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Abstract
Plastic surgeons aim to correct velopharyngeal insufficiency manifest by hypernasal speech with a velopharyngoplasty. The
functional outcome has been reported to be worse in patients with 22q11.2 deletion syndrome than in patients without the
syndrome. A possible explanation is the hypotonia that is often present as part of the syndrome. To confirm a myogenic
component of the etiology of velopharyngeal insufficiency in children with 22q11.2 deletion syndrome, specimens of the
pharyngeal constrictor muscle were taken from children with and without the syndrome. Histologic properties were
compared between the groups. Specimens from the two groups did not differ regarding the presence of increased
perimysial or endomysial space, fiber grouping by size or type, internalized nuclei, the percentage type I fibers, or the
diameters of type I and type II fibers. In conclusion, a myogenic component of the etiology of velopharyngeal insufficiency
in children with 22q11.2 deletion syndrome could not be confirmed.
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correct the VPI may then follow. The functional outcome has
been reported to be worse in patients with 22q11DS than in
patients without the syndrome [13,14,15,16,17,18]. A possible
explanation is the hypotonia that is often present as part of the
syndrome and which cannot be corrected by surgery.
Velopharyngeal closure is achieved by the concert action of
multiple muscles, including palatal lift by the levator veli palatini
and circular pharyngeal closure by the pharyngeal constrictor
muscle (PCM) [19,20]. A previous study of the PCM, shows that
patients with 22q11DS have proportionally more type I fibers and
the diameter of these fibers is smaller than those in people without
the syndrome [21]. In the study by Zim et al, muscle biopsies from
children were compared with specimens from elderly cadavers.
Muscle fiber hypoplasia or atrophy with subsequent pharynx
hypotonia may be primarily myogenic or neurogenic. Muscular
and neurologic problems have been associated with 22q11DS both
clinically and genetically. Specific myopathies are rare [22,23,24],
but neurologic disorders including delayed motor and mental
development [25,26,27] and dysfunction of cranial nerves III, VII,
VIII, IX, X, and XII [28] affect at least 33% of patients [29,30].
General hypotonia, which affects 23-76% of patients with
22q11DS [29,31,32], was found to be universally prevalent among
children with 22q11DS and VPI [33].
About 40 genes [3], including TBX1, are located in the 3.0
megabase region deleted in 22q11DS [1], affecting countless
downstream signaling pathways. The central roles of the TBX1
and CRKL genes in the anomalous developmental of pharyngeal
structures in 22q11DS have recently been reviewed [34]. The

Introduction
The 22q11.2 deletion syndrome (22q11.2DS) is the most
common human microdeletion syndrome [1] with an estimated
frequency around 1 in 4000 [2] but possibly as high as 1 in 2000
surviving newborns [3]. It encompasses the phenotypes previously
known as DiGeorge syndrome, velocardiofacial syndrome, conotruncal anomaly face syndrome, many cases of the autosomal
dominant Opitz G/BBB syndrome, and Cayler cardiofacial
syndrome (asymmetric crying facies). Over 180 clinical features
including every organ system have been associated with the
deletion [4].
One of the presenting features of 22q11DS is velopharyngeal
insufficiency (VPI). Velopharyngeal insufficiency is the failure of
the soft palate to reach the posterior pharyngeal wall to close the
opening between the oral and nasal cavities, resulting in
hypernasal speech. Incomplete velopharyngeal closure is most
frequently related to structural abnormalities such as cleft palate or
submucous cleft, but may also be the corollary of neuromuscular
impairment [5]. Both seem to be factors in the etiology of VPI in
patients with 22q11.2 deletion syndrome where palatal defects,
adenoid hypoplasia, and platybasia enlarge the pharyngeal gap
[6], and the hypodynamic pharynx as viewed by nasendoscopy has
been described as a ‘‘black hole’’ [7].
Surgical repair of palatal clefts does not sufficiently correct VPI
in 10- 31.8% of all patients with VPI not restricted to those with
22q11DS [8,9,10,11,12], possibly due to stiffness or shrinkage of
the velum due to scarring [5]. Secondary velopharyngoplasty to
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murine Tbx12/2 model for 22q11DS has hypoplastic branchiomeric muscles [35,36], but the sporadic muscles that develop have
a normal distribution of muscle fibers types [37]. In patients with
22q11DS, decreased PCM muscle thickness on MRI [21] suggests
hypoplasia. The temporal Tbx1 gradient follows the cranialcaudal development of pharyngeal structures [36], causing
structures that are derived from more cranially located pharyngeal
arches, such as the levator palatini muscles, to be less affected by
the mutation than structures derived from more caudally located
pharyngeal arches, such as the PCM muscle [38,39]. Although
Tbx1 is not expressed in primary neural crest cells [40], Tbx1
mutants have aberrant structures derived from neural crest cells
including cranial nerves [38] since defective Tbx1 expression in
the pharyngeal endoderm affects the downstream expression Fgf8
and Fgf10 which are necessary for neural crest cell migration
[38,41,42]. As suggested by studies on the deleted TBX1 gene
[35,37,38], primary aberrant myogenesis leads to aberrant
neurogenesis.
In summary, the poorer functional outcome after velopharyngoplasty in patients with 22q11DS may be attributed to
pharyngeal hypotonia. Anomalous myogenesis and neurogenesis
which may underlie the hypotonia have been reported in a murine
model for 22q11DS. In this study we aimed to confirm a myogenic
component of the etiology of VPI in children with 22q11DS by
analyzing the histology of the PCM muscle. Our clinical
experience is that the PCM seems thicker in children with
22q11DS. We expect to find fiber hypertrophy as a corollary of the
muscle hypoplasia [35,36] necessitating the few fibers present to
take on a heavier workload.

