: Lng nit, ndp, han khéng dat yéu ciu...

Nhén dang: Thir nghiém nhén dang dege tién hanh béing phuong phép héa min dich thich hep.

Xdc dinh ham lwomg Vi polysaccharid
Léy m3u nglu nhidn, It nhét 3 lo (hodic 8ng), xéc dinh ham lwgng Vi polysaccharid bing thir nghigém
héa mi&n djch dinh Itrgng, so sénh véi mau chuln polysaccharid (Phy lyc 15.37).

V8 khudn: Phai dat v& khudn (Phu luc 15.7).

Chét gy sét
M8i loat véc xin thanh phdm phai dugc kidm tra chét gdy s8t bdng cach tidm véc xin thwong
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han Vi polysaccharid c6 ndng 43 25 ng/ml véo tinh mach tai thd (1 mikg thé trong thd) (Phy lyc
15.12).

An todn khényg dic higu
Loat véc xin thanh phim thuong han Vi polysaccharid dat yéu cu v& an todn khéng dic higu khi tét c
céic chudt thir nghiém dbu séng sét va khong bi gidm cén trong It nhét 7 ngdy theo ddi (Phy luc 15.11).

Chét bdo quén
Thirmerosal: Dat theo Phy lyc 15.29
Pheno! (Néu dugre st dung 88 didu ché véc xin) thi khdng duec nhidu hon 2,5 g/l (Phy lyc 15.28).

D6 dm t8n duwr (Nbu véc xin & dang dong kho)

Phuong phép ép dung phii dwoc co quan kidm dinh quéc gia chép thuln. Thing thudmg sir dung
phirong phap Karl Fischer. Ly m3u ngfiu nhign a5 kiém dinh theo ty 1§ 1/1000 19, tuy nhién thidaa10lp
va cling khdng durge it hon 5 lo (Phy lye 15.35).

Tiu chudn chép thulin: Bb Am tdn du trung binh gitra cac Ig khdng dugc ién hon 2,5 %, khdng dugc
Ip ndo c6 46 Am tdn dwr 3 % hodc 1n hon.

pH: 7,0 £ 0,5 (Phy lyc 15.33).

Nghién cou tinh én dinh

Nghién ciru tinh 8n ginh phi dugc tién hanh a8 xéc dinh hgn ding clia véc xin thuong hén Vi polysac-
charid. Nghién ciru ndy cb thé dira rén cac thir nghiém XAc dinh ham lugng O-Acetyl va kich thuée
phan tir cla it nhét 13 3 loat v xin thanh phim (céc loat vic xin thanh phim nay phéi dirgce san xult
tir nhimg bén thanh phdm Vi polysaccharid tinh ché riéng bigt). Cac loat vhc xin dung trong théi gian
nghién clru phai dwroc blo quan & didu kign nhur ghi trén huéng din dénh cho ngudi sir dung.

Tisu chulin chép thubn: Kich thiréc phén tir cita mdi loat vic xin thanh phim phéi dat it nhét 50 % Vi
poly-saccharid tir cdt durgre riva gidl trrde khi Kp dat t61 0,25, Thir nghiémvé tinh &n dinh phdi duge cor
quan kidm dinh quéc gia chdp thuan.

Péng gdi

Viée déng gol, dan nhln phal tuéin thi theo GMP.

Céc tuyén b v& han ding va nhist 43 bio quan s& phai dia trén nhimg nghlén ctrnu vé tinh 8n dinh
ciza vhc xin va phil @8 trinh 18n co quan kidm dinh quéc gia v8 vic xin va sinh phém.

Nhin, hép
Nhirng thong tin a6i v nhin, hop, tr huéng din sir dung phal dép ing nhing yéu chu cila céc quy
dinh hién hanh,

Bio quin
Nhiét 36 bdo quén 2 °C 8én 8 °C.

Han sir dung
Khéng dwgc qué 3 nam k8 tir ngay déng éng thanh phém.
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VAC XIN UON VAN HAP PHY
Vaccinum Tetanl adsorbatum .

