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. The diagnostic value of pulmonary
artery bifurcation angle in the diagnosis
of chronic pulmonary embolism has
never been evaluated in the literature.

. Decreased pulmonary  artery
bifurcation angle is  significantly
smaller in the imaging follow-up of
patients developing chronic pulmonary
embolism.

. The findings of the current study
may be considered novel for diagnosing
the progression of the disease to
chronic form.

Background: Chronic pulmonary thromboembolism (CTEPH)
is an unusual complication of acute pulmonary embolism (PE),
which is now considered to be treatable. In modern multi-
detector scanners, a detailed evaluation of pulmonary artery
geometry is currently possible. This study aimed to evaluate the
changes in pulmonary artery bifurcation angle (PABA) in the
follow-up computed tomography angiography (CTA) of patients
with acute PE.

Methods: In this cross-sectional study, the records of two
tertiary-level academic hospitals were gathered from 2012 to
2019. Pulmonary artery (PA) bifurcation angle and diameter
were measured. Chi square test, independent samples ¢ test,
Mann-Whitney, and Pearson’s tests were employed to compare
data. To evaluate the cut-off point, we utilized receiver operating
characteristic (ROC) curve analysis. The accuracy, sensitivity,
and specificity of pulmonary artery bifurcation angle changes
were calculated. A P value <0.05 was considered to be significant.
Results: Forty-six patients were included in the study. No
significant differences were found between patients with and
without CTEPH, and PABA in the dimeters of PA trunk, right
PA, and left PA in the first CTA images (P values of 0.151,
0.142, 0.891, and 0.483, respectively), while in the secondary
CTA, the mean PABA was significantly smaller in patients
with CTEPH (P=0.011). In the receiver operating characteristic
(ROC) analysis, delta angle revealed an area under the curve of
0.745 and an optimal cutoff of 0, leading to a sensitivity of 64%,
specificity of 87%, and accuracy of 76% for diagnosing CTEPH.
Conclusion: We showed a significant decrease in PABA in
patients developing CTEPH. This parameter can be easily
measured in lung CTA.
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Introduction

Pulmonary thromboembolism (PE) is a life-threatening condition
and a leading cause of morbidity and mortality. Although most
cases of PE resolve without any sequelae, in some patients
thrombi do not resolve entirely and may go on to organize inside
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Role of pulmonary artery bifurcation angle in diagnosing chronic PTE

the vessels, eventually leading to endothelialized
fibrotic obstructions of the vascular bed and
pulmonary hypertension. In this condition, which
is known as chronic thromboembolic pulmonary
hypertension (CTEPH), the blood flow will shift
towards other healthy parts of the pulmonary
vasculature, leading to the remodeling of
these previously healthy vascular structures.
The eventual result is pulmonary hypertension
and cor pulmonale." In recent years, the
emergence of novel treatment techniques, such
as pulmonary endarterectomy, has increased
the chance of early treatment in patients
with CTEPH.? Additionally, this condition,
previously known only on autopsy series, is now
considered curable through the use of pulmonary
thromboendarterectomy and disease-modifying
medical therapies.®

For unclear reasons, the natural history
of the acute PE is not predictable, and the
pathogenesis and time courses remain unclear.®
Clinical symptoms in patients with CTEPH are
non-specific and related to the development
of pulmonary hypertension.* Unfortunately,
the physical examination findings are entirely
unremarkable early in the course of the disease,
and timely diagnosis demands a high level
of clinical suspicion. The condition is usually
diagnosed during the workup of unexplained
pulmonary hypertension. Digital subtraction
angiography (DSA), which has long been the
main diagnostic modality is not commonly
applied in modern medical practice. Ventilation/
perfusion (V/Q) scintigraphy has a reported
sensitivity of 97.4% in diagnosing CTEPH, but
is still unavailable in some centers.® On the
other hand, due to its wide availability and low
invasiveness, CTPA tends to be overused. With
the new multi-detector computed tomography
(CT) scanners, high-speed helical computed
tomography angiography (CTA) of lungs has
replaced angiography in most centers and has
demonstrated a promising sensitivity of 83%-
100% and a specificity of 89%-96%.°

