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Abstract
Background: We evaluated the ability of 3D-CT and virtual bronchoscopy to estimate trachea
stenosis in comparison to conventional axial CT and fiberoptic bronchoscopy, with a view to assist
thoracic surgeons in depicting the anatomical characteristics of tracheal strictures.
Methods: Spiral CT was performed in 16 patients with suspected tracheal stenoses and in 5
normal subjects. Tracheal stenoses due to an endoluminal neoplasm were detected in 13 patients,
whilst post-intubation tracheal stricture was observed in the other 3 patients. Multiplanar
reformatting (MPR), volume rendering techniques (VRT) and virtual endoscopy (VE) for trachea
evaluation were applied and findings were compared to axial CT and fiberoptic bronchoscopy. The
accuracy of the procedure in describing the localization and degree of stenosis was tested by two
radiologists in a blinded controlled trial.
Results: The imaging modalities tested showed the same stenoses as the ones detected by flexible
bronchoscopy and achieved accurate and non-invasive morphological characterization of the
strictures, as well as additional information about the extraluminal extent of the disease. No
statistically significant difference was observed between the bronchoscopic findings and the results
of axial CT estimations (P = 1.0). No statistically significant differences were observed between
bronchoscopic findings and the MPR, VRT and VE image evaluations (P = 0.705, 0.414 and 0.414
respectively).
Conclusion: CT and computed generated images may provide a high fidelity, noninvasive and
reproducible evaluation of the trachea compared to bronchoscopy. They may play a role in
assessment of airway patency distal to high-grade stenoses, and represent a reliable alternative
method for patients not amenable to conventional bronchoscopy.
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Background
Bronchoscopy is considered the "gold standard" for the
detection and diagnosis of tracheobronchial pathology
because it permits direct visualization of the airway
lumen. However, bronchoscopy has potentially hazardous complications in the severely ill patients (profound
oxygen desaturation in hypoxemic patients, tachycardia,
cardiac arrhythmias, endoscopy-induced inflammation of
the immunocompromised), and some technical limitations such as inability to evaluate airway calibre and morphology beyond a high-grade stenosis of the bronchial
lumen. Furthermore, it is not an examination well-tolerated by all patients [1-4].
On the other hand, spiral CT is a well-tolerated procedure
by all patients, and permits rapid data acquisition during
a single breath hold. The acquired images provide detailed
information regarding the tracheobronchial tree and its
pathology. Moreover, two and three-dimensional (2D,
3D) images generated by CT data, provide additional
information regarding airway pathology. A variety of
computer processing algorithms can be applied in CT
acquired data such as: multiplanar reformatting (MPR),
shaded surface display (SSD), maximum or minimum
intensity projection (MIP), volume rendering techniques
(VRT) and more recently virtual endoscopy (VE) [5-12].
Virtual bronchoscopy is the specific application of VE for
the tracheobronchial tree. It is not invasive and can produce views similar to those produced by conventional
bronchoscopy. It can evaluate the airways beyond a highgrade stenosis and it can be performed in patients who
cannnot tolerate bronchoscopy. The aforementioned
advantages of the computer-generated images render
them as a constant demand for the evaluation of these
patients [13-15].
The aim of our study was to evaluate the capacity of the
computer generated images (2D/3D images and virtual
endoscopy) to accurately depict and characterize tracheal
stenoses in comparison with conventional fiberoptic
bronchoscopy.

Methods
Spiral CT was performed in 16 patients who were referred
for suspected trachea stenoses. Patient population
involved 12 men and 4 women; age range 19–77 years,
mean age: 62.3 years. Tumor was the cause of tracheal narrowing in 13 patients, while the rest 3 patients suffered
from tracheomalacia secondary to prolonged intubation
(Table 1). In addition, 5 normal subjects, who underwent
computed tomography of the chest for atypical symptoms
and had negative pathology were included as a control
group.
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All patients underwent fiberoptic bronchoscopy performed by an experienced pulmonologist, and the findings regarding the presence, localization and numbers of
stenoses were used as standards of reference.
Pathologic diagnosis was established by analysis of specimens obtained during bronchoscopy (n = 12) or surgery
(n = 1) or by evaluating the patients' clinical history (n =
3).
We applied MPR, VRT and VE techniques in all patients in
order to evaluate the tracheobronchial tree and thereafter,
we compared the results with the existing transverse CT
sections, and bronchoscopic findings.
Data Acquisition
The CT data sets were acquired with a Somatom Plus 4
Power scanner (Siemens Medical Systems, Erlangen, Germany) at 140 kV and 189 mA, respectively. Spiral CT
examinations were carried out at deep inspiration without
administration of any contrast medium. In order to minimize the motion artifacts due to inability to breath hold,
scanning was performed in the caudo-cranial direction.
Prior to the examination the patients were hyperventilated with deep inspirations to improve breath holding.

