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REGIONAL CORRESPONDANT MARITIME 
RESF.AKCII PH.O.IECTS: 

MD Associate Professor, Pediatrics and Microbiolo Andrew C, lssekutz, • •, gy 

d elements in the blood interact with the Durin£ acute inflammation forme rs sometimes resulting in vascular and 
microvascular wall and chemical medtatoe mechanisms of iojury during 
tissue injury. We are investigating th d i bial stimuli A variety of in 
i fl i d d b i nological an m cro · • -n amma7ion n uce Y mmu antitate inflammation and evaluate, 
vivo radioisotope techniques are used to qu the contribution of various 
using pharmacological and immunological agents, latelet -f~tetactions with 
inflammatory mediators in neutrophil, monocyte, p les in the development of 
microvasculature at inflammatory sites and their rod in vascular endothelial vascular injury. These in vivo events are dissecte us g 
cell cultures in which the aciherence of leukocytes to end0theliu:, d 1 vitro 
transendothelial migration and endothelial cell injury are repro uce T --r-' 
Current work includes: a) isolation and analysis of the mechanisms O act on 
of a novel 45 K dalton macrophage cytokine produced by rabbit and human i 
macrophages which is active in inducing neutrophil infiltration into tissues n 
response to the endotoxin of gram negative bacteria; b) determination of the 
role of this cytokine vis a vis other cytokines e.g. IL-1, TNF in vascular 
injury during tissue inflammation induced by gram negative bacteria and their 
role in leukocyte sequestration in the lungs during bacteremia - endotoxemia; 
c) the use of pharmacological probes and anti-inflammatory agents (e.g. 
platelet activating factor antagonists, lipoxygenase-cyclooxygenase inhibitors, 
corticosteroids, 02 radical scavengers, novel protease and complement 
inhibitors) to evaluate in vivo the contribution of various mediator systems to 
inflammation and injury In Immune complex vasculitis, bacterial, cytokine and 
chemotactic factor induced reactions; d) with Thomas Issekutz, analysis of 
the role of cytokines in regulation of neutrophil and lymphocyte migration into 
arthritic joints in an animal model of human arthritis, 

Thomas B, Issekutz, M,D., Associate Professor, Pediatrics and Microbiology 

One of the hallmarks of chronic inflammation is the presence of large 
numbers of lymphocytes and macrophages in the inflammed tissues, Although 
considerable information exists on the migration of neutrophils and monocytes 
into acute and chronic inflammatory sites, much less is known about the factors 
controlling the recruitment of lymphocytes into these tissues, 

Our goal has been to dissect the events leading to the accumulation of 
lymphocytes, A model for studying the migration of radiolabelled lymphocytes 
into cutaneous inflammatory sites induced by delayed type hypersensitivity 
reactions, viral infection or gram negative bacterial endotoxin was developed 
in the rat. Our studies have shown that a subset of nall T cells 
preferentially accumulated in these cutaneous lesions rather than migrating 
from the blood into lymphoid organs, These "inflammatory-site-seeking" 
lymphocytes migrated into the skin in response to the cytokines interferon-a/S, 
interferon-Y, tumor necrosis factor alpha and beta, but not to the interleukins 
1 or 2. Furthermore, lFN..a/B stimulated the accumulation of T cells in viral 
induced reactions, IFN-y mediated migration to DTH reactions, and TNFa acting 
synergistically with the lFNs appeared to mediate lymphocyte recruitment by 
endotoxin, Lymphocyte adherence to microvascular endothelial cells in vitro 
has demonstrated that stimulation of endothelium with the same cytokineswhich 
induced migration in vivo caused a selective adherence of the "ir.flammatory­
site-seeking" lymphocyte subset. Monoclonal antibodies which block this 
adhesion have bP~n produ~ed and are being used to delin~~te the rece~tors 
involved in in vitro adherence and in vivo migration to ·inflammation. These 
antibodies are a'Isobeing employed to further characteri.ze the "inflammatory­
site-seeking" lymphocyte subpopulation at the cellular and molecular levels, 