Figure 1. Group demographics. O: males, X: females.
doi:10.1371/journal.pone.0021672.g001

1063 mm) and delivered fresh to the pathologist in a damp gauze
for histological evaluation.

Outcome parameters
Histological evaluation of the muscle specimens included
qualitative analysis and quantitative measurements. The analysts
were blinded for age, gender and presence of the syndrome. The
specimens were qualitatively evaluated for the presence of increased
perimysial and endomysial space, muscle fiber grouping by size or
type, and presence of internalized nuclei. After staining with
ATPase at pH 4.3, representative areas from each specimen were
photographed. For quantitative analysis, muscle fibers were counted
and the percentage of type I muscle fiber was calculated per patient.
The diameters of up to 100 fibers of each type were measured for
each patient. For each muscle fiber type, the mean fiber diameter
and variance ((SD61000)/mean diameter) were calculated per
group (males, females, and children with and without 22q11DS).

Methods
Ethics Statement
This study was approved by the institutional medical ethics
review board (Utrecht University Medical Center Ethics Review
Board) and the patients’ parents gave written informed consent to
participate.

Patients
The University Medical Centre in Utrecht is the Dutch national
centre for children with 22q11DS. Children undergoing velopharyngoplasty for VPI with and without the 22q11DS were included
in the study. Children with contra-indications for velopharyngoplasty (including bleeding disorders or extensive comorbidity such
as cardiac problems) and known neurological disorders were
excluded.

Statistical analysis
The genders of children with and without 22q11DS were
compared using the Chi-square test. Age at surgery of males and
females and children with and without 22q11DS were compared
using the Independent samples t-test. The presence of increased
perimysial and endomysial space, muscle fiber grouping by size and
type, and internalized nuclei was compared between the two groups

Sample size calculation
Using the results of the only previous study on PCM histology in
22q11DS [21] which found a difference of mean diameter of type I
fibers of 5.0 mm between patients with and without 22q11DS, with
a standard deviation of 2.0 mm, an alpha of 0.05, and a power of
0.80 in the two-tailed two-sample t-test sample size formula yields
a sample size of 4 subjects in each group. This number was
arbitrarily doubled as the difference between two groups of
children is likely smaller than the difference between children and
adults in the previous study.

Table 1. Qualitative analyses.

