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Abstract 
Background: This study was aimed to evaluate the prevalence of metaplastic changes in the epithelium of radicular 
cysts and to investigate how they relate to the clinical and radiographic characteristics of the cysts, based on a large 
series of radicular cysts.
Material and Methods: Biopsies of cysts of endodontic origin that were examined at the Department of Oral Pa-
thology between 2004 and 2011 have been re-evaluated for this study. Only cases that were re-confirmed with 
clinical and histological diagnoses of a radicular or residual radicular cyst were included. The included cases were 
evaluated for the prevalence of metaplastic changes in the form of mucous secreting cells (MSC) or ciliated cells 
(CC). The relations between the metaplastic changes and the cyst type (radicular or residual radicular), as well as 
demographic, clinical and radiographic parameters, were statistically evaluated using Fischer and chi-square tests. 
Significance was set at p<0.05.
Results: A total of 711 cysts were included: 677 were radicular cysts (95%) and 34 (5%) were residual radicular 
cysts. 23 cases had histopathological diagnoses other than radicular or residual radicular cysts and were excluded 
from the study. MSC were present in 47 (6.6%) cysts. MSC were significantly more common in residual radicular 
cysts than in radicular cysts [8 (23.5%) and 39 (5.8%), respectively; p<0.001]. MSC-containing cysts were com-
monly found in asymptomatic patients (10.5%, p<0.001), and usually presented with well-defined radiographic 
borders (7.2%, p<0.05). CC were present in 34 (4.8%) cysts, with a markedly high prevalence in the maxillary 
molar sextant (15%, p<0.001).
Conclusions: In the epithelium of radicular and residual radicular cysts the presence of specific metaplastic changes 
may be related to cyst type, symptomatology, radiographic findings and tooth location.
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Introduction
Radicular cyst is a sequel of a chronically inflamed 
granulation tissue located adjacent to the apex of a non-
vital tooth with necrotic and infected pulp. It is formed 
when the epithelial rests of Malassez from the periodon-
tal ligament are stimulated to proliferate to the degree 
that the central area undergoes necrosis, and a lumen is 
formed (1-13). In some cases a radicular cyst remains 
within the jawbones after extraction of the offending 
tooth. In these cases, the cyst is referred to as a residual 
radicular cyst (4,7,11,14-16).
Metaplastic changes as the presence of mucous cells or 
ciliated cells in the epithelial lining of radicular and re-
sidual radicular cysts have been reported in the literature 
in a few studies, all based on a small number of cases 
(17-22).
Metaplastic changes (metaplasia) are defined as the re-
placement of one differentiated cell type with another 
mature differentiated cell type, such as the replacement 
of squamous epithelium with mucous secreting cells 
(MSC) or with ciliated cells (CC). The prevalence and 
possible clinical significance of these metaplastic chan-
ges in radicular cysts have not been fully investigated 
(17-22). Thus, the aim of the study was to evaluate the 
prevalence of these metaplastic changes in the epithe-
lium of radicular cysts of endodontic origin in a large 
series of cases, and to investigate how they relate to the 
clinical and radiographic characteristics of the cysts.

Material and Methods
Biopsies of cysts of endodontic origin, examined at the 
Department of Oral Pathology between 2004 and 2011 
were collected and re-evaluated. The study was appro-
ved by the ethics committee of the institution. The pa-
tients’ medical records were retrieved and evaluated for 
suitability.
Inclusion criteria were comprised of a re-confirmed clini-
cal diagnosis of a peri-radicular pathology of endodontic 
origin, along with a histological diagnosis of a radicular 
cyst or residual radicular cyst. Cases with histopatholo-
gical diagnoses not associated with a cyst of endodontic 
origin were excluded. 
Tissue samples were fixed in 10% buffered formalin and 
embedded in paraffin. For each case, random 5-micron 
sections were cut and stained with hematoxylin and 
eosin. The cases were histologically re-assessed by an 
experienced oral pathologist (M.V), who evaluated the 
slides by means of a light microscope (Olympus BH2, 
Tokyo, Japan). 
A diagnosis of a radicular cyst was made for lesions that 
were clinically associated with non-vital teeth, and mi-
croscopically demonstrated a lumen at least partially li-
ned by stratified squamous epithelium and a connective 
tissue wall with various amounts of chronic and acute 
inflammatory cells. A diagnosis of residual radicular 

