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SO SANH CHAT LUONG VACXIN DA GIA VO HOAT BO TRO KEO PHEN
VA BO TRO NHO DAU CHE TAO PHONG BENH VIEM PHOI CHO LON

Cit Hitu Phii, D6 Tit Pat, Lwong Thi Hwong Giang
Cong ty Marphavet

TOM TAT
B9 giéng vi khuan (master seed) bao gdm: 3 chung A. pleuropneumoniae, 2 chung P. multocida va
1 chung S. suis dugc Cuc Thu y cho phép st dung dé san xuat va luu hanh vacxin viém phoi da gia

v hoat b6 trg keo phén tai cong ty Marphavet cling da dugc s dung dé ché tao vacxin viém phéi da
gia vo hoat c6 bo trg nhli dau phong bénh viém phoi ¢ lon.

Ca 2 loai vacxin da ché tao (cod chét bd trg keo pheén va nhii dﬁu) déu dat chat lugng: vo trung
100%, an toan 100% khi kiém tra trén chudt va trén lon. Hiéu luc phong bénh cua ca 2 loai vacxin
trén chudt bang phuong phap mién dich thy dong dat trén 80,0% khi cong cuong doc. Bang phuong
phap ELISA, da xéac dinh dugc ca 2 loai vacxin trén déu kich thich lon san sinh khang thé khang vi
khuén A. pleuropneumoniae serotype 2 va 5 v6i hiéu gia cao sau 21 ngay tiém vacxin & lon tir 4 tuin
tudi, hiéu gia khang thé ctia vacxin nhii dau cao hon hiéu gia khang thé ciia vacxin keo phén.

Tir khéa: chung gidng, chat bo trg nhii dau, chat bo trg keo phén, vacxin vo hoat, da gia.

Comparing the quality of the aluminium hydroxide and oil emulsion
adjuvant, inactivated multivalent vaccines against pneumoniae in swine

Cu Huu Phu, Do Tat Dat, Luong Thi Huong Giang
SUMMARY

Inthisresearch,the masterseedbacteriastrains,includingthree strains of A. pleuropneumoniae,
two strains of P.multocida and one strain of S. suis were approved by Department of Animal
Health to produce the aluminum hydroxide adjuvant, inactivated multivalent vaccine, they were
also used to develop an inactivated multivalent vaccine with oil emulsion adjuvant to prevent
pneumoniae in swine.

Both vaccines (with aluminium hydroxide and oil emulsion adjuvant) were found to be good
quality with 100% sterility and 100% safety, which was proved through the experimental tests
on mice and pigs. Both vaccines passed the potency test with a protection rate of 80% on mice,
using challenge method.

Using ELISA technique, it was detected that both vaccines stimulated the pigs in producing
antibodies to A. pleuropneumoniae serotypes 2 and 5 with high titers after 21 days of vaccination
in pigs from four weeks of age. The antibody titer of oil emulsion adjuvant vaccine was higher
than that of the aluminium hydroxide adjuvant vaccine.

Keywords: master seed, oil emulsion adjuvant, aluminium hydroxide adjuvant, inactivated
multivalent vaccine.

xuét hién tai cac dia phuong, cac nghién
ctru da cong bé cho théy, lon mic bénh tai
xanh bi chét chu yéu 1a do cac vi khuan,
virus khac gay nén, trong sé d6 nhom vi

I. PAT VAN PE

Bénh viém phdi do vi khuin A.
pleuropneumoniae, Streptococcus suis va
P. multocida gay ra, da gy cheét rat nhicu

lon & cac Ira tuoi tai cac co s& chan nudi.
Trong céc vu dich tai xanh (PRRS) ¢ lgn
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khuan A. pleuropneumoniae, Streptococcus
suis va P. multocida, dac biét la vi khuén
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A. pleuropneumoniae 1a nguyén nhan quan
trong gay chét lon trong cac 6 dich tai xanh
trén pham vi cd nudc. Chinh vi vay, viéc
nghién ctu, ché tao vacxin da gia phong
bénh viém phdi & lon do 3 vi khudn 4.
pleuropneumoniae, Streptococcus suis va P.
multocida giy ra 1a rat cip thiét, nhim giam
ton that cho nguodi chan nuoi lon tai nudc ta,
khong chi dbi voi bénh viém phodi, ma véi
ca cac dan lon bj méac bénh tai xanh.

