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(54) VACXIN NGUA VIRUT HOI CHUNG ROI LOAN SINH SAN VA HO HAP O
LON (PRRS) VA VI KHUAN LAWSONIA INTRACELLULARIS G LGN

(57) Sang ché dé cap dén vacxin cho lon, cu thé 1a vacxin chtra hn hop virut hoi ching rdi
loan sinh san va hé hap ¢ lon (PRRS) séng di dugc lam giam doc luc va khang nguyén
Lawsonia intracellularis d3 dwoc lam bt hoat, dé bao vé lon khéi bj 1ay nhiém virut PRRS
va vi khuin Lawsonia intracellularis. Sang ché con dé cap dén phuong phap bao vé lon
khoi bi 1ay nhiém virut PRRS va vi khuan Lawsonia intracellularis bang cach st dung
vacxin nay.
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Linh vie k§ thuit dwoe dé cap

N6i chung, sang ché dé cap dén linh vuc chim séc stc khoe cho lon. Lon dé
nhi®m nhidu vi sinh v4t giy bénh. Viéc kiém soat 1y nhidém thuong duge thuc hién
bing cach quéan ly chudng trai va kiém so4t viéc cung cip thic an, xir 1y bang dugc
phidm nhu thudc khéng virut va thudc khang sinh, hodc xit 1y phong bénh st dung

vacxin.
Tinh trang k§ thuit ciia sing ché

W02007/116032 bdc 16 vacxin phéi hop bao gdm virut PRRS séng va khang
nguyén Mycoplasma hyopneumonia dé st dung trong viéc chiing nglra cho lgn

dugc mdi Mycoplasma hyopneumonia.
Ban chét ky thuat ciia sang ché

Muc dich cta sang ché 1a dé xuat cic bién phéap thuédn tién, an toan va hi¢u

qua dé quan ly strc khoe cho lon.

Dé dap ung muc dich néu trén, séng ché @ xuit vacxin mai dé phéi hop bao
vé cho lon khoi bi 1ay nhiém céc vi sinh vat gdy bénh khac nhau, vacxin ndy chta
hdn hop virut gdly PRRS (porcine reproductive and respiratory syndrome - hoi
ching r6i loan sinh san va ho hép & lon) séng da duge 1am gidm doc lyc va khang
nguyén Lawsonia intracellularis di dugc lam bét hoat. Virut PRRS va vi khuén
Lawsonia intracellularis déu gdy ra nhiéu tén that v& kinh té do tac dong x4u dén
sttc khoe lon. Mic du ca hai loai thude vi sinh vét ciing nhu céc vacxin 13 da biét va
c6 ban ngoai thi truong, nhung khong sén c¢6 vacxin hdn hop thich hgp cho viée bao
vé két hop chdng lai su lay nhiém hodc bénh 1am sang tir cdc thé gay bénh nay,
trong d6 vacxin cé hiéu qua, cé chét lugng tdt (vi dy, 4n dinh, khong c6 su can
thi€p khéng nguyén) va ddng thoi an toan dé sir dung cho cdc dong vat con. Thong
thuong, nhu da biét, khong phai tit ca hdn hop khang nguyén dugc du tinh hodc

dugc dé xuat ¢ thé tao ra vacxin hon hop an toan va hi¢u qua. Thuc teé, do On dinh,
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tinh an toan va hiéu qua cta vacxin hdn hgp khong phai lac nao ciing On dinh, ngay

cé4 khi cac vacxin don (don gid) 13 an toan va hi¢u qua.

Can hiéu rang thuét ngit “hdn hop” khong bao gbm cac khang nguyén dugc
tao ra & dang két hop ctia virut PRRS séng va vi khun Lawsonia intracellularis té
bao toan phén da bi tiéu diét, chi sau khi ding cho ddng vat theo sang ché, vi du,

bing cach tiém hai vacxin riéng biét tai mot vi tri ti€ém.