cyst was made in cases with a reported prior extraction 
of a non-vital tooth with a peri-radicular lesion, and with 
microscopic features similar to those of a radicular cyst 
(3,4,7,8,13-16). 
In the cases that fulfilled the inclusion criteria the epithe-
lial lining of the cysts were investigated for the presence 
of metaplasia in terms of emergence of MSC and CC 
among the cystic lining epithelial cells. MSC were iden-
tified as luminal cells of varying sizes and shapes with a 
slightly basophilic, granular cytoplasm, appearing either 
as a continuous row or as scattered cells at irregular in-
tervals. CC were identified as luminal ciliated cells as-
sociated with either mucous cells or tall epithelial cells 
(17,19,21,22). 
The medical records of the patients were subjected to 
data retrieval and analysis. Demographic data included 
the age and gender of the patients. Clinical data included 
the type of the involved tooth/teeth, presence of pain or 
swelling,  and whether the patient had a previous root 
canal treatment. Radiographic data included the loca-
tion of the cyst, the nature of the cyst borders (well- or 
poorly-defined) and the presence of border cortication. 
Whenever the cyst involved more than one region, the 
location was determined based on the center of the cyst.
The demographic, clinical, radiological and histopatho-
logical data were submitted to a statistical analysis. The 
associations between the presence of MSC / CC and the 
demographic, clinical and radiographic parameters were 
analyzed by Fischer and chi-square tests using the SPSS 
software, version16 (Chicago, IL, USA). The level of 
significance was set to p<0.05.

Results
A total of 734 biopsies of cysts of endodontic origin 
were submitted to re-evaluation. Of these, 23 cases were 
excluded from the study: 3 cases were diagnosed as ke-
ratocystic odontogenic tumor, and 20 cases were devoid 
of epithelial lining, which was probably destroyed by 
inflammatory infiltrate. Eventually 711 cases were eva-
luated, including 677 (95%) radicular cysts and 34 (5%) 
residual radicular cysts. 
Age was reported in the records of 583 patients, and ran-
ged from 4 to 97 years, with a mean of 42±15 yrs. Gen-
der was reported in the records of 703 patients, with 358 
(50.9%) females and 345 (49.1%) males. 
The location of the cyst was known in 703 of the cases. 
Most of the cysts were located in the mandibular molar 
(35.1%) and maxillary anterior (28%) regions (Fig. 1).
Data on clinical symptoms (pain or swelling) was avai-
lable for 443 patients: 224 (50.6%) were asymptomatic 
while 219 (49.4%) were symptomatic.
A previous root canal treatment was present in 307 
(43.2%) teeth.
The appearance of radiographic borders was determined 
for 379 cysts: 333 (87.9%) were well-defined while 46 
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Fig. 1. Distribution of the radicular cysts by sextants (% was calcu-
lated from the total number of cysts, N=711).“Prem” - pre-molars, 
“Ant” - anterior teeth.

(12.1%) were ill-defined. The presence of border corti-
cation was known in 251 cysts, with 158 (62.9%) being 
uncorticated and 93 (37.1%) corticated. 
A total of 66 (9.3%) cysts showed metaplastic changes: 
MSC were present in 47 (6.6%) and CC in 34 (4.8%) of 
all cases (Fig. 2 presents a fragment of a radicular cyst 
lining epithelium that shows metaplastic changes). Out 
of the 47 cysts with MSC,15 (32%) were accompanied 
by CC (p<0.001).

Fig. 2. A) Fragment of a radicular cyst wall that shows metaplastic 
changes of mucous secreting cells (arrows; hematoxylin and eosin, 
x100 original magnification). B) Magnification of the mucous cells. 
C) Ciliated cells (arrow).

MSC were significantly more common in residual ra-
dicular cysts than in radicular cysts [8 (23.5%)and 39 
(5.8%), respectively; p<0.001). MSC-containing cysts 
were distributed among all sextants (Table 1). MSC 
were more common in males than in females [33 (9.6%) 
and 13(3.6%), respectively; p=0.002)] and were more 
common in the asymptomatic than in the symptomatic 
cysts [23 (10.5%) and 4 (1.8%), respectively; p<0.001)]. 
MSC were found in 24 (7.2%) of the cases with well-
defined radiographic borders, and in none of the cases 
with ill-defined borders (p<0.05). There was no associa-
tion between the presence of MSC and the patients’ age, 
location of the cysts, previous root canal treatment or 
radiographic border cortication (p>0.05). 
Metaplastic changes of the CC type were found in 33 
(4.9%) of the radicular cysts and in 1 (2.9%) of the re-
sidual radicular cysts. CC-containing cysts were more 
common in the upper molar sextant (16 (47%)) than in 
any other location (p<0.001) (Table 1). There was no 
statistically significant association between the presence 
of CC and any other investigated parameter. 