Binh nghta

Véc xin ubn vén hip phy dugc didu ché tir dc té 1én vén 43 drrgc xiz Iy blng formaldehyd va nhigt 4
a8 mét tinh d8¢ ma vEn cdn tinh sinh mién djch, chira it nhit 1000 L/ mg nitrogen protein va hép phu
véri mdt té chét thich hop nhw nhdm phosphat hodic nhdm hydroxyd trong dung dich mudi dang trwong.
C6 thé cho thém chét bdo quan thich hop.

$4n xufit

$an xult vic xin phal dya trén hé théng chiing. Chiing Clostridium tefani dwgc nudi cly trén mai
truémg thich hop. Két thac giai doan nudi cAy, cin kidm tra tinh thudn khiét 4 logl bd nhirng mé nudi
cdy don bj nhidm tap. X4c dinh ham ligng ddc té (LmY) blng phén ¢mg Kn bdng. Cac mé gt don cb
thé hdn hop lai 88 gidi d4¢ bing formaldehyd va nhiét 46 rdi tinh ché theo phirong phép thich hop.

$6 lgmg Lf trong vic xin béan thanh phdm khong vurgt qua 25 Lf trong mdt lidu don cho ngudi ndu siv
dung nhidy hon mét lidu cho mi&n dich corbdn. - ) ) .

Ham lugng chit bio quin phdi khdng giy hai dén gidi ddc té va khong gdy ra nhing phin ng &
ngLrdi.

Glai adc td tinh ché ban thanh phim .

Chiing sén xuét Clostridium tetani phai ¢6 ddc tinh cao, biét r3 v8 ngudn gbc va lich sir chiing. Thu déc
t8 ubn vén trong madi tredmg nudi cly & didu kidn vd tring. Xéc dinh ham lugng ddc t§ (L/mi) bing
phan tng I&n bdng 48 gidm st tinh 8n dinh trong sin xudt. Gidi ddc té udn vén dugc tinh ché & foai
bé céc thanh phin cb thd gay c&c phan tng phy cho ngudi. Dde té sau khi tinh ché s8 dugc bét hoat
béng formaldehyd theo phwong phép thich hgp sao cho khdng dnh huémg dén kha ning sinh mién
dich clia gidi d6c 16 va khang b hai d§c. Tuy nhién, ¢d thé Iya chon quy trinh tinh ché sau khi gidl ddc.
Chi 6 nhmg gidi 40c té tinh ché ban thanh phim dat cac tidu chuln duwdi ddy méi Sugc sie dyng 68
pha véc xin ban thanh phdm cubi cling.

V8 khudn
Tién hanh kidm tra tinh v& khuln clia gidi 4dc t& ubn van tinh ché ban thanh phdm vé&i 10 ml m&u cho
m&i mdi truémg kidm tra (Phy luc 15.7).

Tinh dbc dic hisu va tinh hbi dbc

Kidm tra tinh dfc Ggc hidu: Tidm duwdi da 1 mi gidi ddc té tinh ché co chira S00 Liimiicon cho 5 chudt
lang khod manh (250 - 350) gfcon chura sir dung cho bt ki myc dich gi tnrire 86. Theo d&i va kiém tra
trong legng chudt, cac déu hidu lidt do udn van hang tudn trong vong 3 tuln. Nhimg chudt chét phii
duege md kim tra, Gidi ddc t8 ubn van tinh ché dat y&u clu an todn d&c hiéu khl khdng cb chudt lang
nao ¢6 ddu hidu [t do ubn van hay bit ky trigu ching udn vén ndo trong 3 tudin theo d&i va cb it nhéit
80 % chudt sdng s6t trong gial doan thir nghiém.

Kidm tra tnh hdi 8bc cia gidi dpc 16 ubn vén

Gl&i ddc 18 udn vén tinh ché phai durge kidm tra @& dam blo khdng bi h3i 8dc. St dyng dung dich dém
gibng nhur dung dich pha vic xin ban thanh phim cuél cling nhung khdng ¢6 chét hip phy d& pha méu
gidi ad¢ 18 ubn van tinh ché ban thanh phim thanh huydn dich chira 12,5 Lifmi. Chia thanh 2 mu thir,
trong d6 mdt mAu 0 & (5 £ 3) °C trong 6 tuln va miu Kia 0 & 37 °C trong 6 tulin. Tiém duéi da § miicon,
m3i m&u tiém cho 5 chudt lang khod manh (250 - 350) g/con chura siy dung cho bét ky muc dich gi
truére d6. Thir nghiém dat yéu clu khi cd 2 nhom chudt ddu kho# manh, khong cb chuft tang ndo c6
déu hidu udn van trong 3 tuln theo dbi.