The scan parameters were 5 mm collimation and 7.5 mm/
sec feed, while the total scan time ranged between 20–25
sec. The reconstruction interval was set to 2 mm and the
field of view (FOV) was confined to 160 mm.
Three-dimensional reconstructions and virtual endoscopy
All the spiral CT data sets were transferred to the Medical
Imaging unit of the Department of Medical Physics
through Gigabit uplink based LAN for image processing
which was performed on an Analyze PC 5 workstation
(Mayo Foundation).

The volume data were loaded to the workstation and with
the application of different filters the objects of interest
were subsequently segmented (i.e. trachea, major bronchi, lung parenchyma, tumors etc.). After the segmentation process, the objects of interest were reconstructed
using the MPR and VRT algorithms. At last, the VE algorithm was applied in all data sets. The same medical imaging specialist, blinded to the outcome of other
examinations, performed all image reconstructions.
The whole procedure, in order to generate the 2-D images
(MPR), 3-D images (VRT) and the VE images from the
axial CT-slices, required approximately 20–30 min for
each patient. Good quality images were generated in all
cases.
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Table 1: Pathologic diagnoses in 16 patients with stenoses at brochoscopy

Diagnosis

No of patients (n = 16)

No of stenosis (n = 21)

6
2
2

6
2
2

1

4

1
1
3

1
3
3

Malignant diseases (n = 11)
Invasion by adjacent cancer
-Lung cancer
-Thyroid cancer
-Esophageal cancer
Metastases
-Small cell carcinoma
Benign disease (n = 5)
Tumors
-Hamartoma
-Papillomatosis
Post tracheal intubation stenoses

Two independent radiologists, not informed about the
clinical history of the patients and their bronchoscopic
findings, evaluated the final volume-rendered images.
Finally, the interpretations of the computer rendered
images were compared to the axial CT images, and bronchoscopic descriptions.
Statistical analysis
McNemar Test and Wilcoxon Signed Rank Test were
applied to evaluate differences between the two groups. A
P value of less than 0.05 was considered statistically significant.

Results
Axial CT-slices
A total of 21 tracheal stenoses were depicted during
fiberoptic bronchoscopy in all 21 subjects (16 patients
with trachea narrowing and 5 normal controls). Both
blinded readers observed in the axial CT images the same
number of lumen narrowing cases but they did not identify the same stenoses.

In one patient with lung cancer, axial CT didn't demonstrate the presence of the stenosis visualized on bronchoscopy. Both readers couldn't differentiate tumor invasion
from the altered anatomy of lower trachea due to previous
surgery. On the other hand, in cases with multiple lesions,
both readers depicted more lesions than bronchoscopy.
There was no statistically significant difference among the
bronchoscopic findings and the results of axial CT estimations (P = 1.0). Intraobserver differences were not statistically significant (P = 1.0).
Multiplanar Reformatting (MPR)
Reader 1 detected twenty-two (22) stenoses, though
reader 2 detected twenty-three (23) stenoses compared to

the twenty-one (21) visualized on bronchoscopy. This
2D- imaging approach depicted more stenoses in subjects
with multiple lesions, while bronchoscopy underestimated them. No statistically significant difference among
the bronchoscopic findings and the MPR image evaluation was detected (P = 0.705). Intraobserver differences
were not statistically significant (P = 1.0).
Volume rendering technique (VRT)
Both readers detected a total of twenty-four (24) stenoses
compared to the twenty-one proved by bronchoscopy.
Using VRT 3D-images, both readers demonstrated a larger
number of stenoses in all patients with multiple lesions.
No statistically significant difference among the bronchoscopic findings and the VRT image evaluation were
detected (P = 0.414). Intraobserver differences were not
statistically significant (P = 1.0).
Virtual endoscopy (VE)
In our study, virtual endoscopy was very useful in two
cases: one patient with papillomatosis, and a second one
with a hamartoma (Figure 1) [see Additional file 1], on
whom bronchoscopy could not evaluate the lumen of the
trachea beyond the narrowed segment, in order to determine the airway patency distal to the lesion. No statistically significant difference among the stenoses depicted
by bronchoscopy and the ones observed by VE was
detected (P = 0.414). Intraobserver differences were not
statistically significant (P = 1.0).

