
WHAT IS CLAIMED IS: 

1. Use of an anti-inflammatory composition to formulate a medicament for treating an 

individual for an inflammatory bowel disease (IBD) characterized by inflammation in a region 

of the gastrointestinal tract (GIT), wherein the anti-inflammatory composition comprises 

antigenic determinants selected or formulated so that together they are specific for at least 

one microbial pathogen that is pathogenic in the region of the GIT, and wherein: 

the region is a small bowel region, and the pathogen is selected from the group 

consisting of Escherichia coil, Clostridium difficile, Bacteroides fragilis, Bacteroides vulgatus, 

Bacteroides thetaiotaomicron, 	Clostridium perfringens, 	Salmonella 	enteriditis, 	Yersinia 

enterocolitica, 	Shigella 	flexneri, 	adenoviruses, 	astroviruses, 	caliciviruses, 	noroviruses, 

rotaviruses, and cytomegalovirus; or, 

the region is a colon or rectum region, and the pathogen is selected from the group 

consisting of Escherichia soli, Clostridium difficile, Bacteroides fragilis, Bacteroides vulgatus, 

Bacteroides thetaiotaomicron, 	Clostridium perfringens, 	Salmonella 	enteriditis, 	Yersinia 

enterocolitica, 	Shigella 	flexneri, 	adenoviruses, 	astroviruses, 	caliciviruses, 	noroviruses, 

rotaviruses, and cytomegalovirus; or, 

the region is an anus region, and the pathogen is selected from the group consisting 

of E. coil, Streptococcus pyogenes, Bacteroides spp., Fusobacterium spp., anaerobic 

streptococci, Clostridium spp., Enterobacter spp., Pseudomonas aeruginosa, Treponema 

pallidum, and herpes simplex virus; or, 

the region is an oral region, and the pathogen is selected from the group consisting 

of Prevotella melaninogenicus, anaerobic streptococci, viridans streptococci, Actinomyces 

spp., Peptostreptococcus spp., Bacteroides spp., herpes simplex virus, coxsackieviruses, 

and Epstein-Barr virus; or, 

the region is a stomach region, and the pathogen is selected from the group 

consisting of Streptococcus pyogenes, Helicobacter pylori, cytomegalovirus, herpes simplex 

virus, Epstein-Barr virus, rotaviruses, noroviruses, and adenoviruses. 

2. The use according to claim 1, wherein the IBD is selected from the group 

consisting 	of Crohn's disease, 	ulcerative colitis, 	collagenous colitis, 	lymphocytic colitis, 

ischaemic colitis, diversion colitis, Becet's syndrome or indeterminate colitis. 

3. The use according to claim 1 or 2, wherein the anti-inflammatory composition is 

formulated for use at an administration site in successive doses given at a dosage interval of 

between one hour and one month, over a dosage duration of at least 2 weeks, 2 months or 6 

months. 
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4. The use according to any preceding claim, wherein the anti-inflammatory composition is 

formulated for use in a dose so that each dose is effective to cause a visible localized 

inflammatory immune response at the administration site. 

5. The use according to any preceding claim, wherein the anti-inflammatory composition is 

formulated for use intradermally or subcutaneously. 

6. The use according to anyone of claims 1 to 4, wherein the anti-inflammatory composition 

is formulated for use by a route that is not enteric. 

7. The use according to any preceding claim, wherein the anti-inflammatory composition is 

formulated for use so that visible localized inflammation at the administration site occurs 

within 1 to 48 hours. 

8. The use according to claim 7, wherein the visible localized inflammation is an area of 

inflammation from 2mm to 100mm in diameter, optionally appearing 2 to 48 hours after 

administration, and optionally lasting from 2 to 72 hours. 

9. The use according to any preceding claim, wherein the human patient is a patient 

receiving 	an 	effective 	amount 	of 	an 	anti-inflammatory 	or 	an 	immune 	suppressant 

medicament. 

10. The use according to claim 9, wherein the anti-inflammatory or an immune suppressant 

medicament is sulfasalazine, mesalamine, a corticosteroid, azathioprine, mercaptopurine, 

infliximab, adalimumab, certolizumab pegol, methotrexate, cyclosporine or natalizumab. 

11. The use according to any preceding claim, wherein the anti-inflammatory composition 

consists essentially of antigenic determinants of one or more pathogens that are each 

pathogenic in the region of the GIT. 

12. The use according to any preceding claim, wherein the patient is diagnosed as having 

suffered from a prior pathogenic exposure to the pathogen. 

13. The use according to any preceding claim, wherein the pathogen is a bacteria, and the 

anti-inflammatory composition is a whole killed bacterial cell composition. 
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14. The use according to any preceding claim, wherein the IBD is Crohn's disease, and the 

pathogen is E. colt 
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WHAT IS CLAIMED IS: 

1. A method of formulating an anti-inflammatory composition for treating a 

condition characterized by inflammation in a specific organ o tissue, 

comprising: 

a. selecting at least one pathogen that is pathogenic i 	the specific organ or 

tissue; 

b. producing an antigenic composition comprisin• antigenic determinants 

that together are specific for the pathogen; 	nd 

c. formulating the antigenic composition for -dministration as an anti- 

inflammatory composition capable of 	[citing an anti-inflammatory 

response in the specific organ or ti .ue, wherein the condition 

characterized by inflammation is 	of a cancer. 

2. The method of claim 1, further 	omprising a diagnostic step of identifying the 

specific organ or tissue with 	which the inflammation is symptomatic prior to 

producing the antigenic composition. 

3. The method of clai r 1, wherein a tumour is situated in the specific organ or 

tissue. 

4. The metho• of claim 1, wherein the antigenic composition is formulated for 

subcutan ous injection or intradermal injection. 

5. The 	ethod of claim 1, wherein the antigenic composition is formulated for 

i ect on to produce a localized skin immune response at a site of 

administration. 
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6. 	The method of any one of claims 1-5, wherein the specific tissue 

X, and the pathogen is selected from the group consisting of 

or organ 

Y, wherein: 

when X is: Y is one or more of: 

hematological, skin, soft tissue, 

lung/trachea/bronchi, 

peritoneum, meninges, bile duct, 

gallbladder, kidney, bladder, 

ureter 

Achromobacter spp, 

skin, soft tissue, 

lung/trachea/bronchi, 

mediastinum, brain, spinal cord, 

hematological, meninges 

Actinomadura spp. 

small bowel, colon, 

hematological, peritoneum 

Aerobact 	spp. 

hematological, heart, bone, 

kidney, bladder, ureter, 

meninges 

Aer coccus spp. 

Lung/trachea/bronchi Alcaligenes spp. 

meninges, hematological, r er,  

spleen, bone, 

lung/trachea/bronchi 

Anaplasma spp. 

lung/trachea/bronc 	lymph 

nodes pulmona 	hilum, 

mediastinum, 	eninges, skin, 

nasophary 	tonsil, oral, small 

bowel, c 	on, hematological 

Bacillus anthracis 

colon eye, hematological Bacillus cereus 
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hematological, bone, meninges, 

brain, heart, 

lung/trachea/bronchi, 

mediastinum, skin, soft tissue, 

colon, stomach, small bowel, 

eye 

other Bacillus spp. 

lung/trachea/bronchi, meninges, 

hematological 

Balneatrix spp. 