D tinh sach cia khdng nguyén ubn vén
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Giai d3¢ 16 ubn van tinh ché phai dwge kibm tra 40 tinh sach clia khéng nguyén bing céch kiém tra
ham Wegng khéng nguyén (Lfimg nitrogen protein). Gié b Lf Guoc kiém tra biing céch so sénh véi miu
chudn a3 dwrge hidu chudn bdi gidi dc t8 ubn van miu chuln qubc té danh cho thir nghiém I8n bdng
hogc miu chuln qulc gia twong durong.

Gidi 66c t6 udn van tinh ché dat yéu clu khi chira khdng dirgce it hon 1000 Li/mg nitrogen protein.

Kiém djnh vic xin ban thanh phim cubi cang

Véic xin ban thanh phim cubi cling duwgc pha ché tr gidi ddc t8 ubn van tinh ché, cho thém nhdm
phosphat hodic nhdm hydroxyd véi ham lugng thich hgp. C6 thd cho thém chét khang khudn thich hap.
Chi nhing véic xin ban thanh phim cudi cling dat céc tidu chudn dwdi a8y méi dugce phép tiép tuc sin
xuft thanh véc xin thanh phim.

Chét bio quan .

Xac djnh ham lrong chit bao quan bing phurong phap hoa hoc thich hyp. Ham igng chit khing
khudn trong v&c xin bén thanh phim phai dat [t nhét 14 85 % va khéng dugc qué 115 % so vbi long
dy kién cho vao (Phuy lyc 15.29).

V6 khuédn -
Tién hanh kidm tra tinh v& khuan clia vic xin ban thanh phim cudi cling véi 10 ml m3u cho mEi méi trudng -
Kidm tra. Khadng nhim vi khuéin va ném (Phy lyc 15.7).

Kidém djnh vic xin thanh phidm

Nhin dang
Thuc hién it nhét trén mdt 1o vic xin 44 dwgre dan nhan.
Nhén dang gidi 3¢ t& udn vén bang thir nghiém 1én bdng nhw mbd ta trong Phy Iyc 15.19.

V6 khudn
Vc xin khdng nhidm vi khun va ndm (Phy luc 15.7).

Céng hiéu

Thre hién theo Phit luc 15.23.

. Tiéu chufn chip thuéin: Cong hidu clia véc xin ubn van dom hip phy uge coi 13 dat yéu chu khi khéng
thép hon 40 IU d6i v&i mdt lidu don diing cho ngudri. D4i véi cac thie nghigém sl dung 3 &% pha loding,
gi&i han khoding tin c8y 95 %, cdng hiéu phai ndm trong khoding 50 % dén 200 % ciia cdng higu tidu
chuin, -

An toan chung
Phy luc 15,41,

Chdt bao quén
Héam lrgng chit bao quén thimerosal khong it hom 85 % hodic khdng nhidu hom 115 % egng ghi trén
nhan (Phy lyc 15.29). :

Ham lwomg chit hép phy :

Khéng qué 1,25 mg nhdm trong mét lidu don vic xin cho ngudi (Phy luc 15.27).

pH

6,0 ¢én 7,0 (Phy luc 15.33).

Cam quan

M3i loat vic xin thanh phim sau khi san xuét phdi dugc kidm tra bling cim quan a8 dam béo céc lp
hay éng vic xin trrdre khi xult xerdmg ddu phai dat yéu ciu, khdng cb diu hidu bit thudmg vd cim
quan nhw: Vit la trong lp vic xin, ndp hay nit chit va ¢m bao tinh nguyén ven. Trong qué trinh kiém
tra, ndu dng hay 1o ndo thiy khdng dat yéu chu cin duge logi bs,
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Bdo quan, hgn dung

Véc xin dwgc bio quan & nhiét 83 tr 2°C dén 8°C.

Khi bdo quan & didu kién quy ginh vac xin ¢6 thé gidr dwge cdng higu 3 nim k& tiz ngdy chudn a6 cong
hiéu.