A variety of parenchymal and vascular
abnormalities have been described in the CTA
of patients with CTEPH.>” CTA also has the
advantage of ruling out other parenchymal and
mediastinal causes of pulmonary hypertension,
such as pulmonary fibrosis, fibrosing
mediastinitis, pulmonary artery sarcoma. A
positive CTA may be utilized as a basis for
surgical planning in selected patients. The ability
of 3D reconstruction and thin-slice acquisition
provides the opportunity for a detailed evaluation
of vascular structures. The main pulmonary
artery and its branches were considered to be
parts of right cardiac structures, and any change
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in the pulmonary vasculature had direct effects
on the physiology and anatomy of these vessels.®
There have been some data concerning the
changes of pulmonary arterial size in pulmonary
hypertension;® however, there is no information
about the geometry of pulmonary artery
bifurcation in the setting of CTEPH. Herein, we
retrospectively evaluated the changes in the
pulmonary artery bifurcation angle (PABA) in CT
angiographic follow-up of patients with the initial
diagnosis of acute PE.

Patient Selection

This study was approved by our institution’s
ethics committee (approval code: IR.MUMS.
MEDICAL.REC.1397.511). We retrospectively
collected the records of patients who presented
with non-specific respiratory symptoms from
three weeks to three years after an initial event
of acute PE. The hospital records of two tertiary-
level academic hospitals at Mashhad University
of Medical Sciences were gathered from 2012
to 2019. All the patients fulfilling the inclusion
criteria at the specified time entered the study,
which included patients older than 18 years old,
who underwentrepeated pulmonary CTAs for the
clinical suspicion of CTEPH. The patients with
any of the following findings were excluded: para-
cardiac tumoral lesions, mediastinal infiltrations,
severe hilar lymphadenopathy (subjectively
defined by a radiologist), severe motion artifacts,
diffuse parenchymal lung disease, and severe
scoliosis (subjectively defined by a radiologist,
as scoliosis preventing proper measurement of
pulmonary artery bifurcation angle).

Two vascular and interventional radiologists
with five and 10 years of experience examined
the images and categorized the follow-up CTAs
as the presence or absence of CTEPH. They
were not informed about the target variable
studied in the research (PABA). They evaluated
the images regarding the presence of findings
suggestive of CTEPH as below:®

e Vascular findings: intravascular filling
defect, intravascular band or web, arterial
narrowing, arterial wall thickening, presence of
collateral vessels, reflux of contrast into hepatic
veins, straightening of the interventricular
septum, and arterial wall calcification.

e Parenchymal findings: mosaic lung
attenuation, signs of previous lung infarct, and
pleural thickening.

Any discrepancies were tackled via
discussion. The patients were divided into two
groups based on the main outcome, which
was defined as the presence (patient group) or
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absence (control group) of imaging findings of
CTEPH on the second pulmonary CTA. A final
impression of no PE/acute PE/chronic PE was
also recorded for each examination.

Image Acquisition

All  the pulmonary CTA studies were
performed in a caudocranial direction utilizing
a commercially available 16-slice CT scanner
(NeuViz 16 Essence, Neusoft Medical Systems,
China). All the scans were done with the patients
in the supine position extending their arms over
the head. Intravenous contrast material (100 cc)
was injected and followed by 50 mL of saline
chaser at a rate of 4 mL/s.

Image Analysis and Measurements

The initial CTA (at the time of acute PE
event) and follow-up CTA studies of each patient
were transferred from Picture Archive and
Communicating System (PACS) into a dedicated
workstation. The scans were anonymously
analyzed by use of OSIRIX MD™ (version
10.0.1) software (Pixmeo, Switzerland) and a
medical monitor. From each dataset, multiplanar
reconstructions were generated in order to
make the angle of the axial images completely
perpendicular to the trachea (figure 1a).
The bifurcation angle was measured at a level
that made it possible to visualize the greatest
possible diameter of the right and left pulmonary

arteries (PAs) (figure 1b). In order to measure
the PA trunk, we used an image in which the
ascending aorta and PA trunk were magnified
until constituting at least 50% of the display. In the
axial image, at the pulmonary bifurcation level,
the maximum diameter at the axis perpendicular
to the long axis of PA was recorded as the
pulmonary artery diameter. The right and left
PAs were measured at an axis perpendicular
to the longitudinal axis and within a distance of
1 cm from the bifurcation site. The difference
between PABA in the first and the second CTA
studies (delta angle) was calculated as follows:
Delta Angle=PABA in the initial CTA-PABA in the
followup CTA