Lesion Location Metaplastic changes

Ciliated 
cells

Mucous secreting 
cells

Lower Anterior 0(0%) 4(8.5%)

Lower Premolars 0(0%) 4(8.5%)
Lower Molars 2(5.9%) 10(21.3%)
Upper Anterior 12(35.3%) 14(29.8%)

Upper Premolars 4(11.8%) 4(8.5%)

Upper Molars 16(47%)* 11(23.4%)

Total 34 47

Table 1. Metaplastic changes in the different cyst locations.

*p<0.05.

Discussion
In the present study a large series of 711 radicular cysts 
was evaluated. The findings highlighted the prevalence 
of MSC (6.6%) in these cysts, and the significant asso-
ciation of MSC with residual radicular cysts, with lack 
of symptoms, with male gender, and with well-defined 
radiographic borders. The study also highlighted the 
prevalence of CC (4.8%) and their significant associa-
tion with the upper molar teeth, as well as the significant 
coexistence of MSC and CC together. 
In previous studies, MSC were reported in 10-40% of 
the radicular and residual radicular cysts, mostly in the 
outer layers of the epithelium, sometimes as single cells 
and sometimes forming a gland-like structure (17,21,22). 
MSC were reported as more prevalent in cystic lesions 
of the maxilla, in which their numbers increased with the 
cyst age (about 7% every decade) (17,22). CC were re-
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ported in 0.7-11% of radicular cysts, usually in the lumi-
nal layer of the epithelium, covering only small fractions 
of the cyst lumen and they were usually accompanied by 
the presence of MSC (17,22). As CC were reported to 
be more prevalent in maxillary cysts, it was suggested 
that they migrated from the maxillary sinuses mucosa 
(17,19,21). However, since MSC and CC have also been 
found in the mandible, it seems that their presence in the 
cyst epithelium is a result of local metaplasia rather than 
cell migration (17,22).
MSC prevalence of 6.6% found in the present series of 
radicular cysts is lower than the range of 10% to 40% 
reported in previous studies, but CC prevalence of 4.8% 
falls within the previously reported range of 0.7% to 
10.7% (14,17,20-22). While in this study it was found 
that MSC occurred mainly in residual radicular cysts, 
others previously reported the presence of MSC mainly 
in radicular cysts (14). It should be noted that not only 
did previous studies include a lower number of cases 
(range of 33 to 402 cases, compared to 711 in the pre-
sent study), they were also heterogeneous in the types 
of peri-radicular lesions examined- some included ra-
dicular cysts only, others residual radicular cysts only, 
and some included both types of lesions under the term 
“dental cysts” without specifying their sub-classification 
(14,17,20-22). 
We found no association between the presence of MSC 
and tooth location, similar to previously reported data 
(17,18). In contrast, CC were significantly associated 
with the maxillary molars, similar to the finding of Take-
da et al. 2005 (22), who reported a high prevalence of 
CC in the maxilla. It should be noted that in the present 
study, CC were also found in cysts related to mandibular 
molars, albeit in a small number of cases. It can therefo-
re be inferred that CC should not always be regarded as 
an extension of the maxillary sinus lining but rather as a 
true metaplastic change (21).
Tosh et al. (23) have suggested that the metaplastic 
changes are not an outcome of phenotypic changes wi-
thin a mature, differentiated cell, but rather a result of a 
reprogramming process, normally occurring in precur-
sor cells within any tissue (23). It may be assumed that 
precursor cells do reside among the epithelial rests of 
Malassez and that they convey this type of epithelium a 
certain degree of plasticity. The reprogramming process 
is mediated by cytokine-derived signals, various growth 
factors, as well as by modifications in the extra-cellular 
matrix characteristics and specific genes involved in the 
metaplastic process are being revealed (23).
It remains to be investigated whether the presence of 
metaplastic changes (MSC, CC) in radicular cysts has 
a clinical impact either on the potential of these cysts 
to heal after a root canal treatment or on the persistence 
of the residual radicular cysts after tooth extraction that 
removes the irritant factors. Alternatively, it is possible 

that residual radicular cysts persist after tooth extraction 
because these cysts are not curetted at the time of extrac-
tion, and the resulting conditions facilitate metaplastic 
changes (i.e. the metaplasia may be a result of the resi-
dual cysts, it may be a factor influencing their outcomes, 
or both).
It may be concluded that in the epithelium of radicular 
cysts, the presence of metaplastic changes may be rela-
ted to cyst type, symptomatology, radiographic findings, 
and tooth location. The influence of metaplastic cells in 
cysts of endodontic origin  on the prognosis of endodon-
tic treatment remains to be further investigated.