Parameter

22q11DS
(n = 8)

No 22q11DS
(n = 8)
p

Increased perimysial space, No. (%)

5 (63)

5 (63)

1

Muscle specimens

Increased endomysial space, No. (%) 4 (50)

6 (75)

0.61

During velopharyngoplasty, a cranially attached pharyngeal
flap (measuring around 10640250 mm) is mobilized from the
dorsal pharyngeal wall and attached to the velum. This flap is
comprised of part of the PCM muscle and the overlying mucosa.
Muscle at the caudal end of the flap is trimmed (measuring around

Grouping by size, No. (%)

0 (0)

1 (13)

1

Grouping by fiber type, No. (%)

0 (0)

0 (0)

1

Internalized nuclei, No. (%)

1 (13)

0 (0)

1
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Figure 2. Histological specimens with ATPase stain at pH 4.3. A, a 5-year-old female without 22q11DS but with increased perimysial and
endomysial space. B, a 10-year-old male with 22q11DS and without increased perimysial and endomysial space. Bars 50 mm.
doi:10.1371/journal.pone.0021672.g002

Figure 2). Increased perimysial and endomysial space was seen
equally in both groups. No grouping by muscle fiber type was
seen in any patient. One non-syndromic patient had localized
grouping of smaller fibers, but these were round fibers without
nuclear clumping which do not suggest neurogenic atrophy or
other signs of fiber degeneration and regeneration. One patient
with 22q11DS had an increased percentage of internalized
nuclei.

using Fisher’s exact test. The relationship between age at surgery and
fiber diameters was examined using the Spearman correlation. The
independent samples t-test was used to compare the mean percentage
of type I fibers and muscle fiber diameters between males and females
and between children with and without 22q11DS.

Results
Patients

Quantitative measurements

Muscle specimens were available for 16 children, eight with
22q11DS and eight without 22q11DS. The groups did not differ
regarding gender (5/8 = 63% and 4/8 = 50% female, respectively,
p = 0.63) or age at surgery (6.5 and 7.0 years, respectively,
p = 0.68) (Figure 1). Males and females did not differ regarding age
at surgery (7.4 and 6.2 years, respectively, p = 0.39).

There was no correlation between muscle fiber diameter and
age at surgery (p = 0.78 for type I fibers and p = 0.48 for type II
fibers, Figure 3). Neither the percentage of type I fibers nor the
diameters of the fiber types differed significantly between males
and females or between children with and without 22q11DS
(Table 2, Figure 4). All calculated fiber diameter variances were
less than 250 (Table 2). For all groups, the mean diameters of type
I fibers were more than 12% smaller than the mean diameters of
the larger type II fibers.

Qualitative analysis
No structural differences were seen between histological
specimens from children with and without 22q11DS (Table 1,

Figure 3. Mean diameters of type I (A) and type II (B) muscle fibers and age at surgery. Solid lines: males, dashed lines: females.
doi:10.1371/journal.pone.0021672.g003
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Table 2. Quantitative analyses.

Parameter

Male

Female

Mean
difference
(95% CI)

p

22q11DS

Mean
difference
No 22q11DS (95% CI)

p

Type I fibers, % (SD)

24.8 (10.3)

30.7 (11.9)

26 (218, 6)

0.43

30.6 (12.3)

25.7 (10.5)

4.9 (27, 17)

0.46

Type I fiber diameter, mm (SD),

20.6 (3.9),

18.5 (4.3),

2 (22, 7)

0.32

19.3 (3.7),

19.6 (4.8),

20.3 (25, 4)

0.92

variance

189

232

192

245

Type II fiber diameter, mm (SD),

24.8 (2.6),

23.3 (3.3),

2 (22, 5)

0.37

1.4 (22, 5)

0.25

variance

105

142

24.7 (2.8),

23.3 (3.4),

113

146

doi:10.1371/journal.pone.0021672.t002

by muscle fiber type, indicating the absence of innervation
distubances.

Discussion
Few studies have looked at the histology of the PCM. With the
exception of specimens obtained from patients undergoing
pharyngoplasty [21] or laryngectomy [43], most only study
specimens from cadavers.

