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administration present simpler backgrounds upon which to evaluate theBrian K. Adler, Donna E. Salzman, Matthew H. Carabasi,
effect of the WBC count. In both cases, complications occurred with the Wiliam P. Vaughan, Vishnu V. B. Reddy, and Josef T. Prchal
_dg\_/el_opment of marKEd WBC .COUIj]t_ elevatlons_, a few days after Correspondence: Brian K. Adler, Division of Hematology/Oncology, University
initiating the cytokine treatment in clinically well individuals. These  ofAlabama at Birmingham, 1900 University Ave, 513 THT, Birmingham, AL
cases suggest that an acute elevation in the polymorphonuclear leuko35294
cyte count can promote acute sickle cell complications. Alternatively or
additionally, G-CSF-induced changes in granulocyte function, suchlﬁs ferences
increased adhesiveness, might have played a major pathogenic role A
the above cases since leukocyte adhesion appears to contribute ta.theieters R-C, Rojer R-A, Saleh A-W, Saleh A-E-C, Duits A-J. Molgramostim to
pathophysiology of sickle cell vaso-occlusibfihus, in the absence of ~ eatSS-sickle cellleg ulcers [letter]. Lancet. 1995;345:528. =
infection dehydration or other cIinicaIIy important conditions. a Iarg% Abboud M, Laver J, Blau C-A. Granulocytosis causing sickle-cell crisis. Lancet.
’ ' i ’ '~ 19986;351:950.

number of adherent polyn‘_lorphonuclear l_el’IkocyteS might have PreciPl- pjay O-S, Brambilla D-J, Rosse W-F, et al. Mortality in sickle cell disease. New
tated the fatal vaso-occlusive event described above. Engl J Med. 1994;330:1639-1644.

The present case supports the concept that granulocytes phay,Fadion E, Vordermeier S, Pearson T-C, et al. Blood polymophonuclear leuko-
or can p|ay an important role in acute complications of sickle cytes from the majority of sickle cell patients in the crisis phase of the disease

. ' . show enhanced adhesion to vascular endothelium and increased expression of

cell <_j|sease. The mp_ortance pf granulocyte number, VErSUS Cpe4. Blood. 1998:91:266-274.
functional characteristics, remains unknown, but understandigg puits A, schnog B, Lard L, Saleh A, Rojer R. Elevated IL-8 levels during sickle
the role of granulocytes in acute sickle cell events might provide cell crisis. Eur J Haematol. 1998;61:302-305.
insights for new therapeutic intervention in this disease. Pen@l- Graido-Gonzalez E, Doherty J, Bergreen E, Organ G, Telfer M, McMillen M.
. . . _ Plasma endothelin-1, cytokine, and prostaglandin E2 levels in sickle cell dis-
Ing a .better u.ndersta.ndlng of the pat.hOphySIOIOgy of Va$0 ease and acute vaso-occlusive crisis. Blood. 1998;92:2551-2555.
OCC|USIOI’]_, patlents W_Ith sickle cell disease should rece"’?‘? Hoglund M, Hakansson L, Venge P. Effects of in vivo administration of G-CSF on
G-CSF with great caution. neutrophil functions in healthy volunteers. Eur J Haematol. 1997;58:195-202.

To the editor:

Acquired and inherited risk factors for splanchnic venous thrombosis

We read with great interest the paper of Janssen é&tTaley such patients, in 4 cases at the time of thrombosis. Three of the patients
reported an increased risk for Budd-Chiari syndrome (BCS) aith EECs as the only sign of CMD at the time of thrombosis later
portal vein thrombosis (PVT) among carriers of factor V Leiden aleveloped an overt thrombocythemia. Thus, in 14 patients the presence
inherited protein C deficiency. Overall, in 58% of their patients af a CMD even at early stages should have been missed not applying the
possible inherited or acquired cause of thrombophilia was found;EECs assay at the time of thrombosis. Among the 13 patients with no
14% of cases there was the coexistence of inherited or acquired idskectable EECs, 4 had inherited thrombophilia (3, factor V Leiden
factors. In particular, there was an associated overt chroniwtation; 1, prothrombin G20210A) and 4 had an acquired cause of
myeloproliferative disease (CMD) in 28 (21%) of 135 patients. Théarombosis (1 case each of antiphospholipid antibodies, puerperium,
authors did not consider the patients as affected by a CMD who diduma, and surgery). Therefore among the 31 patients exhaustively
not meet all the diagnostic criteria but in whom the presence mivestigated, 26 (84%) had an inherited or acquired cause of thrombo-
spontaneous endogenous erythoid colonies (EECs) was detecpidlia or both. This percentage is higher than that reported by Janssen et
Indeed, such approach has repeatedly been reported as a usd#f@nd reflects the improvement in detection of CMD as underlying
diagnostic tool for identifying a CMD at very early stages. cause of thrombosis, confirming that a thorough search for CMD is
The association of unusual or latent forms of CMD diagnosed Ippandatory in evaluating patients with splanchnic venous thrombosis.
means of the EECs assay has been reported in a large number of pati2iagnostic yield of atypical or precocious forms of CMD can be
with BCS or PVT3® Review of 51 published cases with BCS and 6$ubstantially increased by the use of the EECs assay or novel additional
cases with portal and/or mesenteric vein thrombosis showed #gsays such as the megakaryocyte expression of the thrombopoietin
presence of an overt CMD in 49% of the patients with BCS and 23%ksiceptor (c-mpl), whose decrease has been recently reported as a
the patients with portal/mesenteric vein thrombosis; the inclusion la#llmark of polycythemia vera.
patients with latent CMD as defined by the presence of EECs increased
the diagnostic yield to 78% among patients with BCS and 48% among
patients with portal/mesenteric vein thrombdsihierefore, we suggest
that the exclusion of latent CMD as possible underlying cause of Correspondence: Valerio De Stefano, Divisione di Ematologia, Universita
splanchnic vein thrombosis could have overestimated the role of Cattolica, Largo Gemelli8, 00168 Roma, ltaly
inherited thrombophilia as a single risk factor for BCS or PVT. In our
series of 11 patients with BCS and 45 patients with portal/mesenteric
vein thrombosis, 14 (25%) of 56 had inherited thrombophilia (1 ha@eferences
antlthrombm i def|C|ency; 2_’ proteln c defluency; 8, factor V Leflde . Janssen HLA, Meinardi JR, Vleggaar FP, et al. Factor V Leiden mutation, pro-
mutation; and 3, prothrombin G20210A), in good agreement with the  thrombin gene mutation, and deficiencies in coagulation inhibitors associated
23% reported by Janssen et ﬂmong the 31 patients assayed for the  with Budd-Chiari syndrome and portal vein thrombosis: results of a case-
presence of EECs, 18 (58%) were considered to be affected by CMD, in ©"! study. Blood. 2000:96:2364-2368. o _
4 cases in association with inherited thrombophilia. An overt polycyth%- Westwood NB, Pearson TC. Diagnostic applications of hematopoietic progeni-

) _ . X tor culture techniques in polycythaemias and thrombocythaemias. Leuk Lym-
mia vera or primary thrombocythemia was present in 7 (22%) of 31 phoma. 1996;22(suppl 1):95-103.
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Acquired and inherited risk factors for Budd-Chiari syndrome and portal vein thrombosis

De Stefano et al describe the role of diagnosing latent myeloprolifieir recently diagnosed patiert&Fourth, it is likely that the 31

erative disorder in Budd-Chiari syndrome (BCS) and mesentericjpatients exhaustively investigated by De Stefano et al are selected

portal vein thrombosis (PVT). Latent myeloproliferative disorder ipatients who were referred to a specialized hematology unit. It

diagnosed by growth of erythroid cells in the absence of erythropeiould be interesting to know the prevalence of, for example, liver

etin, also referred to as spontaneous endogeneous erythroid colohosis and pancreatitis in the PVT population studied. In our

nies (EECs). The association between the presence of EECs apthion, the population studied by De Stefano et al is incomparable

BCS or PVT is well knowr:2We agree with De Stefano et al thatto our wider recruited population, for which we attempted to

excluding EECs may lead to an underestimation of the numberminimize patient selectioh.Therefore, comparison of rates of

patients with an acquired risk factor for thrombosis and, consaequired and/or inherited prothrombotic risk factors between their

quently, to an underestimation of those with a combination @nd our population does not seem appropriate.

