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Abstract 

Background and objectives  Real-time blood flow variation is crucial for understanding the dynamic development 
of coronary atherosclerosis. The main objective of this study is to investigate the effect of varying extent of stenosis on 
the hemodynamic features in left anterior descending coronary artery.

Methods  Various Computational fluid dynamics (CFD) models were constructed with patient-specific CT image data, 
using actual fractional flow reserve (FFR) as boundary conditions to provide a real-time quantitative description of 
hemodynamic properties. The hemodynamic parameters, such as the local and instantaneous wall shear stress (WSS), 
oscillating shear index (OSI) and relative residence time (RRT), blood flow velocity and pressure drop during various 
phases of cardiac cycle were provided in detail.

Results  There was no evident variation in hemodynamic parameters in the cases of less than 50% stenosis while 
there were abrupt and dramatic changes in hemodynamics when the stenosis aggravated from 60 to 70%. Further-
more, when the stenosis was beyond 70%, there existed substantial pressure difference, WSS, and blood flow velocity 
in the center of the stenosis. Although OSI and RRT increased along with the aggravation of stenosis, they appeared 
with obvious abnormalities across all cases, even in mild stenosis.

Conclusion  The simulation could present a dynamic and comprehensive profile of how hemodynamic parameters 
vary in accordance with divergent severities of stenosis, which could serve as an effective reference for the clinicians 
to have a deeper insight into the pathological mechanism of coronary atherosclerosis and stenosis.
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Introduction
Coronary heart disease (CHD) is a cardiovascular disease 
in which atherosclerotic lesions occur in coronary arter-
ies, resulting in vascular stenosis or obstruction. In severe 
cases, it will cause myocardial ischemia, hypoxia or 
necrosis [1]. Therefore, prevention of CHD further epi-
sodes and inhibition on the progression of coronary ath-
erosclerosis are pivotal [2]. Consequently, it is warranted 
to observe the surge of research into the pathogenesis 
of coronary stenosis lesion in the literature [3–6], which 
could enable clinicians to make more informed decisions 
when performing medical interventions. Among these 
studies, hemodynamic numerical simulation by means 
of computational fluid dynamics (CFD) simulation is 
deemed as a well-established method to study the hemo-
dynamic mechanism of cardiovascular diseases [7–9], on 
the ground that it could quantify and three-dimensionally 
display hemodynamic distribution in coronary stenosis, 
thus providing a better understanding of the physiologi-
cal and pathological basis of the lesion.

Currently, most studies mainly focus on the destruc-
tion and changes of endothelial cells in coronary stenotic 
vessels due to physical factors under different flow fields 
and action time [10–15], which could provide a rich the-
oretical basis for exploring the pathological mechanism 
of atherosclerosis formation and its development. More-
over, current research reveals that coronary atherosclero-
sis is also the process of the local narrowing of coronary 
arteries, and that its stenosis lesion enables the signifi-
cant changes of the geometry and physiological proper-
ties of coronary arteries, the cause of the alteration in 
blood flow pattern and flow field simultaneously, and the 
induction of the proliferation of endothelial tissue, which 
would promote further stenosis of coronary arteries and 
the aggravation of atherosclerosis, thus leading to serious 
circulatory diseases [15–21].

However, the present studies tend to focus more on 
comparatively severe stenosis (≥ 70%), especially the 
stenosis which is over 80%, without paying adequate 
attention to investigating the dynamic progression of 
hemodynamic distribution in relatively moderate and 
mild stenosis (< 70%) [8, 20–23]. Although comparatively 
less severe, moderate and mild stenosis still deserve due 
attention and thorough investigation by the researchers 
due to the fact that they have the potential to pose health 
hazards for the patients as well. For example, studies have 
shown that coronary stenosis ranging from 50 to 70% 
may constitute the mechanism of most chronic stable 
angina attacks [20–22]. Furthermore, to date, there is a 
paucity of studies on investigating how hemodynamic 
parameters vary in line with gradual aggravation of ste-
nosis of coronary arteries across relatively large vary-
ing extent of stenosis from mild to severe degrees. Such 

studies have the merits of rendering clinicians in a more 
favorable position to have a panoramic and dynamic 
view of how the coronary atherosclerosis progresses and 
develops, as well as keeping clinicians well-informed 
about from what extent of stenosis they should pay 
heed to the condition before the further deterioration 
of the disease with too much detrimental consequence 
based on the hemodynamic evidence. Additionally, in 
current studies, either an ideal physical vessel model or 
non-patient specific boundary conditions are frequently 
adopted, thus failing to elucidate the detailed and more 
accurate hemodynamic mechanism, which highlights the 
needs for further studies on time-resolution and quanti-
tative numerical simulation of coronary hemodynamics 
based on individualized clinical data [8, 22–25]. There-
fore, this study intends to establish patient-specific left 
anterior descending (LAD) coronary artery models with 
a wide range of stenosis from relatively mild to severe 
degrees to simulate the reliable pulsatile flow status and 
calculate the multi-dimensional hemodynamic param-
eters. Moreover, this study also aims to provide a real-
time quantitative description of hemodynamic properties 
by adopting actual fractional flow reserve (FFR) as initial 
setting to monitor patient-dependent pressure [8]. In 
addition, this study would conduct a quantitative analysis 
of the correlation between the extent of coronary artery 
stenosis and the time-resolved hemodynamic changes as 
well. Accordingly, the results of this study could serve as 
an effective reference for the clinicians to have a deeper 
insight into the pathological mechanism of coronary 
atherosclerosis.