Fiber type
We found 30.6% (SD 12.3) and 25.7% (SD 10.5) type I
muscle fibers, respectively, in children with and without
22q11DS. Zim et al. [21] found 27.7% (SD 2.01) and 17.9%
(SD 2.15) type I muscle fibers, respectively, in children with
and adults without 22q11DS. The significant difference
between the groups in the study by Zim et al. may not
necessarily be attributed to the presence of the syndrome, but
may be distorted by the unusually small percentage of type I
fibers found in the adult controls (81–86 years, cadavers).
Other studies on pharyngeal constrictor specimens in adults
found 35% (43–77 years, live) [43], 49% (SD 9.2) (38–61 years,
cadavers) [44], and 33.7% (SD 12.0) (over 50 years, cadavers)
[45] type I fibers. Leese and Hopwood [45] report 20.4% (SD
8.7) type I fibers in infants (0–3 years) and 30.2% (SD 15.3)
type I fibers in young adults (12–49 years). While they report

Morphology
Our qualitative analysis revealed no morphologic differences
between PCM muscles in children with and without 22q11DS
(Table 1). We found increased perimysial and endomysial
space in both groups. While increased space is associated with
chronic muscle damage, it is unclear whether this is also true
for pharyngeal constrictors. Since it affects both groups
equally, it is unlikely to be a factor in the poorer speech in
children with 22qDS. Zim et al. [21] found increased
endomysial space in children with 22q11DS relative to adults
without the syndrome, but did not test the difference for
significance. Like Zim et al. [21], we did not find any grouping

Figure 4. Muscle fiber type measurements for children with and without 22q11DS. Bands, means. Boxes, 25th–75th percentiles. Whiskers,
95% confidence intervals.
doi:10.1371/journal.pone.0021672.g004
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no significant change with respect to age, they also report that
infant muscle fibers exhibit a significantly lesser percentage of
type I fibers.

children with VPI place extra strain on the fast type II fibers while
attempting to articulate properly and preventing nasal regurgitation while swallowing.
We found greater variance in muscle fiber diameter (192 and
113) than Zim et al. [21] (97 and 77, respectively, for type I and II
fibers in children with 22q11DS). Our measurements are based on
more fibers per patient (171 to 200) than the study by Zim et al.
[21] (64 to 113 fibers per patient). We found greater variance
among children without 22q11DS (245 and 146, respectively, for
type I and II fibers), but no groups had variances greater than 250,
which is considered pathologic in limb muscles, but has been
found in healthy palatal muscles [47].

Fiber diameter
Previous reports on the mean diameter of type I muscle fibers
in pharyngeal constrictor muscles in adults without 22q11DS
range from 26.6 to 29 mm [21,44]. In children without
22q11DS we found a mean diameter of 19.6 mm (SD 4.8). In
children with 22q11DS, Zim et al. [21] found a mean diameter
of 21.6 mm (SD 2.09) and we found a mean diameter of
19.3 mm (SD 3.7). It is tempting to conclude that, as with limb
muscles, mean fiber diameter is related to age [46]. However,
we did not find a correlation between age and diameter among
children of different ages (Figure 3) and Leese and Hopwood
[45] failed to find a relationship among adults of different ages.
They did find a significant difference between fiber diameters
in infants (0–3 years) and adults (over 12 years). Like Leese and
Hopwood [45], we found no difference in fiber diameter
between males and females, reflecting similar usage of the
muscles by both genders.
The similar diameters of both type I and II muscle fibers in
children with and without 22q11DS found in this study reflect
similar strain put on this muscle by all children with VPI.
Unfortunately, we did not have a control group of PCM specimens
from children without VPI. Presumably, children without
structural abnormalities that lead to VPI will have smaller muscle
fiber diameters as they have do not have to employ the pharyngeal
muscles as vigorously to close the oropharynx off from the
nasopharynx.
Fiber type disproportion, reflected in a difference between the
mean fiber type diameters of more than 12% of the mean
diameter of the larger fiber type, is characteristic of congenital
myopathies [46]. In this study, the type II fibers were more than
12% larger than the type I fibers in both children with and without
22q11DS. In the study by Zim et al. [21], the diameters of the type
II fibers were also more than 12% larger than the type I fibers in
children with 22q11DS, while the muscle fiber types had similar
diameters in adults without 22q11DS. The disproportion is likely a
result of selective type II hypertrophy rather than type I atrophy as