Uy ban phu trach céc san phdm thi y thudc Co quan danh gia duoc phdm
chau Au (EMEA) da cong bd tai litu “Note for guidance: requirements for
combined veterinary products” (EMEA, 2000, CVMP/IWP/52/97-FINAL), néu
ring (trang 2/6) “viéc phat trién vacxin hdn hop khong don gian. Mdi hdn hop phai
dugc phat trién va nghién ciru mot cach riéng r& vé chét lugng, tinh an toan va hiéu
qua”. Uy ban nay con cho rang mot vacxin hdn hop t6t dugc tim kiém thuong gdm
dd &n dinh va tinh twong hop gitta céc thanh phan riéng r& trong vacxin hdn hop,
bao gém, vi du chét bao quan, chét phu gia va chat 8n dinh, chét lam bét hoat va ta
duoc. Trén trang 3, & doan dau tién da néu “Trong vacxin hdn hop, viéc c6 mat
nhidu hon mot thanh phan c6 thé thudong giy ra sy twong téc, dan dén dap tng dbi
v6i cac thanh phan riéng ré giam hodc ting, so v6i khi (cac) thanh phén cu thé dugc
dung riéng.....Cac tuong tac ndy thuong cé ban chit mién dich, nhung cfing ¢6 thé
do. céc yéu td khéc it ¢6 tac dong truc tiép dén hé mién dich gay ra”, va ca “khi ta
duge duogc dung dé tang thém dap tng mién dich cho vacxin hdn hop, c6 thé xudt

hién cac van d¢€ cu thé.”

Boy té va dich vu nhan sinh Hoa Ky, Cuc quén 1y thuc phém va duogc phém
Hoa Ky, Trung tdm danh gid va nghién clru ché phdm sinh hoc Hoa Ky, da cong b
tai liéu “Guidance for Industry, for the evaluation of combination vaccines for
preventable diseases: Production, Testing and Clinical Studies” vao thang 4 nam
1997, trong tai liéu huéng dan nay (trang 3, phan “Tinh twong hop cua cac thanh
phan”) c6 doan néu rang “Thtr nghiém da cho thdy viéc két hop céc vacxin don gia
c6 thé tao ra hdn hop méi kém an toan va hiéu qua hon so v6i mong mudn. Pbi khi,
cac thanh phén ctia vacxin da dugc 1am bét hoat c6 thé tac dong bat loi dén mot

hodc nhiéu thanh phﬁn hoat tinh”, diéu nay cho théy, cu thé 13 vacxin d3 dugc lam
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bét hoat c6 thé tdc dong xdu dén hiéu qua clia vacxin sbng, vi du nhu khi két hop
vacxin ho ga séng va vacxin virut bai liét d3 dugc 1am bét hoat ma dan dén vacxin
¢6 hiéu luc ho ga giam. P4 chi ra ring cac thanh phin bd sung bat ky trong vacxin
¢6 thé anh hudéng nhidu dén d6 an toan va hiéu lyc cia thanh phdm khi so sanh v&i

cac vacxin riéng r€.

T chirc y té thé gidi (WHO) da khai giang mot khoa hoc truc tuyén goi 13
“Vaccine Safety Basics”, trong d6 Mddun 2 d& cép dén vacxin hdn hop. Phan nay
bit dau bang doan “Vacxin hdn hgp duge cAp phép trai qua nhiéu thtr nghiém k¥
ludng trude khi duge phé duyét bdi co quan cd thAm quyén qudc gia dé dam bao
rang cac san phim ndy an toan, hiéu qua, va chét Iwong c6 thé chap nhan dugc”.
Phin nay cling néu rang “Do do, dbi vai tht ca cac hdn hop, nha san xuét phai danh
gia hiéu lyc cia mdi thanh phéan khang nguyén, hiéu qua clia céc thanh phén vacxin
khi dugc két hop @8 kich thich tinh mién dich, nguy co c6 thé phuc hdi dgc tinh, va

phéan g véi cac thanh phan vacxin khac.”