O nudc ta, hién chi c6 cong ty Marphavet
di duogc phép ché tao vacxin viém phdi da
gia, vo hoat c6 bd trg keo phén va vacxin
nay dugc phép luu hanh phong bénh cho
lon trén pham vi ca nudc. Vacxin da gia
duoc ché tao st dung phong bénh viém phoi
cho lon tir 4 tudn tudi do 3 loai vi khuin 4.
pleuropneumoniae, Streptococcus suis (S.
suis) va P. multocida gy ra. Viéc nghién cuu
ché tao vacxin da gia vo hoat ¢6 b6 tro nhil
dau sé& tang hiéu luc phong bénh cua vacxin,
con kéo dai hon thoi gian mién dich cia
vacxin ¢ lgn dugc ti€ém phong. Trong bao
cdo gan day, chung toi dd cong bd két qua
nghién ctru ché tao vacxin viém phdi da gia
v6 hoat nhii dau phong bénh viém phdi cho
lon tir 3 loai vi khudn 4. pleuropneumoniae,
S. suis va P. multocida. Vacxin viém phoi
nhii dau thir nghiém di dugc danh gia vé
chat lugng 1a: an toan 100,0% trén chudt va
lon, ¢6 hiéu lyc phong bénh trén 80,0% khi
duoc cong cuong doc. Chinh vi vay, st dung
phuong phap ELISA, chung toi tién hanh so
sanh hiéu gia khang thé khang vi khuan A.
pleuropneumoniae dugc hinh thanh & lon
sau 21 ngay duogc tiém 2 loai vacxin viém
ph01 c6 bd tro keo phén va b tro nhii dau.
Két qua nghién cru nay budc ddu nhim
danh gia hiéu luyc phong bénh cua vacxin
viém phdi nhii dau, ciing nhu bd sung co s
khoa hoc cho viéc nghién ciru, san xuét va
luu hanh 2 loai vacxin viém phdi da gia vo
hoat phong bénh cho cac dbi tuong lon khac
nhau (lgn nai, lon duc giéng, lon thit) nuoi
¢ nudc ta.

II. NOI DUNG, VAT LIEU VA
PHUONG PHAP NGHIEN CUU

2.1. N§i dung

- Sir dung bo giéng vi khudn san xuét vacxin
v6 hoat c6 bd tro keo phén da duoc phép luu hanh
(4. pleuropneumoniae, S. suis va P. multocida) dé
ché tao thu nghiém vacxin b trg nhii dau (IMS
1313) phong bénh viém phdi & lon.

- So sanh chit luong vacxin viém phéi da gia
vo hoat keo phén va nhii dau ché tao bao gom:
vO hoat, an toan va hi€u luc cua 2 loai vacxin
(bang phuong phap bao ho thu dong trén chudt
va ELISA) qua viéc x4c dinh hiéu gia khang thé
hinh thanh & lon > 4 tudn tubi sau 21 ngdy tiém
2 loai vacxin khac nhau.

2.2. Vit liéu

* Vi khuan st dung 1am Master seed san xuat
vacxin viém phoi lon da gia du:oc luu gitr tai
Trung tam nghién ctru phat trién vacxin. Gom
co:

- Vi khuan Actinobacillus pleuropneumoniae
serotype 2, 5a va 5b.

- Vi khudn Pasteurella multocida serotype
AvaD

- Vi khuén Streptococcus suis serotype 2.

* MOoi truong, hoa chat ding trong nghién ctru,
san xuat vacxin da gia phong viém phdi ¢ lon

- Céc loai méi truong dung dé nudi cdy, luu
gilt vi khuan do hang Oxoid (Anh) va Merck
(Phap) san xuat: Moéi truong nudc thit, thach
thuong, thach mau, thach MacConkey, thach
Chocolate, BHI broth, BHI agar, TSB ...

- Chit b6 trg NAD do hing Oxoid (Anh) san
XUAt.

- B6 tro keo phén

- Chéat bd tro nhii dau Nano (IMS 1313) cua
cong ty Seppic- CHLB brc.

* Kit ELISA:
Hoa chéat dugc cung cép trong bo Kit
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Tén hoéa chét
Dia da gan khang nguyén APP 2/5
Conjugate (10X)
DPéi chirng dwong

(]
-
-

Déi chirng am
Dilution Buffer 2
Dilution Buffer 19
Dém rtra (20X)

Co chét

Stop solution (0.5M)
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- Tén bo Kit: ID Screen APP 2,5 Indirect

- Hang sin xuat: ID.vet Innovative

Diagnostics

- Micro pipet, pipet da kénh, dau tip, gidy
kho, giéy bac, 6ng Falcon, ti dung dd ban.

- Thiét bi ELISA: May u, may doc két qua,
may tinh.

* Pong vat thi nghi€m;
- Chuét nhit trang: 18- 20 gram/con

- Lon trén 4 tuan tudi am tinh véi khéng
thé khang A. pleuropneumoniae, S. suis va P,
multocida (khong tiém vacxin hodc nhiém bénh
tu nhién).