Materials and methods
Coronary vascular modelling
In this study, 6 cases with various degrees of stenosis 
in LAD (30%-80% stenosis) were selected and all sub-
jects were performed on a 256-multilayer CT scanner 
with slices thickness of 0.625  mm. The CT image data 
was imported into Mimics 21.0 (Materialise, Leuven, 
Belgium), a medical image processing software, with 
DICOM (digital imaging and communications in medi-
cine) format for data processing and three-dimensional 
(3D) reconstruction, to obtain geometric models of the 
patient’s LAD coronary artery. The subsequent segmen-
tation was performed with multi-threshold adaptive 
algorithm. The initial gray level characteristics of LADs 
were evaluated and corrected by technicians. The LADs 
were separated from other tissues after segmentation. 
The 3D reconstruction models of the LAD were cre-
ated after smooth processing while retaining the original 
physiological and anatomical properties, as illustrated in 
Fig. 1.
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Governing equations and boundary conditions
Blood is assumed to be homogenous and non-Newtonian 
fluid in this computational fluid dynamics (CFD) simula-
tion. The following are the governing equations for blood 
flow [26, 27]:

where u represents the velocities, t is the time, ρ is the 
fluid density at 1,060 kg/m3, and p is the pressure, τ rep-
resents the stress tensor.

D and γ̇ represents deformation tensor rate and shear 
rate, η is the blood viscosity. Carreau model was used to 
calculate the blood viscosity [26].

All values were taken from the literature, 
η∞(high shear viscosity) = 3.45× 10−3Kg/(m • s)   , 
η0(low shear viscosity) = 5.6× 10−2Kg/(m • s)   , 
n(power law index) = 0.3568 , �(time constant) = 3.313s 
[26].

The 3D models of the patient-specific LAD were 
imported into ANSYS Fluent 2020 R1 (Ansys Inc., Can-
onsburg, PA, USA) for mesh generation. Fine tetrahe-
dral mesh was established, and the number of grids and 
its quality was shown in Table  1. Mesh independence 
tests indicated that above 1.5 million cells, the results 

(1)ρ
∂u

∂t
+ u • ∇u = −∇p+ ∇ • τ

(2)∇ • u = 0

(3)τ = 2η(γ̇ )D

(4)η(γ̇ ) = η∞ + (η0 − η∞)

[

1+ (�γ̇ )2
]
n−1
2

did not change significantly (∼2%) for outlet veloci-
ties. The pressure values (Fig.  2) fitted from the clini-
cal measured FFR data of patients were used to define 
the inlet boundary conditions for LAD models. FFR 
is the ratio of maximal blood flow distal to a stenotic 
lesion to maximal flow in the same artery if hypotheti-
cally normal [9]. Pressure flow waveforms in the LADs 
were obtained from the subjects with FFR reflecting 
the physiologically pulsatile, biphasic blood flow from 
the coronary arteries into the LAD. The average of the 
pressures distal to the stenosis measured was applied 
to the setting of the outlet. For the models (from 30% 
stenosis to 80% stenosis), the outlets were set respec-
tively as 8843Pa, 8041Pa, 7819Pa, 7446Pa, 7377Pa, and 
7229Pa.

Since the blood flow in the coronary artery is a tur-
bulent flow, current study used shear stress turbulence 

Fig. 1  Demonstration of multi-stenosis LAD coronary artery models

Table 1  Grid numbers in the reconstructed LAD models

a The content of grid quality value is between 0 and 1; 0 is the worst and 1 is the 
best. Generally, this value is greater than 0.7, indicating that the model can be 
used for simulation calculation. The mesh quality of the models established in 
this experiment is greater than 0.83, and its qualities could ensure the validity of 
the simulation results

Stenosis 
severity

Grids Cells Grid qualitya

30% 365,664 1,889,408 0.83571

40% 391,906 2,025,915 0.83565

50% 395,853 2,049,530 0.83598

60% 421,738 2,182,703 0.83589

70% 427,895 2,215,701 0.83572

80% 426,284 2,206,591 0.83583
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Fig. 2  Fitted curves of blood pressure proximal to the stenosis Pa(t) and the pressure distal to the stenosis Pd(t) used for inlet flow boundary 
condition based on invasive FFR measurements in vivo
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model to account for turbulent velocity due to its accu-
racy in predicting the turbulent behavior of blood in 
coronary arteries [9, 26, 27]. Additionally, the residual 
convergence criteria were set as 10−4.

