'.) Check for updates

Correspondence

To the editor:

Granulocyte colony-stimulating factor mobilization alters dendritic cell cytokine production
and initiates T helper 2 polarization prior to host alloantigen presentation

The recent paper by Arpinati et'atlegantly demonstrates that theresponsible for the initiation of GVHDIn their model, inactiva-
numbers of T helper 2—inducing dendritic cells (pre-DC2s) at@n of host APCs prevented GVHD despite the presence of
increased in granulocyte colony-stimulating factor (G-CSF)aumerous donor APCs.

mobilized allografts. Pre-DC2s on subsequent activation lead to Therefore, in addition to the extremely important findings by
polarization of naive CD4 T cells toward a Th2 phenotype. In th&rpinati et al that increased DC2s after G-CSF mobilization lead to
accompanying Focus on Hematology article, Liu and Blonirh2 production, the above studies suggest that host alloantigens are
suggest that acute graft-versus-host disease (GVHD) may &t required for DC2s actions on helper T cells. Itis likely that host
diminished due to activation of donor DC2s by host alloantigeraloantigens further activate pre-DC2s and promote rather than
resulting in Th2 production. Missing from Liu and Blom’s articleinitiate the ongoing Th2 proliferation, leading to reduced severity
and in their accompanying figure, however, is the information thaf acute GVHD.

Th2 polarization is initiated in the donor, prior to host alloantigen Viiay Reddy

activation of pre-DC2s. Division of Hematology/Oncology and BMT

Our following recent findings on the effects of G-CSF on  Department of Medicine
dendritic cell cytokine profifeand other studies on GVHD may  University of Florida College of Medicine
clarify the timing of donor Th2 differentiation and the role of host = Gainesville, Florida
antigen-presenting cells (APCs) in GVHD:

1. We have recently demonstrated that G-CSF—mobilized D&eferences
produce less interleukin-12 (IL-12) in response to endotoxin @r Arpinati M, Green C, Heimfeld S, et al. Granulocyte-colony stimulating factor
Iipopolysaccharide (LPS) Compared with unmobilized B@Ge- mobilizes T helper 2-inducing dendritic cells. Blood. 2000;95:2484-2490.

_ ; R R i fi~n2.  LiuY-J, Blom B. Introduction: TH2 inducing DC2s for immunotherapy. Blood.
cause IL-12 secretion _by DCs is ce_ntrgl to Thl d|fferenyaf|on, 2000:95:2482-2453.
reduced IL-12 prOdUCtlon by DCs is “kely the mechanism b¥. Reddy V, Hill GR, Pan L, et al. G-CSF modulates cytokine profile of dendritic
which ndve T cells are polarized toward a Th2 phenotype. cells and decreases acute graft-versus-host disease through effects on the do-

2. G-CSF-mobilized DCs have an altered response to LPS nor rather than the recipient. Transplantation. 2000;69:691-693.

Iti . d | ft is fagt 4. Rissoan MC, Soumelis V, Kadowaki N, et al. Reciprocal control of T helper cell
resuiing in a ;uppresge release o urlnor. nequSIS .aE or and dendritic cell differentiation. Science. 1999;283:1183-1186.
(TNFa).2 TNFa is a key inflammatory cytokine implicated in thes, i gRr, Ferrara JLM. The primacy of the gastrointestinal tract as a target organ
activation of DCs and in the etiology of acute GVHD5 of acute graft-versus-host disease: rationale for the use of cytokine shields in

3. Itis well established from experimental GVHD models that allogeneic bone marrow transplantation. Blood. 2000;95:2754-2759.

. . . ? Pan L, Delmonte J Jr, Jalonen CK, Ferrara JLM. Pretreatment of donor mice
G-CSF polarlzes donor T cells toward a Th2 phenotype prior 10yt granulocyte colony stimulating factor polarizes donor T lymphocytes to-

entering the host and before any activation of donor DC2s by host ward type 2 cytokine production and reduces severity of experimental graft-
aIIoantigen§'5 versus-host disease. Blood. 1995;86:4422-4429.

N . . 7. Shlomchik WD, Couzens MS, Tang CB, et al. Prevention of graft-versus-host
4. Flna“y' Shlomchick et al have recently demonstrated in a disease by inactivation of host antigen presenting cells. Science. 1999;285:

murine transplant model that host APCs, and not donor APCs, are 412-415.
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