In the initial CTAs depicting acute PE, the
level of PA involvement (saddle, main, lobar,
segmental, subsegmental) and the presence/
absence of right heart failure signs (reflux
of contrast into the inferior vena cava and
straightening of the interventricular septum)
were recorded.

Statistical Analysis

We applied SPSS (version 22 for Windows®,
IBM Statistics, Chicago, IL) to analyze the data.
Descriptive statistics were determined for all
the variables. Kolmogorov-Smirnov test was
employed initially to check the normal distribution
of data. Chi square test, independent samples
t test, and Mann-Whitney test were applied to

Figure 1: Axial pulmonary CT angiography (a) shows the reconstruction technique of the axial CTA images; the bifurcation angle]

measurement (b) is performed on axial lung CTA images at the level of pulmonary artery bifurcation.

362

Iran J Med Sci July 2022; Vol 47 No 4



Role of pulmonary artery bifurcation angle in diagnosing chronic PTE

compare the data between groups of patients.
To evaluate a cut-off point for diagnosing
chronic PE, we used ROC curve analysis. The
correlation between quantitative variables was
evaluated utilizing Pearson’s test. A P<0.05 was
considered to be statistically significant in all the
tests.

Demographics

Among the 46 patients included in the study,
the imaging signs of PE in 25 of them (54.3%)
were completely resolved in the second CTA,
while 21 patients (45.6%) showed the imaging
findings signs of chronic PE in their second CTA.
Basic demographic and imaging data of patients
are summarized in table 1. There were no
significant differences in sex and age between
the two groups.

Imaging Findings in the Initial CTA

The location of involvement was significantly
different between the case and control groups
(P<0.001), as the initial clot was located more
centrally in the patients with subsequent
progression to CTEPH (table 1).

According to the frequency of imaging signs

of right ventricular strain, contrast reflux showed
no significant differences between cases and
controls; however, there was a significant
difference in the frequency of interventricular
septal straightening between the two groups
(table 1). The pulmonary artery geometric
parameters revealed no statistically significant
difference between the two groups (table 1).

Imaging Findings in the Follow-Up CTA

Imaging findings in the repeated pulmonary
CTA scans are summarized in table 2. The
median time between the two scans was 50 (IQR
26-315) days for the control and 64 (IQR 38-246)
days for the case group (P=0.708). There was no
significant correlation neither between the time
interval and delta angle (P=0.812, Pearson’s
test), nor between the time interval and PABA
(P=0.12). The frequency of interventricular
septum straightening was significantly different
between the two groups (P<0.001). However,
this was not the case for the reflux of contrast
into the inferior vena cava (table 2).

The pulmonary artery size measurements,
including diameters of the pulmonary trunk, right
PA, and left PA were not significantly different
between the two groups (table 2). The pulmonary
bifurcation geometric measurements, including

Table 1: Patient demographics and findings in the initial CTA

Variable Case (n=21) Control (n=25) P value

Age (years , MeanSD) 56.54+16.58 58.9+19.2 0.591"

Women, n (%) 13 (61.90) 9 (36.00) 0.202

Time between two CTAs, days (median, (IQR)) 64 (38-246) 50 (26-315) 0.714™
Location of acute Saddle emboli 5(23.81) 1 (4.00) <0.001"
PE, n (%) Main pulmonary arteries 13 (61.90) 5 (20.00)

- Lobar arteries 3(14.28) 8 (32.00)