Hemodynamic flow velocity, pressure, wall shear stress 
(WSS), oscillatory shear index (OSI) and relative residence 
time (RRT) were calculated. It is well acknowledged by the 
literature that the activation of endothelial cell by the shear 
stress and localization of plaque are closely related [27]. 
The WSS is calculated based on the following equation.

where µ is blood viscosity, vt is the velocity vector near 
wall perpendicular to the surface, n is distance to the wall 
surface and T  is pulsatile period dt is the time derivative 
of the local shear stress [27].

OSI is an index frequently used to evaluate the change of 
axial direction in WSS within the cardiac cycle. Abnormal 
OSI often indicates the drastic disturbance of flow field, 
which is supposed to be associated with the formation of 
thrombosis [28]. OSI is defined as follows:
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1
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where T is the period of the cardiac cycle, and WSS is the 
WSS vector.

Relative residence time (RRT) gives a relative esti-
mation of the residence time of the fluid in an area. Its 
value increases in the areas where the near-wall veloc-
ity has large direction changes but small magnitude 
over one period [29]. RRT is computed according to the 
following formulas:

where T is the period of the cardiac cycle, and WSS is the 
WSS vector.

Results
Time-resolved numerical simulation of the coronary 
stenosis throughout the complete cardiac cycle was 
obtained, which showed the hemodynamic parameters 
at the peak systole (t = 0.4  s), whose results stemmed 
from simulation calculation of six models with diverse 
severities of stenosis. The hemodynamic parameters, 
such as pressure, WSS, OSI, RRT and blood flow veloc-
ity, were depicted in Figs. 3, 4, 5, 6, 7, 8, 9.

(7)RRT = [(1− 2×OSI)× TAWSS]−1

(8)TAWSS =
1

T

∫ T

0

|WSS|dt

Fig. 3  Variation of pressure distribution at the peak systole in the cardiac cycle. A. 30% stenosis, B. 40% stenosis, C. 50% stenosis, D. 60% stenosis, E. 
70% stenosis, F. 80% stenosis
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Pressure
In this study, high pressure was noticed at the blood 
flow inlet of all models, while at the stenosis and outlet, 
low pressure was displayed with the obvious gradient 
downward trend, as shown in Fig. 3. Moreover, with the 
increase of severity (30%-60% stenosis), the pressure dif-
ference between the anterior and posterior portions in 
the stenotic area ascended slightly with the maximal pres-
sure difference reaching 250pa. Whereas in models (70%, 
80% stenosis), the pressure difference rose significantly 
with the maximum value of 750pa and 1000pa respec-
tively. In addition, the pressure difference remained slight 
between the center and the posterior portion of the sten-
otic area in the models with 30%-60% stenosis while the 
model with 70%-80% stenosis displayed a relatively dra-
matic pressure gradient with a pressure difference up to 
550pa (Fig. 4d).

The real-time changes of pressure throughout the car-
diac cycle in different models were tracked for observing 
the effects of different severities of stenosis on pressure. 

As demonstrated in Fig. 4a, generally, with the increase of 
severity (30%-80% stenosis), the pressure in the anterior 
section of the stenosed area reached the maximum value 
in the systolic phase, and then it decreased continuously 
in the early diastolic phase and remained low until the 
end of the cycle. Furthermore, in Fig. 4b and c, the pres-
sure in the center tended to change almost the same way 
as that in the posterior portion of the stenosis throughout 
the complete cardiac cycle in all models, whose pressure 
reached the peak at the systole, and then it descended 
at the diastole along with lower values throughout the 
diastole period. However, the pressure value differed evi-
dently across divergent models: in models with 30%-60% 
stenosis, the pressure value increased slightly with the 
aggravation of stenosis, with the maximum blood pres-
sure at the systole fluctuating around 2000pa while in 
the models with 70%—80% stenosis, the pressure value 
declined sharply despite the worsening of the stenosis, 
with the maximum pressure reaching1700pa for the 70% 
stenosis and 1200pa for the 80% stenosis.

Fig. 4  Variation of pressure distribution at specific points (A, anterior stenosis; B, posterior stenosis; C, in stenosis (the center); D, pressure difference 
in the center) during the cycle
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WSS
In this study, when the degree of stenosis ranged from 30 
to 60%, a slight elevation in wall shear stress (WSS) with 

the maximum value of 28pa (Fig.  5) was noticed in the 
center of the stenosed region while relatively lower WSS 
was found in other portions of the stenosis. However, 

Fig. 5  Wall shear stress (WSS) distribution in the LAD at the peak systole in a cardiac cycle. A. 30% stenosis, B. 40% stenosis, C. 50% stenosis, D. 60% 
stenosis, E. 70% stenosis, F. 80% stenosis

Fig. 6  Oscillatory Shear Index (OSI) distribution on the vessel walls in six patients. A. 30% stenosis, B. 40% stenosis, C. 50% stenosis, D. 60% stenosis, 
E. 70% stenosis, F. 80% stenosis
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Fig. 7  Relative residence time (RRT) distribution on the vessel walls in six patients. A. 30% stenosis, B. 40% stenosis, C. 50% stenosis, D. 60% stenosis, 
E. 70% stenosis, F. 80% stenosis