skin, hematological, liver, 

muscle, lymph nodes 

Bartonella bacilliformis 

brain, spinal cord, 

hematological, skin, liver, bone, 

pleura, lung/trachea/bronchi, 

mediastinum, axillary and 

inguinal lymph nodes, eye 

Bartonella henselae 

Skin, hematological, liver, spleen Barto - la quintana 

skin, soft tissue, meninges, 

hematological, 

lung/trachea/bronchi 

Be seyella zoohelcum 

lung/trachea/bronchi, 

hematological 

Bordetella ho/mesh 

nasopharynx, tonsil, 

lung/trachea/bronchi 

Bordetella parapertussis 

nasopharynx, tons 

lung/trachea/bro chi 

Bordetella pertussis 
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meninges, brain, spinal cord, 

skin, eye, hematological, 

inguinal/axillary/cervical lymph 

nodes, muscle, liver, spleen, 

nasopharynx, 

lung/trachea/bronchi, testes 

Borrelia burgdorferi 

brain, spinal cord, 

hematological, small bowel, 

liver, spleen, salivary glands, 

lung/trachea/bronchi, lymph 

nodes, eye, skin 

Borrelia recurrentis 

peritoneum, hematological, skin, 

soft tissue 

Brevundimonas so 

lung/trachea/bronchi, lymph 

nodes pulmonary hilum, 

meninges, brain, spinal cord, 

lymph nodes, mediastinum, 

bone, eye, small bowel, colon, 

liver, biliary tract, kidney, ureter, 

bladder, hematological, skin, 

testes, spleen, prostate 

Brucella spp 

hematological, meninge , 

lung/trachea/bronchi 

Burkholderia gladioli 

lung/trachea/bronc 1, skin, soft 

tissue, liver, spl 	n, muscle, 

lymph nodes • ulmonary hilum, 

mediastina ymph nodes, 

mediast um, head and neck 

lymp 	nodes, hematological 

Burkholderia mallei 
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lung/trachea/bronchi, skin, 

kidney, bladder, ureter, soft 

tissue, bone, brain, spinal cord, 

muscle, hematological, prostate, 

kidney, ureter, meninges 

Burkholderia pseudomallei 

skin, penis, vulva, soft tissue, 

vagina, cervix, bone, 

hematological, inguinal lymph 

nodes 

Calymmatobacterium 

granulomatis 

small bowel, colon Campylobacter coil 

lung/trachea/bronchi, small 

bowel, colon, meninges, brain, 

peritoneum, bone, gallbladder, 

ovaries, hematological, heart, 

kidney, bladder, ureter 

Campylobacter fe u 

colon, hematological, 

gallbladder, pancreas, bladder, 

bone, meninges 

Camp obacterjejuni 

small bowel, colon Campylobacter sputorum 

skin, soft tissue, meninges, 

hematological, bone, 

lung/trachea/bronchi, ey 

Capnoctyophaga canimorsus 

skin, soft tissue, meni ges, 

hematological, bone, 

lung/trachea/bronchi, eye 

Capnoctyophaga cynodegmi 

hematologica , eye, skin, soft 

tissue 

CDC groups EF-4a and EF-4b 
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Chlamydia pneumoniae lung/trachea/bronchi, lymph 

nodes pulmonary hilum, liver, 

brain, meninges, skin, thyroid, 

pancreas, hematological 

lung/trachea/bronchi, lymph 

nodes pulmonary hilum, 

mediastinum, liver, brain, 

meninges, hematological, skin, 

thyroid, pancreas 

Chlamydia psittaci 

inguinal lymph nodes, penis, 

vulva, vagina, cervix, uterus, 

ovaries and adnexae, 

peritoneum, prostate, eye 

Chlamydia trachomatis 

laryngx, trachea/bronchi, 

hematological 

Chlamydop ila pneumoniae 

hematological, liver, spleen, 

lung/trachea/bronchi, kidney, 

bladder, ureter, eye/orbit, bone, 

brain, meninges, spinal cord 

Chro 	*bacterium violaceum 

Lung/trachea/bronchi Chlamydophila psittaci 

meninges, lung/trachea/bro chi, 

hematological 

Chryseobacterium spp. 

small bowel, colon, st. nach, 

skin, soft tissue, he 	atological 

Clostridium bifermentans 

colon, small bow I, skin Clostridium botulinum 

colon Clostridium difficile 

small bow 	colon, stomach, 

skin, so 	tissue, hematological 

Clostridium indolis 

small 	owe!, colon, stomach, 

sk 	soft tissue, hematological 

Clostridium mangenolii 
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small bowel, colon, stomach, 

skin, soft tissue, hematological, 

heart 

Clostridium perfringens 

small bowel, colon, stomach, 

skin, soft tissue, hematological 

Clostridium sordellii 

small bowel, colon, stomach, 

skin, soft tissue, hematological 

Clostridium sporogenes 

small bowel, colon, stomach, 

skin, soft tissue, hematological 

Clostridium subterminale 

Skin, soft tissue Clostridium tetani 

hematological, peritoneum, eye Comamonas spp. 

neck/axillary/inguinal/mediastinal 

lymph nodes, lymph nodes 

pulmonary hilum, 

lung/trachea/bronchi, 

mediastinum 

Corynebacterium 

pseudotuberc osis 

lung/bronchi/trachea, brain, 

spinal cord, liver, bone 

Co e//a bumetii 

skin, soft tissue, liver, meninges, 

small bowel, colon, bone, uter s, 

ovaries 

Edwarsiella fordo 

meninges, brain, spinal 	rd 

hematological, bone, f er,  

kidney, spleen, lym 	nodes 

Ehrlichia spp. 

skin, hematologir -1 bone, brain, 

peritoneum 

Erysipelothrix rhusiopathiae 
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nasopharynx, oral, tonsil, 

lung/trachea/bronchi, skin, 

axillary/head and neck/inguinal 

lymph nodes, hematological, 

eye, small bowel 

Francisella tularensis 

Skin, soft tissue, hematological Fusobacterium spp. 

skin, soft tissue, 

lung/trachea/bronchi, 

mediastinum, brain, spinal cord, 

hematological, meninges, eye 

Gordonia spp. 

skin, inguinal lymph nodes, 

penis, vulva, vagina 

Haemophilus d 	reyi 

stomach Helicobact r pylori 

lung/trachea/bronchi, lymph 

nodes pulmonary hilum, 

hematological, brain, spinal 

cord, muscle, pancreas 

Legione a spp. 

lung/trachea/bronchi, pancreas, 

meninges, brain, spinal cord, 

skin, lymph nodes, eye, 

hematological, nasopha 'nx, 

oral, tonsil, kidney, liv: , spleen 

Leptospirosis spp. 

hematological, brain, meninges, 

spinal cord, smal bowel, colon 

Listeria monocytogenes 

hematological •eritoneum, skin, 

soft tissue, • •ne 

Me hylobacterium spp. 

288 



WO 2012/012874 
	

PCT/CA2011/000851 

lung/bronchi/trachea, lymph 

nodes pulmonary hilum, 

prostate, pancreas, spleen, skin, 

neck lymph nodes, esophagus, 

bone, hematological 

Mycobacterium avium 

colon, small bowel Mycobacterium bovis 

lung/bronchi/trachea, lymph 

nodes pulmonary hilum, 

prostate, bone 

Mycobacterium kansasii 

Skin, soft tissues, testes, eye Mycobacterium leprae 

Skin, soft tissue, bone Mycobacterium marin 

head and neck lymph nodes Mycobacterium scr ulaceum 

lung/bronchi/trachea, lymph 

nodes pulmonary hilum, 

prostate, peritoneum, pancreas, 

spleen, lymph nodes, small 

bowel, meninges, brain, spinal 

cord, kidney, ureter, bladder, 

muscle, esophagus, colon, 

testes, eye, ovaries, cervix, 

vagina, uterus, mediastinum, 

larynx, skin, hematological, 

pleura 

Mycobacterium t iberculosis 

Skin, soft tissue Mycobacterium ulcerans 

lung/bronchi/trache., lymph 

nodes pulmonary 	ilum, skin, 

soft tissues, bo e, head and 

neck lymph c odes 

other Mycobacterium spp. 

kidney, bl dder, ureter, skin, soft 

tissue, 	ematological 

Myroides spp. 
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nasopharyx, oral, tonsil, 

prostate, penis, vagina, cervix, 

uterus, ovary/adnexae, 

peritoneum, skin, muscle, bone, 

liver, hematological, head and 

neck and inguinal and intra-

abdominal lymph nodes, anus 

Neisseria gonorrhoeae 

hematological, bone, lymph 

nodes, liver, spleen 

Neorickettsia sennetsu 

lung/bronchi/trachea, pancreas, 

meninges, spinal cord, brain, 

skin, soft tissue, eye, bone, 

kidney, heart, hematological 

Nocardia spp. 

meninges, brain, spinal cord, 

hematological, skin, inguinal and 

axillary lymph nodes, spleen, 

lung/bronchi/trachea 

Orientia tsutsu. r.mushi 

lung/trachea/bronchi, 

hematological 

Panforaea spp. 

