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Abstract 
Marden and Walker described in 1966 a female infant with blepharophimosis, joint contractures, 
arachnodactyly and growth and developmental delay, who died of pneumonia at 3 months. Since 1966, 
about 30 cases of Marden-Walker syndrome (MWS) have been reported. MWS signs are mostly present 
in the neonatal period and the most frequent manifestations include multiple congenital joint contractures, 
dysmorphic features with a mask-like face, blepharophimosis, ptosis, micrognathia, cleft or high-arched 
palate, low-set ears, arachnodactyly, decreased muscular mass. Disease course is always characterized 
by failure to thrive and psychomotor retardation. Initially described as a syndrome, this condition is more 
likely to be the phenotypic expression of various heterogeneous diseases and belongs to group II in the 
classification of arthrogryposis. The underlying pathological mechanism has not been clearly established.  
The diagnosis is only based on clinical criteria. The treatment is only symptomatic, with multidisciplinary 
management  (kinesitherapy, psychomoticity, orthophony). 
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Definition / diagnostic criteria 
Marden-Walker syndrome (MWS) is a rare 
congenital connective tissue disorder (1). 
Over 75% of children with MWS have 
blepharophimosis, small mouth, 
micrognathia, kyphosis/scoliosis, radioulnar 
synostose and multiple contractures (2). 
Minimal diagnosis criteria have been defined 
by Williams (3): severe developmental delay, 
congenital joint contractures and 
blepharophimosis should be present in every 
patient, while 2 out of the 3 following signs 
should be manifested: post natal growth 
retardation, mask-like facies, decreased 
muscular mass. Shrander (4) defined criteria 

which require additional signs: micrognatia, 
high arched or cleft palate, low set ears, 
kyphoscoliose. On the basis of these criteria 
(3,4), it is almost impossible to establish the 
diagnosis of MWS with certainty in the 
newborn period. 
 
Differential diagnosis 
The differential diagnosis is relatively limited 
(3), encompassing 2 other syndromes : 
Freeman-Sheldon syndrome  and Schwartz 
Jampel syndrome (5), which  share some 
features with MWS, although they are usually 
both associated with normal mental 
development. Moreover, Freeman-Sheldon 
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syndrome is characterized by the absence of 
joint contractures, which  are progressive and 
not present at birth in Schwartz Jampel 
syndrome. Many children of the series 
described with the diagnosis of Pseudo-
trisomy 18 match diagnostic criteria 
suggested by Williams et al. (3) and are 
probably MWS. Presence of some 
symptoms, such as  myotony should rule out 
MWS.
 
Etiology  
Etiology of MWS is probably heterogeneous. 
Initially described as a syndrome, this 
condition is more likely to be the phenotypic 
expression of various heterogeneous 
diseases and belongs to the group II in the 
classification of arthrogryposis (6,7). The 
report of  two affected sibs, with  a female 
presenting a typical Marden-Walker 
syndrome and a normocephalic male fetus 
with severe distal arthrogryposis without 
facial dysmorphism (6), suggest that Marden-
Walker syndrome and isolated distal 
arthrogryposis may be variable 
manifestations of the same entity. Unknown 
congenital myopathy has been suspected to 
underlie MWS (8) due to muscular 
involvement, but extensive evaluation of the 
neuromuscular system (EMG, muscle biopsy 
and CPK data) failed to identify a primary 
myopathy in patients with MWS. Secondary 
muscle involvement from a CNS lesion may 
occur, as suggested by prenatal central 
nervous system dysfunction  (mainly of the 
cerebellum and brainstem which may play a 
significant role in the pathogenesis of the 
MWS). This could produce a picture of 
congenital weakness with hypotonia, reduced 
muscle mass and hypoactive deep tendon 
reflex .  
 
Clinical description 
Most MWS signs are present in the neonatal 
period (9). The most frequent signs include 
multiple congenital joint contractures, 
dysmorphic features with a mask-like face, 
blepharophimosis, ptosis, micrognathia, cleft 
or high-arched palate, low-set ears, 
arachnodactyly, decreased muscular mass. 
Camptodactyly, chest deformation as pectus 
(excavatus or carinatus), kyphoscoliosis and 
absent deep tendon reflexes are frequent. 
Minor malformations have also been 
described and consist of renal anomalies (10) 
(renal microcysts and cystic dysplasia, 
unilateral kidney hypoplasia, unilateral mild 
hydronephrosis), cardiovascular 
abnormalities (dextrocardia, abnormal 
connexion between inferior and superior 

vena cava, multiple ventricular septal 
defects), hypospadias, omphalomesenteric 
duct, hypertrophic pyloric stenosis (11), 
duodenal bands, hypoplastic right lower lobe 
of the lung, displacement of the larynx to the 
right and vertebral abnormalities. Cerebral 
malformations, such as hydrocephalus, 
hypoplastic corpus callosum, cerebellar 
vermis hypoplasia, enlarged cisterna magna 
may be associated with microcephaly (9,12).  
 
