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A requisite role for induced regulatory T cells in tolerance based on expanding antigen receptor diversity.

Simpson F'M, Gorski J, Salzman MH HessnerMJ, Chatna TA .".f|ll|ams CB.
Section of Rheumatology, Department of Pediatrics, Medical College of Wisconsin, Milwaukee, Wl 53225 USA.

Abstract

Although both natural and induced regulatory T (nTreg and iTreg) cells can enforce tolerance, the mechanisms underlying their synergistic actions
have not been established. We examined the functions of nTreg and iTreg cells by adoptive transfer immunotherapy of newborn Foxp3-deficient mice.
As monotherapy, only nTreg cells prevented disease lethality, but did not suppress chronic inflammation and autcimmunity. Provision of Foxp3-
sufficient conventional T cells with nTreg cells reconstituted the iTreg pool and established tolerance. In turn, acute depletion of iTreg cells in rescued
mice resulted in weight loss and inflammation. Whereas the transcriptional signatures of nTreg and in vivo-derived iTreg cells were closely matched,
there was minimal overlap in their T cell receptor (TCR) repertoires. Thus, iTreg cells are an essential nonredundant regulatory subset that
supplements nTreg cells, in part by expanding TCR. diversity within regulatory responses.

Copyright @ 2011 Elsevier Inc. All rights resemved.
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Development and validation of a model to predict advanced fibrosis in chronic hepatitis B virus-infected
patients with high viral load and normal or minimally raised ALT.

Park 3H, Kim CH, Kim DJ, Cheong JY, Cho 3W, Hwang SG, Lee YJ, Cho M, Yang JM, Kim YB.

Department of Internal Medicine, Inje University Haeundae Paik-Hospital, Busan, Korea.

Abstract

BACKGROUMNDIAIN S: Treating a group of chronic hepatitis B virus (HBV)-infected patients with high viral load and advanced fibrosis or cirrhosis,
regardless of their serum alanine aminotransferase (ALT) levels, is recommended. The aim of this study was to derive and validate a model to predict
advanced fibrosis in a cohort of patients with viral replication and normal or minimally raised ALT [ALT = 2 = upper normal limit {UMNL)].

METHODS: Information was collected from 124 patients who underwent liver biopsy. The diagnosticvalue of predictors was judged using multivariate
logistic modeling and area under the receiver operating characteristic curves (ROC area).

RESULTS: Advanced fibrosis (F23 or F4 on METAVIR scoring schema) was diagnosed in 45.7% (95% CI, 34-57.4%) of the patients of the derivation set
(70 patients) and in 37% (95% CI, 24 .2-49.9%) of the validation set (54 patients). In the derivation set, age and aspartate aminotransferase (AST) were
independent clinical predictors of advanced fibrosis. The ROC areas ofthis Age-AST model were 0.8 (95% CI, 0.7-0.9) in the derivation set and 0.82
(95% Cl, 0.71-0.93) in the validation set, respectively. Without missing a single case, this model identified 11 patients (20%) without advanced fibrosis
in the validation set.
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