Discussion
Patients with suspected trancheobronchial pathology typically undergo conventional CT scanning and fiberoptic
bronchoscopy (FB). Although both diagnostic modalities
(axial CT, FB) are widely accepted for the detection of tracheal stenoses, novel-imaging techniques have emerged
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reconstructions also offer clinical physicians the potential
advantage of efficiency of review, which is increasingly
important in this era of increasing clinical demands in
daily practice.
Moreover two and three-dimensional (2D, 3D) imaging
generated by CT data, provide additional information;
both intraluminal and extraluminal; regarding airways
anatomy and pathology and has proven to be a wellestablished method in the diagnosis of those diseases
(Figures 2, 3).
tion
Intraluminal
Figure
1 tracheal tumor causing severe airway obstrucIntraluminal tracheal tumor causing severe airway obstruction. Note the nice correlation between the virtual endoscopic image and the fiberoptic bronchoscopy performed
later, which confirmed the diagnosis of a rare case of hamartoma. On one hand fiberoptic bronchoscopy provides the
opportunity of biopsy and gross evaluation of the disease, but
on the other hand it lacks the ability to navigate distal to an
obstructive lesion, like in this case where virtual endoscopy
showed a normally patent tracheobronchial tree distal to the
hamartoma (images not included).

to overcome their limitations with comparable sensitivity
and specificity values. The objective of our study was to
assess the sensitivity of the computer generated images
(2D/3D images and virtual endoscopy) in comparison
with conventional fiberoptic bronchoscopy.
Spiral CT, from the more recent CT scanners, is a well tolerated procedure by all patients and permits rapid data
acquisition with high-resolution images of the main lobar
and distal segmental airways during a single breath hold.
The acquired images provide detailed information regarding the tracheobronchial tree and its pathology. The
majority of airway abnormalities are sufficiently evaluated
by axial CT images, but there are some limitations of axial
images for assessing the airways, such as : (1) limited ability to detect subtle airway stenosis; (2) underestimation of
the craniocaudal extent of disease; (3) difficulty displaying the relationships of the airway to adjacent mediastinal
structures; (4) inadequate representation of airways oriented obliquely to the axial plane; (5) difficulty assessing
the interfaces and surfaces of airways that lie parallel to
the axial plane; and (6) generation of a large number of
images for review [7,16-18].
The creation of 2-D and 3-D images reformatted from the
original axial CT data set can help to overcome these limitations. Such images also augment 3-dimensional perception of the disease, which consequently leads to
improved diagnostic confidence of interpretation;
enhanced communication among radiologists, clinicians,
and patients; and improved pre-procedural planning [6].
By reducing a large axial CT data set into a few images, CT

A variety of computer processing algorithms can be preformed such as multiplanar reformatting (MPR), shaded
surface display (SSD), maximum or minimum intensity
projection (MIP), volume rendering techniques (VRT)
and virtual endoscopy (VE).
SSD is the most well known technique, where each image
voxel is classified as either 0% or 100% (0 or 1) of a tissue
type depending on a threshold chosen to display the
organ of interest. Its main advantage is that it is a simple
process, can be performed on inexpensive computer platforms, and does not require great processing time. Its primary drawback is that the resultant image is related to the
selected threshold, thus exploiting only a small part of the
volume dataset.
MIP is based on the display of the lowest or highest intensity voxels. Its main disadvantage is the inability to sustain
spatial relationships inherent to the data set, while its fundamental advantages are that it requires small processing
time and threshold selections are avoided.
In VRT techniques, the entire volume dataset is classified
allowing voxels to be clustered into multiple categories on