2 Segmental arteries 0 (0.00) 11 (44.00)

& PAmeasurements, PA bifurcation angle, degrees 68 (60-92) 87 (70-97) 0.142™

£ median (IQR) PA trunk diameter, mm 28 (27-31) 27 (23-29) 0.151™

2 Left main PA diameter, mm 21 (18-23) 20 (17-23) 0.891™

g Right main PA diameter, mm 21 (19-23) 20 (918-24) 0.483™

£ Imaging signs of Contrast reflux 6 (28.57) 4 (16.00) 0.248"
RVS, n (%) Interventricular septum straightening 13 (61.90) 7 (28.00) 0.019”
Pulmonary infarct, n (%) 5 (23.81) 11 (44.00) 0.111"

PE: Pulmonary thromboembolism; CPE: Chronic pulmonary thromboembolism; RVS: Right ventricular strain; PA: Pulmonary
artery; SD: Standard deviation; *Independent samples t test; **Chi square test; ***Mann-Whitney U test

Table 2: Findings of follow-up pulmonary CTA

Variable Case (n=21) Control (n=25) P value
E Imaging signs of RVS,  Contrast reflux 6 (28.57) 4 (16.00) 0.271**
5 n (%) Interventricular septum straightening 11 (52.38) 3(12.50) <0.001**
% > PA measurements, PA bifurcation angle, degrees 71 (41-94) 91 (83-101) <0.001**
o5 median (IQR) PA trunk diameter, mm 28 (25-31) 27 (23-31) 0.771**
; Left main PA diameter, mm 21 (19-23) 20 (18-22) 0.653**
o Right main PA diameter, mm 20 (19-24) 19 (16-23) 0.218**
b Delta Angle, median (IQR) 5 (-4-25) -3 (-22- 0) <0.001*

PE: Pulmonary thromboembolism; CPE: Chronic pulmonary thromboembolism; RVS: Right ventricular strain; PA: Pulmonary
artery; SD: Standard deviation; *Independent samples t test; **Chi square test
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mean PABA and delta angle, were of significant
difference between the case and control groups
(table 2, figure 2)).

ROC analysis of delta angle showed an area
under the curve of 0.745 and an optimal cutoff
0, leading to a sensitivity of 64% (Cl, 41%-83%),
specificity of 87% (Cl, 68%-97%), and accuracy
of 76% (Cl, 61%-87%) for diagnosing chronic
PE. ROC analysis of PABA in the follow-up CTA
revealed an AUC of 0.739 and showed that a
PABA smaller than 80 degrees could diagnose
chronic PE with a sensitivity of 62% (Cl, 38%-
82%), specificity of 80% (Cl, 59%-93%), and
accuracy of 72% (Cl, 56%-84%) (figure 3).

In this article, a significant decrease of PABA in
patients who developed CTEPH in comparison
with those in whom acute PE completely
resolved over time was observed. This finding
can be evaluated in the subsequent pulmonary
CTA of patients with acute PE who are being
followed up and may play an important role in the
early diagnosis of the disease. The importance
of the pulmonary vessels as prognostic indices
in chronic lung diseases has been described
in the literature. The main pulmonary artery
diameter® and the pulmonary artery/aorta ratio
are known to predict the likelihood of pulmonary
hypertension. However, to our knowledge, the
geometry of pulmonary artery bifurcation has
never been described in adults.

The cause of decreasing pulmonary artery
bifurcation angle in CTEPH patients might be
discussed to be pulmonary artery hypertension.
Meanwhile, our study demonstrated no
significant differences in the diameter of these
arteries neither between the images taken in
the acute and chronic phases of the disease
in patients with CTEPH, nor between the
two groups of patients. Considering that the
main pulmonary artery diameter is the most
discussed imaging finding in pulmonary artery
hypertension,"-"® bifurcation angle reduction
does not seem to be related to pulmonary artery
pressure alone. Unfortunately, the pulmonary
artery pressure measurement was not performed
in a considerable number of our patients, and
we were not able to evaluate the relationship
between pulmonary artery pressure and
pulmonary bifurcation angle directly. However,
this is the first time that pulmonary artery
bifurcation angle measurement is described in
the literature, and its significance needs further
evaluation.