Skin, soft tissue, hematological Pasteurella canis 

Skin, soft tissue, hematological Pasteurella dagmatis 

Skin, soft tissue, hematologi'al Pasteurella stomatis 

hematological, liver, cold Pediococcus spp. 

Skin Pityrosporum ovate 

small bowel, colon, 

hematological, meninges, bone, 

gall bladder, s 	n, soft tissue 

Plesiomonas shigelloides 
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lung/trachea/bronchi, 

hemaotogical, skin, soft tissue, 

bone, meninges, brain, eye, 

kidney, bladder, ureter, heart 

Pseudomonas aeruginosa 

skin, soft tissue, 

lung/trachea/bronchi, 

mediastinum, hematological 

other Pseudomonas spp. 

hematological, meninges, bone Ralstonia spp. 

hematological, peritoneum, eye, 

kidney, bladder, ureter 

Rhizobium spp. 

lung/trachea/bronchi, 

hematological, brain, skin, lymph 

nodes, bone, mediastinum, liver, 

spleen, soft tissue, spinal cord, 

meninges 

Rhodococcus spp. 

Skin Rickettsia lkafi 

lung/bronchi/trachea, lymph 

nodes pulmonary hilum, 

meninges, brain, spinal cord, 

hematolofical, skin, kidney, liver, 

spleen, pancreas 

Rickett la conorii 

Skin; brain, spinal cord Rickettsia fells 

meninges, brain, spincal 	.rd, 

hematological, 

lung/bronchi/trache., skin, 

spleen 

Rickettsia prowazekii 
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lung/bronchi/trachea, lymph 

nodes pulmonary hilum, 

meninges, brain, spinal cord, 

hematological, muscle, small 

bowel, liver, skin 

Rickettsia rickettsiae 

skin, head and neck lymph 

nodes 

Rickettsia slovaca 

meninges, hematological, liver, 

kidney, brain, 

lung/bronchi/trachea, spleen 

Rickettsia typhi 

hematological, peritoneum, skin, 

soft tissue, bladder, kidney, 

ureter 

Roseomonas spp. 

lung/bronchi/trachea, pancreas, 

spleen, intra-abdominal lymph 

nodes, stomach, small bowel, 

colon, meninges, skin, muscle, 

bone, hematological, heart 

Salmonella spp 

skin, soft tissue, eye, bone, 

hematological, peritoneum 

S ewanella spp. 

colon Shigella boydii 

colon Shigella dysenteriae 

colon Shigella flexneri 

colon Shigella sonnei 

brain, meninges, sp• al cord, 

eye, skin, soft tis- e 

Sphingobacterium spp. 

hematological 	eninges, 

peritoneum skin, soft tissue, 

kidney, b -dder, ureter 

Sphingomonas spp. 
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skin, axillary/inguinal/neck lymph 

nodes, hematological, liver, 

spleen 

Spirillum minus 

colon other Spirillum spp. 

meninges, hematological, 

peritoneum, 

lung/trachea/bronchi, eye, 

kidney, bladder, ureter, skin, soft 

tissue 

Stenotrophomonas maltophilia 

skin, bone, hematological, 

lung/trachea/bronchi, meninges, 

brain, liver, spleen 

Streptobacillus moniliformis 

Skin, hematological, soft tissue Streptococcus inia 

small bowel, nasopharynx, bone, 

meninges, hematological, head 

and neck lymph nodes 

Streptococcus zloepidemicus 

skin, soft tissue, 

lung/trachea/bronchi, 

mediastinum, brain, spinal cord, 

hematological, meninges 

Strepto 	ices spp. 

nasopharynx, tonsil, oral, 

meninges, brain, spinal cord 

penis, vulva, vagina, anus 

cervix, eye, hematological, 

inguinal and head a • neck 

lymph nodes 

Treponema pallidum 

brain, spinal c• d, 

hematologi 	I, small bowel, 

colon, he rt, 

lung/tr..chea/bronchi, eye 

Trophetyma whipplei 
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or organ 

Y, wherein: 

. 

is X, 

skin, soft tissue, 

lung/trachea/bronchi, 

mediastinum, brain, spinal cord, 

hematological, meninges 

Tsukamurella spp. 

colon, small bowel Vibrio cholerae 

hematological, meninges Vibrio cincinnatiensis 

Skin, soft tissue Vibrio damsela 

small bowel, colon Vibrio fluvialis 

small bowel, colon Vibrio fumissii 

small bowel, colon, skin, soft 

tissue 

Vibrio hollisae 

hematological Vibrio metschnikovii 

colon, small bowel Vibrio parahaemol icus 

Soft tissue, blood, skin Vibrio vulnificus 

nasopharynx, tonsil, small 

bowel, intra-abdominal lymph 

nodes, colon, muscle, 

lung/trachea/bronchi, liver, 

spleen, hematological 

Yersinia ento ocolitica 

lung/trachea/bronchi, lymph 

nodes pulmonary hilum, 

inguinal/axillary/neck lymph 

nodes, oral, tonsil, 

hematological, skin 

Yersinia pestis 

small bowel, colon, 	bdominal 

lymph nodes 

Yersinia pseudotuberculosis 

7. 	The 	ethod of any one of claims 1-5, wherein the specific 

a 	the pathogen is selected from the group consisting of 

tissue 

294 



WO 2012/012874 PCT/CA2011/000851 

/ 

when X is: Y is one or more of: 

skin, hematological, lymph 

nodes, brain, spinal cord, eye, 

heart Vaccinia 

skin, hematological, lymph 

nodes, brain Variola (smallpox) 

skin, hematological, head and 

neck lymph nodes, brain, eye, 

lung/trachea/bronchi, 

pulmonary hilar lymph nodes, 

mediastinum, nasopharynx Monkeypox 

skin, hematological, lymph 

nodes Cowpox 

Skin Parapoxvirusz 

Skin Molluscum ontagiosum 

skin, hematological, axillary and 

inguinal lymph nodes Tan 	ox 

nasopharynx, oral, tonsil, 

hematological, 

lung/bronchi/trachea, pancrea 

meninges, brain, spinal cor , 

inguinal and head/neck 'mph 

nodes, penis, vulva, 	ineum, 

esophagus, liver, 	e, skin, 

rectum, tonsil,ediastinum, 

anus, vagin. cervix 

H rpes Simplex virus (1 and 2) 
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nasopharynx, sinus, 

lung/trachea/bronchi, 

pulmonary hilar lymph nodes, 

hematological, pancreas, 

meninges, brain, spinal cord, 

esophagus, liver, eye, skin, 

heart, mediastinum 

Varicella-zoster 

nasopharynx, lymph nodes, 

tonsil, hematological, 

lung/trachea/bronchi, pancreas, 

abdomincal lymph nodes, brain, 

spinal cord, esophagus, small 

bowel, colon/rectum, eye, liver, 

heart, skin, mediastinum, 

esophagus 

Cytomegalovirus 

nasopharynx, tonsil, oral, lymph 

nodes, hematological, lung, 

abdomincal lymph nodes, brain, 

spinal cord, muscles, 

esophagus, liver, heart, skin, 

spleen, kidney, muscle, hea, 

lung/trachea/bronchi, 

pulmonary hilar lymph 	•des, 

mediastinum 

Epstein- arr virus 

skin, hematologic- Human herpesvirus 6 

lung/trachea/br•nchi, 

pulmonary h.  ar lymph nodes, 

brain, mer nges, liver 

Skin, b,. in, liver Human herpesvirus 7 
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nasopharynx, tonsil, 