acquired and inherited risk factors for thrombosis. EEC assays are

technically demanding and not amenable to external quality HaryL.A. Janssenand Frits R. Rosendaal

assurance. As stated in our article, not all of the partlmpatlng Correspondence: Harry L. A. Janssen, Center for Basic Research in Digestive

centers tested for the presence of EECs. Thus our data did not alloWp;seases, Mayo Ciinic and Foundation, 200 First St, SW, Rochester; MN

us to evaluate the relation between EECs and BCS or PVT. It 55905

should be emphasized that our study focused on the role of

prothrombotic coagulation disorders rather than on myeloprolifera-

tive disorders. Risk estimates for coagulation abnormalities are r%?ferences

affected by the underrepresentation of EEC diagnoses. 1. VallaD, Casadevall N, Lacombe C, et al. Primary myeloproliferative disorder and
In our opinion, several of the results presented by De Stefano et hepatic vein thrombosis: a prospective study of erythroid colony formation in vitro in

. . . . 20 patients with Budd-Chiari syndrome. Ann Intern Med. 1985;103:329-334.
al necessitate a balanced interpretation. First, the presence of EECs,

A X L . X alla D, Casadevall N, Huisse MG, et al. Etiology of portal vein thrombosis in

alone is, using the current criteria, not sufficient to diagnose aduits: a prospective evaluation of primary myeloproliferative disorders. Gas-

myeloproliferative diseas&> Their presense is used merely as a  troenterol. 1988;94:1063-1069.

confirmational criterion for this diagnosis. The prognostic signifﬁ- Pearson TC, Messinezy M. The diagnostic criteria of polycythemia rubra vera.
. . Leuk Lymphoma. 1996;22(suppl 1):87-94.

cance of the presence of EECs as an indication for latent . .

. . . . . Murphy S, Peterson P, lland H, et al. Experience of the Polycythemia Vera Study
myeloproliferative disorder has not yet been elucidated. De Stefano group with essential thrombocythemia: a final report on diagnostic criteria, survival
et al reported that 3 of 14 patients with EEC deve|oped an overt andleukemic transition by treatment. Semin Hematol. 1997;34:29-39.
myeloproliferative disorder. Others have reported a lower inc- Michiels JJ. Diagnostic criteria of the myeloproliferative disorders (MPD): es-

. . . . sential thrombocythaemia, polycythaemia vera and chronic megakaryocytic

dence of manifest myeloproliferative disorders after long-term - octic metaplasia. Neth J Med. 1997:51:57-64.
fOIIOW'up of patlents with PV‘P.Second, De Stefano et al deSCl’Ib%_ Cardin F, Graffeo M, McCormick PA, Mclintyre N, Burroughs A. Adult “idio-
the combined prevalence of myeloproliferative disorders in pa- pathic” extrahepatic venous thrombosis: importance of putative “latent” myelo-
tients with different diseases (BCS, PVT, and mesenteric vein grg"flegrgg‘_’;‘,jéz‘gieg’; and comparison with cases with known etiology. Dig Dis
thI‘.OI'T]bOSIS). V_Ve dl(_j not study patients _Wlth_ ISOlé_‘ted mesenteg.c De Stefano V, Teofili L, Leone G, Michiels JJ. Spontaneous erythroid colony
vein thrombosis. Third, the presented review in which 78% of BCS  formation as the clue to an underlying myeloproliferative disorder in patients
patients and 48% of PVT patients exhibit a latent or overt ‘i’gg;?gg%;hi;gify“dmme or portal vein thrombosis. Semin Thromb Hemost.
myeloproliferative disorder results from data pooling of small- - L .

| tudi d | dotal ts of highl lected © . Denninger MH, Chait Y, Casadevall N, et al. Cause of portal or hepatic venous
Scale studies and early anecdotal reports or nighly selected ‘Cases. thrombosis in adults: the role of multiple concurrent factors. Hepatology. 2000;
The expected publication bias of the reports collected in this review 31:587-591.
paper is exemplified by successive studies from the group of Vafla Janssen HL, Meinardi JR, Vleggaar FP, et al. Factor V leiden mutation, pro-

ho initiallv reported latent or overt mveloproliferative disorders thrombin gene mutation, and deficiencies in coagulation inhibitors associated

YV 0 Inftially rep ) yelop ) with Budd-Chiari syndrome and portal vein thrombosis: results of a case-
in 75% of BCS patients but, after 15 years of follow-up, in 31% of  control study. Blood. 2000;96:2364-2368.
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