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Aim. The aim of this study was to determine tumor necrosis factor-alpha (TNF-α) levels in periapical exudates and to evaluate
their relationship with radiological findings. Methodology. Periapical exudates were collected from root canals of 60 single-rooted
teeth using absorbent paper points. TNF-α levels were determined by enzyme-linked immunosorbent assays. The samples were
divided into three groups according to the periapical radiolucent areas. Results. Nonparametric Kruskal-Wallis test revealed signif-
icant differences between TNF-α concentrations in control group (40, 57± 28, 15 pg/mL) and group with larger radiolucent areas
(2365, 79± 582, 95 pg/mL), as well as between control and canals with small radiolucent areas (507, 66± 278, 97) (P < .05). Con-
clusions. The levels of TNF-α increase significantly in teeth with periapical pathosis, from smaller to bigger lesions. This research
and its results have shown that objective analysis of the TNF-α levels enables establishment of a relationship between different
concentrations of TNF-α and different radiological changes.

Copyright © 2007 Sonja Pezelj-Ribarić et al. This is an open access article distributed under the Creative Commons Attribution
License, which permits unrestricted use, distribution, and reproduction in any medium, provided the original work is properly
cited.

1. INTRODUCTION

Periapicalpathoses of pulpal origin develop in response to
microbial irritants in the root canal systems. Bacterial cell
wall components react with monocytes, macrophages, other
cells of the immune system, as well as with fibroblasts, lead-
ing to the production of proinflammatory cytokines, such as
IL-1α, IL-1β, TNF-α, IL-6, and IL-8 [1].

Persistent injuries to the dental pulp usually cause irre-
versible pulpitis and pulpal necrosis. Irritants may be me-
chanical or chemical, but are most often bacterial. The inter-
action between these irritants and host defensive cells results
in release of numerous mediators that, through the root canal
system, are capable of initiating immunologic reactions in
periapical tissues resulting in the formation on inflammatory
periapical lesions. These reactions include immune response
mediated by cells, through the actions of T lymphocytes and
cytokines, and hummoral immune response mediated by an-
tibodies, activated by B-lymphocyte products [2].

TNF-α is a monocyte-derived protein that has a wide
range of proinflammatory and immunomodulatory effects
on a number of different cell populations. TNF-α is a cy-
tokine which stimulates bone resorption, prostaglandin syn-
thesis, and protease production by many cell types, including

fibroblasts and osteoblasts. Overproduction or inappropri-
ate expression of TNF-α can lead to a variety of pathologi-
cal conditions [3]. The local production of PGE2, IL1-β, and
TNF-α has been demonstrated in periapical lesions [4, 5].

TNF-α is a cytokine initially identified as a causative of
hemorrhagic necrosis in certain tumors and was later shown
to be the same molecule as cachectin, a serum product earlier
known as a mediator of wasting in chronic disease. In addi-
tion to its diverse bioactivities, TNF-α is the only molecule
other than IL-1 that is presently known to have osteoclast-
activating function. Although extensive research has been
performed in the area of periapical inflammatory mediators,
only few studies focused on the role and levels of TNF-α in
periapical exudate [6, 7]. The aim of this study was to deter-
mine the levels of TNF-α in periapical exudates and to eval-
uate possible relationships between this cytokine and radio-
logical findings in the involved teeth.

2. MATERIALS AND METHODS

The investigation was carried out on 60 subjects of different
age and sex. Subjects were divided into three groups accord-
ing to the radiological findings. Diagnoses were established
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according to the clinical and radiological findings. All pa-
tients in the certain period were included. The patients with
noncontributory medical histories and diagnosed with apical
periodontitis were selected for the study as follows.

(i) Group 1 consisted of 20 subjects whose single-rooted
teeth had the diagnosis of chronic apical periodontitis,
with dull or absent pain, and size of the lesion <1 cm.

(ii) Group 2 consisted of 20 subjects whose single-rooted
teeth were diagnosed with chronic apical periodonti-
tis, with dull or absent pain, but with the lesion size of
>1 cm.

(iii) Group 3 was control and comprised of 20 subjects
whose investigated single-rooted teeth showed symp-
toms of acute periapical condition accompanied by ex-
cruciating pain, necrotic pulp, and radiological thick-
ening of the apical periodontal ligament.