The study of the inflammatory reaction induced by chronic Pseudomonas 
aeruginosa lung infection in the rat as a model of Cystic Fibrosis is another 
area of our investigations, The objective is to evaluate the role of cytokines 
in the chronic pulmonary inflammation, Finally, we are collaborating with 
Andrew lssekutz on studies of "joint inflammation in a rat model of arthritis, 



DALHOUSIE UNIVERSITY 
FELLOWSHIP/STUDENTSHIP IN IMMUNOLOGY 

Applications are invited from M.D. or Ph.D. candidates and 
graduate students for research training in the immunology and i11DDuno­
pharmacology of acute and chronic inflammation. In vitro-cellular 
and hybridoma techniques and in vivo models of hu;;n inflammatory 
diseases are employed. In training salary support is available. 
Address inquiries to Dr. Andrew C. Issekutz, Department of Pediatrics, 
Infection and Immunology Research Laboratory, I.W.K. Children's 
Hospital, 5850 University Avenue, Halifax, Nova Scotia, B3J 3G9, Canada. 
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L'INSTITUT ARMAND-FRAPPIER 
1938-1988 
Une univer1ite de recherche au service de la aante publique 
depuis 50 ans. 
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moleculaires de diagnostic. 
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RICK MILLER CHOSEN FOR 1989 CINADER LECTURESHIP 

The selection of Dr. Rick Miller as the Third Annual Bernhard Cinader Lecturer 

is a signal honour for a gifted scientist end for a geographic centr.~: of talent 

and imagination. Dr. Miller is the first and present Chairman of the Department 

of Immunology at the University of Toronto. He is credited with a series of 

important achievements towards our understanding of Immune regulation. a topic 

that is inherent in the scientific contributions that have led to the foundation 

o'f the lectureship. Dr. Cinader's early work established how the state of immuno­

logical tolerance to a self protein influences the antibody response to an injected 

structurally related non-self (foreign) protein. Dr. Miller's contribution to this 

field is an analysis of self-reactive T cells which may stabilize the state of immu­

nological tolerance. He refers to these white blood cells as veto cells because 

they veto the action of cells that could destroy foreign grafted tissue. Rick 

Miller has not only contributed to scientific progress but has also played an impor­

tant role in national and international scientific exchanges. He acted as Chairman 

of the Program Committee of the 6th International Congress of Immunology 

and edited with Cinader "Progress in Immunology VI". The great success of this 

congress and of this influential book has increased the already high world esteem 

for Canada's immunology. 

RICK MILLER CHOISI C0MME CONFERENCIER CINAOER 1989 

Le choix du Dr Rick Miller comme troisieme conferencier Bernhard Cinader 

est un hommage autant pour ce chercheur doue que pour fa communaute immuno­

fogi que de Toronto. Le Dr Miller est le premier directeur du Departement d'fmmu­

nofogy de l'Universite de Toronto. Par de nombreuses realisations. if a apporte 

une contribution majeure a la comprehension de f'immunoregufation. un sujet 

eminemment pertinent a f'esprit des conferences Bernhard Cinader. Les premiers 

travaux du Dr Cinader avaient demontre comment un etat de tolerance immuno­

fogique a une proteine du soi pouvait influencer la reponse humorafe centre une 

proteine etrangere. La contribution du Dr Miller a ce domaine a ete d'analyser 

les cellules T auto-reactives qui stabifisent l'etat de tolerance immunologique. 

II a appefe ces globules bfancs des "cellules veto" ce qui definit bien leur propriete 

de s'opposer a f'action des cellules qui rejettent les greffes. Rick Miller a non 

seufement contribue au progres de la science mais ii a aussi joue un role important 

au plan des echanges scientifiques nationaux et internationaux. II fut president 

du comite de programme du 6ieme congres international d'lmmunologie dent 

ii edita. avec le Dr Cinader. les compte-rendus "Progress in Immunology VI". 

Le grand succes de ce congres et de ce livre a contribue a soul igner le calibre 

mondial de la recherche en lmmunologie au Canada. 
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