Ngoai vacxin nay, sang ché con dé cap dén phuong phép bao vé& lon khoi bi
lay nhiém virut PRRS va vi khudn Lawsonia intracellularis, phwong phap nay bao

gom budce cho lon dung vacxin n€u trén.
Céac dinh nghia

Vacxin 1a thanh phan bao vé chdng lai su lay nhiém vi sinh vat gdy bénh sau
khi chiing ngtra, nghia la thanh phén nay bao vé hogc lam giam sy lay nhiém vi sinh
vat, hodc ngin ngira hodc lam giam bénh 1dm sang do su lay nhidm, thuong la bang
cach can thiép vi sinh vt nay, vi du qua khéng thé, trong chii thé dugc ching ngtra.
Do do, viéc chiing nglra ngén nglra, hodac it nhét 13 [am giam bét, mtrc do 14y nhiém
va/hodc ngan nglra, hodc it nhét 13 1am giam bét, mic d6 cua bénh 1am sang do su
1y nhiém nay.

Khdng nguyén da dwoc lam bét hoat ciia vi khuén kiéu dai 1 chét hodc hop
chét bat ky, khong phai 1a vi khuén sdng duoc hiéu theo cach thong thuong, chéng
lai dap ung mién dich hoc, sao cho vi khudn doc hai twong (mg hodc mot hodc nhiéu

yéu t6 ddc hai cta n6 s& dugce chap nhan bsi hé micn dich cua chu thé 1a két qua cua
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dap ng mién dich, va cubi cing 13 1am mét tac dung it nhét mot phan. Cac vi du
dién hinh cia khang nguyén da dugc lam bét hoat ctia vi khuan kiéu dai 1a vi khun
toan phan da bi tiéu diét (thuat ngit “toan phan” khong ngoai trir cac té bao vi khuén
ndy bi pha v&, it nhét mot phén, trong quy trinh lam chét, hodc phan chiét hoic dich
treo md co thé cua vi khuén té bao toan phé‘m da bi tiéu diét thuc su duoc dua ra [am
khang nguyén trong vacxin “vi khuén t& bao toan phin da bi tiéu diét”), nhém con
cta vi khudn nhu protein bidu hién bé mit, va cac doc td. Hai loai sau c6 thé hodc
khong thé dugc biéu hién tai tb hop. DPéi véi Lawsonia intracellularis, mot sb loai
khang nguyén da dugc lam bét hoat da biét trong linh vuc ndy, va vi dy, da biét tir
WO02009/144088 (vi khuan té bao toan phan di bi tiéu diét, cdc vi du 1 va 2),
W02005/070958 (cac nhém con) va WO97/20050 (té bao toan phan da bi tiéu diét).

Virut séng dd dwoc lam giam doc lyc 1a virut c6 kha ning sao chép dugc
hiéu theo cach thong thudng, nhung khong c6 kha ning gy ra tdp hop diy da céac
triéu chtng bénh ma thudong két hop vai vat ddi chiing gdy bénh doc hai (thuong 13
kiéu dai). Thong thudng, virut sdng khong sao chép trong chu thé dich, hoic sao
chép & téc d6 khong co hai dang ké cho té bao chu, hodc khong gy ra phéan tng c6
hai cho chu thé. Péi vé6i virut PRRS, mot sb vacxin da biét trong linh vuc nay gém
virut séng da dugc lam giam ddc luc duoc dAn xudt tir virut kiéu dai ma da duoc
lam giam doc luc bang cach di qua nhidu 14n trong dong té bao chu da dugc nudi
cdy in vitro, nhu vi du Porcilis® PRRS (MSD Animal Health), Ingelvac® PRRS
MLV (Boehringer Ingelheim), Amervac-PRRS (Hipra Laboratories), Pyrsvac-183®
(Hipra Laboratories) va Fostera® PRRS (Zoetis). Trong linh vuc nay, cdc virut
PRRS séng di dugc lam gidm ddc lyc khac dugec md ta, vi duy, trong tai ligu
Veterinary Microbiology, volume 138, issues 1-2, 2 July 2009, Pages 34-40;
Veterinary Immunology and Immunopathology, volume 106, issues 3—4, 15 July
2005, Pages 309-319 va trong tai liéu Vaccine, volume 26, issues 29-30, 4 July
2008, Pages 3594-3600.