Natural history 
Disease course is always characterized by 
failure to thrive and psychomotor retardation. 
Mental retardation remains severe, whereas 
contractures are not progressive and 
decrease with advancing age and 
physiotherapy. Nevertheless, the natural 
history of MWS is not well-known: many 
patients died in infancy and clinical follow-up 
has only been reported in few surviving adult 
patients. Morever, diagnosis may be more 
difficult to establish in adult patients (13): 
blepharophimosis, contractures, growth 
retardation, and developmental delay persist, 
whereas minor face anomalies are less 
noticeable as the patient grows older. 
Behaviour changes from kindness in 
childhood to restlessness, hyperactivity and 
aggressiveness in adolescence. 
 
Diagnostic methods 
The diagnosis is based on clinical criteria 
(see Definition/diagnostic criteria). 
 
Frequency 
Since 1966, about 30 cases of Marden-
Walker syndrome (MWS) have been reported 
(4,8,10,11,13,14,15,16,17,18,19,20,21,22,23,
24,25,26,27,28,29,30,31). 
 
Genetic counseling 
Genetic counseling remains unclear, but the 
possibility of autosomal recessive inheritance 
(2,25) should be considered since cases of 
affected sibs and parental consanguinity 
have been reported. Frequent spontaneous 
abortions have been described.  
Intrauterine growth retardation, renal cystic 
disease, decreased fetal movements, 
polyhydramnios, talipes equinovarus and 
arthrogryposis should be considered as non 
specific antenatal presentation: Marden-
Walker syndrome must be suspected as one 
of the possible pathologies in children 
presenting with heterogeneous fetal 
a(hypo)kinesia deformation sequence. 
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Management  
The treatment is only symptomatic, with 
multidisciplinary management (kinesitherapy, 
psychomoticity, orthophony). 
 
References 
1. Marden, P. M.; Walker, W. A. : A new 
generalized connective tissue syndrome. Am. 
J. Dis. Child. 112: 225-228, 1966.  
2. Garavelli L, Donadio A, Banchini G, 
Magnani C, Magnani C, Calzolari E, Fryns 
JP. Marden-Walker syndrome : case report, 
nosologic discussion and aspects of 
counseling. Genet Couns. 2000 ; 11 (2) : 
111-8 
3. Williams MS, Josephson KD, Wargowski 
DS. Marden-Walker syndrome: a case report 
and a critical review of the literature. Clin 
Dysmorphol. 1993 Jul ; 2 (3) : 211-9 
4. Schrander-Stumpel C, de Die-Smulders C, 
de Krom M, Schyns-Fleuran S, Hamel B, 
Jaeken D, Fryns JP. Marden-Walker 
syndrome : case report, literature review and 
nosologic discussion. Clin Genet. 1993 Jun ; 
43 (6) : 303-8 
5. Vanlieferighen P, Francannet C, 
Dechelotte P, Malpuech G, de Laguillaumie 
B, Strome B. Value of muscle studies in the 
early diagnosis of Schwartz-Jampel 
syndrome. J Genet Hum. 1987 Au ; 35 (4) : 
243-9 
6. Fryns JP, Willekens D, Van Schoubroeck 
D, Moerman P. Marden-Walker syndrome 
versus isolated distal arthrogryposis : 
evidence that both conditions may be 
variable manifestations of the same mutated 
gene. Clin Genet. 1998 Jul ; 54 (1) : 86-9 
7. Gripp KW, Scott CI Jr, Brockett B C, 
Nicholson L. Mackenzie WG. Extending the 
spectrum of distal arthrogryposis. Am J Med 
Genet. 1996 Nov 11 ; 65 (4) : 286-90 
8. Ferguson SD, Young  ID, Teoh R. 
Congenital myopathy with oculo-facial and 
skeletal abnormalities. Dev Med Child 
Neurol. 1981 Apr ; 23 (2) : 237-42 
9. Garcia-Alix A, Blanco D, Cabanas F, 
Garcia Sanchez P, Pellicer A, Quero J. Early 
neurological manifestations and brain 
anomalies in Marden-Walker syndrome. Am 
J Med Genet. 1992 Sep 1 ; 44 (1) : 41-5 
10. Ben-Neriah Z, Yagel S, Ariel I. Renal 
anomalies in Marden-Walker syndrome : a 
clue for prenatal diagnosis. Am J Med Genet. 
1995 Jul 3 ; 57 (3) : 417-9 
11. Gossage D, Perrin  JM, Butler MG. A 26-
month-old child with Marden-Walker 
syndrome and pyloric stenosis. Am J Med 
Genet. 1987 Apr ; 26 (4) : 915-9 
12. David A, Nombalais MF, Rival JM, 
Verloes A. Nosology of fetal hypokinesia 