2.3. Phuong phap nghién ctiru

2.3.1. Phwong phap ché tao thur nghiém vacxin
phong bénh viém phéi cho lon

Céc chung vi khuan 4. pleuropneumoniae,
P, multocida va S. suis dugc nudi cdy riéng r&
trén cac loai moéi truong khac nhau va dugc 1én
men suc khi b.%mg hé théng 1én men 10 lit va 120
lit cua hang Satoryus- CHLB Dtrc. Sau [én men
suc khi 8-10 gio, tién hanh ldy miu kiém tra
thuan khiét bang phuong phap nhuoém Gram va
ria cdy trén cac loai moi truong kiém tra, dong
thoi xac dinh dam do khang nguyén vi khuin
trong 1 ml canh tring bang phuong phap dém
s6 khuan lac moc trén dia thach va do do duc.
Sau d6 tién hanh vo hoat vi khuan nuéi cdy bang
Formol véi ty 1€ 0,3%.
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2.3.2. Chmfn bi cac logi khang nguyén va bdan
thanh pham

* Kiém tra vo trung va dam do:

Tir mdi 16 vacxin, tién hanh kiém tra vo tring
trén cac loai moi truong nudi ciy vi khuan thich
hop nhu moi truong thach thuong, thach mau,
thach TSA (c6 bo tro YE), thach MacConkey,
nudc thit thuong, nudce thit TYE, nudce thit gan
yém khi, thach nim. Cac dng méi trudng, sau khi
ciy dugc bdi dudng ¢ ti &m 37°C ¢6 bd sung 5
% CO,, riéng the;lch nim :[hi dé ¢ nhiét do phong.
Moi ngay doc ket qua 1 lan.

Neéu sau 7 ngay khong cé bat cit mot loai vi
khuan nao moc trén cdc moi truong thi vacxin
dugc coi la dat tiéu chuan vo6 trung.

Sau khi vo hoat vi khuan trong canh tring
thu dugc bang formol véi ty 18 0,3%, tién hanh
kiém tra vo tring trén cac loai moi truong nudc
thit, thach mau va nudc thit yém khi.

Sau khi ché tao, vacxin dugc kiém nghiém
chit luong theo tiéu chuan 10 TCN 160-92 va 10
TCN 161-92 (2003) theo Quy trinh k thudt kiém
nghiém vacxin dung trong Tha y ciia Bo Nong
nghiép va Phat trién nong thon (2003).

2.3.3. Phwong phdp xdc dinh khing thé bing
ELISA

Dé cac hoa chat va mau huyét thanh & nhiét
dd phong (21°C + 5°C) trong 30 phut trudc khi
tién hanh thi nghiém. Céac 6ng chira mau huyét
thanh va cac ong d6i chimg can duogc tron déu
bang may vortex va spin nhanh trude khi tién
hanh céac phan ting. Pha loang Wash solution tir
20X xuéng 1X.

Buwéc 1: Nho 100 pl d6i ching am, 100 ul
doi chung duong vao cac giéng doi ching. Nho
250 pl dilution buffer 2 va 5 pl mdi mau huyét
thanh vao céc giéng con lai.

Bude 2: U 30 phit + 3 phut ¢ nhiét dd phong
21°C £ 5°C.

Buwéc 3: Chuan bi 1X Conjugate bang cach
pha loang Conjugate 10X véi ti 1€ 1/10 trong
Dilution buffer 19.
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Buwéc 4: P6 bo dich. Rira mdi giéng 3 lan
bang 1X Wash solution (300 ul/ giéng) sir dung
pipet da kénh. Tranh dé giéng kho glua cac lan
rira. O lan rira cudi, ddo nguoc giéng roi vo
manh vao gidy kho.

Buoc 5:4B6 sung 100 pl 1X conjugate vao
moi giéng. U 30 phit + 3 phat & nhiét do phong
21°C £ 5°C.

Buwoc 6: Lap lai budc 4.

Buwéc 7: Bb sung 100 pl co chat vao mdi
giéng. U 15 phut £ 2 phat ¢ nhiét d6 phong 21°C
+ 5°C trong tdi (phu gidy bac kin cac giéng).

Buée 8: Thém 100 pl Stop solution vao mdi
giéng. Poc két qua OD ¢ budc song 450nm.

Két qua : Két qua co y nghia khi:

- Gia tri OD cuia d6i chung dwong 16n hon
0.35: OD(PC) > 0.350

- Ty s6 gia tri OD ctia chimg dwong va ching
am nho hon 0.3: OD (NC)/OD (PC) < 0.3

- S/P % = [(OD mau — OD chimg am)/ (OD
chirng duong — OD ching am)] *100

SIP Két qua
S/IP % <30 % Am tinh
30% < S/P % <40 % Nghi ngo
SIP % =240 % Dwong tinh

Luu y:

- Conjugate, cic ong doi chirng, co chat phdi
duwoc giit trong da gel hodc da bao (5°C + 3°C)
trong qud trinh thao tac.