Fig. 8  Blood flow velocity distribution in the LAD at the peak systole in a cardiac cycle. A. 30% stenosis, B. 40% stenosis, C. 50% stenosis, D. 60% 
stenosis, E. 70% stenosis, F. 80% stenosis
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when stenosis attained 70%, WSS in the center of LAD 
stenosis ascended sharply, and 80% stenosis even rose 
more significantly with the peak WSS reaching 80pa. As 
shown in Fig. 5, there was no significant change in WSS 
at the outlet and inlet, other bifurcated and curved areas.

OSI
According to Fig.  6 (a)-(e), the positions near the 
branches of the artery or after the stenoses were found to 
be more prone to higher OSIs, with the peak value reach-
ing 0.49, while the OSI at the stenosis was relatively low. 
Moreover, as shown by Fig.  5, the distribution of high 
OSI areas increased with the worsening of stenosis rang-
ing from 30 to 80% degrees, i.e., the higher the narrowing 
rate, the wider the distribution of high OSI areas.

RRT​
It could be seen from Fig. 6 that the RRT in front of ste-
nosis was generally high with the peak value reaching 
107.3 while it obviously decreased at the stenosis, and rap-
idly increased after stenosis with the highest value of 107. 
Moreover, RRT in each model was positively correlated 
with OSI (Figs.  6, 7), i.e., the distribution of high RRT 
areas corresponded to that of high OSI areas. Addition-
ally, the peak of OSI approaching 0.5 was often accom-
panied by a very high RRT value (in principle, when OSI 
approaches 0.5, RRT approaches infinity). However, as 
Fig.  7 indicated, unlike the relatively dramatic change 
of high OSI area, the area of high RRT in the posterior 
region of stenosis increased slightly along with the aggra-
vation of stenosis.

Blood flow velocity
As it can be seen in Fig. 8, which showed the blood flow 
velocity at the peak systole (t = 0.4 s), there was a narrow 
variation range of the blood flow velocity in 30%-40% 
stenosis models when the blood flow passed through 
the stenosis. However, in the cases (≥ 50% stenosis), 

the velocity accelerated rapidly in the stenotic area and 
reached the maximum, and then it presented a descend-
ing trend at the outlet. Especially in the models of 70%-
80% stenosis, the velocity in the center of the stenosis was 
extremely fast, whereas for the outlet, it decreased, lead-
ing to blood separation and vortices.

Furthermore, according to the periodic variation dia-
gram of blood flow velocity throughout the cardiac cycle 
(Fig.  9), generally, the blood flow velocity increased in 
line with the worsening of stenosis (30%-80%), with 
higher velocity in the center of the stenosis than that in 
the anterior and posterior portions. However, as shown 
in Fig. 9c, the velocity of blood flow varied across differ-
ent severities of stenosis: in the model of 30% stenosis, 
the blood flew through the stenotic area with relatively 
stable velocity with the peak value of 0.12 m/s at the sys-
tolic phase while in the cases of 40%-60% stenosis, the 
blood flow accelerated with the peak velocity of 0.45 m/s. 
Even in the cases of 70% and 80%, the blood flowed at 
rather higher velocity with the peak reaching 1.2 m/s in 
the systolic period.

As shown by Fig. 9a and b, the blood flow velocity in the 
anterior and posterior portions of the stenosis reached 
the peak at the systolic phase in each model. However, 
the velocity of blood flow didn’t increase in line with the 
aggravation of stenosis. For example, in the cases of 40%-
70% stenosis, the peak velocity was over 0.2  m/s in the 
anterior portion while the peak velocity in 80% stenosis 
was 0.13 m/s, and the peak velocity in 30% stenosis was 
0.1 m/s. Similarly, the blood flow velocity didn’t change in 
accordance to the worsening of the stenosis in the poste-
rior portion of the stenotic region.

Discussion
In this study, the LAD models with diverse severities of 
stenosis were constructed by using CTA data of patients. 
Based on the models, a numerical simulation of intravas-
cular blood flow was conducted using FFR data as the 

Fig. 9  Variation of blood flow velocity distribution of three specific points (A, anterior stenosis; B, posterior stenosis; C, in stenosis (the center) 
during the cycle
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inlet conditions so as to track the real-time changes of 
hemodynamic parameters throughout the cardiac cycle. 
Thus, a preliminary profile of how the hemodynamic 
parameters varied with the various degrees of stenosis 
was obtained. Additionally, the authenticity and reliabil-
ity of the obtained hemodynamics were guaranteed by 
the fact that FFR data of patients was measured clinically.