References
1. Bergenholtz G, Lekholm U, Liljenberg B, Lindhe J. Morphometric 
analysis of chronic inflammatory periapical lesions in root-filled teeth. 
Oral Surg Oral Med Oral Pathol. 1983;3:295-301.
2. Grossmann SM, Machado VC, Xavier GM, Moura MD, Gomez RS, 
Aguiar MC, et al. Demographic profile of odontogenic and selected 
nonodontogenic cysts in a Brazilian population. Oral Surg Oral Med 
Oral Pathol Oral Radiol Endod. 2007;104:e35-41.
3. Jones AV, Craig GT, Franklin CD. Range and demographics of 
odontogenic cysts diagnosed in a UK population over a 30-year pe-
riod. J Oral Pathol Med. 2006;35:500-7.
4. Kreidler JF, Raubenheimer EJ, van Heerden WF. A retrospective 
analysis of 367 cystic lesions of the jaw--the Ulm experience. J Cra-
niomaxillofac Surg. 1993;21:339-41.
5. Spatafore CM, Griffin JA Jr, Keyes GG, Wearden S, Skidmore AE. 
Periapical biopsy report: an analysis of over a 10-year period. J Endod. 
1990;16:239-41. 
6. Langeland K, Block RM, Grossman LI. A histopathologic and his-
tobacteriologic study of 35 periapical endodontic surgical specimens. 
J Endod. 1977;3:8-23.
7. Lin LM, Huang GT, Rosenberg PA. Proliferation of epithelial cell 
rests, formation of apical cysts, and regression of apical cysts after 
periapical wound healing. J Endod. 2007;33:908-16.
8. Nair PNR. New perspectives on radicular cysts: do they heal? Int 
Endod J. 1998;3:155-60.
9. Slutzky-Goldberg I, Baev V, Volkov A, Zini A, Tsesis I. Incidence 
of cholesterol in periapical biopsies among adolescent and elderly pa-
tients. J Endod. 2013;39:1477-80.
10. Nair PNR, Pajarola G, Schroeder HE. Types and incidence of hu-
man periapical lesions obtained with extracted teeth. Oral Surg Oral 
Med Oral Pathol Oral Radiol Endod. 1996;1:93-102.
11. Reeve CM, Wentz FM. The prevalence, morphology, and distribu-
tion of epithelial rests in the human periodontal ligament. Oral Surg 
Oral Med Oral Pathol. 1962;15:785-93.
12. Seltzer S, Soltanoff W, Bender IB. Epithelial proliferation in peria-
pical lesions. Oral Surg Oral Med Oral Pathol. 1969;27:111-21.
13. Hirshberg A, Tsesis I, Metzger Z, Kaplan I. Periapical actinomyco-
sis: a clinicopathologic study. Oral Surg Oral Med Oral Pathol. 
2003;95:614-20.
14. High AS, Hirschmann PN. Age changes in residual radicular cysts. 
J Oral Pathol. 1986;15:524-8.
15. Oehlers FA. Periapical lesions and residual dental cysts. Br J Oral 
Surg. 1970;8:103-13.
16. Tortorici S, Amodio E, Massenti MF, Buzzanca ML, Burruano F, 
Vitale F. Prevalence and distribution of odontogenic cysts in Sicily: 
1986-2005. J Oral Sci. 2008;50:15-8.
17. Browne RM. Metaplasia and degeneration in odontogenic cysts in 
man. J Oral Pathol. 1972;1:145-58.
18. Hodson JJ. Muco-epidermoid odontogenic cysts of the jaws 
with special reference to those in the mandible. Proc R Soc Med. 
1956;49:637-9.
19. Schneider LC. Incidence of epithelial atypia in radicular cysts: a 
preliminary investigation. J Oral Surg. 1977;35:370-4.



J Clin Exp Dent. 2016;8(5):e529-33.                                                                                                                                           Metaplastic changes in the epithelium of radicular cysts

e533

20. Shear M. Secretory Epithelium in the lining of Dental Cysts. JDA 
South Africa. 1960;15:117-19.
21. Slabbert H, Shear M, Altini M. Vacuolated cells and mucous me-
taplasia in the epithelial linings of radicular and residual cysts. J Oral 
Pathol Med. 1995;24:309-12.
22. Takeda Y, Oikawa Y, Furuya I, Satoh M, Yamamoto H. Mucous 
and ciliated cell metaplasia in epithelial linings of odontogenic inflam-
matory and developmental cysts. J Oral Sci. 2005;47:77-81.
23. Tosh D, Slack JM. How cells change their phenotype. Nat Rev Mol 
Cell Biol. 2002;3:187-94.

Conflict of Interest
The authors declare that they have no conflict of interest. The authors 
Igor Tsesis, Eyal Rosen had an equal contribution in the preparation 
of this study.