- Cdc héa chat khdc c6 thé giir ¢ 2°C va 26°C.

2.3.4. Phwong phdp kiém tra hiéu luc ciia 2 logi
vacxin trén chudt nhdt tring bing phwong phdp
thay the

Huyét thanh cua lon sau khi tiém vacxin 21
ngay, st dung dé mién dich thu dong cho 35 chudt
khoe manh bing duong tiém dudi da, véi licu
0,2ml huyét thanh lon/con va 30 chudt d6i chung
tiém 0,2ml nudce thit TYE vao dudi da. Sau 24 gio

tiém huyét thanh lon dugc mién dich, tién hanh
thir thach cuong doc véi canh khuin cua timg
ching vi khuén sir dung ché vacxin gém 3 chiing
A. pleuropneumoniae type 2, 5a, 5b; 2 chung P,
multocida type A va D va 1 chung S. suis type 2.
Mbi chung vi khuan cong cuong doc cho 5 chudt
da tiém vacxin chtra 10 LD, ¢6 trong 0,2ml. Theo
doi trong 7 ngay, 16 vacxin dugc danh gia dat hi€u
luc trong phuong phép mién dich thu dong khi
chuét ¢ 16 dbi chimg (30 con) khong tiém vacxin
chét hét sau khi cong cudng doc, con chudt trong
16 thi nghi¢m (30 con tiém huyet thanh) sau khi
cdng cuong doc s6 chudt sdng con pha1 la 3/5
con, 14 dat yéu cau. 5 chudt tiém huyét thanh lon
mién dich khong cong cuong doc phai dam bao
5/5 khoe manh (tong s6 65 chudt).

- L6 thi nghiém: 30 chudt, tiém huyét thanh
lon sau tiém vacxin 21 ngay, mdi mau huyét
thanh tiém cho 5 chuét; 0,2 ml/con, tiém dudi da.

- L6 dbi chung 1: 30 chudt, tiém nudc sinh
ly, licu tiém va dudng tiém tuong tu.

- L6 dbi chimg 2: 5 chudt, tiém huyét thanh
lon sau tiém vacxin 21 ngay; 0,2 ml/con, tiém
dudi da.

- 24 gio sau khi tiém huyét thanh, tiém canh
trung cuong doc ctia cac chiing vi khuan cho ca 2 16
chudt (16 thi nghiém va 16 doi chiing 1), mdi chung
vi khuan tiém cho 5 chudt & méi 16; 0,5 ml/con,
ti€m phiic xoang. Theo doi thoi gian gay chét chudt.

2.3.5. Phuong phdp xdc djnh liéu LD,

a-50
a-b

xd

LgLD,, = LgA+

Trong do6:

A: La nong do pha lodng gay chét sat 50%
chuot.

a: La ty 18 chudt chét do lidu A giy ra (%)
(cong don)

b: La ty 1& chudt chet do liéu B giy ra (%)
(cong don) voi B 1a ndng d6 pha loang gay chét
sat dudi 50% chuot

d: Lg ctia ndng d9 pha loang.
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III. KET QUA VA THAO LUAN
3.1. Két qua theo dbi cac 16 1én men suc khi

Sau khi khang nguyén ché tao vacxin duoc
san xuat, chiung t6i da tién hanh kiém tra do

va kiém tra dudi kinh hién vi.

Chung t6i da tién hanh kiém tra vo trung
bang phuong phap nudi cdy trén cac loai moi
truong. Két qua tong hop dugc trinh bay ¢ bang

thuan khiét bang phuong phép nhudém tiéu ban 1 va 2.

Bang 1. Két qua kiém tra vo trung cta canh trung str dung ché tao vacxin

Két qua kiém tra

TT L6 vacxin - - - - — - banh gia
Nuwée thit BHI Thach mau Nwéc thit yem khi
1 A. pleuropneumoniae Khéng moc Khéng moc Khéng moc Pat
P. multocida Khéng moc Khéng moc Khéng moc Pat
S. suis Khéng moc Khéng moc Khéng moc Pat

Bang 2. Két qua kiém tra mat sé chi tiéu caa canh trung st dung ché tao vacxin

Chi tiéu kiém tra

TT L6 vacxin : z
Pam doé (x 10° vk/ml) Thuan khiét
1 A. pleuropneumoniae 11 Pat
2 P. multocida 12 Pat
3 S. suis 15 Pat

Tir két qua kiém tra nay cho thay, ca 3 10
canh tring déu dat cac chi tiéu can thiét dé co
the st dung lam vacxin.

