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Sl 7 Immunologic Considerations: Interference-in Combination Vaccines
- Steven Block, MD,* Kaiser Permanerite- Vaccing Study Center, Ookland, (A

Since 1988, the number of injections af each visitin early childhood has risen from one per
visit to:up fo fotr per visit. Wish the advent of pneumococcal and meningococce] vacans,
there is the: potentiol for this fo rise stll further. Combinarion vacgnes that offer the
convenience:of reducing the number of injections per visit fo.one or twao offer increased
convenience and more:probable physician-and pasent:compliance with immunization:
schedules. Howsver, when anfigens are combined:ammuriologic inferference con be observed
which could compromise the ability of the vaccine to provide profection: Interference has been
observed:fo.date with several combinations. The significance of the Jeval of intetference
oserved is often not known. However, review of the kinefics of bacterial infection and the
immune tesponse suggest that immunologic inferfererice that reduces the number of children

 who athisve accepted-thresholds of itibody-concentration may. put children of increased risk
of infection: Uinless spetific conelaves of profection are available, the use of combination
voccines with deciensed immunogenicity méy nose an inereased-risk of vaccine fuilure and of
diseasa in. hildren: ‘ L

S] 8Me¢hunisms of Immune Evasion
Peter L. Nara,* Research and Development, Biological Mimetics, Inc., Frederick, MD

21701

In this introductory period an overview of the phenomena known as “Decepfive Imprinting”
will be discussed. Subsequent speakers who are advancing this area of research will be
providing updates 1o their research. At the heart of the matter appears to be @ mechanism(s)
whereby eanually reoccurring or chronicactive microbes including cancer cells that have
evolved o means of not inducing a durable and broadly protective immune response following
natural infection. This appears to be accomplished through one or more of the following
mechanism(s) responsible for Deceptive Imprinfing: genetic instability /antigenic variation/
crossteactive immunodominant, type-restricted, non-protective or misdirected immune
responses, immune dystegulating, diseose-enhancing, and/or auto-immunity. These types of
acute phase or immune responses appear to short circuit the more conventional primary/
secondary responses that are polyclonal in nature, directed at multiple different epitopes,
undergo affinity maturation ond lead to specific memory. Examples of how it complicates
current conventional vaccine design and technological advances to circumvent it will be the
focus of the session.

SI 9A Critical Role of the Intestinal Flora in Murine Leishmaniasis
Vilarie Juli. Stephen | McSorley;. Sabrin Schillng, Lourent Malherbe, Nicolos
Glaichenhaus, * Cenire Narional de Io: Recherche Scientifigue, University of Nice,
06560 Valbonne, Fronce
Susceptibility of BALB /¢ mice 1o Leishmunio-major infection depends on the rapid production
of interleukin-4 (1-4) by CD4" T-cells that react fo a:single porasite antigen (ie., LACK)."” We
have shown that. tACKreactive cells have been simulated:prior to infection by mimicry
peptides which are derived from bocterial antigens of the intesfinl flora. Indeed,
decontamination of the digestive fract with anfibiotics prevents both the development of
memory/effector 1ACKeactive T cells and their eqtly activation following infection. Moreover,
T.celis from-antibiofictrented BALB /¢ mice are nable fo'fransfer susceptibility when
adoptively transterred ifto-stid recipients. Thus. molecular mimicry between: porasitederived
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52 OImmunodominnnce and Immune Response to Tumor Anfigens
H. Schreiber,* P. A. Monach, J. L. Utban, R. D. Worizel, C. Von Waes, Deparfment
of Pathology, University of Chicago, Chicago, IL 60637 and Head/Neck Surgery
Branch, NIH/NIDCD, Rockville, MD 20850

Variant cancer cells thet arise from the parent tumor during tumor progression can escape
immunity by losing some antigens, but these variants refain other anigens. We have mixed
highly immunogenic (A"B*) murine porental concer cells with less immunogenic (AB*) variant
cancer cells to construct o model of a concer containing escape variants. When such mixtures
of cells were injected into normal mice, the variant cells grew out becouse immune
responsiveness fo the B antigen on the variant was hindered by dominance of the A anfigen
on the surounding parental tumor cells. However, A" variant cefls inoculated alone af o
seporate site induced B speciic cyfolytic T cells and were rejected. Moreover, mice immunized
with AB cells rejected a chellenge which contained o mixturs of veriant and parental cancer
cells, while immunization with A*B* cells was ineffective. Thus, variant tumor cells selected
from parental fumor cells by cyfolytic T cells i vitro can be used to induce protective immunity
against variants expected to escape tumor immunity i vivo. These results indicate that
vaccination with individual anfigens ot seporate sites, fother than with muliiple antigens o one
sife, moy be needed fo prevent escape of fumor cels or infectious organisms. (Tissue Antigens
47:399-407, 1996)