MG ta chi tiét sang ché
Theo mot phuong 4n, vacxin 1a dé bao vé lon khoi bi lay nhiém virut PRRS

va vi khuan Lawsonia intracellularis sau khi dung mot mii tiém duy nhat. D€ dang
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thdy riang lon dugc bao vé chéng lai c4 hai mam gy bénh néu trén ngay sau khi
dung mdt mdi tiém vacxin duy nhit nay. Phuong 4n nay khong loai trix viéc tiép tuc
chiing ngira sau do, vi du 6 dén 12 thang sau lan ching ngira 1in dAu tién dé khoi
phuc mirc d6 bao vé. Viéc ching nglra sau d6 nay khéac véi su ching ngua ting
cudng trong phac do ching ngira co ban-ting cudng, trong d6 kha nang bao vé chi
thu dugc sau khi ching ngira tdng cudong. Trong phac dd chung ngira co ban-ting

cuong, hai mii tiém thuong cach nhau 2-3 tuan.

Theo mot phuong 4n, vacxin chira t4 dugc. Da phat hién ra rang cac loai ta
duogc thuong dugc sir dung dé cai thién dap img mién dich cua khang nguyén da
duogc lam bét hoat, khong tdc dong x4u dén virut PRRS séng da dugc lam giam doc
lyc, ma cling khong tdng qua muc kha ndng phan ung dbi véi khang nguyén khéc,
mic dd WHO da canh béo rd rang vé tac dong va kha ning phan ng cia céc ta
duoc nay trong bai giang Khai niém co ban vé d0 an toan cla vacxin - Vaccine
Safety Basics (xem 0 trén) trén trang 1, hai dong cudi (phan “Vacxin hdn hop”) cta
bai giang nay. Theo phuong an khéc, t4 dugc chia dau khoang, nhu, vi du, dau

hydrocacbon no ma c6 thé thu dugc tir ExxonMobil® (Marcol® 52).

Theo phuong an khéc nita, khang nguyén Lawsonia intracellularis da dugc
1am bét hoat bao gdm vi khuan Lawsonia intracellularis té bao toan phan da bi ticu
diét, t6t hon 13 & luong sao cho vacxin ndy chta khang nguyén Lawsonia
intracellularis twong tng v6i 1x107 vi khuan Lawsonia intracellularis mdi lidu.
Luong khang nguyén cao hon, ma khong loai trir trong phuong 4n nay, co thé tac

dong tich cyc dén mirc d6 bao vé va thoi gian micn dich.

Lién quan dén luong PRRSv trong vacxin, theo mdt phuong 4n, vacxin chira
4,0 1og10 (4 don vi 10 log) TCIDso virut PRRS da duoc lam giam doc luc mdi lidu.
Viéc nap khang nguyén cao hon, ma khong loai trlr trong phuwong 4n nay, c6 thé tac

dong tich cuc dén murc do bao vé va thoi gian mién dich.
Sang ché s& duoc giai thich chi tiet hon dwa vao phan vi du va hinh v€& sau.
Vi du thwe hién sang ché

Vi du 1 md ta nghién ciru vé vacxin hon hop virut PRRS va Lawsonia
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Fig. 1 thé hién than nhiét sau khi thir thach

Fig. 2 thé hién mitc ting cén trung binh tinh theo ngay (average daily weight
gain - ADWG) sau khi thtr thach

Fig. 3 thé hién huyét thanh hoc virut PRRS sau khi th thach
Fig. 4 thé hién huyét thanh hoc Lawsonia sau khi thir thach
Fig. 5 thé hién virut PRRS trong méu sau khi thir thach
Vi du 2 md ta nghién ctru thir hai v& vacxin hon hgp virut PRRS va Lawsonia.
Vidul
Thiét ké thtr nghiém

Lon nai con (23 con) sinh ra tir ndm con lgn nai dugc st dung trong thu
nghiém nay. Khi lgn con dugc khoang hai tuén tudi thi chung duge ching ngira nhu

sau.