Sau khi da kiém tra 3 16 canh tring ché tao
duoc déu dat cac tiéu chuén ché vacxin, tién hanh
phdi tron 3 loai canh tring voi nhau theo ty 18
phu hop dé dat dwoc mot hdn hop canh tring
ddng nhat, rdi bo sung chat bd trg vacxin tuy
tung loai khac nhau; Vacxin co bd tro keo phén
v6i ty 18 20% (4 phan canh tring + 1 phan keo

phén), vacxin nhii du véi ty 16 25% (3 phan canh
trang + 1 phan nhii dau IMS 1313) dé dam bao
trong 2 ml vacxin c6 chira > 4 ty khang nguyén
vi khuan A. pleuropneumoniae, > 4 ty khang
nguyén vi khuan Pasteurella multocida va > 4 ty
khéng nguyén vi khuan Streptococcus suis.

* Kiém tra vo trung vacxin ban thanh pham:

Két qua kiém tra v tring 2 16 vacxin ban
thanh pham c6 bo tro keo phén va bo trg nhi
dau dugc thé hién ¢ bang 3.

Bang 3. Két qua kiém tra vé trung cuia vacxin ban thanh pham ché tao

Két qua kiém tra

TT L6 vacxin " " " < — Danh gia
Nuwéce thit BHI Thanh mau Nwéce thit yem khi
1 L6 I: Vacxin keo phén Khéng moc Khéng moc Khéng moc Pat
2 L& I1: Vacxin nhii d&u Khéng moc Khéng moc Khéng moc Pat

Tur mdi 16 vacxin, tién hanh kiém tra vo
trung trén cac loai moéi trudng nudi cay vi
khuan thich hgp, sau 7 ngay khong c6 bat ctr
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mot loai vi khuan, nam nao moc trén cac moi
trudong, nhu vdy vacxin dugc coi la dat tiéu
chuan vo trung.



KHOA HQOC KY THUAT THU Y TAP XXVI SO 2 - 2019

Vacxin dugc ra chai, déng nut, dan nhan,
sau d6 tién hanh ldy miu dé kiém tra an toan
trén dong vat thi nghiém dwa vao quy trinh kiém
nghiém vacxin dung trong Thu y cia B Nong
nghiép va Phat trién nong thon.

3.2. Két qua kiém tra chi tiéu an toan cia
vacxin trén chugt nhat trang

Mbi mot loai vacxin ché tao (keo phén
va nhii dau): Chon 10 chudt khoe manh,
tiém vacxin v&i liéu 0,5 ml/con. Vacxin
keo phén tiém phic xoang, con vacxin nhil
dau tiém vao bap dui. Theo dbi chudt trong
vong 10 ngay. Két qua thu dwoc trinh bay
0 bang 4.

Bang 4. Két qua kiém tra an toan cta vacxin trén chudt nhit trang

. S6 chubt tiem Liéu tiém \ " S6 chudtsébng S6 chuétchét Thei gian
L6 TN Pwong tiém ~ -
(con) (ml) (con) (con) theo doi

1 10 0,5 Phuc xoang 10 0 10 ngay

2 10 0,5 Bap dui 10 0 10 ngay

Két qua cho théy: tat ca chudt duoc tiém 2 loai
vacxin déu song khoe manh, khong con nao ¢
biéu hién phan ting sau khi tiém qua 10 ngay theo
d3i. Piéu nay khing dinh rang vacxin dugc ché
tao da dat yéu cau vé chi tiéu an toan 100% trén
chudt nhét tring.

3.3. Két qua kiém tra chi tiéu an toan va hiéu
lwe ciia vacxin

Sau khi tién hanh lay mau dé x4ac dinh 4m
tinh véi khang thé trong mau lon khang véi 4.
pleuropneumoniae, P. multocida va S. suis cua
dan lgn thi nghiém 13 con, tir 30 — 35 ngay tudi,
chung t6i da tién hanh chia 16 va tiém vacxin
cho lgn nhu sau:

- L6 thi nghiém 1: 5 lon, d4nh s6 tai tir TN1
dén TNS3, tiém vacxin da gia vo hoat co bo tro
keo phén, 2 ml/con, tiém duéi da sau héc tai.

- L6 thi nghiém 2: 5 Ign, danh sb tai tir TN6
dén TN10, tiém vacxin da gia vo hoat c6 bo trg
nhti dau, 2 ml/con, tiém bap thit sau hoc tai.

- L6 thi nghiém ddi chimg: 3 lon, dénh sb tai
TNI1 dén TN13, tiém nudc sinh 1y, licu tiém va
duong tiém tuong ty.