sequence based on CNS abnormalities : is 
there an Aase-Smith syndrome ? Clin Genet. 
1996 Oct ; 50 (4) ; 251-4 
13. Kotzot D, Schinzel A. Marden-Walker 
syndrome in an adult. Clin Dysmorphol. 1995 
Jul ; 4 (3) : 260-5 
14. Abe K, Niikawa N, Sasaki H. Zollinger-
Ellison syndrome with Marden-Walker 
syndrome. Association of two rare diseases 
in a 5-year-old girl. Am J Dis Child. 1979 Jul ; 
33 (7) : 735-8 
15. Al-Ghamdi MA, Polomeno RC, Chitayat 
D, Azouz EM, Teebi AS. Arthrogryposis 
multiplex congenita, craniofacial, and 
ophtalmological abnormalities and normal 
intelligence : a new syndrome ? Am J Med 
Genet. 1997 Sep 5 ; 71 (4) : 401-5 
16. Chia FL, Chia F. Marden-Walker 
syndrome in two siblings. J Paediatr Child 
Health. 1993 Aug ; 29 (4) : 312-4 
17. Cote GB, Papadakou-Lagoyanni S, 
Katsantoni A, Makaronis G, Rawashedh I, 
Lapatsanis P. Another cas of Marden-Walker 
syndrome.. Ann Genet. 1981 ; 24 (2) : 112-3 
18. Howard FM, Rowlandson P.Two brothers 
with the Marden-Walker syndrome :  case 
report and review. J Med Genet. 1981 Feb ; 
18 (1) : 50-3  
19. Jaatoul NY, Haddad NE, Khoury LA, Afifi 
AK, Bahuth NB, Deeb ME, Mikati MA, De 
Kaloustian VM. Brief clinical report and 
review : the Marden-Walker syndrome. Am J 
Med Genet. 1982 Mar ; 11 (3) : 259-71 
20. Jancar J, Mlele TJ The Marden-Walker 
syndrome : a case report and review of the 
literature. J Ment Defic Res 1985 Mar ; 29 (Pt 
1) : 63-70 
21. King CR, Magenis E. The Marden-Walker 
syndrome.J Med Genet. 1978 Oct ; 15 (5) : 
366-9 
22. Kubryk N, Borde M. Craniofacial 
dysmorphism with flexion of the fingers. 
Marden-Walker syndrome ? Ann Pediatr 
(Paris) 1982 Mar ; 29 (3) : 208-10 
23. Linder N, Mathot I, Livoff A, Glass J, 
Bornstein I, Gross E, Yatsiv S, Sommer A. 
Congenital myopathy with oculo-facial 
abnormalities (Marden-Walker syndrome). 
Am J Med Genet. 1991 Jun 15 ; 39 (4) : 377-
9 
24. Manouvrier-Hanu S, de la Chapelle AC, 
Farriaux JP. Marden-Walker syndrome. New 
case and discussion about its role in 
arthrogryposes. Pediatrie. 1988 ; 43 (4) : 
313-7 
25. Orrico A, Galli L, Zappella M, Orsi A, 
Hayek G. Additional case of Marden-Walker 
syndrome : support for the autosomal-
recessive inheritance adn refinement of 

 
Heron D. Marden-Walker syndrome. Orphanet Encyclopedia. November 2003. 
 http://www.orpha.net/data/patho/GB/uk-MardenWalker.pdf         3 

http://www.orpha.net/


   
29. Sees JN Jr, Towfighi J, Robins DB, 
Ladda RL. « Marden-Walker syndrome » : 
neuropathologic findings in two siblings. 
Pediatr Pathol. 1990 ; 10 (5) : 807-18 

phenotype in a surviving patient. J Child 
Neurol. 201 Feb ; 16 (2) : 150-3 
26. Ozkinay F, Ozyurek AR, Bakiler AR,  
Narin N, Yuksel H, Ozkinay C, Parlar A,  
Arcosoy M. A case of Marden-Walker 
syndrome with Dandy-Walker malformation. 
Clin Genet. 1995 Apr ; 47 (4) : 221-3 

30. Temtamy SA, Shoukry AS, Raafat M, 
Mihareb S. Probable Marden-Walker 
syndrome : evidence for autosomal recessive 
inheritance. Birth Defects Orig Artic Ser. 
1975 ; 11 q(2) : 104-8 

27. Passarge E. Marden-Walker syndrome. 
Birth Defects Orig Artic Ser. 1975 ; 11 (2) : 
470-1 31. Van Den Ende JJ, Van Bever Y, Rodini 

ES, Richieri-Costa A. Marden-Walker-like 
syndrome without psychomotor retardation : 
report of a Brazilian girl born to 
consanguineous parents. Am J Med Genet. 
1992 Feb 15 ; 42 (4) : 467-9 

28. Ramer JC, Frankel CA, Ladda RL. 
Marden-Walker phenotype : spectrum of 
variability in three infants. Am J Med Genet. 
1993 Feb 1 ; 45 (3) : 285-91 

 

 
Heron D. Marden-Walker syndrome. Orphanet Encyclopedia. November 2003. 
 http://www.orpha.net/data/patho/GB/uk-MardenWalker.pdf         4 

http://www.orpha.net/

	Marden-Walker syndrome
	Abstract
	Key-words
	Definition / diagnostic criteria
	Differential diagnosis
	Etiology
	Clinical description
	Natural history

	Diagnostic methods
	Frequency
	Genetic counseling
	Management
	References