As shown by Fig. 3, there was presence of high pres-
sure at the blood flow inlets of models with divergent 
severities of stenosis whereas low pressure with evident 
gradient downward trend appeared at the stenosis and 
the outlet. Furthermore, with the worsening of stenosis, 
the pressure difference between the anterior and poste-
rior portions in the stenotic area ascended. Especially in 
models with 70% and 80% stenosis, the pressure differ-
ence rose significantly (Fig.  4). Just as previous studies 
have confirmed, the pressure has the function of driving 
blood into capillaries and spreading it to the myocar-
dium, and irregular pressure can be sensed sensitively 
by the endothelial cells which are located on the inner 
surface of artery wall, and converted into biological sig-
nals to maintain the stability of vascular environment 
[28–33]. When the blood flows through the stenosis, 
it needs more energy due to the rapid drop in pressure 
at the stenosis. Moreover, the continued effect of pres-
sure difference caused by stenosis can make the lipid 
substances, which are carried in blood, more likely to 
deposit in the low-pressure areas, thus aggravating the 
stenosis of coronary artery [33, 34].

As for WSS (Fig. 5), it remained slightly higher in the 
center of the stenotic region than other portions of that 
region across the models with 30%-60% stenosis. How-
ever, in the cases of 70%-80% stenosis, the WSS in the 
center of the stenosis rose sharply, much higher than that 
in other portions. These results were in line with previous 
studies [35]. According to the literature, the alteration 
of WSS is closely related to the formation of atheroscle-
rotic plaque on the ground that extremely high WSS can 
injure vascular endothelial cells, which are in contact 
with blood, affecting the secretion function of endothelial 
cells, leading to abnormal proliferation of smooth muscle 
cells, and thus promoting the initiation of vascular ath-
erosclerotic plaques [36–40]. Moreover, the endothelial 
cells are found to be in a state of injury and exfoliation 
when WSS exceeds 42pa [41]. In this study, the peak WSS 
in the center of the stenosis was up to 48pa in 60% steno-
sis model, while it reached 80pa in the case of 80% ste-
nosis. Such drastic elevation of WSS may be contributed 
by the high blood velocity in the center of the stenosis, 
which may increase the permeability of arterial endothe-
lial wall, thus inducing the shedding of endothelial cells 
and gradual aggregation of platelets, ultimately aggravat-
ing the stenosis.

Although our study indicated the appearance of com-
paratively lower WSS in the areas other than the center 
of the stenosis across the models with 30%-80% of ste-
nosis, the low WSS may also be harmful, because it 
could change the direction of monocyte attachment to 
endothelial cells, most likely to promote the formation of 
thrombosis. This is why low WSS has been deemed as a 
recognized marker of atherosclerotic changes and plaque 
formation, resulting in multiple mechanisms to promote 
arterial wall remodeling [42, 43].

As shown by Fig.  6, high OSI areas and flow distur-
bance concentrated in the proximal end of the stenosis, 
where the vortex appeared. Just as previous studies have 
shown, high OSI (no exact value but generally > 0.2 or 
0.3) could lead to vascular wall damage. And the blood 
flow disturbance could induce the extensive aggregation 
of platelet, the damaging of endothelial cells, and the for-
mation of thrombosis and atherosclerosis as well [42, 43]. 
Moreover, in this study, high OSI areas were evident in all 
LAD models, even mild stenosis. Accordingly, there may 
be a risk of thrombotic development and plaque growth. 
Therefore, although previous studies have mainly focused 
on the hemodynamic features of more serious stenoses, 
monitoring abnormal hemodynamic parameters alterna-
tion of any extent of stenosis is worthwhile for the ben-
efit of prompt lifestyle or medical intervention since the 
patients are initially diagnosed, even though the stenoses 
are classified as mild or moderate [41–45].

Similar to the variation of OSI (Fig.  6), RRT index, 
which has clearly high values in all cases with differ-
ent stenoses, tend to be high in the post-stenotic region, 
where recirculation occurs (Fig. 8). According to the lit-
erature, the lipoprotein tends to be higher in the loca-
tions with lower WSS, but higher OSI and RRT. Studies 
have also shown that high OSI and RRT can easily lead 
to endothelial dysfunction on the ground that WSS vec-
tor will change its instantaneous direction during arte-
rial pulsation [45, 46]. In addition, high RRT value will 
increase the contact time between lipoprotein and blood 
vessel wall, which will directly affect the interaction 
between lipoprotein and endothelial surface. Theoreti-
cally, the longer the contact time, the more fully the lipo-
protein reacts with endothelial cells. Therefore, high RRT 
will promote the development of atherosclerosis.

As it can be seen in Figs. 8 and 9, blood flow velocity 
speeds up pursuant to the worsening of stenosis due to 
the fact that the pressure difference between the anterior 
and the posterior portions of the stenosis provides basic 
conditions for the acceleration of blood flow velocity in 
the center of the stenosis [44–46]. When blood flows at 
low velocity, it appears in the form of laminar flow with 
only axial motion. However, when it flows through the 
stenotic vessel, its velocity accelerates. If the velocity 
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increases to some extent, it will change the laminar flow 
state gradually [47–51].

