Dyserythropoiesis in a Patient with Ellis-van Creveld Syndrome: A Novel Syndrome
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A patient with Ellis-van Creveld (EVC) syndrome

« 4 year-old Hispanic male with EVC syndrome; his sister 13 months older with similar
features. Pathological findings are from autopsy and bone marrow (pre-mortem).
« EVC [1-5]Is a rare autosomal-recessive disorder characterized classically by the
tetrad :
1. Chondrodysplasia: short-limb dwarfism, length < 5th percentile
2. Bilateral post-axial polydactyly
3. Ectodermal dysplasia: hypoplastic spoon-shaped nails, multiple frenula with
gum abnormalities, supernumerary upper teeth including one conical
4. Cardiac malformation: cor triatriatum, ostium primum and secundum atrial
septal defects

Fig. 1. Polydactyly with dysplastic nails Fig. 2. Dysplastic teeth with gingival
abnormalities

Fig. 3. Cardiac anomalies. a partial Fig. 4. “Gooseneck deformity™ left
AV canal defect with ostium primum ventricle outflow tract is narrow and
and secundum defects, and a cleft In elongated

the mitral valve.

Reported instances of hematologic abnormalities in EVC syndrome are extremely rare

A single case report from 1969 describes a neonate with a possible variant of EVC syndrome with acute myeloblastic Ieuk@ggisfalt-?[?
1995;17:

HEMATOLOGIC FINDINGS

Fig. 5. Peripheral Blood: nucleated
RBCs with basophilic stippling

Fig. 6. Bone marrow aspirate:
marked dyserythropoiesis

Peripheral blood examination
 Normochromic microcytic RBCs
Hgb 13.9 g/dl
Hct 40.8%
* Anisopolkilocytosis
 Many nucleated RBCs
» Leukocytosis (47,900/mm3)
with left shift
-54% neutrophils
-14% band forms
-10% lymphocytes
-1% monocytes
-18% metamyelocytes
-3% myelocytes.
-Granulocytes without dysplastic
changes
-Decreased platelets (73,000/mm?3)
with a few large forms

Bone marrow aspirate and biopsy

e Erythroid hyperplasia (M:E ratio
0.9:1) with numerous dysplastic forms
« Normal granulopoiesis and
megakaryopoiesis

* Decreased iron stores
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DISCUSSION

Myelodysplastic syndromes (MDS) are
clonal hematopoietic disorders associated
with dysplasia in one or more myeloid cell
lines [7]. MDS may develop as primary
disorders with no known etiology or as
therapy-related secondary disorders.
Secondary MDS have been associated
with chemotherapeutic agents and
radiotherapy. The patient presented had
no known exposure to such agents. MDS
typically affect older adults (median age:
/0 years) and are uncommonly
encountered Iin the pediatric population.

However, MDS In pediatric patients with
predisposing genetic abnormalities such
as Down’s syndrome Is a well-recognized
association [8].

The dyserythropolesis identified in this
child with EVC syndrome may signify a
unilineage myelodysplastic change or a
primary myelodysplastic syndrome. In
either event, the dyserythropoiesis may be
a coincidental occurrence or may
represent an unusual EVC syndrome
association. Patients with EVC syndrome
that present with unexplained hematologic
findings may warrant evaluation for
possible myelodysplastic change or MDS.

References

1. Ellis RWB, van Creveld SA. A syndrome characterized by ectodermal dysplasia, polydactyly, chondrodysplasia and congenital morbus
cordis: report of three cases. Arch Dis Child. 1940;15:65-84.

2. Goor D, Rotem Y, Friedman A, Neufeld HN. Ellis-van Creveld syndrome in identical twins. Br Heart J. 1965;27:797-804.

3. Bohm N, Fukuda M, Staudt R, Helwig H. Chondroectodermal dysplasia (Ellis-van Creveld syndrome) with dysplasia of renal medulla and
bile ducts. Histopathology. 1978;2:267-281.

4. Rosenberg S, Carneiro PC, Zerbini MCN, Gonzalez CH. Chondroectodermal dysplasia (Ellis-van Creveld) with anomalies of CNS and
urinary tract. Am J Med Genet. 1983;15:291-295.

5. Brueton LA, Dillon MJ, Winter RM. Ellis-van Creveld syndrome, Jeune syndrome, and renal-hepatic-pancreatic dysplasia: separate entities
or disease spectrum? J Med Genet. 1990;27:252-255.

6. Miller DR, Newstead GJ, Young LW. Perinatal leukemia with a possible variant of the Ellis-van Creveld syndrome. J Pediatr. 1969;74:300-

303.

7. Jaffe ES, Harris NL, Stein H, Vardiman JW. Pathology and Genetics of Tumours of the Haematopoietic and Lymphoid Tissues. Lyon:IARC

Press, 2001.

eau H, Mechinaud F, Harousseau JL. Clonal hematologic disorders in Down syndrome. A review. J Pediatr Hematol Oncol.
-24.



	Slide Number 1