Figure 2stricture after invasion of adjacent thyroid cancer
Tracheal
Tracheal stricture after invasion of adjacent thyroid cancer.
Axial CT shows parenchymal irregularity and enlargement of
the right thyroid lobe. The mass has eroded the right lateral
tracheal wall and extended intraluminal to the trachea.
Reformatted virtual endoscopy images portray the eccentric
tracheal stenosis with an excellent 3-dimensional perceptive.
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Figurestricture
Tracheal
lumen
3invasionand
of distortion
adjacent lung cancer causing severe
Tracheal invasion of adjacent lung cancer causing severe
lumen stricture and distortion. Axial CT provides important
information about the extraluminal structures; large fluid collection in the hemithorax, invasion and displacement of the
tracheobronchial tree along with mediastinal lymphadenopathy; while reconstructed virtual endoscopic images demonstrate a distorted partially obstructed tracheal lumen. Distal
navigation was only available with virtual endoscopy and provided also views of a compromised right main stem bronchus.

the basis of their attenuation coefficients, and subsequently the clusters are reconstructed as separate anatomic structures. Its primary benefit is that it maintains
the original spatial relationships of the volume data. Furthermore, VRT adds depth and enhances details allowing
the reproduction of life-like images. However, its main
disadvantage is that it requires more computer power and
greater processing time than SSD and MIP [4,19-22].
In VE endoluminal surface views produced resemble the
ones obtained with fiberoptic bronchoscopy. The main
advantage of VE is that it allows perspective volume rendering of the airways without any time-consuming preprocessing. VE is not invasive and can go beyond strictures
which the real endoscope cannot overpass (Figues 1, 3).
Fiberoptic bronchoscopy (FB) is the best imaging
modality for detection and diagnosis of tracheobronchial
pathology because it permits direct evaluation of the
endoluminal and mucosal lesions of the respiratory tract
and can guide biopsies for histologic analysis. However,
conventional bronchoscopy has some limitations: (1) it
can't pass through severe airway narrowings, (2) it provides scarce information concerning the extent of extraluminal disease and (3) it cannot be tolerated by some
patients.
To overcome the limitations of broncoscopy, the abovementioned CT – computed generated images were applied
for the evaluation of tracheobronchial pathology.
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Virtual bronchoscopy may be used as a complementary
imaging technique to conventional bronchoscopy in
order to assess the patency of airways beyond a site of
high-grade stenoses where the bronchoscope cannot pass
[6,23], or in order to provide a navigational aid to
improve the yield and safety of transbronchial biopsy
[6,24,25]. This sophisticated 3D radiographic imaging
technique has even been considered for surveillance of
lung malingnancies as a screening program by Wood et al.
[26]. It facilitates the evaluation of bronchial lesions from
multiple angles overcoming the limits of conventional
bronchoscopy [27]. It is an accurate, non-invasive, objective, and readily reproducible imaging modality that may
complement conventional diagnostic approaches (axial
CT, FB) and may provide a beneficial management of pulmonary patients (Figure 4).
In published literature, CT virtual bronchoscopy is proven
to be comparable to FB due to its high specificity, sensitivity and accuracy [28]. According to Xiong et al. [29], the
sensitivity of CT based virtual bronchoscopy (ctvb) in
detecting central tumors was 93.3% and its accuracy was
93.5%, while according to Hope et al. [30] the methods
sensitivity in detecting stenoses of the central airways is
90%, its specificity is 96.6%, and its accuracy is 95.5%.
In our study the computer generated images detected the
same stenoses with bronchoscopy, with the advantage
that VE found additional stenoses beyond the areas that
the bronchoscope could not transverse. These findings
can possibly indicate that VE has high diagnostic yield in
the setting of multiple lesions. It may provide accurate
morphological characterization and mapping of the
lesions, helping to plan the most appropriate treatment.
Moreover we believe among others that VE may play the
role of preliminary study in patients that are not capable
to undergo conventional bronchoscopy. In this case the

Figurepost-intubation
Benign
history
of
4 prolonged intensive
trachealcare
stenosis
unit hospitalization
in a patient with a
Benign post-intubation tracheal stenosis in a patient with a
history of prolonged intensive care unit hospitalization. Virtual bronchoscopy images show a concentric mild lumen
stricture with normal patency of the distal airway. In this case
invasive fiberoptic bronchoscopy was completely avoided.
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preliminary VE can help to obtain accurate topography of
the lesion making the bronchoscopy quicker [5].

2.

Conclusion

4.

CT and computed generated images may provide a high
fidelity, noninvasive and reproducible evaluation of the
trachea compared to bronchoscopy. Thoracic surgeons
may benefit from the application of three-dimensional
and virtual endoscopy imaging, particularly when evaluating patency distal to high-grade stenoses. These techniques may represent a reliable alternative method for
patients not amenable to conventional bronchoscopy.
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5.
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7.
8.