Primary access to the pulp chamber was gained using slow-
speed round dental burs, with placement of rubber dam
isolation. After determination of the working length, the
necrotic pulp was removed and the root canal was enlarged
to ISO size 40. The root canal was dried with sterilized pa-
per points. A sterile paper point was inserted into the root
canal up to the instrumentation length and held in place for
1 minute to absorb the exudate for the sample [6, 7]. Paper
points were immersed into sterile Ependorf vials containing
phosphate buffered saline (PBS) and stored at −70◦C until
further analysis [8, 9]. The volume of the fluid was calcu-
lated from a standard curve and expressed as μL. Size of the
radiolucent area was determined by two independent exam-
iners at the time exudate samples were collected. Periapical
lesions were classified as small, when the longer diameter was
shorter than 1 cm, while the remaining lesions were classified
as large. In the control group, the radiological thickening of
the periodontal ligament was present.

Determination of the TNF-α levels in supernatant of pe-
riapical exudate is based on utilization of monoclonal anti-
bodies specific for TNF-α which bind competitively to TNF-
α. Investigation is based on “sandwich” enzyme immunoas-
say (EIA).

All subjects were informed of the aims and procedures of
research. Within the research, they are guaranteed in respect
of their basic ethical and bioethical principles: personal in-
tegrity (independence, righteousness, well-being, and safety)
as regulated by Nűrnberg codex and the most recent ver-
sion of Helsinki declaration. Only those subjects who gave
a written permission in the form of informed consent were
included.

3. RESULTS

The present study demonstrated the presence of TNF-α in
all periapical exudate samples. Differences in concentrations
of TNF-α between control group (40, 57 ± 28, 15 pg/mL),
the group with large radiolucent areas (2365, 79 ± 582,
95 pg/mL), as well as between control and the canals asso-
ciated with small radiolucent areas (507, 66 ± 278, 97) were
statistically significant (P < .05). There was also statistically
significant difference between the samples with large radiolu-
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Figure 1: Levels of cytokine TNF-α in three groups of investigated
subjects.

cent areas and small radiolucent areas. EIA data for TNF-α
were categorized according to radiological diagnosis, using
the nonparametric Kruskal-Wallis test (see Figure 1).

4. DISCUSSION

Soluble mediators produced and secreted by various inflam-
matory, immunologically-active, and structural cells, com-
monly referred to as cytokines, play the leading role in patho-
genesis of infectious disease, acting side-by-side with other
inflammatory mediators: kinines, vasoactive amines, compo-
nents of the complement system, and metabolites of arachi-
donic acid [10].

Secretion of the cytokines is initiated with the purpose of
activating immunological response to irritants and increas-
ing local concentrations of inflammatory cells in order to
prevent further colonization of bacteria within the tissues.
Enhanced reaction of the host to various antigens results
in bone resorption and formation of granulomatous tissue,
which are the typical features of periapical lesion [10].

In this investigation, levels of the proinflammatory cy-
tokine TNF-α in periapical exudate were analyzed due to its
leading role in pathogenesis of periapical lesions. Exudates
were collected from the root canals using noninvasive meth-
ods. These exudates present the inflammatory exudate from
the periapical tissues and theoretically contain locally pro-
duced and secreted factors [11]. They resulted from the in-
flammatory response and contain host mediators related in
response to the infection [6]. Highest concentrations of TNF-
α were detected in periapical lesions with large radiolucent
areas, while these levels were significantly lower in the pe-
riapical lesions with smaller radiolucent areas. In the con-
trol group diagnosed as acute periodontitis, which differs in
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clinical symptoms from the other two experimental groups,
and is characterized by radioloical changes consistent with
periodontal ligament thickening, the levels of the investi-
gated cytokine demonstrated the lowest levels. These results
show different values from the results obtained by Ataoglu
et al. [6]; however, these authors compared the levels of two
kinds of cytokines: IL-1ß and TNF-α. In the work of Ataoglu
et al. [6], IL-1ß was detected in all samples of periapical exu-
dates and its levels were significantly higher than TNF-α lev-
els; however, the authors focused their attention only on the
TNF-α levels in periapical exudates demonstrated in all tis-
sue specimens with significant differences regarding certain
experimental groups. A study by Kjeldsen et al. [12] using
ELISA technique also showed significantly higher concentra-
tions of TNF-α in crevicular fluid in patients with chronic
adult periodontitis. It is likely that chronic periodontal in-
fection may evoke an immune response that may result in
the production of slightly higher levels of TNF-α.