Lon thi nghiém ¢ 16 1 va 16 2 dugc tiém
vacxin viém phéi da gia b tro keo phén va nhii
ddu déu dat tiéu chuan an toan 100%. Lon tiém
vacxin déu khoé manh, khong bi phan tmg phu

sau khi tiém vacxin.

Sau 21 ngay tiém vacxin, tién hanh lay mau,
chat huyét thanh tat ca 13 con, tiép tuc xac dinh
hi€u gia khang the 2 loai vacxin.

3.3.1. Két qua kiém tra higu luc cia 2 logi
vacxin trén chugt nhat trang bang phwong
Dphap thay thé

* Vacxin cé bé tro keo phén:
Két qua thu duoc trinh bay & bang 5.

Huyét thanh ctia lon sau khi tiém vacxin bo
trg keo phén 21 ngay, sir dung dé mién dich thy
dong cho chudt khoe manh bing duong tiém
dudi da. Sau 24 gio tiém huyét thanh, lon duoc
mién dich, tién hanh thir thach cudng doc véi
canh khuan cua timg ching vi khuan sir dung
ché vacxin nhu mé ta trong phan phuong phép
nghién ctru.

Két qua & bang 5 cho thay & 16 thi nghiém,
chuét sau khi dugc tiém huyét thanh mién dich
cua lon duge cong cudng doc véi liéu 10 LD, ,
chi c6 1/5 chudt ¢ 16 cong cudng doc voi ching
A. pleuropneumoniae type 5ava 1/5 chudt ¢ 16
cong cudng doc bang ching P. multocida type
A 12 bi chét sau 48 gio, dat ty 1€ bao ho tir 80%.
Trong khi d6, chudt & 16 d6i ching 1 sau khi
cong bang cac ching A. pleuropneumoniae, P.
multocida v S. suis bi chét 100% trong vong 24
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Bang 5. Két qua kiém tra hiéu lwc vacxin b6 tror keo phén trén chuét bang phwong phap thay thé

S6 lwong chudt chét  Thoi gian chét chudt

L6 chuot Loai canh trung tiém o
(con) (gio)
A.pp type 2 0/5
A.pp type 5a 1/5 48
A.pp type 5b 0/5
Thi nghiém PP yp .
P. multocida type A 1/5 48
P. multocida type D 0/5
S. suis type 2 0/5
A.pp type 2 5/5 24
A.pp type 5a 5/5 24 -48
o A.pp type 5b 5/5 24 -72
Boi chirng 1 .
P. multocida type A 5/5 24
P. multocida type D 5/5 24
S. suis type 2 5/5 24
Déi chirng 2 Khoéng 0/5

- 48 gid. V6i 5 chudt & 16 ddi ching 2 chi tiém
huyét thanh lon mién dich, khong cong cuong
ddc thi déu khoe manh sau 7 ngay theo doi.

* Vacxin ¢6 bé tro nhii dau:

Huyét thanh ctia lon sau khi tiém vacxin bd
tro nhii dau 21 ngay, st dung dé mién dich thy

dong cho chudt khoe manh bing duong tiém
dudi da. Sau 24 gio tiém huyét thanh, lon duoc
mién dich, tién hanh tht thach cuong doc voi
canh khuan cta timg ching vi khuan sir dung
ché vacxin nhu mé ta trong phan phwong phap
nghién ctru. Két qua duoc trinh bay & bang 6.

Bang 6. Két qua kiém tra hiéu lwc vacxin bd tro nhii dau trén chuét bang phwong phap thay thé

L6 chudt Loali canh trung tiém S0 lwong chudt chet Th&i gian Ehet chuét
(con) (9i®)
A.pp type 2 0/5
A.pp type 5a 1/5 48
A.pp type 5b 0/5
Thi nghiém PP yP )
P. multocida type A 0/5
P. multocida type D 0/5
S. suis type 2 0/5
A.pp type 2 5/5 24
A.pp type 5a 5/5 48
o . A.pp type 5b 5/5 48-72
Doi chirng 1 .
P. multocida type A 5/5 48
P. multocida type D 5/5 24
S. suis type 2 5/5 72
Do6i chirng 2 Khéng 0/5
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Két qua ¢ bang 6 cho thiy ¢ 16 thi nghiém,
chudt sau khi dugc tiém huyét thanh mién dich
ctia lon tiém vacxin bd trg nhii diu duge cong
cuong doc voi lidu 10 LD, chi c6 1/5 chudt ¢ 16
cong cuong doc voi chung A. pleuropneumoniae
type 5ala bi chét sau 48 gi0, dat ty 1€ bao ho tur
80%. Trong khi d6, chudt & 16 ddi ching 1 sau
khi cong bang cac chung A. pleuropneumoniae,
P. multocida va S. suis bi chét 100% trong vong
24 -72 git. V6i 5 chudt ¢ 16 d6i ching 2 chi tiém
huyét thanh lon mién dich, khéng cong cudng
doc thi déu khoe manh sau 7 ngay theo di.