Nhan, hép
Nhirng théng tin 8di v&i nhin, hép, t& hwéng din st dung phai 8ap (rng nhirng yéu clu clia céc quy
dinh hién hanh,
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VAC XIN VIEM GAN B TAI TO HQP
Vacclnum Hepatitidis B recombinatum

bjnh nghia

Vic xin viém gan B t4i t& hop (rDNA} dugc sdn xult tir khdng nguyén bd miit (HBsAg) - [a mdt protein
clia virus viém gan B. Khang nguyén b& mit virus viém gan B dwgc sén xuét theo cbng nghé t4i td hep
ADN va thudmg durgc hip phy véi nhdm hydroxyd ho#ic nhdm phosphat hydrat.

$4n xuft

Viéc xin viém gan B ti t& hop dugc didu ché bing cach sir dyng HBsAg tng hop & 18 bio ném men
(Saccharomyoes cerevisiae, Pichia pastoris, Hansenufa polymorpha), té béo trimg chuft @4t vang (CHO
- Chinese hamster ovary) ho#ic ¢c&c dong t& bao thich hop khéc 43 dugc chuyén rigp (fransformation)
v&i mit plasmid ¢ chira gen ma hoé HBsAg. HBsAg duorc thu tir t4 bao bling cach 1am ly gidi hojc
phé v té bao ndm men va duge tinh ché nhe cAc kf thult sinh héa iy.

Vi xin téi 18 hop c6 thé chira sin phim clia gen $ (protein logi nhd) hodic phél hop sdn phm clia gen
S va tidn S2 (protein loai trung binh) holic phéi hop ca sén phdm cila gen S, tidn S2 va tin $1 (protein
loai Km).

Kidm djnh véc xin ban thanh phdm
Ham lwgng protein
Protein trong miu thir durgc dinh lromg theo phuromg phép Lowry (Phy luc 15.34).

Nhin dang va ham luvgng HBsSAg

X4c¢ dinh ham lirgng HBsAg bing ¢ac thir nghidm héa midn dich phl hop, nhwr thir nghiém mién dich
phong xa (RIA), thir nghiém hép phy midn dich gén men (ELISA), thim mién dich hodc khuéch tén
mi&n dich don. Ve xin mAu thir dwgc so sénh véi vac xin mAu chudn.

Pg tinh khiét cda khéng nguyén

Pugce xéc dinh bing phurong phép sic ky 1dng (Phy lyc 5.3) hodc céc phwrong phap khéc phil hgp nhw
SDS - PAGE (Phy lyc 15.39).

Tiéy chudn chip thugn: Khong nhd hon 95 % so véi ham lurgng protein todn phén.

Lipid
Khéng Iém hon 100 pug/100 pg protein (Phy lyc 15.40).

Casi (Cs}
Khéng I&n hom § pg/20 pg protein (Phy lye 15.41).

Tween 20
Khdng Kmn hon 50 pg/100 pg protein (Phy kic 156.42).

Polysaccharid
Khéng Iém hen 10 pg/100 pg protein (Phy tyc 15.38).

Kidm @inh vic xin ban thanh phim cudi cang.

Thimerosal
Khong durge [én hon 0,012 % ( Phy lyc 15.29).

V6 khudn
Pat yéu cAu v8 vd khudn (Phy lye 15.7).

75



TCVN 1-5:2017

Kiém djnh vic xin thanh phim

Cém quan
Sau khi lc, véc xin viém gan B ¢c6 mau tréng, hoi duc.

pH
5,4 dén 7.4 (Phuy tyc 15.33).

Protein toan phén
Xac dinh bing phirong phép Lowry. Ham luomg protein todn phdn cb trong véc xin khdng duge qué 40
pgimi {Phy luc 15.34).

Nhém
Ham lrgng nhdm trong vic xin tdi 8a khéng dugre qué 1,25 mg/idu don diing cho nguri (Phy luc 15.27).

Formaldehyd
Khéng duee qua 0,01 % (Phuy luc 15.25).

Thimerosal
Khéng durgre qua 0,012 % (Phuy luc 15.28).

V6 khuén
Pat yéu clu vd vb khudn (Phy lyc 15.7).

An foan chung
VAc xin viém gan B phai d3m bdo an toan khi thir nghiém trén chudt lang va chudt nhit trfng. Chubt
phéi khoé manh va tiing trong binh thirérng sau 7 ngay theo dbi (Phy luc 15.11).