Literature suggests that many inflammatory
processes are involved in PE. Many researchers

364

5000+

Delta Angle (degrees)
8 8

: 1
5000

39
)

T T
Absent Present

Chronic Pulmonary Thromboembolism

Figure 2: Boxplot depicts the changes in pulmonary arte

bifurcation angle in patients with and without CPE.

ROC Curve ROC Curve
10

Sensitivity

a ’ ln: Speciﬁ:ty b " 10: Speciﬁ::ly
Figure 3: ROC curves for the accuracy of delta angle fol
diagnosing chronic PE (a) and PABA in the follow-up CTA fo

ruling out chronic PE (b) are represented.

believe that the underlying processes, including
trauma, hypoxia, and other problems with
elevated inflammatory cytokines, such as
cancers or rheumatic diseases, are the initiators
of thromboembolic events." In fact, changes in
the vascular endothelium trigger the production
of several cytokines responsible for a majority of
thrombotic problems. It has been revealed that
patients with PE may present with leukocytosis
and elevated levels of neutrophil-to-lymphocyte
ratio (NLR)."® Venetz and others reported that
the leukocyte count of more than 9.8x10° /L were
significantly associated with a higher mortality
rate evenin the presence of prompt anticoagulant
treatment.’® Among these mentioned cytokines,
the tumor necrosis factor is also the main
player. Tumor necrosis factor triggers extrinsic
coagulation through Vlla activation. In addition,
the aforementioned factor is responsible for
fibrogenesis.'”” Zhang and colleagues reported
that the level of TNF-a is higher in patients
with pulmonary thromboembolism."® Kooiman
also reviewed the higher levels of this factor in
patients with chronic PE compared to the acute
cases." Furthermore, these cytokines make
the patients prone to developing CTEPH. The
cytokines probably trigger fibrogenesis and
remodeling, leading to higher rates of CTEPH.2°
This fibrogenesis and remodeling process
might be involved in the imaging finding of
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decreased pulmonary artery bifurcation angle.
In fact, chronic inflammation can cause vascular
fibrosis and remodeling, which does not affect
the luminal diameter of the pulmonary artery
and only further spreads and bulges the walls,
therefore tightening the bifurcation angle.

Although pulmonary artery bifurcation
angle was significantly smaller in the patients
developing CTEPH than the other group, we
cannot readily consider a small bifurcation angle
as an imaging sign of the disease, since we did
not include the other causes of chronic lung
disease and pulmonary artery hypertension
(chronic obstructive pulmonary disease) in the
present work. Herein, it is suggested that a
decreased pulmonary artery bifurcation angle
in the imaging follow-up of patients with acute
PE could be considered as a warning sign of
progression to CTEPH.

To the best of our knowledge, this is the first
work to suggest a novel criterion in the follow-up
CTA of patients with acute PE for diagnosing
CTEPH through the measurement of PABA.
The results of this study may be of potentially
unique interest for pulmonologists, who focus
their attention on the diagnostic importance of
pulmonary bifurcation geometry.

However, this study had some limitations. Our
present work had a modest sample size, which is
due to the tight inclusion criteria and only including
the PE patients with at least two CTA studies.
Moreover, we were unable to assess the possible
associations of PABA with PA hypertension
as discussed above. Further studies with a
prospective design for assessing PA pressure in
PE patients can be valuable in this regard.

Conclusion

Decreased pulmonary artery bifurcation angle
in the imaging follow-up of patients with acute
PE might be considered as a novel criterion
for diagnosing chronic PE. Pulmonary artery
bifurcation angle has not been previously
evaluated as a diagnostic criterion for the
progression of chronic PE. Designing similar
studies with larger sample sizes and evaluating
the correlation between PABA and pulmonary
artery pressure may lead to interesting results.

Acknowledgment

This research was supported by the Chancellor
for Research of Mashhad University of Medical
Sciences, Mashhad, Iran. This article is derived
from the Radiology Specialty thesis number
970272 conducted by Afrouz Darvish, in
Mashhad University of Medical Sciences.