Conclusion
Therefore, we conclude that there is no evidence of innervation
or myogenic disturbances in the histologic specimens of the PCM
in children with 22q11DS relative to non-syndromic counterparts.
The absence of histologic deficits in the PCM muscle of patients
with 22q11DS does not preclude the functional deficits manifest in
the hypodynamic pharynx seen on nasendoscopy and poorer
functional outcome after velopharyngoplasty. Future studies to
elucidate the etiology of the pharyngeal hypotonia in 22q11DS
should investigate the role of the central nervous system, such as by
comparing fMRI images taken during speech. Meanwhile,
unanswered etiologic and clinical questions hamper adequate
management of the compromised speech understandability in
patients with 22q11DS, contributing to poor social functioning
and quality of life.

Acknowledgments
The authors would like to thank Paul Westers for giving expert advice
regarding statistical calculations.

Author Contributions
Conceived and designed the experiments: JCCW WGMS MK ABMvdM.
Performed the experiments: NES WGMS CCB ABMvdM. Analyzed the
data: JCCW NES ABMvdM. Contributed reagents/materials/analysis
tools: WS CB ABMvdM. Wrote the paper: JCCW NES.

References
10. Farzaneh F, Becker M, Peterson AM, Svensson H (2008) Speech results in adult
Swedish patients born with unilateral complete cleft lip and palate. Scand J Plast
Reconstr Surg Hand Surg 42: 7–13.
11. Inman DS, Thomas P, Hodgkinson PD, Reid CA (2005) Oro-nasal fistula
development and velopharyngeal insufficiency following primary cleft palate
surgery--an audit of 148 children born between 1985 and 1997. Br J Plast Surg
58: 1051–1054.
12. Phua YS, de Chalain T (2008) Incidence of oronasal fistulae and velopharyngeal
insufficiency after cleft palate repair: an audit of 211 children born between 1990
and 2004. Cleft Palate Craniofac J 45: 172–178.
13. D’Antonio LL, Scherer NJ, Miller LL, Kalbfleisch JH, Bartley JA (2001) Analysis of
speech characteristics in children with velocardiofacial syndrome (VCFS) and children
with phenotypic overlap without VCFS. Cleft Palate Craniofac J 38: 455–467.
14. Losken A, Williams JK, Burstein FD, Malick D, Riski JE (2003) An outcome
evaluation of sphincter pharyngoplasty for the management of velopharyngeal
insufficiency. Plast Reconstr Surg 112: 1755–1761.
15. Losken A, Williams JK, Burstein FD, Malick DN, Riski JE (2006) Surgical
correction of velopharyngeal insufficiency in children with velocardiofacial
syndrome. Plast Reconstr Surg 117: 1493–1498.
16. Sie KC, Tampakopoulou DA, de Serres LM, Gruss JS, Eblen LE, et al. (1998)
Sphincter pharyngoplasty: speech outcome and complications. Laryngoscope
108: 1211–1217.
17. Sie KC, Tampakopoulou DA, Sorom J, Gruss JS, Eblen LE (2001) Results with
Furlow palatoplasty in management of velopharyngeal insufficiency. Plast
Reconstr Surg 108: 17–25;–discussion 26–19.
18. Widdershoven JC, Stubenitsky BM, Breugem CC, MinkvanderMolen AB (2008)
Outcome of velopharyngoplasty in patients with velocardiofacial syndrome.
Arch Otolaryngol Head Neck Surg 134: 1159–1164.