hematological, skin, spleen, 

head and neck lymph nodes 

Human herpesvirus 8 

brain, spinal cord, skin, 

hematological, lymph nodes 

Simian herpes B virus 

nasopharynx, oral, larynx, 

trachea, bronchi, lung, lymph 

nodes, meninges, brain, spinal 

cord, small bowel, colon, liver, 

intra-abdominal lymph nodes, 

mediastinum, bladder, sinus, 

hematological, ureter, kidney, 

bladder, thyroid, heart 

Adenovirus 

kidney BK virus 

skin, anus, penis, vulva, cervix, 

vagina, oral 

Human pa 	llomavirus 

Liver, pancreas, hematological Hep- 	is B virus 

Liver H r. • atitis D virus 

skin, hematological, 

nasopharynx, bone, kidney, 

heart, liver, brain, meninges 

t'arvovirus B19 

nasopharynx, small bowe 

colon, oral, sinus, lymp• nodes, 

Orthoreoviruses 

skin, lung/trachea/bronchi, 

meninges, brain, spinal cord, 

liver 

brain, musc -, hematological, Orbiviruses 

hematolooical, skin, muscle, 

oral, s• een, lymph nodes, 

me nges, brain 

Coltiviruses 
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small bowel, colon, liver, 

hematological, pancreas, 

nasopharynx, billiary tract, 

meninges, brain 

Rotaviruses 

brain, spinal cord, small bowel, 

colon, hematological, skin, bone 

Alphaviruses 

skin, hematological, head and 

neck lymph nodes, spleen, 

nasopharynx, bone, brain, 

tonsil, bronchi, liver, heart 

Rubella 

hematological, liver, 

lung/trachea/bronchi, kidney, 

adrenal gland, spleen, lymph 

nodes, stomach, kidney 

Yellow fever virus 

hematological, lymph nodes, 

skin, spleen, muscle, liver, 

brain, nasopharynx 

Dengue few virus 

brain, hematological, spinal 

cord 

Jae :nese encephalitis virus 

brain, hematological, spinal 

cord, muscle, lymph nodes, 

liver, spleen, pancreas, 

meninges 

West Nile encephalitis virus 

brain, hematological 	pinal 

cord, meninges, 	scle, 

nasopharynx 

St. Louis encephalitis virus 

brain, hema .logical, spinal 

cord, mu 	le, meninges 

Tick-borne encephalitis virus 
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hematological, brain, meninges, 

bone, muscles, skin, lymph 

nodes 

other Flaviviruses 

hematological, liver Hepatitis C virus 

Liver Hepatitis G virus 

nasopharynx, sinus, oral, tonsil, 

larynx, lung/trachea/bronchi, 

pulmonary hilar lymph nodes, 

small bowel, colon, tonsil, 

hematological 

Coronaviruses 

small bowel, colon, 

hematological 

Toroviruses 

nasopharynx, sinus, tonsil, oral, 

larynx, lung/trachea/bronchi, 

pulmonary hilar lymph nodes, 

meninges, hematological, 

mediastinum 

Parainfluenza v uses 

salivary glands, pancreas, 

brain, spinal cord, liver, testes, 

hematological, meninges, 

ovaries, bone, heart, kidney, 

thyroid, prostate, breast 

M 	ps virus 

nasopharynx, tonsil, si 	s, 

lung/trachea/bronch' 

pulmonary hilar ly 	ph nodes, 

mediastinum, 	matological, 

oral, pleura 

Respiratory syncytial virus 

299 



WO 2012/012874 PCT/CA2011/000851 

nasopharynx, 

lung/trachea/bronchi, 

pulmonary hilar lymph nodes, 

tonsil, sinus, mediastinum, 

hematological, oral, pleura, 

larynx, eye, skin, small bowel, 

colon 

Human metapneumovirus 

nasopharynx, sinus, 

hematological, 

lung/trachea/bronchi, 

pulmonary hilar lymph nodes, 

intra-abdominal lymph nodes, 

meninges, brain, spinal cord, 

liver, spleen, lymph nodes, skin, 

thymus, eye, oral, heart 

Rubeola 

brain, meninges, 

lung/trachea/bronchi, kidney, 

hematological, muscle, 

Hendra 	s 

brain, meninges, spleen, lymph 

nodes, thymus, 

lung/trachea/bronchi, kidneys,  

brain, spinal cord, mening; 

hematological 

ipah virus 

hematological, musc 	oral, 

tonsil, nasopharynseal, lymph 

nodes, small b.,  el, colon 

Vesicular stomatitis virus 

skin, menin 	s, brain, spinal 

cord, oral 	asopharynx, 

saliva 	glands, hematological 

Rabies virus 

bra 	, spinal cord Lyssaw uses 
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nasopharynx, laryngx, 

lung/trachea/bronchi, 

pulmonary hilar lymph nodes, 

meninges, muscle, 

hematological, mediastinum, 

muscle, sinus, tonsil, oral, eye, 

pleura, brain, spinal cord, 

salivary glands, thyroid, heart 

Influenza virus 

hematological, brain, meninges California encepha 	virus 

hematological, kidney, eye, 

skin, oral, muscle, 

lung/trachea/bronchi 

Hantaviruses 

brain, hematological, muscle, 

meninges, spinal cord 

other Bu 	aviruses 

hematological, muscle, lymph 

nodes, skin, brain, meninges, 

testes, bone 

Ly 	•hocyticchoriomeningitis 

v us 

nasopharynx, brain, spinal co t, 

lung/trachea/bronchi, 

pulmonary hilar lymph nodes, 

mediastinum, muscle 	estes, 

eye, heart, 

Lassa virus 

brain, meninges 	ematological, 

muscle, eye, 	in, lymph nodes, 

nasopharynx, small bowel, 

colon 

Machupo virus 

brain meninges, hematological, 

m 	cle, eye, skin, lymph nodes, 

asopharynx, small bowel, 

colon 

Junin virus 
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hematological, skin, lymph 

nodes, muscle, eye, bone, lung, 

pulmonary hilar lymph nodes, 

spinal cord, brain 

Human T-Cell Lymphotropic 

viruses 

nasopharynx, 

lung/trachea/bronchi, 

pulmonary hilar lymph nodes, 

small bowel, neck and intra-

abdominal lymph nodes, colon, 

hematological, liver, spleen, 

skin, brain, spinal cord, 

meninges, heart 

Poliovirus 

nasopharynx, larynx, oral, 

tonsil, lung/trachea/bronchi, 

pulmonary hilar lymph nodes, 

mediastinum, pancreas, 

muscle, brain, meninges, small 

bowel, neck and intra-

abdominal lymph nodes, colon, 

hematological, spleen, skin, 

eye, sinus, liver, testes, bone 

pleura, salivary glands, he, rt 

Coxsackieviruse:  
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composition is 

nasopharynx, oral, tonsil, 

lung/trachea/bronchi, 

pulmonary hilar lymph nodes, 

muscle, brain, meninges, small 

bowel, neck and intra-

abdominal lymph nodes, colon, 

hematological, mediastinum, 

spleen, skin, eye, sinus, liver, 

pancreas, testes, bone, salivary 

glands, heart 

Echoviruses 

lung/trachea/bronchi, 

pulmonary hilar lymph nodes, 

meninges, brain, skin, heart 

other Enteroviruses 

small bowel, colon, 

hematological, liver, spleen, 

brain, spinal cord, gallbladder, 

pancreas, kidney 

Hepatitis A vir 

nasopharynx, sinus, oral, tonsil, 

larynx, lung/trachea/bronchi, 

pulmonary hilar lymph nodes 

Rhi oviruses 

small bowel, colon Noroviruses and other 

Caliciviruses 

small bowel, colon Astroviruses 

small bowel, colon Picobirnaviruses 

liver, small bowel, 	olon, 

hematological 

Hepatitis E virus 

8. 	T e method of any one of claims 1 to 7, wherein the antigenic 

form 	ated for repeated subcutaneous or intradermal administration. 
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9. The method of any one of claims 1 to 7, wherein the antigenic composition I 

formulated for administration by a route that is not enteric. 

10. The method of any one of claim 1, wherein the pathogen is a bacter 	, a virus, a 

protozoa, a fungus or a helminth. 

11. The method of claim 10, further comprising killing the pathogen to formulate the 

antigenic composition as a whole killed pathogen composition. 

12. The method of claim 10 or 11, wherein the pathoge' is a member of a species 

that is endogenous flora of the specific organ or tissue. 

13. The method of claim 1, wherein the pathogen is an exogenous species. 

14. A method of treating an individual for > condition characterized by inflammation 

in a specific organ or tissue, comprising a ministering to the individual an anti- 

inflammatory composition comprising 	tigenic determinants, the antigenic 

determinants selected or formulated 	o that together they are specific for at least one 

pathogen that is pathogenic in the specific organ or tissue. 