- Nhém th&t nhit (nhém 1, gdbm & con) duge ching ngira (IM) bang vacxin
Porcilis® PRRS dugc lam kho lanh (c6 sdn tr MSD Animal Health,
Boxmeer, The Netherlands) dugc hoa tan bang cach sit dung Diluvac Forte®
(MSD Animal Health). Lidu don chta lugng da tinh toan gdm 4 logl0

TCIDs virut trong 2 ml (lidu tiém) va duoc dua vao bén phai cla cd.

- Nhém tht hai (nhém 2, gdm 9 con) dugc ching ngira bang cung loai vacxin
PRRS duoc hoa tan trong vacxin Lawsonia intracellularis dung ngay (xem
WO 2009/127684, vi du 2 d6i v6i cac khang nguyén: té bao toan phan di bi
tiéu diét, trong thir nghiém nay dugc tao ché pham trong nhil trong dau trong
nuéc, chita 12,5% thé tich/thé tich (= thé tich dau trén tong thé tich vacxin)
diu khoéng Marcol® 52 (ExxonMobil), 0,75% trong lugng/thé tich vitamin
E axetat va 0,80% Polysorbate 80 (Tween 80; Sigma Aldrich) va nudc dé
tiém). Cac vacxin dugc trdn ¢ nhiét do trong phong va dé dén 30 phut trude
khi ding. Liéu don chira lugng da tinh toan gbdm 4 logio TCIDso virut va

2x107 té bao vi khuan trong 2 ml (lidu tiém) va dugc dua vao bén phai cua
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- Céc con lgn con & nhém thi ba (nhém 3, gdm 6 con) khong duge ching ngira
nhung duoc ding lam ddi ching khong thir thach vacxin. Murc do 13y nhiém
thir thach duge kiém tra 4 tudn sau khi ching nglra st dung virut thtr thach

PRRS con tinh doc theo duong mili.

Sau khi ching ngira va tht thach, quan sat cac d4u hiéu 14m sang hing ngay
clia tit ca lon con. Po than nhiét mdt ngady trudc va vao ngay giy nhiém va hing
ngay sau d6 trong mudi ngdy. Cén ning dugc xdc dinh vao ngay trude khi thir
thach, muoi ngay sau khi thr thach va mot ngay trude khi két thic thir nghiém
(ngay 27 sau khi thtr thach). Thu cac mAu mau & thoi diém thir thach va ba, nam,

bay, muoi, 14, 21 va 28 ngay sau do.
Quy trinh thtr nghiém
Xét nghiém thu y
Vao ngay trudce khi ching, lon con dugce kham sirc khoe tbng quat.
Quan sdt cdc dau hiéu lam sang

T4t ca lon duoc quan sét dAu hiéu 14m sang hang ngay tinh tir ngay thu nhan.
Tién hanh ghi lai cic phan tng toan than c6 thé xult hién & timg c4 thé bat dau tir
ngay thtr thach nhu khdng ngon miéng, mién cudng vin dong, xu huéng mudn nam
nghi, bo pho hodc budn ngu, run réy, 16ng dung ding va co thé phu né, dic biét la

quanh mit, ndn va tiéu chay hodc hd hép nhanh va thé bang bung.
Do thdn nhiét

Than nhiét cta tt ca dong vat duge do mot ngay trudce ngay thir thich va vao

ngay thtr thach va hing ngay sau d6 trong 10 ngay (cung thoi diém trong ngay).
Do cdn nang

Can ning cia lgn con duge do vao ngay trudce khi thir thach, 10 va 27 ngay

sau khi thir thach.
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Lay mdu mdu