1. Saitta SC, Harris SE, Gaeth AP, Driscoll DA, McDonald-McGinn DM, et al.
(2004) Aberrant interchromosomal exchanges are the predominant cause of the
22q11.2 deletion. Hum Mol Genet 13: 417–428.
2. Devriendt K, Fryns JP, Mortier G, van Thienen MN, Keymolen K (1998) The
annual incidence of DiGeorge/velocardiofacial syndrome. J Med Genet 35:
789–790.
3. Shprintzen RJ (2008) Velo-cardio-facial syndrome: 30 Years of study. Dev
Disabil Res Rev 14: 3–10.
4. Robin NH, Shprintzen RJ (2005) Defining the clinical spectrum of deletion
22q11.2. J Pediatr 147: 90–96.
5. Dworkin JP, Marunick MT, Krouse JH (2004) Velopharyngeal dysfunction:
speech characteristics, variable etiologies, evaluation techniques, and differential
treatments. Lang Speech Hear Serv Sch 35: 333–352.
6. Widdershoven JC, Beemer FA, Kon M, Dejonckere PH, Mink van der
Molen AB (2008) Possible mechanisms and gene involvement in speech
problems in the 22q11.2 deletion syndrome. J Plast Reconstr Aesthet Surg 61:
1016–1023.
7. Arneja JS, Hettinger P, Gosain AK (2008) Through-and-through dissection of
the soft palate for high pharyngeal flap inset: a new technique for the treatment
of velopharyngeal incompetence in velocardiofacial syndrome. Plast Reconstr
Surg 122: 845–852.
8. Van Lierde KM, Monstrey S, Bonte K, Van Cauwenberge P, Vinck B (2004)
The long-term speech outcome in Flemish young adults after two different types
of palatoplasty. Int J Pediatr Otorhinolaryngol 68: 865–875.
9. Sell D, Grunwell P, Mildinhall S, Murphy T, Cornish TA, et al. (2001) Cleft lip
and palate care in the United Kingdom--the Clinical Standards Advisory
Group (CSAG) Study. Part 3: speech outcomes. Cleft Palate Craniofac J 38:
30–37.

PLoS ONE | www.plosone.org

5

June 2011 | Volume 6 | Issue 6 | e21672

Histology in 22q11.2 Deletion Syndrome

33. Havkin N, Tatum SA, Shprintzen RJ (2000) Velopharyngeal insufficiency and
articulation impairment in velo-cardio-facial syndrome: the influence of
adenoids on phonemic development. Int J Pediatr Otorhinolaryngol 54:
103–110.
34. Wurdak H, Ittner LM, Sommer L (2006) DiGeorge syndrome and pharyngeal
apparatus development. Bioessays 28: 1078–1086.
35. Kelly RG, Jerome-Majewska LA, Papaioannou VE (2004) The del22q11.2
candidate gene Tbx1 regulates branchiomeric myogenesis. Hum Mol Genet 13:
2829–2840.
36. Xu H, Cerrato F, Baldini A (2005) Timed mutation and cell-fate mapping reveal
reiterated roles of Tbx1 during embryogenesis, and a crucial function during
segmentation of the pharyngeal system via regulation of endoderm expansion.
Development 132: 4387–4395.
37. Grifone R, Jarry T, Dandonneau M, Grenier J, Duprez D, et al. (2008)
Properties of branchiomeric and somite-derived muscle development in Tbx1
mutant embryos. Dev Dyn 237: 3071–3078.
38. Vitelli F, Morishima M, Taddei I, Lindsay EA, Baldini A (2002) Tbx1 mutation
causes multiple cardiovascular defects and disrupts neural crest and cranial nerve
migratory pathways. Hum Mol Genet 11: 915–922.
39. Walker MB, Trainor PA (2006) Craniofacial malformations: intrinsic vs extrinsic
neural crest cell defects in Treacher Collins and 22q11 deletion syndromes. Clin
Genet 69: 471–479.
40. Garg V, Yamagishi C, Hu T, Kathiriya IS, Yamagishi H, et al. (2001) Tbx1, a
DiGeorge syndrome candidate gene, is regulated by sonic hedgehog during
pharyngeal arch development. Dev Biol 235: 62–73.
41. Arnold JS, Werling U, Braunstein EM, Liao J, Nowotschin S, et al. (2006)
Inactivation of Tbx1 in the pharyngeal endoderm results in 22q11DS
malformations. Development 133: 977–987.
42. Abu-Issa R, Smyth G, Smoak I, Yamamura K, Meyers EN (2002) Fgf8 is
required for pharyngeal arch and cardiovascular development in the mouse.
Development 129: 4613–4625.
43. Sundman E, Ansved T, Margolin G, Kuylenstierna R, Eriksson LI (2004) Fibertype composition and fiber size of the human cricopharyngeal muscle and the
pharyngeal constrictor muscle. Acta Anaesthesiol Scand 48: 423–429.
44. Smirne S, Iannaccone S, Ferini-Strambi L, Comola M, Colombo E, et al. (1991)
Muscle fibre type and habitual snoring. Lancet 337: 597–599.
45. Leese G, Hopwood D (1986) Muscle fibre typing in the human pharyngeal
constrictors and oesophagus: the effect of ageing. Acta Anat (Basel) 127: 77–80.
46. Brooke MH, Engel WK (1969) The histographic analysis of human muscle
biopsies with regard to fiber types. 4. Children’s biopsies. Neurology 19:
591–605.
47. Stal PS, Lindman R (2000) Characterisation of human soft palate muscles with
respect to fibre types, myosins and capillary supply. J Anat 197(Pt 2): 275–290.