Chit géy sét
Véc xin viém gan B phai an toan vé& mat chit gay sét khi tidm cho thd. Téng nhiét 8% chénh Iéch 3 thé
k_héng dwec qué 1,3 °C (Phy lyc 15.12).

Céng hiéu

Céng hidu véic xin viém gan tai 83 hop duge tién hanh song song gitra véc xin mAu thi véi véc xin miu
chuén; ¢ thé dugc xac dinh bing phwong phap the nghidém trén ddng vat thi nghiém (cdng hiéu in
vivo) 88 xéc dinh hidu gid khéng thé, hosic phirong phép miln dich trén phang thi nghiém (cdng hiéu in
vitro) 48 xéc dinh ham lugng khang nguyén HBsAg ¢b trong véc xin.

Thir nghiém cong higu in vivo

Dong vét thi nghiém

Chudt nhit tréing giéng BALB/C hodic ICR holdic mét gidng chudt phit hop khéc, khde manh va tir cling
mét 4an, khoding § tuln dén 6 tuln tudi, 16t nhét 14 chudt ciing mdt gibi.

Xdc dinh cdng hidu hrong quan

Véc xin m3u chulin va véc xin mau thiz dirgre pha long bic 2 thanh 5 49 pha. Dung dich d8 pha vic xin
14 nurére mudi sinh Iy cé chira nhdm hydroxyd (ham lwomg nhdm hydroxyd khéng qua 500 pg/ml). Tiém
méang byung 1 ml m3i 86 pha loing vic xin cho mdj chudt. M&i ad pha losing vic xin tiém it nhit
15 chuét. TAt ca céc chudt sau ghy midn dich dugc nudi tir 28 ngdy dén 32 ngdy trong didu kién nhur
nhau. Tién hanh gy mé va iy méu tim chudt. Cac miu mau dugc ly tAm 3000 rimin & rhist a6
4 °C 8&n 8 °C, tich huyét thanh. Cac m&u huyét thanh duge bac quan & nhit @9 -20 °C. Xéc dinh higu
gia khéing thé khang HBsAg bang thir nghidém hép phy midn dich gén men (ELISA) trén bd sinh phdm
chéin doan thwrong mai co s&n. Két qua dugce tinh theo phin mém théng ké chuyan dyng.

Thir nghidm cé gid trf khi

EDs, clia véc xin miu chudn quéc gia va vic xin miu thir ddu ndm trong khodng gitra 118y tiém I6m
nh&t va nhd nhit,

Phén tich théng ké cho thdy dat y&u chu v& tuyén tinh va song song.
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Gidi han 45 tin cay cia cng hidu twong quan ndm trong khodng 33 % dén 300 %.
Tiéu chudn cbng hiéu trén thyre nghiém
Cong hidu teong quan (P = 95 %) khdng nhd hom 1.

Thir nghiém cbng hiéu in vitro

Vic xin thir nghiém dugc pha losng song song véi vic xin méu chudn bang PBS 0,1 M hofic PBS pH
7.2 ~ 7.4 v&i cic d8 pha loang bic 2 phit hop. Tién hanh thir nghiém bling ky thuat ELISA, trén bd sinh
phdm chin doan thiwong mai ¢6 sin. Diing khing thé don dng khang HBsAg @& xac dinh lugng
khéng nguyén HBsAg trong vic xin mBu thi, so sénh v&i véc xin miu chuéin,

Két qua duge tinh theo phin mém théng k& chuyén dung.

Tibu chuén chép thuén:

Céng hiéu turong quan (P = 95 %) khéng nhd hon 0,65.

Béng goi
Vic xin viém gan B du'ofc dong trong lo thity tinh trung tinh, méi fo chira 20 pg/1 mi; hodic 10 pg/ 1 ml;
hodic 5 ug/1 mi thy theo ting nha =an xuét.

Bao quin
Vic xin viém gan B phai dwoc bdo quan & nhiét dd 2 °C dén 8 °C, tuyét dbi khdng duec lam vic xin
dbng bing.

