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To the editor:

Homogeneous expression of CXC chemokine receptor 4 (CXCR4) on G-CSF—mobilized peripheral
blood CD34 * cells

We read with interest the article by Chelucci et!akporting ona more immature subset of circulating progenitors (CIH3LA-
chemokine receptor 4 (CXCR4) mRNA and protein expression @R~); similarly, Ruiz et al recently confirmed the presence of
about 50% of steady-state circulating CD32klls. This expression primitive CD34"/CD90"/CXCR4" cells among steady-state circu-
pattern was coincident with that observed in resident normiating precursoré.The above-mentioned discrepancies between
CD34" cells from bone marrow, where CXCR4 was found oi€XCR4 expression patterns in marrow versus steady-state and
approximately 40% of CD34 progenitors; moreover, bone mar- G-CSF-exposed circulating precursors recall previous findings on
row CD34'CXCR4  and CD34CXCR4" cells differ in their peripheral CD34 progenitors that homogeneously express
colony-forming potential, with CD34CXCR4" cells originating CD33 and CD38 antigens, unlike bone-marrow-resident CD34
from CD34"CXCR4 cells and having the capacity to proliferatecells, whose antigens, to the contrary, identify distinct func-
and differentiate into B and T lymphocytes in vitro, but beingional subsets.

incapable of forming myeloid progeny in serum-free culture To settle the apparent inconsistency of available data on
systems. From these data on steady-state hematopoiesis, it ca@KER4 expression on human CD3grecursors, we examined the
asserted that CD3€XCR4 cells represent a more primitive expression of CXCR4 protein on highly purified G-CSF-mobilized
subset compared with CD3ZXCR4" cells, which have already peripheral blood CD34 cells from 7 patients with hematological
initiated their commitment toward the lymphoid lineag€urther malignancies. Moreover, CXCR4 expression was evaluated during
investigations identified the expression of mRNA for CXCR4 itthe differentiation of those CD34cells along the erythroid (E),
about 80% of samples of highly enriched CD3zElls collected by granulocytic/monocytic (GM), and megakaryocytic (MK) lineages
leukapheresis after G-CSF—supported cytotoxic chemothérapy. in liquid culture; details on cell culture methodology have been
that study, apparently in contrast with CXCR4-expression patteatready publishe@? Aliquots of unfractionated peripheral blood
on marrow resident precursors, CXCR4 was found predominanflyogenitor cells (PBPC) or purified/cultured CD34ells were
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incubated with a phycoerythrin (PE)-conjugated anti-CXCR4 monsignificance of CXCR4 on G-CSF-mobilized cells compared with
clonal antibody (mAb) (12G5 clone, Pharmingen, San Diego, CApne marrow CD34 cells is further suggested by the finding of
and were costained with fluorescein isothyocyanate (FITC3imilar CXCR4 levels on CD34CD105" and CD34CD105 cell
conjugated mAb directed against CD34, CD33, CD61, CD105, asdbsets, which represent functionally distinct subpopulations of
glycophorin-A8 circulating progenitor§.” Following the observation that CXCR4

CD34" cells mobilized by chemotherapy and G-CSF homogenight be required for the migration of CD34rogenitor cells from
neously expressed CD33, CD13, and HLA-DR antigens, thtise fetal liver to the bone marrow microenvironment during fetal
confirming previous observations (Figure, ALXCR4 was ex- development, the dynamic alterations of CXCR4 expression on
pressed on the majority of circulating G-CSF—mobilized CD34human CD34 hematopoietic progenitors during growth factor-
cells (90%, range 86 to 93). CD34ells were next fractionated induced mobilization compared with steady-state hematopoiesis
into a CD105 and a CD105 population, as previously descrifed could confer an enhanced homing capacity and deserve further
surprisingly, no differences in CXCR4 expression levels welavestigation.
detected when comparing the 2 cell subsets90% CXCR4;

Flgl.“’e’ B). Coreceptor expres_.c,lon W‘T’ls.also investigated during Sergio Rutella, Luca Pierelli, Giuseppina Bonanno, Giovanni Scambia,
unilineage E, GM, and Mk differentiation pathways. CXCR4  Giuseppe Leone, and Carlo Rumi
expression was rapidly down-regulated during erythroid differentia- Departments of Hematology and Gynecology
tion, and a negligible percentage of glycophorin-gells were Catholic University School of Medicine
found to coexpress CXCR4 after 7 days of cultureq%). CXCR4 Rome, lialy
levels moderately decreased along the GM pathway; conversely,
high levels of coreceptor were found in Mk cultures, and increasing
CD61 stglnlng intensities were associated with increasing CXCI'ﬁeferenceS
levels (Figure, C). ) _ ) o .
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To the editor:

High incidence of symptomatic cytomegalovirus infection in multiple myeloma patients
undergoing autologous peripheral blood stem cell transplantation

Holmberg et &l report on 268 cases of malignant diseases treatdisease and 4 of them died. In univariate and multivariate analysis,
with autologous peripheral blood stem cell transplantatioonly CD34 selection was significant for the development of CMV
(APBSCT); an increased incidence of cytomegalovirus (CM\Wisease. Holmberg et 'ahypothesize that the delayed immune
disease was observed in patients who had autologous €D34constitution observed after the infusion of CD34-selected cells
selected cell infusion: 7 out of 31 cases (22.6%) developed CMKcreases susceptibility to CMV infection and disease.