19. Kogo M, Hamaguchi M, Matsuya T (1996) Observation of velopharyngeal
closure patterns following isolated stimulation of levator veli palatini and
pharyngeal constrictor muscles. Cleft Palate Craniofac J 33: 273–276.
20. Adachi T, Kogo M, Iida S, Hamaguchi M, Matsuya T (1997) Measurement of
velopharyngeal movements induced by isolated stimulation of levator veli
palatini and pharyngeal constrictor muscles. J Dent Res 76: 1745–1750.
21. Zim S, Schelper R, Kellman R, Tatum S, Ploutz-Snyder R, et al. (2003)
Thickness and histologic and histochemical properties of the superior pharyngeal
constrictor muscle in velocardiofacial syndrome. Arch Facial Plast Surg 5:
503–510.
22. Bolland E, Manzur AY, Milward TM, Muntoni F (2000) Velocardiofacial
syndrome associated with atrophy of the shoulder girdle muscles and
cervicomedullary narrowing. Eur J Paediatr Neurol 4: 73–76.
23. Mongini T, Doriguzzi C, Arduino C, Brusco A, Bortolotto S, et al. (2001)
Myopathy in a patient with chromosome 22q11 deletion. Neuropediatrics 32:
107–109.
24. Okiyama N, Yamamoto T, Watanabe K, Yokozeki H, Nishioka K (2005)
Juvenile dermatomyositis in association with 22q11.2 deletion syndrome.
Br J Dermatol 152: 1370–1372.
25. Gerdes M, Solot C, Wang PP, McDonald-McGinn DM, Zackai EH (2001)
Taking advantage of early diagnosis: preschool children with the 22q11.2
deletion. Genet Med 3: 40–44.
26. Kobrynski LJ, Sullivan KE (2007) Velocardiofacial syndrome, DiGeorge
syndrome: the chromosome 22q11.2 deletion syndromes. Lancet 370:
1443–1452.
27. Van Aken K, De Smedt B, Van Roie A, Gewillig M, Devriendt K, et al. (2007)
Motor development in school-aged children with 22q11 deletion (velocardiofacial/DiGeorge syndrome). Dev Med Child Neurol 49: 210–213.
28. Hultman CS, Riski JE, Cohen SR, Burstein FD, Boydston WR, et al. (2000)
Chiari malformation, cervical spine anomalies, and neurologic deficits in
velocardiofacial syndrome. Plast Reconstr Surg 106: 16–24.
29. Oskarsdottir S, Belfrage M, Sandstedt E, Viggedal G, Uvebrant P (2005)
Disabilities and cognition in children and adolescents with 22q11 deletion
syndrome. Dev Med Child Neurol 47: 177–184.
30. Roubertie A, Semprino M, Chaze AM, Rivier F, Humbertclaude V, et al. (2001)
Neurological presentation of three patients with 22q11 deletion (CATCH 22
syndrome). Brain Dev 23: 810–814.
31. Gerdes M, Solot C, Wang PP, Moss E, LaRossa D, et al. (1999) Cognitive and
behavior profile of preschool children with chromosome 22q11.2 deletion.
Am J Med Genet 85: 127–133.
32. Kitsiou-Tzeli S, Kolialexi A, Fryssira H, Galla-Voumvouraki A, Salavoura K,
et al. (2004) Detection of 22q11.2 deletion among 139 patients with Di George/
Velocardiofacial syndrome features. In Vivo 18: 603–608.

PLoS ONE | www.plosone.org

6

June 2011 | Volume 6 | Issue 6 | e21672