Viéc 14y miu méu cia tht ca lon nai dugc tién hanh vao ngdy trudc khi chiing
ngua dé x4c nhan tinh trang 4m tinh. Vao thoi diém thir thach va ba, nim, bay,
mudi, 14, 21 va 28 ngay sau do, tién hanh 14y cac mAu mau tir cac con lgn nay. Cac
mau huyét thanh dugc xét nghiém vé kha ning c6 mit cta virut PRRS va kha ning

c6 mat cia khang thé dic hiéu PRRSV va khéang thé dic hiéu Lawsonia.
Két qua
Ddu hiéu ldm sang

Khong quan st thay phan tng 14m sang nao sau khi chiing ngira hodc sau khi
thtr thach trong sudt thoi gian thir nghiém. Trir khi trong thuc té dau khoang 1a ta
dugc gy kho chiu, dédc biét 1a cho lon, ma cé thé dan dén cac phan Gng phu nghiém
trong cuc bd, nhung duong nhu viée st dung ta dugc nay van an toan d6i véi vacxin
tdng hop méi. Di véi cac ta duge bat ky 6 tinh diu nhe hon, thi d an toan dugc

hiéu 12 khong tao ra vin dé bat ky.
Thdn nhiét

Thén nhiét trung binh trude khi thi thach do duge mot ngay trude ngay thi
thach va vao ngdy thtr thach dugc tinh todn cho mdi nhom. Fig. 1 thé hién muc ting
than nhiét trung binh cho dén ngay 10 pc (post challenge - sau khi thir thach) so véi
than nhiét trung binh trude khi thir thach. Vao ngay 2 pc, cdc con lgn con trong
nhém dbi chimg khdng dugc chung ngira c6 than nhiét trung binh chi tang 1°C. Vao
tAt ca thoi diém khac sau khi thir thach, khong do dugc sy ting nhiét do ¢ ca nhém

lon con dugc ching ngira va nhém lgn con khong duoc chung ngura.
Cén ndng va mikc tang can

Khi bat ddu tht nghiém, lgn con dugc chia ngiu nhién vao cic nhom, khong
tinh theo trong luong ban dau va gibng duc giéng cai. Nhu c6 thé thiy trén Fig. 2,
vacxin hdn hop ding cho nhém 2 ¢6 xu hudng tao ra ADWG (average daily weight
gain - ting trong lugng trung binh hing ngay) gidng nhu vacxin PRRSV don, cao

hon nhém déi chimg.
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Huyét thanh hoc PRRSV

Chi céac con lgn duoc nhan vacxin PRRS duong tinh tai thoi diém thtr thach.
Nhu c6 thé thdy trén Fig. 3 (cac két qua duoc thé hién dudi dang ty 1& “mau so voi
duong tinh hodc S/P”, st dung IDEXX PRRS X3 ELISA), hi¢u gid khang PRRS
duong nhu khong bi 4nh hudng x4u boi cac khang nguyén Lawsonia. Nguogc lai,
dudng nhu cé tic dung tich cuc ngoai mong doi dbi v6i hidu gia khang PRRS vi &
mdi thoi diém d6 chudn PRRS c¢6 gia tri cao hon & dong vat dugc tiém vacxin hdn
hop. Nghia 13, cac khang nguyén Lawsonia vi mot s6 nguyén nhan ndo d6 chua

duoc biét dén, ting cudng phan tmg mién dich chéng lai virut PRRS song.
Huyét thanh hoc Lawsonia intracellularis

Fig. 4 thé hién két qua phan tich huyét thanh hoc Lawsonia. Nhu ¢6 thé dugc
thdy, dong vét & nhém 1 cho két qua am tinh trong sudt thir nghiém. O nhém 2, 80-
90% s dong vét ¢6 mic chuyén héa huyét thanh tét, so v6i mirc chuyén hoéa tuong

g véi ddng vat duge bao vé khi thu thach béng Lawsonia ddc hai.
Virut PRRSV trong mdu sau khi thir thdach