Abbreviations
MPR: Multiplanar Reformatting

9.

VRT: Volume Rendering Techniques
VE: Virtual Endoscopy

10.

SSD: Shaded Surface Display
MIP: Maximum or minimum Intensity Projection

11.

FB: Fiberoptic Bronchoscopy

12.

Competing interests
The author(s) declare that they have no competing interests.

13.
14.

Authors' contributions
All authors: 1) have made substantial contributions to
conception and design, or acquisition of data, or analysis
and interpretation of data; 2) have been involved in drafting the manuscript or revising it critically for important
intellectual content; and 3) have given final approval of
the version to be published.

15.
16.
17.
18.

Additional material
19.

Additional file 1
VE movie of a tracheal tumor causing severe airway obstruction. The video
file provided describes the intraluminal tracheal tumor causing the severe
airway obstruction of Figure 1. Note the excellent depiction of the main
stem bronchi as well as the detailed description of the tracheal tumor both
proximally and distally to the lesion.
Click here for file
[http://www.biomedcentral.com/content/supplementary/17498090-2-18-S1.mpg]

References
1.

Pereira W Jr., Kovnat DM, Snider GL: A prospective cooperative
study of complications following flexible fiberoptic bronchoscopy. Chest 1978, 73(6):813-816.

20.
21.
22.

23.

24.
25.

Pue CA, Pacht ER: Complications of fiberoptic bronchoscopy
at a university hospital. Chest 1995, 107(2):430-432.
Kagadis GC, Panagiotopoulou EC, Priftis KN, Vaos G, Nikiforidis GC,
Anthracopoulos MB: . Journal of Pediatric Surgery 2007 in press.
Kagadis GC, Patrinou V, Kalogeropoulou CP, Karnabatidis D, Petsas
T, Nikiforidis GC, Dougenis D: Virtual endoscopy in the diagnosis of an adult double tracheal bronchi case. European journal of
radiology 2001, 40(1):50-53.
Amorico MG, Drago A, Vetruccio E, Bollino F, Pizzuti G, Gallo E:
Tracheobronchial stenosis: role of virtual endoscopy in diagnosis and follow-up after therapy. La Radiologia medica 2006,
111(8):1064-1077.
Boiselle PM, Ernst A: Recent advances in central airway imaging. Chest 2002, 121(5):1651-1660.
Remy-Jardin M, Remy J, Artaud D, Fribourg M, Duhamel A: Volume
rendering of the tracheobronchial tree: clinical evaluation of
bronchographic images. Radiology 1998, 208(3):761-770.
Remy-Jardin M, Remy J, Artaud D, Fribourg M, Naili A: Tracheobronchial tree: assessment with volume rendering--technical
aspects. Radiology 1998, 208(2):393-398.
Barbalias GA, Liatsikos EN, Kagadis GC, Karnabatidis D, Kalogeropoulou C, Nikiforidis G, Siablis D: Ureteropelvic junction
obstruction: an innovative approach combining metallic
stenting and virtual endoscopy. The Journal of urology 2002,
168(6):2383-6; discussion 2386.
Barbalias GA, Liatsikos EN, Siablis D, Kagadis GC, Petsas T, Athanassopoulos A, Nikiforidis G, Sant G: Virtual endoscopy in renal
artery stenosis: an innovative approach for diagnosis and follow-up.
Journal of endourology / Endourological Society 2004,
18(6):540-543.
Kagadis GC, Siablis D, Liatsikos EN, Petsas T, Nikiforidis GC: Virtual
endoscopy of the urinary tract. Asian journal of andrology 2006,
8(1):31-38.
Liatsikos EN, Siablis D, Kagadis GC, Karnabatidis D, Petsas T, Kalogeropoulou C, Voudoukis TP, Athanassopoulos A, Perimenis P, Nikiforidis G, Barbalias GA: Virtual endoscopy: navigation within
pelvicaliceal system. Journal of endourology / Endourological Society
2005, 19(1):37-40.
Ferguson JS, McLennan G: Virtual bronchoscopy. Proceedings of the
American Thoracic Society 2005, 2(6):488-91, 504-5.
Finkelstein SE, Summers RM, Nguyen DM, Schrump DS: Virtual
bronchoscopy for evaluation of airway disease. Thoracic surgery
clinics 2004, 14(1):79-86.
Grenier PA, Beigelman-Aubry C, Fetita C, Preteux F, Brauner MW,
Lenoir S: New frontiers in CT imaging of airway disease. European radiology 2002, 12(5):1022-1044.
Naidich DP, Gruden JF, McGuinness G, McCauley DI, Bhalla M: Volumetric (helical/spiral) CT (VCT) of the airways. Journal of thoracic imaging 1997, 12(1):11-28.
Rubin GD: Data explosion: the challenge of multidetectorrow CT. European journal of radiology 2000, 36(2):74-80.
Salvolini L, Bichi Secchi E, Costarelli L, De Nicola M: Clinical applications of 2D and 3D CT imaging of the airways--a review.
European journal of radiology 2000, 34(1):9-25.
Assimos DG, Vining DJ: Virtual endoscopy. Journal of endourology /
Endourological Society 2001, 15(1):47-51.
Hopper KD, Iyriboz AT, Wise SW, Neuman JD, Mauger DT, Kasales
CJ: Mucosal detail at CT virtual reality: surface versus volume rendering. Radiology 2000, 214(2):517-522.
Robb RA: Virtual endoscopy: development and evaluation
using the Visible Human datasets. Comput Med Imaging Graph
2000, 24(3):133-151.
Stenzl A, Frank R, Eder R, Recheis W, Knapp R, zur Nedden D, Bartsch G: 3-Dimensional computerized tomography and virtual
reality endoscopy of the reconstructed lower urinary tract.
The Journal of urology 1998, 159(3):741-746.
Fleiter T, Merkle EM, Aschoff AJ, Lang G, Stein M, Gorich J, Liewald
F, Rilinger N, Sokiranski R: Comparison of real-time virtual and
fiberoptic bronchoscopy in patients with bronchial carcinoma: opportunities and limitations.
Ajr 1997,
169(6):1591-1595.
McAdams HP, Goodman PC, Kussin P: Virtual bronchoscopy for
directing transbronchial needle aspiration of hilar and mediastinal lymph nodes: a pilot study. Ajr 1998, 170(5):1361-1364.
Shinagawa N, Yamazaki K, Onodera Y, Miyasaka K, Kikuchi E, DosakaAkita H, Nishimura M: CT-guided transbronchial biopsy using