Tinh én djnh va han ding

Nghién ctru tinh 8n dinh clia véc xin phai dugc tién hanh trén it nhit 3 ioat Ilén tidp (dwoc san xult tr
3 loat ban thanh phdm khac nhau) khi dwgc bio qudin theo théi gian & didu kién nhur ghi trén nhén clia
san phém.

Trong didu kign bdo quan nhw trén, vic xin viém gan B t4i 18 hop c6 han ding fa 36 thang.

Nhin, hgp
Nhirng théng tin 88i v&i nhan, hdp, t& hwdng din sl dyng phai dép (ng nhimg yéu clu clia cac quy
dinh hi&n hanh,

Chi dinh, lidu ding

Duwdng diing: Tidm bip vio ving co delta (d6i v&i tré so sinh, tiém bip aui 1 tt hon).
Lidu ding, lich tiém: Theo huréng dn cy thé clia nha sdn xuét.

Tiém nhic lai sau 5 nam dbi véi tht ¢ cac Itva tudi.

77



TCVN I-5:2017

78



TCVN 1-5:2017

VAC XIN VIEM NAO NHAT BAN
Vaccinum Encephalitidis japonicae

DPinh nghia

Vic xin viém ndo Nhat Ban 12 mdt ché phim vd khuén awrge didu ché tir chling virus viém nio Nhat
Bain (chiing Nakayama hodic Befiing) sau khi da dtrgre g8y nhiém vao néio chut nhit tring.

Quy trinh san xuét bao gbm cic bwdc tinh ché bang protamin sulfat, amoni sulfat, siéu ly tam trong
dung dich saccharose. Virus viém n&o Nhat Ban sau tinh ché phdi ¢6 46 tinh khiét cao va duy tri duge
ban chit khang nguyén a8 c6 thd tao ra dap irng mi&n dich 8i wu. Khang nguyén tinh khidt dwoc bAt
hoat béi formaldehyd va durgc bdo quan béing thimerosat.

Kidm dinh vic xin ban thanh phim

V6 khudn
84in thanh phdm viém nZo Nhat Ban phéi dat yéu ciu v& vd khudn (Phy luc 15.7).

Hiéu gi4 virus
Hiéu gi& virus vigm n&o Nhét Ban dwge xéc dinh bing k§ thuat ELISA. Hidu gid Swoe st dung nhur mdt
chi s theo dai tinh &n dinh clia quy trinh s3n xuit.

Kidm dinh vic xin thanh phim

Cam quan

MBi loat véc xin vigm nso Nhat Ban thanh phdm phii dwoce kidm tra biing mét thirdmg & @3m bdo cée
ko véc xin khong c6 déu higu bt thiedng v8 cdm quan nhu: VAt la trong lg véc xin, ndp hay ndt 44 dirge
day chat va dam bao tinh nguyén ven.

Vic xin viém néo Nhat Ban & dang I6ng 13 dung dich trong sudt, khdng mau,

Nhén dang

Tiém cho chudt lang hodic chudt nhit triing, véc xin viém niio Nhét Ban phai tac dugc khang thé trung
héa cb kha ndng trung héa duge virus diic hidu.

pH

Tir 6,8 aén 7,4 (Phy lyc 15.33).

Ham lupng protein
Xé&c dinh bang phuwrong phap Lowry. Ham kegng protein khdng dwoe qué 80 pg/mt (Phy luc 15.34).

Chét béo quén
Ham lrgng thimerosal khéng qua 0,12 mg/ml (Phy lu¢ 15.29).

Formaldehyd
Khdng qua 0,1 mg/mt (Phy luc 15.25).

Chéft géy sét _
Véc xin vidém niio Nhat Bén phai an toan v& chét gay sbt. Khi tiém cho thd, tdng sb nhiét a4 tang cho

3 thé khdng duoc qua 1,3 °C (Phy lyc 15.12).

Vé khuin
Viic xin viém n5o Nhit Ban phéi vé khulin (Phy lyc 15.7).

An toan chung
Vic xin viém no Nhat Ban phai ddm bdo an toan khi tiém thir nghiém trén chudt lang va chudt nhét

tréng. Chudt phai khoé manh va ting trong binh thuréng sau thid gian theo di 7 ngay (Phy luc 15.11).
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An toan dgc hiéu

vic xin viém nso Nhat Ban phai @3m bdo an toan khi tiém thr nghigm trén chuft nhét tréng. Chudt

phai khoé manh va t&ng trong binh thwdmg sau thei gian theo dai 14 ngay.