Iran J Med Sci July 2022; Vol 47 No 4

Authors’ Contribution

B.A: Substantial contributions to the conception
and design of the work; critically revising the
work; A.D, RA, M.PR, D.F, M.A and S.D:
acquisition, analysis, or interpretation of data
for the work; Drafting the work; All authors have
read and approved the final manuscript and
agree to be accountable for all aspects of the
work in ensuring that questions related to the
accuracy or integrity of any part of the work are
appropriately investigated and resolved.

Conflict of Interest: None declared.

References

1 Pengo V, Lensing AW, Prins MH, Marchiori
A, Davidson BL, Tiozzo F, et al. Incidence
of chronic thromboembolic pulmonary hyper-
tension after pulmonary embolism. N Engl
J Med. 2004;350:2257-64. doi: 10.1056/
NEJMoa032274. PubMed PMID: 15163775.

2 Taboada D, Pepke-Zaba J, Jenkins DP,
Berman M, Treacy CM, Cannon JE, et al.
Outcome of pulmonary endarterectomy in
symptomatic chronic thromboembolic dis-
ease. Eur Respir J. 2014;44:1635-45. doi:
10.1183/09031936.00050114. PubMed
PMID: 25234805.

3 Fedullo P, Kerr KM, Kim NH, Auger
WR. Chronic thromboembolic pulmo-
nary hypertension. Am J Respir Crit Care
Med. 2011;183:1605-13. doi: 10.1164/
rccm.201011-1854CI. PubMed PMID:
21330453.

4 Nishiyama KH, Saboo SS, Tanabe Y,
Jasinowodolinski D, Landay MJ, Kay FU.
Chronic pulmonary embolism: diagnosis.
Cardiovasc Diagn Ther. 2018;8:253-71.
doi: 10.21037/cdt.2018.01.09. PubMed
PMID: 30057874; PubMed Central PMCID:
PMCPMC6039808.

5 Wittram C, Maher MM, Yoo AJ, Kalra MK,
Shepard JA, McLoud TC. CT angiography
of pulmonary embolism: diagnostic crite-
ria and causes of misdiagnosis. Radio-
graphics. 2004;24:1219-38. doi: 10.1148/
rg.245045008. PubMed PMID: 15371604.

6 Castaner E, Gallardo X, Ballesteros E,
Andreu M, Pallardo Y, Mata JM, et al. CT
diagnosis of chronic pulmonary thrombo-
embolism. Radiographics. 2009;29:31-50.
doi: 10.1148/rg.291085061. PubMed PMID:
19168835.

7 Renard B, Remy-Jardin M, Santangelo
T, Faivre JB, Tacelli N, Remy J, et al.
Dual-energy CT angiography of chronic

365



Abbasi B, Darvish A, Akhavan R, Pezeshki Rad M, Farrokh D, Emadzadeh M, Dehghani S

10

11

12

13

366

thromboembolic disease: can it help recog-
nize links between the severity of pulmonary
arterial obstruction and perfusion defects?
Eur J Radiol. 2011;79:467-72. doi: 10.1016/j.
ejrad.2010.04.018. PubMed PMID: 20488639.
Knobel Z, Kellenberger CJ, Kaiser T, Albisetti
M, Bergstrasser E, Buechel ER. Geometry
and dimensions of the pulmonary artery
bifurcation in children and adolescents:
assessment in vivo by contrast-enhanced
MR-angiography. Int J Cardiovasc Imaging.
2011;27:385-96. doi: 10.1007/s10554-010-
9672-6. PubMed PMID: 20652636.

Chin M, Johns C, Currie BJ, Weatherley N,
Hill C, Elliot C, et al. Pulmonary Artery Size
in Interstitial Lung Disease and Pulmonary
Hypertension: Association with Intersti-
tial Lung Disease Severity and Diagnostic
Utility. Front Cardiovasc Med. 2018;5:53.
doi: 10.3389/fcvm.2018.00053. PubMed
PMID: 29938208; PubMed Central PMCID:
PMCPMC6003274.