It was proved that TNF-α leads to bone resorption
through osteoclast activation and stimulation of the secre-
tion of proteolytic enzymes, plasminogen activator (PA), and
matrix metalloproteinases (MMP), which are in charge of
destroying extracellular matrix of the bone tissue [13].

The work by Artese et al. [14] showed that there is
a small fraction of TNF-α-positive cells within the granu-
loma with a macrophage-like morphology. Ultrastructural
analyses showed that there are some macrophages which
have adjusted the extracellular secretion; therefore, these
macrophages might be the main source of cytokines in the
tissue.

Wang et al. [15] showed that both TNF-α and IL-1 are
secreted in the infected rat pulps and periapical lesions. The
cells appeared as soon as 2 days following the pulp chamber
opening and their numbers increased steadily until the day
30. These findings demonstrate the presence of IL-1α- and
TNF-α-secreting cells in the pulp and periapical tissues im-
mediately following the pulp exposure, which supports the
assumption that the abovementioned cytokines play a role in
pathogenesis of pulp and periapical pathoses.

In the analysis of TNF-α levels in healthy, symptomatic,
and asymptomatic human pulps [16], TNF-α was detected
in all vital pulp tissues. The highest concentrations of TNF-
α, with regard to clinical classification, were found in symp-
tomatic reversible pulpitis, and the difference was statis-
tically significant in comparison with irreversible asymp-
tomatic pulpitis and healthy pulp. The highest concentra-
tions of TNF-α, with regard to histological classification,
were found in histologically confirmed moderate inflamma-
tion, followed by severe inflammation, mild inflammation,
and finally healthy pulp.

5. CONCLUSION

Conclusion can be drawn that cytokine TNF-α could be an
objective marker in radiologically confirmed periapical le-
sions. Presence of TNF-α in this investigation was proved in
all clinical samples. The lowest levels were demonstrated in
control group, which was characterized by radiological thick-
ening of the periodontal ligament, while somewhat greater

concentrations were found in teeth with periapical radiolu-
cencies of <1 cm diameter; finally, the greatest concentra-
tions were measured in teeth with radiolucent lesions >1 cm,
which confirms the relationship between TNF-α and the
emergence and development of periapical lesions. Objective
analysis of TNF-α levels enables establishment of a relation-
ship between different concentrations of this cytokine and
different radiological changes.
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Advances in Urology

Special Issue on

The Changing Concepts of Vesicoureteral
Reflux in Children

Call for Papers

Vesicoureteral reflux (VUR) is considered an enigma of pedi-
atric urology practice, where the management of this salient
disease evolved from surgical intervention to observation.
Bladder physiology and dysfunction has become the culprit
behind VUR, making the diagnosis of primary reflux a his-
torical diagnosis. However, recently the introduction of De-
flux and other injectable materials revolutionized the man-
agement of VUR in pediatric population. Subsequently, from
the moment a child is diagnosed with reflux, pediatric urol-
ogists are faced with challenging questions both by parents
and peers:

• Do antibiotics have a role in management of VUR?
• If the management of reflux is conservative, do we re-

ally need to have this pathology diagnozed? and which
radiological modality is better?

• What are the current surgical modalities to treat reflux
in 2008?

• What if reflux is not treated, does it cause higher risk
of infections in girls at puberty?

• What can the literature tell us? More specifically, do
we have enough objective data in the literature on the
research and outcome of VUR that will help pediatric
urologists make a decision?

Voiding cystourethrogram is recognized as a disturbingly in-
vasive test in pediatrics and sedation, for this test is becoming
a routine for children undergoing this test in some centers.