Moreover, the results of this study (Figs.  8 and 9) 
showed that the blood flow velocity, in the cases (≥ 50% 
stenosis), ascended rapidly in the stenotic area and 
reached the peak, and then it presented a descending 
trend at the outlet. Especially, in the cases of 70%-80% 
stenosis, the blood flowed at extremely fast velocity in 
the center of the stenosis while it decreased at the out-
let, leading to blood separation and vortices. According 
to the literature, severe stenosis may generate a large 
area of vortex in the downstream of the stenotic area [47, 
51]. With the worsening of stenosis, the local area where 
vortices occur increases as well as the lingering time, 
leading to the collision and overlapping of the tangible 
components in the blood along with the release of kinetic 
energy, which will contribute to the augmentation of lipid 
concentration, thus further promoting atherosclerosis 
and exacerbating stenosis [52–56].

To summarize, the continuous variation of multiple 
hemodynamic parameters in the coronary blood flow 
field is supposed to exert a lasting impact on the cardiac 
blood circulation, vascular pressure load and the degree 
of vascular endothelial cell injury in a certain period of 
time [57–60]. As this study has shown, there is no evi-
dent variation in pressure, velocity and WSS in the mod-
els with less than 50% stenosis whereas there are abrupt 
and dramatic changes in hemodynamics and their values 
when the stenosis ascends from 60 to 70%. Furthermore, 
when the stenosis exceeds 70%, there exists substan-
tial pressure difference, WSS, and blood flow velocity in 
the center of the stenosis. However, it is worth noting 
that OSI and RRT appeared with obvious abnormalities 
even in cases of mild stenosis, indicating the potential 
further aggravation of atherosclerosis. Moreover, based 
on the comprehensive analysis of the variation of multi-
ple hemodynamic parameters across different models, 
we could speculate that there may be a critical point for 
the variation in the distribution of blood flow field in the 
coronary artery stenotic region in the cases of 60%—70% 
stenosis. Once the values of some hemodynamic param-
eters surpass the critical points, their synthetic effect 
will cause the rapid worsening of coronary stenosis and 
speedy development of the disease. Therefore, how to 
quantitatively evaluate the range of the critical values 
of hemodynamic parameters in patients, who are in the 
"gray zone" of stenosis, deserves further studies.

There are certain limitations in this study as well. Com-
paratively, the sample size is small in this study due to 
the practicality of managing relatively heavy workload of 
constructing patient-specific LAD models and simulating 
the reliable pulsatile flow status by using FFR data which 
were measured clinically. In the future, if more models 

with different extent of stenosis are constructed, a more 
comprehensive and deeper insight into the pathogen-
esis of the coronary atherosclerosis and stenosis will be 
obtained. Moreover, although the findings of this study 
are largely in line with earlier clinical research, more 
application of the model simulation and its hemody-
namic outcomes obtained to clinical research are needed 
in the future to perform the calibration or validation of 
the simulation for more practical representation of the 
hemodynamics.

Conclusion
To conclude, the time-resolved numerical simulation of 
the coronary stenosis throughout the complete cardiac 
cycle based on the patient-specific LAD models, using 
FFR as initial setting to monitor patient-dependent pres-
sure, could present a dynamic and comprehensive pro-
file of how multi-dimensional hemodynamic parameters 
vary in accordance with divergent severities of stenosis. 
Consequently, the findings of this study could serve as 
an effective reference for the clinicians to have a deeper 
insight into the pathological mechanism of coronary 
atherosclerosis and the use of CFD simulation as an 
additional tool for estimating the complication risks in 
stenosed coronary vessels.

Abbreviations
CHD	� Coronary heart disease
CFD	� Computational fluid dynamics
LAD	� Left anterior descending
FFR	� Fractional flow reserve
3D	� Three-dimensional
WSS	� Wall shear stress
OSI	� Oscillating shear index
RRT​	� Relative residence time

Acknowledgements
We appreciate very much for all the healthcare staff and engineers who 
assisted in the current study.

Authors’ contributions
YHZ and HHW: modeling, simulation, data analysis and curation, visualization, 
writing original draft, project administration. WBC and WYS: modeling, data 
curation, visualization. XCY: conceptualization, methodology, writing editing. 
GH: resources, writing editing. All authors gave final approval for publication 
and agree to be held accountable for the work performed therein.

Funding
This research was supported by the Fundamental Research Funds for Science 
and Technology in Xuzhou. No. KC20191.

Availability of data and materials
All data generated or analyzed during this study are included in this published 
article.

Declarations

Ethics approval and consent to participate
This study was approved by the Affiliated Hospital of Xuzhou Medical Univer-
sity Ethics Review Committee and conducted according to the principles of 



Page 12 of 13Zhao et al. BMC Cardiovascular Disorders          (2023) 23:156 

the Declaration of Helsinki. Since this study was a numerical simulation study 
of the information of previous cases, without direct contact with the subjects 
and subject privacy protection, the risk borne by the subjects was not greater 
than the minimum risk. The Affiliated Hospital of Xuzhou Medical University 
Ethics Review Committee agreed to exempt informed consent after review.