Thoéng thuong nhu da biét, lugng virut trong mau 1a tiéu chi chinh thé hién
tac dung bao vé chdng lai su 1ay nhiém virut PRRS, va bénh 14m sang do virut nay
gdy ra. Céc két qua dugc thé hién trén Fig. 5. Ca nhém 1 va 2 déu c6 luong virut

trong mau giam & muc cao va tuong duong nhau.
Vidu2
Thiét ké thtr nghiém

Nghién ctiru nay dugc tién hanh dé x4c nhén ring vacxin hdn hgp theo sing
ché khong phu thudc vao loai ta duge va ching PRRS séng dugc dung. Do d6, cac
ta dugc thay thé nhu Diluvac Forte (c6 thé thu dugc tir MDS Animal Health,
Boxmeer, The Netherlands) va Carbopol (c6 thé thu dugc & dang Carbopol 974P
cia Lubrizol, Cleveland, Ohio, USA) duoc st dung. Ching PRRSv thay thé 1a
chuing typ 2 (thay cho chiing typ 1 dugc str dung ¢ vi du 1) c6 mét trong vacxin
thuong mai Prime Pac PRRS (c6 thé thu duoc tir Merck Animal Health, Millsboro,
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Delaware, USA).

Thé hé con ciia mdt sd lon nai duge sit dung dé phan chia 15 con lgn con
thanh 3 nhém diéu tri, mdi nhém gém ndm con lon con. O khoang 1 tudn tudi, lon
con ciia cac nhom 1 va 2 dugce ching ngira vacxin Lawsonia da dugc bt hoat dugc
lam kho lanh (cac khéng nguyén gidng nhu duge st dung trong vi du 1, nhung gio
duoc 1am kho lanh va do dé két hop véi chit 6n dinh lam kho lanh) dwoc hoan
nguyén trong Diluvac Forte (DF) hodc Carbopol (0,8% trong luong/thé tich) nhu
duoc liét ké & bang 1 duéi day. Vacxin duge dung trong co (intramuscular - IM) &
phia ¢ bén trai. O khoang 5 tun tudi, lon con dugc tiém (lai) hai ching PRRSV
séng khic nhau va cdc khéng nguyén Lawsonia, dugc két hop trong mdt vacxin
bang cach hoan nguyén cac khang nguyén trong DF hodc Carbopol (0,8% trong
lugng/thé tich). Vacxin PRRSV Typ 2 Prime Pac PRRS duoc hoa tan chira luong
10%° TCIDsp virut trong 2 ml va vacxin PRRSV Typ 1 Porcilis PRRS dugc hoa tan
chtra lugng 10%° TCIDs virut trong 2 ml. D&i véi 1an ching ngira thtr hai, cac
vacxin duoc dung trong co (IM) & phia c¢b bén phai. Lon con thudc nhom 3 khong

dugce ching ngira va dugce dung lam d6i chimg khong dugc chiing ngira.

Bang 1: Phac d6 ching ngira

Nhém Chung 14n thir nhat Chuing 14n thir hai

1 Lawsonia, dugc 1am khé | Vacxin hdn hop ctia Lawsonia, dugc lam
lanh dugc hoan nguyén kho lanh va PRRSv sdng typ 2 trong DF,
trong DF, 2ml 2 ml

2 Lawsonia, dugc 1am khd | Vacxin hdn hop cia Lawsonia, dugce 1am
lanh dugc hoan nguyén kho lanh va PRRSv sdng typ 1 trong
trong Carbopol, 2 ml carbopol, 2 ml