So sanh kha nang bao hd cia 2 loai vacxin
bd trg keo phén va b trg nhil ddu bing phuong
phap bao ho thu dong trén chudt cho thiy kha
nang bao hd cua vacxin bd tro nhii dau tét hon
vacxin bo trg keo phén.

3.3.2. Két qua kiém tra higu gid khdng thé ciia
vacxin trén lon bang phwong phap ELISA

Huyét thanh cta lon sau khi tiém vacxin 21
ngay, sir dung dé xac dinh ham luong khang thé
hinh thanh trong mau sau khi tiém vacxin 21
ngay. Két qua dugc thé hién ¢ bang 7.

Bang 7. Két qua kiém tra higu lyc vacxin b tre keo phén va nhii dau
bang phwong phap ELISA

T sbw LoAl  Buong Liéy _ SerobpeZ  pann _ Seroypes panh
vacxin tiém tiém oD450 S/P gia 0D450 S/P gia
1 TN Keophén Duwédida 2ml  0.712  40.39287907 + 0.591  40.14481094 +
2 TN2 Keo phén Duwdida 2ml 0.47  42.91539246 + 1.421 106.918745 +
3 TN3 Keophén Duwé&ida 2ml 1215 118.8583078 + 0.54 36.0418343 +
4 TN4 Keophén Duwédida 2ml  0.633 59.53109072 + 0.59 40.0643604 +
5 TN5 Keophén Dudida 2ml 0.441 39.95923 + 0.112 5.720339 +
6 TN6 Nhiiddu Bép 2ml 1.795 184.0042373 + 2.365 244.3855932 +
7 TN7 Nhiiddu Bép 2ml 1.361 138.029661 + 1.53 155.9322034 +
8 TN8 Nhiiddu Bép 2ml 1.53  155.9322034 + 1.265 127.8601695 +
9 TN9 Nhiiddu Bép 2ml 1.265 127.8601695 + 1.361 138.029661 +
10 TN10 Nhiiddu Bép 2ml  2.365 244.3855932  + 1795 184.0042373  +
11 TN11  Nuwécthit Dwdida 2ml 0.043 Am tinh - 0.045 -0.84856 -
12 TN12 Nwocthit Dwdida 2ml  0.047 Am tinh - 0.049 -0.58747 -
13 TN13 Nuwocthit Dwoida 2ml  0.048 Am tinh - 0.052 -0.39164 -
14 Déi chirng duong 1.03 1.002
15  Ddi chirng am 0.054 0.058

Két qua & bang 7 cho thay: tat ca 10 lon dugc
tiém vacxin viém phoi da gia déu duong tinh voi
khang thé khang vi khuan A. pleuropneumoniae
serotype 2 va 5. Trong khi d6 lon d6i chimg déu
am tinh véi khang thé nay.

Két qua ciing cho thdy: ham luong khang thé
khang vi khuén A4. pleuropneumoniae serotype 2
va 5 & lon dugc tiém vacxin viém phdi da gia co
bd tro nhil diu cao hon nhiéu so véi 5 lon duoc

tiém vacxin viém phoi da gia c6 bo trg keo phen.

Két qua nay budc du cho thiy su khac biét
kha ning hinh thanh khang thé ¢ lon duoc tiém
hai loai vacxin bd trg keo phén va bd tro nhil
dau. Do d6 can tiép tuc nghién ciru v6i sé luong
méu nhiéu hon va thoi gian mién dich kéo dai
hon dé danh gia v& kha ning bao ho cua 2 loai
vacxin bd trg keo phén va bd trg nhii dau ddi voi
lon dugc tiém vacxin phong bénh.
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IV. KET LUAN

Tu két qua budc dau thu dugc veé vacxin
viém phoi da gia bo tro nhii dau, chung toi co
cac keét luan sau:

Pi ché tao duoc vacxin viém phdi da gia vo
hoat bd tro nhii dau - IMS 1313 tir bo gidng vi
khuén ché tao vacxin viém phéi da gia vo hoat
bd trg keo pheén tai nha may vacxin thugc Céng
ty Marphavet (3 chung 4. pleuropneumoniae, 2
chung P. multocida va 1 chung S. suis).

Vacxin viém phoi da gia c6 bd tro keo phén
va bd tro nhii dau ché tao thu nghi¢m dam bao
tiéu chuan chét luong: vo tring 100%; an toan
100% trén chudt va trén lgn. Hiéu luc phong
bénh cua ca 2 loai vacxin trén chuot b::ing
phuong phap mién dich thu dong dat trén 80,0%
khi cong cuong doc bang phuong phap mién
dich thu dong trén chudt.