Ng CS, Wells AU, Padley SP. A CT sign of
chronic pulmonary arterial hypertension:
the ratio of main pulmonary artery to aortic
diameter. J Thorac Imaging. 1999;14:270-8.
doi: 10.1097/00005382-199910000-00007.
PubMed PMID: 10524808.

Lange TJ, Dornia C, Stiefel J, Stroszczyn-
ski C, Arzt M, Pfeifer M, et al. Increased pul-
monary artery diameter on chest computed
tomography can predict borderline pulmo-
nary hypertension. Pulm Circ. 2013;3:363-8.
doi: 10.4103/2045-8932.113175. PubMed
PMID: 24015337; PubMed Central PMCID:
PMCPMC3757831.

Shen Y, Wan C, Tian P, Wu Y, Li X, Yang
T, et al. CT-base pulmonary artery measure-
ment in the detection of pulmonary hyperten-
sion: a meta-analysis and systematic review.
Medicine (Baltimore). 2014;93:e256. doi:
10.1097/MD.0000000000000256. PubMed
PMID: 25501096; PubMed Central PMCID:
PMCPMC4602811.

Mahammedi A, Oshmyansky A, Hassoun
PM, Thiemann DR, Siegelman SS. Pulmo-
nary artery measurements in pulmonary
hypertension: the role of computed tomogra-
phy. J Thorac Imaging. 2013;28:96-103. doi:
10.1097/RTI1.0b013e318271c2eb. PubMed
PMID: 23096163.

14

15

16

17

18

19

20

Yan C, Wang X, Su H, Ying K. Recent
Progress in Research on the Pathogen-
esis of Pulmonary Thromboembolism:
An OId Story with New Perspectives.
Biomed Res Int. 2017;2017:6516791. doi:

10.1155/2017/6516791. PubMed PMID:
28484717, PubMed Central PMCID:
PMCPMC5397627.

Krieg VJ, Hobohm L, Liebetrau C, Guth S,
Kolmel S, Troidl C, et al. Risk factors for
chronic thromboembolic pulmonary hyper-
tension - Importance of thyroid disease and
function. Thromb Res. 2020;185:20-6. doi:
10.1016/j.thromres.2019.10.025. PubMed
PMID: 31734602.

Venetz C, Labarere J, Jimenez D, Aujesky
D. White blood cell count and mortality in
patients with acute pulmonary embolism. Am
J Hematol. 2013;88:677-81. doi: 10.1002/
ajh.23484. PubMed PMID: 23674436.

Yang M, Deng C, Wu D, Zhong Z, Lv X,
Huang Z, et al. The role of mononuclear cell
tissue factor and inflammatory cytokines in
patients with chronic thromboembolic pulmo-
nary hypertension. J Thromb Thrombolysis.
2016;42:38-45. doi: 10.1007/s11239-015-
1323-2. PubMed PMID: 26667361; PubMed
Central PMCID: PMCPMC4877417.

Zhang JX, Chen YL, Zhou YL, Guo QY, Wang
XP. Expression of tissue factor in rabbit pulmo-
nary artery in an acute pulmonary embolism
model. World J Emerg Med. 2014;5:144-7.
doi: 10.5847/wjem.j.1920-8642.2014.02.012.
PubMed PMID: 25215165; PubMed Central
PMCID: PMCPMC4129874.

Kooiman J, den Exter PL, Kilicsoy I, Can-
negieter SC, Eikenboom J, Huisman MV,
et al. Association between micro particle-
tissue factor activity, factor VIII activity and
recurrent VTE in patients with acute pul-
monary embolism. J Thromb Thrombolysis.
2015;40:323-30. doi: 10.1007/s11239-015-
1180-z. PubMed PMID: 25665657; PubMed
Central PMCID: PMCPMC4546691.
Arvidsson M, Ahmed A, Bouzina H, Radegran
G. Matrix metalloproteinase 7 in diagnosis and
differentiation of pulmonary arterial hyperten-
sion. Pulm Circ. 2019;9:2045894019895414.
doi: 10.1177/2045894019895414. PubMed
PMID: 31908766; PubMed Central PMCID:
PMCPMC6935882.

Iran J Med Sci July 2022; Vol 47 No 4



