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Letter by Asosingh et al Regarding Article,
“Circulating Endothelial Progenitor Cells in
Patients With Eisenmenger Syndrome and
Idiopathic Pulmonary Arterial Hypertension”
To the Editor:

Diller and colleagues' report a decrease in circulating progenitor
cells and a trend of increased colony-forming units endothelial-like
cells in idiopathic arterial hypertension compared with healthy
controls. This is an interesting article in light of other reports,
including 1 by our group, which report that circulating CD34%/
CD133" and colony-forming units endothilial-like cells are increased
in idiopathic pulmonary arterial hypertension.>* Given this disparity,
clarification of technical aspects related to the way in which the
circulating progenitor cells were enumerated by Diller et al' would
help in understanding the differences in the data. The authors report
that mononuclear cells were separated and isolated by Ficoll sepa-
ration and by centrifugation with Vacutainer (Becton Dickinson,
San Jose, Calif) cell preparation tubes in the Diller study. However,
it is not clear if the use of these different isolation steps yield similar
numbers of (rare) precursor cells. In addition, the fluorescence-acti-
vated cell-sorting analysis was based on 100 000 lymphomonocytic
events, which means that some of the fluorescence-activated cell-
sorting analyses with low numbers of progenitors (0.01%) are based
solely on 10 positive events. It is conceivable that accuracy and
reproducibility of this isolation approach, as well as data, may be
compromised with such low numbers of positive events. Moreover,
information about signal-to-noise ratio, critical in the analysis of rare
events, is also missing. Furthermore, the authors corrected the
percentage of precursor cells for the number of lymphomonocytic
cells in the same subject, making it difficult to compare findings
across studies of progenitors, because there may be interindividual
variations in the total lymphomonocytic counts that would alter the
results relative to quantification of rare circulating cells. For a
generalized interpretation of the data, it would be helpful to know what
the differences were in the lymphomonocytic counts and the actual
percentage of progenitor cells present in blood without the nonstandard
correction for lymphomonocytic cells. Finally, the quantification of
circulating CD34"/CD133" cells does not usually include the subclas-
sification by CD45 positivity,* because these cells are nearly all
angiogenic hematopoietic cells and by definition all CD45".4 Thus,
presentation of the total population of CD34"/CD133" cells in blood
would be helpful in allowing comparison to other published studies.

Sources of Funding
The authors” work is supported by National Institutes of Health grant

HL60917 and American Thoracic Society/Pulmonary Hypertension
Association grant PH-07-003.

Disclosures
None.

Kewal Asosingh, PhD

Serpil C. Erzurum, MD

Departments of Pathobiology, Pulmonary, Allergy, and Critical
Care Medicine

The Cleveland Clinic

Cleveland, Ohio

Mervin C. Yoder, MD

Herman B. Wells Center for Pediatric Research
Indiana University School of Medicine
Indianapolis, Ind

Rubin M. Tuder, MD

Division of Pulmonary and Critical Care Medicine
Department of Medicine

University of Colorado at Denver Health Sciences Center
Denver, Colo

References

1. Diller GP, van Eijl S, Okonko DO, Howard LS, Ali O, Thum T, Wort SJ,
Bédard E, Gibbs JS, Bauersachs J, Hobbs AJ, Wilkins MR, Gatzoulis
MA, Wharton J. Circulating endothelial progenitor cells in patients with
Eisenmenger syndrome and idiopathic pulmonary arterial hypertension.
Circulation. 2008;117:3020-3030.

2. Toshner M, Southwood M, Exley A, Suntharalingam J, Soon E, Al-Lamki
A, Pepke-Zaba J, Morrell NW. Endothelial progenitor cells (EPCS) may
contribute to vascular remodeling in PAH. Am J Respir Crit Care Med.
2008;177:A772. Abstract.

3. Asosingh K, Aldred MA, Vasanji A, Drazba J, Sharp J, Farver C,
Comhair SA, Xu W, Licina L, Huang L, Anand-Apte B, Yoder MC,
Tuder RM, Erzurum SC. Circulating angiogenic precursors in idiopathic
pulmonary arterial hypertension. Am J Pathol. 2008;172:615-627.

4. Prater DN, Case J, Ingram DA, Yoder MC. Working hypothesis to
redefine endothelial progenitor cells. Leukemia. 2007;21:1141-1149.

(Circulation. 2009;119:e230.)
© 2009 American Heart Association, Inc.

Circulation is available at http://circ.ahajournals.org

DOI: 10.1161/CIRCULATIONAHA.108.800961

Downloaded from circ.ahajournals.org at ClesZ$shd Clinic Foundation on September 11, 2009


http://circ.ahajournals.org