Vacxin ché tao co bd trg keo pheén va b6
trg nhii dau ché tao thir nghiém déu kich thich
lon san sinh khang thé khiang vi khuan A.
pleuropneumoniae serotype 2 va 5 véi hi¢u gia
cao sau 21 ngay tiém vacxin cho lon tir 4 tuan
tudi. Hiéu gia khang thé ciia vacxin nhii dau cao
hon hi¢u gia khang thé ctia vacxin keo phén.

TAI LIEU THAM KHAO

1. Béo cao téng hop két qua khoa hoc cong nghé du
an san xuat thir nghiém doc 1ap cip Nha nudc:
Hoan thién quy trinh san xudt vacxin phong bénh
viém phéi lon do Actinobacillus pleuropneumoniae,
Streptococcus va Pasteurella multocida gay ra- 2013.

2. Cuc Thua y (2017). Quy trinh kiém nghiém vacxin
dung trong tha y, truy c@p tai http://tusachluat.
vn/ViewFullText/Id/cc6eec04-c083-4e05-abae-
el4dea7bb99a

3. Ho so diang ky luu hanh thudc thu y: San pham:
MAR-APPSVAC (vacxin viém phdi lon da gid)-
2015.

4. Cu Htru Phu va cs. (2011). “Nghién ctu méi lién
quan gitra hoi chimg rdi loan hé hip, sinh san & lon
(PRRS) v6i vi khudn gy bénh ké phat va xac dinh
bién phap phong, tri bénh”, Bao co két qua dé tai
doc lap cap Nha nudc.

5. Ahn, D.C. and Kim, B.H. (1994). Toxigenicity and
capsular serotypes of Pasteurella multocida isolated

48

from pneumonic lungs of slaughter pigs, Proc.Int.
Pig.Vet, Soc Congr, p. 165.

6. Chang, Y.F., Shi, J.R., Ma, D.P,, Shin, S.J. and
Lein, D.H. (1993). Molecular analysis of the
Actinobacillus pleuropneumoniae RTX Toxin-IIT
gene cluster, DNA Cell Biol. 12: 351-362.

7. Chang, C.F., Yeh, TM., Chou, C.C., Chang, Y.F. and
Chiang, T.S. (2002). Antimicrobial susceptibility and
plasmid analysis of Actinobacillus pleuropneumoniae
isolated in Taiwan, Vet Microbiol 3, 84(1-2): 169-177.

8. Fittipaldi, N., Segura, M., Grenier, D. and
Gottschalk, M. (2012). Virulence factors involved
in the pathogenesis of the infection caused by the
swine pathogen and zoonotic agent Streptococcus
suis, Future Microbiol. 7(2): 259-279.

9. Frey, J. (1995). Virulence in Actinobacillus
pleuropneumoniae and RTX toxins, Trends
Microbiol. Jul, 3(7): 257-261.

10. Gram, T., Ahrens, P., Andreasen, M. and Nielsen,
J.P. (2000). An Actinobacillus pleuropneumoniae
PCR typeing system based on the apx and omiA
genes- evaluation of isolates from lungs and tonsils
of pigs, Vet. Microbiol. 75: 43-57.

11. Hill, J.E., Gottschalk, M., Brousseau, R., Harel,
J., Hemmingsen, S.M. et al. (2005). Biochemical
analysis, cpn60 and 16S rDNA sequence data
indicate that Streptococcus suis serotypes 32
and 34, isolated from pigs, are Streptococcus
orisratti. Vet Microbiol 107: 63-69. doi:10.1016/
j-vetmic.2005.01.003. PubMed: 15795078.

12. Iwanmatsu, S. and Sawada, T. (1988). Relationship
between serotypes, dermonecrotic toxin production
of Pasteurella multocida isolation and pneumonic
lesions of porcine lungs, Jpn J Vet Sci, 50: 1200-1206.

13. Liu, J., Chen, X., Tan, C., Guo, Y., Chen, Y., Fu, S.,
Bei, W. and Chen, H. (2009). In vivo induced RTX
toxin ApxIVA is essential for the full virulence of

Actinobacillus pleuropneumoniae, Vet Microbiol,
137(3-4): 282-2809.

14. Quinn, PJ., Carter, M.E., Markey, B., Carter,
G.R. (1994). The Streptococci and related cocci.
In: Quinn PJ, et al, editors. Clinical veterinary
microbiology. London: Wolfe Publishing, Mosby-
Year Book Europe Limited, p. 127-35.

Ngay nhan 24-10-2018
Ngay phan bién 26-12-2018
Ngay dang 1-3-2019