This special issue on the changing concepts of vesi-
coureteral reflux in children will be focused on addressing
most of these questions in an attempt to provide a state-of-
the-art foundation for decision making when a urologist is
faced with a child who harbors VUR.

The ideal list of topics to be covered is as follows:

• Bladder dynamics, voiding dysfunction and reflux
• Endoscopic treatment: technique
• Intravesical ureteral reimplantation: surgical tech-

nique

• Extravesical ureteral reimplantation: surgical tech-
nique

• Antibiotics and vesicoureteral reflux
• Diagnostic approach to reflux in 2007
• Outcome of surgical versus medical management of

VUR
• Update on reflux nephropathy and ESRD 2nd to VUR
• Relation between Deflux volume and reflux resolution
• Reflux treatment evolution
• Design of study
• VCUG and radiation
• Sedation and VCUG
• Reflux and puberty
• VUR management: state of the art or state of confusion
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Urothelial carcinoma of the upper urinary tract is relatively
uncommon, representing only 5% of all urothelial cancers.
The 5-year cancer-specific survival for upper tract urothelial
carcinoma in the United States is roughly 75% with grade
and stage serving as the most powerful predictors of survival.
Nephroureterectomy with excision of the ipsilateral ureteral
orifice and bladder cuff en bloc remains the gold standard
treatment for upper tract urothelial carcinoma, but endo-
scopic and laparoscopic approaches, are rapidly evolving as
standards of care depending on grade and stage of disease.
Several controversies remain in management of upper tract
urothelial carcinoma including patient selection for endo-
scopic versus laparoscopic approaches, management strate-
gies of the distal ureter, the role of lymphadenectomy in up-
per tract urothelial carcinoma, and the value of chemother-
apy in upper tract disease.

Aims of this special edition will be to critically review and
evaluate controversies in management of upper tract urothe-
lial cancer including: endoscopic management of upper tract
urothelial carcinoma, laparoscopic nephroureterectomy and
management of the distal ureter, the role of lymphadenec-
tomy in management of upper tract urothelial cancer, and
the emerging role of chemotherapy in upper tract disease.

• Endoscopic management of upper tract urothelial car-
cinoma

• Laparoscopic nephroureterectomy and management
of the distal ureter

• Role of lymphadenectomy in management of upper
tract urothelial cancer

• Role of chemotherapy in management of upper tract
urothelial carcinoma

Authors should follow the Advances in Urology manuscript
format described at the journal site http://www.hindawi
.com/journals/au/. Prospective authors should submit an
electronic copy of their complete manuscript through the
journal Manuscript Tracking System at http://mts.hindawi
.com/, according to the following timetable:

Manuscript Due May 1, 2008

First Round of Reviews August 1, 2008

Publication Date November 1, 2008
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Climate Change and Infectious Disease

Call for Papers

Virtually every atmospheric scientist agrees that climate
change—most of it anthropegenic—is occurring rapidly.
This includes, but is not limited to, global warming. Other
variables include changes in rainfall, weather-related natural
hazards, and humidity. The Intergovernmental Panel on Cli-
mate Change (IPCC) issued a major report earlier this year
establishing, without a doubt, that global warming is occur-
ring, and that it is due to human activities.

Beginning about two decades ago, scientists began study-
ing (and speculating) how global warming might affect the
distribution of infectious disease, with almost total emphasis
on vector-borne diseases. Much of the speculation was based
upon the prediction that if mean temperatures increase over
time with greater distance from the equator, there would be a
northward and southward movement of vectors, and there-
fore the prevalence of vector-borne diseases would increase
in temperate zones. The reality has been more elusive, and
predictive epidemiology has not yet allowed us to come to
conclusive predictions that have been tested concerning the
relationship between climate change and infectious disease.
The impact of climate change on infectious disease is not
limited to vector-borne disease, or to infections directly im-
pacting human health. Climate change may affect patterns
of disease among plants and animals, impacting the human
food supply, or indirectly affecting human disease patterns as
the host range for disease reservoirs change.