Consent for publication
Not applicable.

Competing interests
The authors declare no competing interests.

Author details
1 China University of Mining and Technology, No.1, Daxue Road, Xuzhou, 
Jiangsu, China. 2 Xuzhou Medical University, 209 Tongshan Road, Xuzhou, 
Jiangsu, China. 3 Shenzhen University, Shenzhen, Guangdong, China. 4 School 
of Life Science and Technology, University of Electronic Science and Technol-
ogy of China, Chengdu, China. 5 The Affiliated Hospital of Xuzhou Medical 
University, Xuzhou, Jiangsu, China. 

Received: 3 January 2023   Accepted: 21 March 2023

References
	1.	 Helfant RH, Kemp HG, Gorlin R. Coronary atherosclerosis, coronary 

collaterals and their relation to cardiac function. Ann Intern Med. 
1970;73(2):189–93.

	2.	 Murray J, Lopez AD. Measuring the global burden of disease. N top N 
Engl J Med. 2013;369:448–57.

	3.	 Vosborg F, Malmqvist L, Hamann S. Non-invasive measurement tech-
niques for quantitative assessment of optic nerve head blood flow. Eur J 
Ophthalmol. 2020;30(2):235–44.

	4.	 Jahromi R, Pakravan HA, Saidi MS, Firoozabadi B. Primary stenosis progres-
sion versus secondary stenosis formation in the left coronary bifurcation: 
a mechanical point of view. Biocybern Biomed Eng. 2019;39(1):188–98.

	5.	 Lantz B, Lindberg B, Huebel J. Three-dimensional reconstruction of the 
human heart by video technique. Acta Radio. 1975;16(6):545–58.

	6.	 Mcnamara JR, Fulton GJ, Manning BJ. Three-dimensional computed 
tomographic reconstruction of the carotid artery: identifying high bifur-
cation. Eur J Vasc Endovasc. 2015;49(2):147–53.

	7.	 Creane A, Maher E, Sultan S, Hynes N, Kelly DJ, Lally C. Finite ele-
ment modelling of diseased carotid bifurcations generated from 
in vivo computerised tomographic angiography. Comput Biol Med. 
2010;40(4):419–29.

	8.	 Zhao Y, Ping J, Xianchao Yu, et al. Fractional flow reserve-based 4D 
hemodynamic simulation of time-resolved blood flow in left anterior 
descending coronary artery. Clin biomech. 2019;70:164–9.

	9.	 Hsieh YF, Lee CK, Wang W, Huang YC, Lee WJ, Wang TD, et al. Coronary 
CT angiography-based estimation of myocardial perfusion territo-
ries for coronary artery FFR and wall shear stress simulation. Sci Rep. 
2021;11(1):1–12.

	10.	 Varghese SS, Frankel SH. Numerical modeling of pulsatile turbulent flow 
in stenotic vessels. J Biomech Eng-T Asm. 2003;125(4):445–60.

	11.	 Shipkowitz T, Rodgers V, Frazin LJ, Chandran KB. Numerical study on the 
effect of secondary flow in the human aorta on local shear stresses in 
abdominal aortic branches. J Biomech. 2000;33(6):717–28.

	12.	 Long Q, Xu XY, Ramnarine KV, et al. Numerical investigation of physi-
ologically realistic pulsatile flow through arterial stenosis. J Biomech. 
2001;34(10):1229–42.

	13.	 Filipovic N, Teng Z, Radovic M, Saveljic I, Fotiadis D, Parodi O. Computer 
simulation of three-dimensional plaque formation and progression in the 
carotid artery. Med Biol Eng Comput. 2013;51(6):607–16.

	14.	 Khnouf R, Karasneh D, Abdulhay E, Abdelhay A, Sheng W, Fan ZH. 
Microfluidics-based device for the measurement of blood viscosity and 
its modeling based on shear rate, temperature, and heparin concentra-
tion. Biomed microdevices. 2019;21(4):80.

	15.	 Dong J, Sun Z, Inthavong K, Tu J. Fluid-structure interaction analysis 
of the left coronary artery with variable angulation. Comput Method 
Biomec. 2015;18(14):1500–8.

	16.	 Luraghi G, Migliavacca F, García-González A, Chiastra C, Rossi A, Cao 
D, et al. On the modeling of patient-specific transcatheter aortic valve 
replacement: a fluid-structure interaction approach. Cardiovasc Eng 
Techn. 2019;10(14):437–55.

	17.	 Forti D, Bukac M, Quaini A, Canic S, Deparis S. A monolithic 
approach to fluid-composite structure interaction. J Sci Comput. 
2017;72(1):396–421.

	18.	 Kelidis P, Konstantinidis EP. Pulsatile flow through a constricted tube: 
effect of stenosis morphology on hemodynamic parameters. Comput 
Method Biomec. 2018;21(7):479–87.

	19.	 Chia HM, Tan KH, Jackson G. Non-atherosclerotic coronary artery aneu-
rysms: two case reports. Heart. 1997;78(6):613–6.