15. The method accordin 	to claim 14, wherein the anti-inflammatory composition is 

administered at an admi 	tration site in successive doses given at a dosage interval of 

between one hour and . ne month, over a dosage duration of at least two weeks. 

16. Use of an :nti-inflammatory composition for treating an individual for a condition 

characterized 	y inflammation in a specific organ or tissue, wherein the anti- 

inflammato 	composition comprises antigenic determinants selected or formulated so 

that toge • er they are specific for at least one microbial pathogen that is pathogenic in 

the sp-cific organ or tissue. 
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17. Use of an anti-inflammatory composition to formulate a medicament for tre 	ing 

an individual for a condition characterized by inflammation in a specific organ o' tissue, 

wherein the anti-inflammatory composition comprises antigenic determinant selected 

or formulated so that together they are specific for at least one microbial • : hogen that 

is pathogenic in the specific organ or tissue. 

18. The use of claim 16 or 17, wherein the individual has a ca 	er situated in the 

organ or tissue. 

19. The use according to claims 16 or 17, wherein the 	nti-inflammatory composition 

is administered at an administration site in succ 	sive doses given at a dosage 

interval of between one hour and one month, Aver a dosage duration of at least 

two weeks. 

20. A method for formulating an immuno• -nic composition for treating an 

inflammatory bowel disease (IBD) 	at is symptomatic in a region of a 

gastrointestinal tract (GIT) of a 	man patient, comprising: 

a. selecting at least one pathogen that is pathogenic in the region of the 

intestinal tract; 

b. producing an antigen 	composition comprising antigenic determinants that 

together are specific •r the pathogen; and, 

c. formulating the 	tigenic composition for administration as an immunogenic 

composition ca • - ble of eliciting an immune reaction to treat the inflammatory 

bowel disease in the patient. 

21. The me 	od of claim 20, wherein the antigenic composition is formulated for 

subc 	aneous injection or intradermal injection. 
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22. The method of claim 20, further comprising a diagnostic step of identifying the 

region of the GIT within which the IBD is symptomatic prior to producing the 

antigenic composition. 

23. The method of claim 20, wherein the antigenic composition is formul 	ed for 

injection to produce a localized skin immune response at a site of 	dministration 

24. The method of claim 23, wherein the skin immune response 	an inflammatory 

immune response. 

25. The method of claim 20, wherein the region of the GI 	is an oral, stomach, small 

bowel, colon, rectum, or anus region. 

26. The method of claim 20, wherein the IBD is 	ohn's disease, ulcerative colitis, 

collagenous colitis, lymphocytic colitis, isc' aemic colitis, diversion colitis, 

Behget's syndrome or indeterminate co 	s 

27. The method of any one of claims 	0 to 26, wherein the antigenic composition is 

formulated for repeated subcut neous or intradermal administration. 

28. The method of any one of laims 20 to 26, wherein the antigenic composition is 

formulated for administration 	a route that is not enteric. 

29. The method of an 	one of claims 20 to 28, wherein the pathogen is a bacteria, a 

virus, a fungus, a prot6zoa or a helminth. 

30. The method of claim 29, further comprising killing the pathogen to formulate the 

antigenic composition as a whole killed pathogen composition. 
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31. The method of claim 29 or 30, wherein the pathogen is a member of a species 

that is endogenous flora of the region of the GIT. 

32. The method of any one of claims 20 to 31, wherein the antigenic compositor) is 

capable of eliciting an immune response in the patient specific to the pathoge 

33. The method of claim 11, wherein the pathogen is an exogenous species. 

34. The method of claim 20, further comprising formulating the 	tigenic 

composition for administration with an anti-inflammatory or imm 	e suppressant 

medicament. 

35. The method of claim 34, wherein the medicamen is sulfasalazine, mesalamine, 

a corticosteroid, azathioprine, mercaptopurine, inflixi - ab adalimumab, certolizumab 

pegol, methotrexate, cyclosporine or natalizumab. 

36. The method of claim 20, wherein the 	tigenic composition is produced so that 

the antigenic composition consists essen e Ily of antigenic determinants of one or more 

pathogens that are each pathogenic in 	e region of the GIT. 

37. A method for treating a hu 	an patient for an inflammatory bowel disease (IBD) 

that is symptomatic in a region 	a gastrointestinal tract (GIT), comprising 

administering to the patient 	medicament comprising an effective amount of an 

antigenic composition co 	prising antigenic determinants that together are specific for 

at least one pathogen 	herein the pathogen is selected on the basis that the pathogen 

is pathogenic in the region of the GIT. 

38. The m 	od according to claim 37, wherein the medicament is administered at 

an adminis ation site in successive doses given at a dosage interval of between one 

hour an. one month, over a dosage duration of at least two weeks. 

307 

SUBSTITUTE SHEET (RULE 26) 



WO 2012/012874 Ills 

39. The method according to claim 37, wherein the medicament is administered in - 

dose so that each dose is effective to cause a visible localized inflammatory immun- 

response at the administration site. 

40. The method according to any one of claims 37 to 39, wherein the medicament is 

administered intradermally or subcutaneously. 

41. The method according to any one of claims 37 to 39, wherei 	the medicament is 

administered by a route that is not enteric. 

42. The method according to any one of claims 37 to 41 	herein the medicament is 

administered so that visible localized inflammation at the -dministration site occurs 

within 1 to 48 hours. 

43. The method according to any one of clai 	s 37 to 42, further comprising 

administering to the patient an effective amo 	t of an anti-inflammatory or an immune 

suppressant medicament. 

44. The method according to ciai • 43, wherein the medicament is sulfasalazine, 

mesalamine, a corticosteroid, aza 	ioprine, mercaptopurine, infliximab, adalimumab, 

certotizumab pegol, methotrex- e, cyclosporine or natalizumab. 

45. The method accor ng to any one of claims 37 to 44, wherein the region is 

and the pathogen is se -cted from the group consisting of Y, wherein: 

X, 

when X is: V is one or more of: 
4 

Oral Prevotella melaninogenicus, anaerobic streptococci, 

viridans streptococci, Actinomyces spp., 

Peptostreptococcus spp., Bacteroides spp., and other oral 

anaerobes 
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herpes simplex, coxsackieviruses, Epstein-Barr; 

Stomach Streptococcus pyogenes, Helicobacter pylori 

cytomegalovirus, herpes simplex, Epstein-Barr, 

rotaviruses, noroviruses, adenoviruses; 

Small bowel Escherichia coli, Clostridium difficile, Bacteroides fragili:,  

Bacteroides vulgatus, Bacteroides thetaiotaomicron, 

Clostridium perfringens, Salmonella enteriditis , Y- sinia 

enterocolitica, Shigella flexneri 

adenoviruses, astroviruses, caliciviruses, noroviruses, 

rotaviruses, cytomegalovirus; 

Colon/Rectum Escherichia coli, Clostridium difficile,Bacteroides fragilis, 

Bacteroides vulgatus, Bacteroides 	-taiotaomicron, 

Clostridium perfringens, Salmon- a enteriditis, Yersinia 

enterocolitica, Shigella flexner 

adenoviruses, astroviruses 	aliciviruses, noroviruses, 

rotaviruses, cytornegalov us; 

Anus Streptococcus pyoge -s, Bacteroides spp., 

Fusobacterium spp , anaerobic streptococci, Clostridium 

spp., E. coli, En 	robacter spp., Pseudomonas 

aeruginosa, T eponema pailidum 

herpes si 	a ex; 

46. The method am. ding to any one of claims 37 to 44, wherein the antigenic 

composition consists 	ssentially of antigenic determinants of one or more pathogens 

that are each pat .genic in the region of the GIT. 

47. The 	- hod of any one of claims 37 to 46, further comprising the step of 

diagnosins the patient as having suffered from a prior pathogenic exposure to the 

pathog 
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48. 	The method of any one of claims 37 to 47, wherein the pathogen is a bacteria, 

and the antigenic composition is a whole killed bacterial cell composition. 