Sau khi ching ngira 1an tht nhat, quan sét cac dau hi¢u 1dm sang cua lon con

héng ngay. Liy cac miu méu cua tat ca lon con trude khi chung ngira 1an thr nhat,
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trude khi chiing ngira 1an thir hai, va & thoi diém hai, bdn va sau tuan sau khi chiing
ngira 14n tht hai. Kiém tra cdc miu huyét thanh ddi véi cac khéng thé chéng lai

virut PRRS va Lawsonia intracellularis.
Két qua

Khoéng quan sat thiy phan (mg ldm sang nao trong sudt thoi gian thit nghiém.
T4t ca dong vat 12 Am tinh dbi v6i cac khang thé chdng lai Lawsonia va PRRS vao
ngdy chung ngira lan tht hai. Sau tuln sau khi ching ngira 1an thtt hai, tat ca dong
vat, ngoai trir d6i chung, 1a duong tinh d6i vé6i cac khang thé dic hiéu Lawsonia va
PRRSv. Pidu nay chimg minh ring vacxin hdn hop 12 an toan va dan dén hién

twong mién dich chti dong chéng lai Lawsonia intracellularis va virut PRRS.
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YEU CAU BAO HQ

1. Vacxin chtra hdn hop ta dugc, virut PRRS séng da duge lam giam doc lyc va
khang nguyén Lawsonia intracellularis di dugc lam b4t hoat, trong d6 khéang
nguyén Lawsonia intracellularis di dugc lam bat hoat chtra vi khuin Lawsonia

intracellularis t& bao toan phan d3 bi tidu diét.

2. Vacxin chia hdn hop ta dugc, virut PRRS séng da duoc lam gidm doc luc va
khang nguyén Lawsonia intracellularis da dugc lam bét hoat dé sir dung trong viéc
bao vé lon khéi bi lay nhidm virut PRRS va vi khudn Lawsonia intracellularis,
trong d6 khang nguyén Lawsonia intracellularis di dugc lam bat hoat chtra vi

khuan Lawsonia intracellularis t€ bao toan phan da bi ti€u diét.

3. Vacxin chra hdn hop ta dugc, virut PRRS séng da dugc lam giam doc luc va
khang nguyén Lawsonia intracellularis da dugc lam bét hoat dé sir dung trong viéc
bao vé lon chéng lai bénh 14m sang do 1y nhiém virut PRRS va vi khuén Lawsonia
intracellularis, trong d6 khang nguyén Lawsonia intracellularis da duoc 1am bét

hoat chtra vi khuin Lawsonia intracellularis t& bao toan phﬁn da bi ti€u diét.
4. Vacxin theo diém 1, khac biét & chd, ta dugc nay chira dau khodng.

5. Vacxin dé st dung theo didm 2 hodc 3, khac biét & chd, t4 duge nay chua dau

khoéang.

6. Vacxin theo diém 1, khac biét & chd, vacxin nay chira khang nguyén Lawsonia
intracellularis tuong ing voi 1x107 vi khudn Lawsonia intracellularis trong mdi

liéu.

7. Vacxin dé str dung theo diém 2 hodc 3, khac biét & chd, vacxin nay chira khang
nguyén Lawsonia intracellularis twong Ung voi 1x107 vi khudn Lawsonia

intracellularis trong moi liéu.

8. Vacxin theo diém 1, khac biét & chd, vacxin nay chira 4,0 logl0 TCIDso virut

PRRS da duoc lam bét hoat trong mdi lidu.
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9. Vacxin dé sir dung theo diém 2 hodc 3, khac biét & chd, vacxin nay chira 4,0

log10 TCIDs virut PRRS da duoc lam bat hoat trong mdi liéu.
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Fig.1
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Fig. 3

Ty 16 S/P

Huyét thanh hoc PRRSV

3.5
3,0
2,5
2,0
L5
1,0
0.5
0,0

-0,5

Thir thach 10 DPC 28 DPC

O Nhém 1
Nhom 2

Nhém 3

% lon con duong tinh

100%

90% -

80%
70%
80%
50%
40%
30%
20%
10%

0%

Fig. 4

Huyét thanh hoc L

awsonia

Nhém 1 Nhém 2

T

Nhém 1 Nhém

-16-

T T

2

T

Nhém 1

Nhoém 2

Duong tinh
@ Nghi ngo
0 Am tinh



28482

Fig. S
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