Page 6 of 7
(page number not for citation purposes)

Journal of Cardiothoracic Surgery 2007, 2:18

26.
27.

28.

29.
30.

http://www.cardiothoracicsurgery.org/content/2/1/18

an ultrathin bronchoscope with virtual bronchoscopic navigation. Chest 2004, 125(3):1138-1143.
Wood BJ, Razavi P: Virtual endoscopy: a promising new technology. American family physician 2002, 66(1):107-112.
Finkelstein SE, Schrump DS, Nguyen DM, Hewitt SM, Kunst TF, Summers RM: Comparative evaluation of super high-resolution
CT scan and virtual bronchoscopy for the detection of tracheobronchial malignancies. Chest 2003, 124(5):1834-1840.
Rapp-Bernhardt U, Welte T, Doehring W, Kropf S, Bernhardt TM:
Diagnostic potential of virtual bronchoscopy: advantages in
comparison with axial CT slices, MPR and mIP? European radiology 2000, 10(6):981-988.
Xiong M, Zhang W, Wang D, Xu J: CT virtual bronchoscopy:
imaging method and clinical application. Chinese medical journal
2000, 113(11):1022-1025.
Hoppe H, Dinkel HP, Walder B, von Allmen G, Gugger M, Vock P:
Grading airway stenosis down to the segmental level using
virtual bronchoscopy. Chest 2004, 125(2):704-711.

Publish with Bio Med Central and every
scientist can read your work free of charge
"BioMed Central will be the most significant development for
disseminating the results of biomedical researc h in our lifetime."
Sir Paul Nurse, Cancer Research UK

Your research papers will be:
available free of charge to the entire biomedical community
peer reviewed and published immediately upon acceptance
cited in PubMed and archived on PubMed Central
yours — you keep the copyright

BioMedcentral

Submit your manuscript here:
http://www.biomedcentral.com/info/publishing_adv.asp

Page 7 of 7
(page number not for citation purposes)