49. 	A method of selecting an antigenic composition for treating a patient fo' an 

inflammatory bowel disease that is symptomatic in a region of a gastrointe 	mat tract 

(GIT), the method comprising: 

identifying the region of the GIT; 

selecting the antigenic composition on the basis that the co 	posistion 

comprises antigenic determinants that together are specific for 	least one pathogen 

that is pathogenic in the region of the GIT. 

50. 	A method of treating a cancer situated in a lung i,  a subject, the method 

comprising: 

a. administering to the subject an effective a 	•unt of an antigen of one or more 

microbial species that is pathogenic in the lung.  and 

b. administering to the subject an effecti e amount of a platinum-containing 

chemotherapeutic agent. 

51. 	The method of claim 50, whr- n the microbial species is a viral pathogen, a 

bacterial pathogen or a fu yal pathogen. 

52. 	The method of claim 	1, wherein the viral pathogen is influenza, adenovirus, 

respiratory syncyti 	virus, or parainfluenza. 

53. 	The method of claim 51, wherein the bacterial pathogen is Streptococcus 

pneumoni:e, Moraxella catarrhalis, Mycoplasma pneumoniae, Kiebsiella 

pneumoniae, Haemophilus influenza, Staphylococcus aureus, Chiamydia 

pne 	oniae, or Legionella pneumophila. 
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54.  The method of claim 51, wherein the fungal pathogen is Aspergillus fumigatus, 

Blastomyces sp., Coccidiodes immitis, Coccidiodes posadasii, Cryptococcus 

neoformans, Cryptococcus gattii, Fusarium sp., Histoplasma capsulatum, 

Paecilomyces sp., Paracoccidiodes brasiliensis, Penicillium mameffei, 

Pneumocystis jiroveci, Pseudallescheria boydii, Scedosporium apiosp. rmum, 

Rhfropus sp., Mucor sp., Absidia sp., Cunninghamella sp., Scedos"orium 

prolificans, Stachybottys chartarum, Trichoderma longibrachiati 	or 

Trichosporon sp. 

55.  The method of any one of claims 50-54, wherein the pla num-containing 

chemotherapeutic agent is Cisplatin, carboplatin or o .liplatin. 

56.  The method of claim 55, wherein the chemother peutic agent is Cisplatin. 

57.  A method of comparing immune response:, the method comprising: 

administering to an animal having an organ or tissue a medicament comprising 

an antigenic composition comprising . ntigenic determinants selected or 

formulated so that together the a 	genic determinants are specific for at least 

one microbial pathogen that is 	athogenic in the organ or tissue; 

extracting a quantifiable im 	ne sample from the organ or tissue; 

measuring a characteristi 	of the immune response in the organ or tissue in the 

quantifiable immune s 	ple following the administration of the medicament; 

and, 

comparing the oh racteristic of the immune response in the quantifiable immune 

sample to a co esponding characteristic of the immune response in a reference 

immune sa 	le obtained from a corresponding organ or tissue. 

58.  The m 	hod of claim 57, wherein the reference immune sample is obtained from 

the 'orresponding organ or tissue in the animal prior to the step of administering 

t - medicament. 
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59.  The method of claim 57, wherein the reference immune sample is obtained 	on 

the corresponding organ or tissue in a second animal. 

60.  The method of claim 57, wherein the animal has a cancer situated It the organ 

or tissue. 

61.  The method of claim 57, wherein comparing the characteris 'c of the immune 

response comprises comparing, in the quantifiable and reference immune 

samples, an indication of the numbers of any one or mere of the following cells: 

inflammatory monocytes, macrophages, CD11b+ G 	1+ cells, dendritic cells, 

CD11 c+ MHC class II+ cells, CD4+ T cells, CDB+ 	cells, or NK cells. 

62.  The method of claim 61, wherein the macro 	ages include any one or more of 

the following: Ml-like macrophages or M 	like macrophages. 

63.  The method of claim 62, wherein co 	paring the characteristic of the immune 

response comprises comparing 	hift in an activation state of macrophages. 

64.  The method of claim 63, wh rein the macrophages shift from being M2-like 

macrophages to being M -like macrophages. 

65.  The method of clai 	3, wherein the macrophages shift from being Ml-like 

macrophages to At- ng M2-like macrophages. 

66.  The method if claim 57, wherein comparing the characteristic of the immune 

response 	omprises identifying, in the quantifiable and reference immune 

samplz , cellular markers on any one or more of the following cells: 

infla' matory monocytes, macrophages, CD11 b+ Gr-1+ cells, dendritic cells, 

C a 11c+ MHC class II+ cells, CD4+ T cells, CD8+ T cells, or NK cells. 
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67.  The method of claim 66, wherein the macrophages include any one or more o 

the following: Ml-like macrophages or M2-like macrophages. 

68.  The method of claim 57, wherein comparing the characteristic of the I' mune 

response comprises identifying, in the quantifiable and reference i 	mune 

samples, cytokines produced by any one or more of the followin 	cells: 

inflammatory monocytes, macrophages, CD11 b+ Gr-l+ cells dendritic cells, 

CD11 c+ MHC class II+ cells, CD4+ T cells, CD8+ T cells, • 	NK cells. 

69.  The method of claim 68, wherein the macrophages i 	Jude any one or more of 

the following: Ml-like macrophages or M2-like ma,  ophages. 

70.  The method of claim 69, wherein the cytokin s are produced as a result of a 

shift in an activation state of the macroph- •es. 

71.  The method of claim 70, wherein th= macrophages shift from being M2-like 

macrophages to being Ml-like 	ophages. 

72.  The method of claim 70, wh rein the macrophages shift from being Ml-like 

macrophages to being M -like macrophages. 

73.  A method of select - y targeting an immune response to a cancerous tissue or 

an organ in an i • ividual, the method comprising: 

administering .. the subject a medicament comprising an effective amount of a 

pathogenic 1ntigenic composition, wherein the antigen composition may be 

pathoge' is in the specific cancerous organ or tissue of the individual and the 

antig: lc composition comprises antigenic determinants that together are 

sp 	fic for the pathogen. 
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A method of monitoring efficacy of a treatment regime in an indiv 	ual being 

treated for a cancer in a specific organ or tissue, the method c4mprising: 

measuring a characteristic of an immune response in a pos 	reatment immune 

sample obtained from the specific organ or tissue after th 	individual has been 

subject to the treatment regime for a period of time, w -rein: the presence of a 

characteristic of the immune response which is gre- er in magnitude than would 

be expected had the individual not been subject ts the treatment regime, is 

indicative of the efficacy of the treatment regim 	and the treatment regime 

comprises administering a preparation co m. ising one or more antigenic 

determinants of a microbial pathogen whir 	is pathogenic in the corresponding 

specific organ or tissue in a healthy sus ect. 

The method of claim 74 further co,  prising the steps of: 

measuring the characteristic of 	e immune response in a pre-treatment 

reference sample, wherein 	pre-treatment reference sample was obtained 

from the specific organ or ssue before, at the same time as or after 

commencement of the 	eatment regime, but prior to obtaining the post- 

treatment immune s- 	pie; and 

comparing the ch 	acteristic of the immune response in the pre-treatment and 

post-treatment 	mples; 

wherein an in rease in the magnitude of the immune response in the post- 

treatment i 	mune sample compared to the pre-treatment reference sample is 

indicativ 	of the efficacy of the treatment regime. 

Th 	method of claim 75, wherein measuring the characteristic of the immune 

response comprises determining the number of any one or more of the following 

cell types: of the following: monocytes, macrophages, CD11b+ Gr-1+ cells, 

dendritic cells, CD11 c+ MHC class II+ cells, CD4+ T cells, CD8+ T cells, or NK 

cells. 
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77.  The method of claim 75, wherein comparing the characteristic of the immune 

response comprises identifying, in the reference and immune samples, cellui 

markers on any one or more of the following cells: inflammatory monocyte , 

macrophages, CD11b+ Gr-1+ cells, dendritic cells, CD11c+ MHC class 	cells, 

CD4+ T cells, CD8+ T cells, or NK cells. 