Tinh an toan dic hidu clia véc xin viém ndo Nhit Ban dugc xéc dinh bdng cach kiém tra s ¢ mat cla

virus odn séng sét sau qué trinh bét hoat.

Dong vét Sl dung it nhét 10 chudt nhit tréing 4 tuln twdi c6 trong heong khodng 12 g dén 14 g. Lya

chon nhitng chudt khoé manh, khong 6 bidu hién bénh Iy va téng trong binh thudng trong théi gian

cach ly it nhét & 3 ngay tnrdc khi tién hanh thir nghigm. Chudt dwec chéim sbe va theo ddi trong di didu

kién tiéu chuln,

Céch tidn hanh: MBu véc xin thir nghiém khbng pha loang dem tiém vao ndio chuft véi Iidu 0,03 mi cho

m3i chudt. -

Theo d&i va doc két qué: Todn bd chubt thir nghiém phadi thee ddi va can trong lrgng hang ngéy trude

khi tiém va sau khi tiém. Théi gian theo ddi chudt 14 14 ngay k& tir $au ngay tiém. Trong sudt th&i gian
theo d&i, chudt thir nghiam phai khde manh, téng trgng va khéng dwec c6 céc trigu chimg’ bét thurdmg.

" Néu trong treéng ho'p co mbt chudt thir nghiém bi ligt hoic chét thi pha tién hanh thr nghiém lai tAn

thir hai voi s6 véc xin dem thir va sé chudt thi nghigém gép 2.

Néu trong thir nghidm IAn thir hai cd mét chudt bj liét hodic chét thi 18 vac xin thir nghiém 35 phai huy

b6 vi khdng dat yéu cu vé& tinh an toan diic hidu.

Céng hiéu

Tién hanh kidm tra song song v&i vic xin chuén,

vic xin kidm tra va véc xin chudn dwgc pha loéing & cic d pha 1/16, 1/32, 1/64 trong dung dich PES
0,75 M, pH 7.4 c6 chira 0,02 % gelatin. M3i 48 pha, tiém 2 fidu, mi idu 0,5 ml, dung philc mac, céch
nhau 7 ngay cho 16 chudt nhét tréng. Toan bd chudt dwyc nudi va theo déi trong 2 tuln. Sau do tién
hanh ldy mau trong didu kién v6 khuén va d8 riéng mau clia timg chudt, d8 & 4 °C qua dém. Tach
huyét thanh va hgp huyét thanh clia toan bd chudt (m&i chudt 0,1 mi) cba cling mét d§ pha. Pha loéng
huyét thanh 1710 va bt hoat bd thé & 56 °C trong 30 min. Bdo quan huyét thanh chudt ¢4 pha lodng va
bét hoat & -20 °C. Tién hanh chudn @9 higu gié khang thé trung hda trén 1& bao BHK21.

Két qua dugc tinh toan theo ¢ong thire tinh gidm 50 % dam hoai tir, Hiéu gid khéang thé trung hda clia
véc xin kidm tra khong dwgc thap hon véc xin chudn.

Péng g6i va bdo quan
Péng & trong lo thily tinh trung tinh: 5,5 miflo va 1 mi/lg.
Béo quén & 2 °C.dén 8 °C, tranh anh sang; tuyét a6l khdng dugc lam ddng béng.

Han ding _
Trong didu kién bdo quan & 2 °C dén 8 °C, vic xin viém néio Nhét Ban ¢ han ding (& 24 théng ké tir
ngay s&n xuit.

Nhan, h¢p
Nhing théng tin d6i v&i nhan, hip, to hedng din sl dung phai dép tmg nhimg yéu cdu clia céc quy
" dinh hién hanh.

Lidu tiém, dudrng tiém, lich tigm

Tiém dwdi da, v| tri tiém: vao viing co delta.

Duéi 36 thang tudi tiém 0,5 mi /1 lidu.

Trén 36 thang tudi tiém 1,0 ml A1 lidu.

Lich tiém: 2 lidu cachnhau 1 tun dén 2 tuin.

Tiém nhéc lai: Sau 1 ndm va sau d6 o 3 ndim tidm nhic lai mdt lan.
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