In this special issue, Interdisciplinary Perspectives on In-
fectious Diseases is soliciting cross-cutting, interdisciplinary
articles that take new and broad perspectives ranging from
what we might learn from previous climate changes on dis-
ease spread to integrating evolutionary and ecologic theory
with epidemiologic evidence in order to identify key areas
for study in order to predict the impact of ongoing climate
change on the spread of infectious diseases. We especially en-
courage papers addressing broad questions like the follow-
ing. How do the dynamics of the drivers of climate change af-
fect downstream patterns of disease in human, other animals,
and plants? Is climate change an evolutionary pressure for
pathogens? Can climate change and infectious disease be in-
tegrated in a systems framework? What are the relationships

between climate change at the macro level and microbes at
the micro level?

Authors should follow the Interdisciplinary Perspec-
tives on Infectious Diseases manuscript format described
at the journal site http://www.hindawi.com/journals/ipid/.
Prospective authors should submit an electronic copy of their
complete manuscript through the journal Manuscript Track-
ing System at http://mts.hindawi.com/, according to the fol-
lowing timetable:

Manuscript Due June 1, 2008
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The use of oral type-V phosphodiesterase inhibitors has been
increasingly common over the last several years for the pur-
poses of penile rehabilitation. This edition will provide a cur-
rent assessment of the evidence supporting this practice. The
concerns regarding the true benefit of penile rehabilitation
will also be examined.

Topics of interest include, but are not limited to:

• Basic science evidence for the benefits of penile reha-
bilitation therapy

• Overview of penile rehabilitation therapy
• An appraisal of the peer-reviewed clinical literature on

penile rehabilitation therapy
• Experience with penile rehabilitation therapy after

robot-assisted laparoscopic prostatectomy

Authors should follow the Advances in Urology manuscript
format described at the journal site http://www.hindawi.
.com/journals/au/ Prospective authors should submit an
electronic copy of their complete manuscript through the
journal Manuscript Tracking System at http://mts.hindawi
.com/, according to the following timetable:

Manuscript Due May 1, 2008

First Round of Reviews August 1, 2008
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Management of Small Renal Masses
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This special issue aims at summarizing distinct aspects of
the management of small renal masses nowdays, focusing on
its epidemiology, pathological aspects, prognosis, and mostly
the different treatment strategies.

During the last two decades, we all have observed an aston-
ishing increase in the detection of small renal masses, which,
generally speaking, we assume to be under 4 cm although
there is not a clear cut-off for the definition of a small re-
nal mass. The increase in longevity and medical attention
demanded by the population and mainly due to the popu-
larization of sonography among different colleagues, even as
a first visitation test in many offices, are some of the classi-
cal reasons to justify this phenomenon, but maybe not the
unique ones.

All these have led the evolution from radical to partial
nephrectomy as the gold standard technique for the treat-
ment of these masses, based on the high percentage of be-
nign masses within this cohort and also the same oncological
data when renal cell carcinoma is reported among both tech-
niques.

Then laparoscopy came into scene and partial nephrec-
tomy was finally adopted as a difficult technique but with
improved quality of life issues compared to open partial
nephrectomy and with the same oncological outcome. While
we were attending the slow generalization of this approach,
or maybe due to its intrinsic difficulty, we are now receiv-
ing many other minimally invasive techniques trying to com-
pete with the previous surgical procedures, namely, radiofre-
quency, cryoablation, HIFU, and so forth. But, is it necessary
to treat all these masses? It is clear that approximately 25%
of these masses are not malignant, and there is growing evi-
dence that not all these masses will kill our patients.

This special issue will be focused on the characterization
of the present small renal masses and the different manage-
ment possibilities. We invite authors to present personal ex-
periences, reviews, and opinions around the issue.

The list of topics to be covered is as follows:

• Epidemiology of renal masses
• Incidental diagnosis and clinical symptoms: prognosis

aspects

• Histological characterization of small renal masses
• Necropsy studies: incidence of silent renal masses
• Concept of renal adenoma: useful or old term
• Radiology of small renal masses
• Familial syndromes coupling with small renal masses
• Genetic counselling in renal masses
• Potential role of percutaneous biopsy in small renal

masses
• Size as a prognostic factor in renal masses
• Multifocality and renal masses
• Watchful waiting in front of a small renal mass
• Importance and limits of ischeamia in renal partial

surgery: experimental and clinical research
• Open partial nephrectomy
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