78.  The method of claim 75, wherein comparing the characteristic • the immune 

response comprises identifying, in the reference and immun- samples, 

cytokines produced by any one or more of the following c- s: inflammatory 

monocytes, macrophages, CD11b+ Gr-1+ cells, dendri 	cells, CD11c+ MHC 

class II+ cells, CD4+ T cells, CD8+ T cells, or NK cel  

79.  The method of claim 78, wherein the cytokines =re produced as a result of a 

shift in an activation state of the macrophag 	. 

80.  The method of claim 79, wherein the 	crophages shift from being M2-like 

macrophages to being Ml-like macrophages. 

81.  The method of claim 79, wher n the macrophages shift from being Ml-like 

macrophages to being M2-I' e macrophages. 

82.  The method of claim 7:, wherein comparing the characteristic of the immune 

response comprise identifying, in the reference and immune samples, 

differential gene 	pression produced by any one or more of the following cells: 

inflammatory 	onocytes, macrophages, CD11b+ Gr-1+ cells, dendritic cells, 

CD11c+ M 	class II+ cells, CD4+ T cells, CD8+ T cells, or NK cells. 

83.  The 	-thod of claim 82, wherein the macrophages include any one or more of 

the ollowing: Ml-like macrophages or M2-like macrophages. 
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84. The method of claim 82, wherein the differential gene expression is produced 

a result of a shift in an activation state of the macrophages. 

85. The method of claim 84, wherein the macrophages shift from being M2 -P e 

macrophages to being M1-like macrophages. 

86. The method of claim 84, wherein the macrophages shift from be 	g M1-like 

macrophages to being M2-like macrophages. 

87. The method of any one of claims 1-5, where the specifi 	issue or organ is X 

the pathogen is selected from the group consisting of 

as 

and 

when X is: Y is one or more of: 

Skin Staphylococcus aureus, Beta 	emolytic streptococci group 

A, B, C and G, Corynebact ium diptheriae, 

Corynebacterium ulcera s, Pseudomonas aeruginosa 

rubeola, rubella, varic 	la-zoster, echoviruses, 

coxsackieviruses, - •enovirus, vaccinia, herpes simplex, 

parvo B19 

Soft tissue (i.e. 

fat and muscle) 

(e.g., sarcoma) 

Streptococcu pyogenes, Staphylococcus aureus, 

Clostridium perfringens, other Clostridium spp. 

influenza, coxsackieviruses 

Breast Stap 	lococcus aureus, Streptococcus pyogenes 

Lymph nodes: 

head and neck 

S taphylococcus aureus, Streptococcus pyogenes 

Epstein-Barr, cytomegalovirus, adenovirus, measles, 

rubella, herpes simplex, coxsackieviruses, varicella-zoster 

Lymph no 	s: 

axillae/ar 

Staphylococcus aureus, Streptococcus pyogenes 

measles, rubella, Epstein-Barr, cytomegalovirus, 

adenovirus, varicella-zoster 

316 

SHEET RULE 26 



WO 2012/012874 

Lymph nodes: 

mediastinal 
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viridans streptococci, Peptococcus spp., 

Peptostreptococcus spp., Bacteroides spp., Fusobacterium 

spp., Mycobacterium tuberculosis 

measles, rubella, Epstein-Barr, cytomegalovirus, varicella 

zoster, adenovirus 

Lymph nodes: 

pulmonary 

hilum 

Streptococcus pneumoniae, Moraxella catarrhalis, 

Mycoplasma pneumoniae, Klebsiella pneumonia:,  

Haemophilus influenza, Chlamydophila pneumoniae, 

Bordetella pertussis, Mycobacterium tuberc osis 

influenza, adenovirus, rhinovirus, corona 	rus, 

parainfluenza, respiratory syncytial vir s human 

metapneumovirus, coxsackievirus 

Lymph nodes: 

intra-abdominal 

Yersinia enterocolitica, Yersinia 	seudotuberculosis, 

Salmonella spp., Streptococc s pyogenes, Escherichia coil, 

Staphylococcus aureus, M 	obacterium tuberculosis 

measles, rubella, Epste 	-Barr, cytomegalovirus, varicella- 

zoster, adenovirus, i 	uenza, coxsackieviruses 

Lymph nodes: 

inguinal/leg 

Staphylococcus a eus, Streptococcus pyogenes 

measles, rubel! , Epstein-Barr, cytomegalovirus, herpes 

simplex 

Hematological 

(e.g. leukemias, 

multiple myeloma) 

Staphylococcus aureus, Streptococcus pyogenes, 

coagul 	e-negative staphylococci, Enterococcus spp., 

Esc erichia coli, Klebsiella spp., Enterobacter spp., Proteus 

sy ir 	Pseudomonas aeruginosa, Bacteroides fragilis, 

Streptococcus pneumoniae, group B streptococci 

rubeola, rubella, varicella-zoster, echoviruses, 

coxsackieviruses, adenovirus, Epstein-Barr, 

cytomegalovirus, herpes simplex 
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Bone Staphylococcus aureus, coagulase-negative staphylococci, 

Streptococcus pyogenes, Streptococcus pneumoniae, 

Streptococcus agalactiae, other streptococci spp., 

Escherichia coli, Pseudomonas spp., Enterobacter spp., 

Proteus spp., Serratia spp. 

parvovirus B19, rubella, hepatitis B 

Meninges Haemophilus influenzae, Neisseria meningitidis, 

Streptococcus pneumoniae, Streptococcus ag actiae, 

Listeria monocytogenes 

echoviruses, coxsackieviruses, other ent roviruses, mumps 

Brain Streptococcus spp. (including S. angi 	sus, S. constellatus, 

S. intermedius), Staphylococcus a 	eus, Bacteroides spp., 

Prevotella spp., Proteus spp., E 	herichia coil, Klebsiella 

spp., Pseudomonas spp., En 	robacter spp., Bonelia 

burgdorferi 

coxsackieviruses, echo 	ruses, poliovirus, other 

enteroviruses, mumps, herpes simplex, varicella-zoster, 

flaviviruses, bony- iruses 

Spinal cord Haemophilus i 	uenzae, Neisseria meningitidis, 

Streptococc 	pneumoniae, Streptococcus agalactiae, 

Listeria m nocytogenes, Borrelia burgdorferi 

coxsac ieviruses, echoviruses, poliovirus, other 

ent- oviruses, mumps, herpes simplex, varicella-zoster, 

fl,:iv iruses, bunyaviruses 

Eye/Orbit Staphylococcus aureus, Streptococcus pyogenes, 

Streptococcus pneumoniae, Streptococcus milleri, 

Escherichia coil, Bacillus cereus, Chlamydia trachomatis, 

Haemophilus influenza, Pseudomonas spp., Klebsiella 

spp., Treponema pallidum 
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adenoviruses, herpes simplex, varicella-zoster, 

cytomegalovirus 

Salivary glands Staphylococcus aureus, viridans streptococci (e.g., 

Streptococcus salivarius, Streptococcus sanguis, 

Streptococcus mutans), Peptostreptococcus spp., 

Bacteroides spp., and other oral anaerobes 

mumps, influenza, enteroviruses, rabies 

Oral Prevotella melaninogenicus, anaerobic strept• occi, 

viridans streptococci, Actinomyces spp., 

Peptostreptococcus spp., Bacteroides sii.., and other oral 

anaerobes 

herpes simplex, coxsackieviruses, 	pstein-Barr 

Tonsil Streptococcus pyogenes, Group 	and G B-hemolytic 

streptococci 

rhinoviruses, influenza, co onavirus, adenovirus, 

parainfluenza, respirato, 	syncytial virus, herpes simplex 

Sinus Streptococcus pneu oniae, Haemophilus influenza, 

Moraxella catarrh is, a-streptococci, anaerobic bacteria 

(e.g., Prevotell 	spp.), Staphylococcus aureus 

rhinoviruses influenza, adenovirus, parainfluenza 

Nasopharynx Streptoco cus pyogenes, Group C and G B-hemolytic 

strepto occi 

Mint iruses, influenza, coronavirus, adenovirus, 

parainfluenza, respiratory syncytial virus, herpes simplex 

Thyroid Staphylococcus aureus, Streptococcus pyogenes, 

Streptococcus pneumoniae 

mumps, influenza 

Larynx Mycoplasma pneumoniae, Chlamydophila pneumoniae, 

Streptococcus pyogenes 
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rhinovirus, influenza, parainfluenza, adenovirus, corona 

