Typhoid fever still remeins & major public heelth problem in
Theiland and cother developing ries . Medical researchers have
long been seeking en eff 'f%' i nd find thet oral veccination

ential adventages over

sgainst typhoid §

parenteral vaccine ~administration and lack

of adverse side rga6figfS . Moseover , ibiseems logicel thet direct

stimulation of thg sginal - e sy tem by oral vaccination is
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the best way to U i b h%\infection since it is

the portal of entzsl K f-;_wl ' L “rgbnism » Recently .,

Germenier (1 , galactose Epimereseless

(gal E)} mutants of : ] . n provide & high degree

of protection t  chellenge with virulent

S. typhimurium in mige i, Sim y humen volunteers were
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significantly by an oral vaccine
consisting of e gal E B {3 , 4) . These gal E
mutants of Salméaella have uéaﬁine diphosphate (UDP)
galactose - 4 - épimersse , hich is responsible for synthesis
T
are " rough * because they pre unable bo inconporabe galactose i
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However , in the presence of exogenous galactose the
produce smooth LPS . The outsitending protective capacity of rough
gal E mutents is believed to result from thé utilization of
galactose present in the host leading to the production of small

amounts of smecoth O — sntigenic LPS in vivo .

Murine infection with the natural mouse pathogen



S. typhimurium is the most widely accepted model for studying
immunity to typhoid fever . This model has been adopted in this

experiment because S. typhi , the causative agent of typhoid fever ,

-

is only virulent for man and chimpanzees .

S.typhimurium is a facultative lnt.racellular pathogen of
mice that cause ' #/A n . An essential step in Athe
pathogenesis of typhoid 2r g humans is the establishment

of a systemic infect o : w lops from loci established

in the Peyer’ s t ntestine soon after ingestion
(83 L After . oreg i with various Selmonella strains
'(6 AT IR " strein to colinize the
Peyer ™ s patches : pmunogenicity of the oral

bacterial vaccinején >ct. against oral challenge

with S. typhimurium

elimination th r=NTrCr s is -specific - cell -
mediated immunity of antigen — specific T °

lymphocyt.es and mcmocyt.es 4 macrophages (8) . The spread of _S_.'c.g'ghi

appears thogen is able to
survive aﬂl gﬁ qaﬁmj n‘ﬂ l#Lﬁizes are the cells
whick m_ S,t specif‘_ic '
1ympaﬁe Il ﬁjj im ﬂ%}iﬁ ﬁm oraganisms .

However‘ , specific anbxbody is requlped for ef‘f‘xc:en’o phag‘ocytos:s of
Salmonella by either nor‘mal or ac’o:vated macr-ophages (9, 18) both

cell types depending on Fc and/or €3 recepbors for this function .

The = i mmune mechanisms which underly an effective protection

against enteropathogenic bacteria after oral vaccination _are still



far from being understood . Since S.typhimurium is & facultative
intracellular parasite . Therefore ,it 1s expected that S.typhimurium
Gao - which is oral vaccine agaeinst virulent S. & h:mur1 s+ should

-maxnly promote a cell - mediated 1mmun1t.y . Macrophage activation and :

proliferation in the Peyer’ s pa’c,ches f‘ol-low:ng efficient orsl

- ”7131 immune mechanism which protects

1) 4“4t . was @ found ' that

vaccination , appears to be

against murine typhoid

S. typhimurium gs g : - f -_=: oral f‘eechng to ‘mice

\ ary oral challenge with

‘ ' concomitant with the

»dies and delayed type

developed =
virulent S.
development

hypersensitivity f§ hs infected into the foot-—

pads of mice . Ongl: a local cell - mediated
immunity is elso igfluggd i in addition to local entibody
production thus sin ’ - ine was able to induce & DTH

response , it séen e fan produce an increased
- .

macrophage ac Ef, AN AWl “ patches which mey be

agﬂnsb Salmonellé .
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2. To demonstrate . the protection af‘f‘ordéd by oral

indicative of a Ecal ant

~vaccination with living cells of S.typhimurium G_, » in mice to
subsequent oral challenge with S.typhimurium C_ .

3% 970 inﬁesbigebe the effect of intracellular killing of



. tﬁé'Peyer’ s patcheglfoffT

" patches of mice afffe

S. typhimurium CE in vitro by macrophages in the Peyer’ s péﬁches"of
mice qrélly immunized with §.Exghimurium‘63° compared; with contrel

group »

4. To investigate the requirement of specific antibody for

intracellular killing of S. tgphimuriun C5 in vitro by macrophages in

the Peyer’ ¢ patches of 4
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