virus, human metapneumovirus 

Trachea Mycoplasma pneumoniae 

parainfluenza, influenza, respiratory syncytial virus, 

adenovirus 

Bronchi Mycoplasma pneumoniae, Chiamydophila pneumoni 	, 

Bordetella pertussis, Streptococcus pneumoniae, 

Haemophilus influenzae 

influenza, adenovirus, rhinovirus, coronavirw, 

parainfluenza, respiratory syncytial virus, 	uman 

metapneumovirus, coxsackievirus 

Lung Streptococcus pneumoniae, Morax 	a catarrhalis, 

Mycoplasma pneumoniae, Klebs.-Ila pneumoniae, 

Haemophilus influenza 

influenza, adenovirus, res.' atory syncytial virus, 

parainfluenza 

Pleura Staphylococcus aura ds, Streptococcus pyogenes, 

Streptococcus pn- moniae, Haemophilus influenzae, 

Bacteroides fra&ilis, Prevotella spp., Fusobacterium 

nucleatum, 	-ptostreptococcus spp., Mycobacterium 

tuberculosis 

influen a, adenovirus, respiratory syncytial virus, 

par- nfluenza 

Mediastinum ' idans streptococci, Peptococcus spp., 

Peptostreptococcus spp., Bacteroides spp., Fusobacterium 

spp. 

measles, rubella, Epstein-Barr, cytomegalovirus 
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Heart 	 i Streptococcus spp. (including S. mitior, S. bovis, S. 

sanguis, S. mutans, S. anginosus), Enterococcus spp., 

Staphylococcus spp., Corynebacterium diptheriae, 

Clostridium perfringens, Neisseria meningitidis, Sa!mono 

spp. 

enteroviruses, coxsackieviruses, echoviruses, polio 	rus, 

adenovirus, mumps, rubeola, influenza 

Esophagus Actinomyces spp., Mycobacterium avium, Mycobacterium 

tuberculosis, Streptococcus spp. 

cytomegalovirus, herpes simplex, varice a-zoster 

Stomach Streptococcus pyogenes, Helicobact 	pylori 

cytomegalovirus, herpes simplex, - pstein-Barr, rotaviruses, 

noroviruses, adenoviruses 

Small bowel Escherichia coli, Clostridium ifficile, Bacteroides fragilis, 

Bacteroides vulgatus, Bac eroides thetaiotaomicron, 

Clostridium perfringens, Salmonella enteriditis, Yersinia 

enterocolitica, Shige a flexneri 

adenoviruses, as oviruses, caliciviruses, noroviruses, 

rotaviruses, c 	.megalovirus 

Colon/Rectum Escherichia 	oli, Clostridium difficile, Bacteroides fragilis, 

Bacteroil-s vuigatus, Bacteroides thetaiotaomicron, 

Clostridium perfringens, Salmonella enteriditis, Yersinia 

ent: .colitica, Shigella flexneri 

enoviruses, astroviruses, caliciviruses, noroviruses, 

rotaviruses, cytomegalovirus 

Anus Streptococcus pyogenes, Bacteroides spp., Fusobacterium 

spp., anaerobic streptococci, Clostridium spp., E. coli, 

Enterobacter spp., Pseudomonas aeruginosa, Treponema 

pallidum 

herpes simplex 
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Perineum Escherichia coil, Klebsiella spp., Enterococcus spp., 

Bacteroides spp., Fusobacterium spp., Clostridium spp., 

Pseudomonas aeruginosa, anaerobic streptococci, 

Clostridium spp., E. coli, Enterobacter spp. 

herpes simplex 

Liver Escherichia coil, Klebsiella spp., Streptococcus (angi 'sus 

group), Enterococcus spp., other viridans streptoco' ci, 

Bacteroides spp. 

hepatitis A, Epstein-Barr, herpes simplex, mu,  ps, rubella, 

rubeola, varicella-zoster, coxsackieviruses adenovirus 

Gallbladder Escherichia coli, Klebsiella spp., Enterobacter spp., 

enterococci, Bacteroides spp., Fuso..cterium spp., 

Clostridium spp., Salmonella ente ditis, Yersinia 

enterocolitica, Shigella flexneri 

Biliary tract Escherichia coli, Klebsie 	spp., Enterobacter spp., 

Enterococci spp., Ba 	roides spp., Fusobacterium spp., 

Clostridium spp., Silmonella enteriditis, Yersinia 

enterocolitica, S igella flexneri 

hepatitis A, 	•stein-Barr, herpes simplex, mumps, rubella, 

rubeola, v ncella-zoster, cocsackieviruses, adenovirus 

Pancreas Escher' hia colt; Klebsiella spp., Enterococcus spp., 

Pse •omonas spp., Staphylococcal spp., Mycoplasma 

s..., Salmonella typhi, Leptospirosis spp., Legionella spp. 

mumps, coxsackievirus, hepatitis B, cytomegalovirus, 

herpes simplex 2, varicella-zoster 

Spleen Streptococcus spp., Staphylococcus spp., Salmonella spp., 

Pseudomonas spp., Escherichia coli, Enterococcus spp. 

Epstein-Barr, cytomegalovirus, adenovirus, measles, 

rubella, coxsackieviruses, varicella-zoster 

322 

SUBSTITUTE SHEET (RULE 26) 



WO 2012/012874 

Adrenal gland Streptococcus spp., Staphylococcus spp., Salmonella spp., 

Pseudomonas spp., Escherichia coli, Enterococcus spp. 

varicella-zoster 

Kidney Escherichia coli, Proteus mirabilis, Proteus vulgatus, 

Providentia spp., Morganella spp., Enterococcus faecalis 

Pseudomonas aeruginosa 

BK virus, mumps 

Ureter Escherichia coli, Proteus mirabilis, Proteus vulg 	us, 

Providentia spp., Morganella spp., Enterococ 	s spp. 

Bladder Escherichia coli, Proteus mirabilis, Prot: s vulgatus, 

Providentia spp., Morganella spp., E 	erococcus faecalis, 

Corynebacterium jekeum 

adenovirus, cytomegalovirus 

Peritoneum Staphylococcus aureus, Streptococcus pyogenes, 

Streptococcus pneumoni 	Escherichia coli, Klebsiella spp., 

Proteus spp., Enterococci spp., Bacteroides fragilis, 

Prevotella melanin..enica, Peptococcus spp., 

Peptostreptococ' us spp., Fusobacterium spp., Clostridium 

spp. 

Retroperitoneal 

area 

Escherichia coli, Staphylococcus aureus 

Prostate E cherichia coli, Klebsiella spp., Enterobacter spp., Proteus 

mirabilis, Enterococci spp., Pseudomonas spp., 

Corynebacterium spp., Neisseria gonorrhoeae 

herpes simplex 

Testicle Escherichia coli, Klebsiella pneumoniae, Pseudomonas 

aeruginosa, Staphylococcus spp., Streptococcus spp., 

Salmonella enteriditis 
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mumps, coxsackievirus, lymphocytic choriomeningitis vir s 

Penis Staphylococcus aureus, Streptococcus pyogenes, 

Neisseria gonorrhoeae, Treponema pallidum 

herpes simplex, human papillomavirus 

Ovary/Adnexae Neisseria gonorrhoeae, Chiamydia trachomati , 

Gardenerella vaginalis, Prevotella spp., Ba 	eroides spp., 

Peptococcus spp. Streptococcus spp., Escherichia coli 

Uterus Neisseria gonorrhoeae, Chlamydia rachomatis, 

Gardenerella vaginalis, Prevotell, spp., Bacteroides spp., 

Peptococcus spp., Streptococr us spp., Escherichia coil 

Cervix Neisseria gonorrhoeae, rhlamydia trachomatis, 

Treponema pallidum 

herpes simplex 

Vagina Gardenerella va malls, Prevotella spp., Bacteroides spp., 

peptococci sp,., Escherichia colt, Neisseria gonorrhoeae, 

Chlamydia rachomatis, Treponema pallidum, 

herpes s:.. plex 

Vulva Stap 	lococcus aureus, Streptococcus pyogenes, 

Tr- •onema pallidum 

erpes simplex 
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