	20.	 Dordoni E, Meoli A, Wu W, Dubini G, Migliavacca F, Pennati G, et al. 
Fatigue behaviour of nitinol peripheral stents: the role of plaque 
shape studied with computational structural analyses. Med Eng Phys. 
2014;36(7):842–9.

	21.	 Song Q, Chen M, Shang J, Hu Z, Cai H. Analysis of predictive model of 
coronary vulnerable plaque under hemodynamic numerical simula-
tion. J Healthc Eng. 2022. https://​doi.​org/​10.​1155/​2022/​34349​10.

	22.	 Li B, Xu K, Liu J, Mao B, Li N, Sun H, et al. A numerical model for simulat-
ing the hemodynamic effects of enhanced external counter pulsation 
on coronary arteries. Front Physiol. 2021;12:656224.

	23.	 Rezaeimoghaddam M, Oguz GN, Ates MS, Bozkaya TA, Piskin S, 
SamanehLashkarinia S, et al. Patient-specific hemodynamics of 
new coronary artery bypass configurations. Cardiovasc Eng Techn. 
2020;11(6):663–78.

	24.	 Ciri U, Bennett RL, Bhui R, Molony DS, Samady H, Meyer CA, et al. Assess-
ment with clinical data of a coupled bio-hemodynamics numerical 
model to predict leukocyte adhesion in coronary arteries. Sci Rep-UK. 
2021;11(1):12680.

	25.	 Kamangar S. Numerical simulation of pulsatile blood flow characteristics 
in a multi stenosed coronary artery. Bio-Med Mater Eng. 2021;32:309–21.

	26.	 Cho YI, Kensey KR. Effects of the non-Newtonian viscosity of blood on 
flows in a diseased arterial vessel. Part 1: Steady flows. Biorheology. 
1991;28(3–4):241–62.

	27.	 Wang Yu, Wang J, Peng J, et al. Effects of a short-term left ventricular assist 
device on hemodynamics in a heart failure patient-specific aorta model: 
a CFD study. Front physiol. 2021;12:733464.

	28.	 Carvalho V, Rodrigues N, Ribeiro R, Costa PF, Teixeira JCF, Lima RA, et al. 
Hemodynamic study in 3D printed stenotic coronary artery models: 
experimental validation and transient simulation. Comput Method 
Biomec. 2021;24:623–36.

	29.	 Timofeeva M, Ooi A, Poon EKW, Barlis P. Numerical simulation of the 
blood flow through the coronary artery stenosis: effects of varying 
eccentricity. Comput Biol Med. 2022;146:105672.

	30.	 Zhang JM, Zhong L, Su B, Wan M, Yap JS, Tham JP, et al. Perspective on 
CFD studies of coronary artery disease lesions and hemodynamics: a 
review. Int J Numer Meth Bio. 2014;30:659–80.

	31.	 Owen DG, de Oliveira DC, Neale EK, Shepherd DET, Espino DM. Numerical 
modelling of blood rheology and platelet activation through a stenosed 
left coronary artery bifurcation. PLoS ONE. 2021;16(11):e0259196.

	32.	 Lee BK, Lee JY, Hong BK, Park BE, Kim DS, Kim DY, et al. Hemodynamic 
analysis of coronary circulation in angulated coronary stenosis following 
stenting. Yonsei Med J. 2002;43(5):590–600.

	33.	 GarcíaGarcía J, GarcíaCarrascal P, Castro Ruiz F, Manuel Martín F, Fernán-
dez JA. Effects of bifurcation-specific and conventional stents on coro-
nary bifurcation flow. An experimental and numerical study. J Biomech. 
2017;54:64–72.

	34.	 Kim HJ, Vignon-Clementel IE, Coogan JS, Figueroa CA, Jansen KE, Taylor 
CA. Patient-specific modeling of blood flow and pressure in human 
coronary arteries. Ann Biomed Eng. 2010;38(10):3195–209.

	35.	 Bhaganagar K, Veeramachaneni C, Moreno C. Significance of plaque mor-
phology in modifying flow characteristics in a diseased coronary artery: 
numerical simulation using plaque measurements from intravascular 
ultrasound imaging. Appl Math Model. 2013;37(7):5381–93.

	36.	 Steinman DA, Poepping TL, Tambasco M, Rankin RN, Holdsworth DW. 
Flow patterns at the stenosed carotid bifurcation: effect of concentric 
versus eccentric stenosis. Ann Biomed Eng. 2000;28(4):415–23.

	37.	 Veronique P, Sherwin SJ, Weinberg PD. Does low and oscillatory wall 
shear stress correlate spatially with early atherosclerosis? A systematic 
review. Cardiovasc Res. 2013;99(2):242–50.

https://doi.org/10.1155/2022/3434910


Page 13 of 13Zhao et al. BMC Cardiovascular Disorders          (2023) 23:156 	

•
 
fast, convenient online submission

 •
  

thorough peer review by experienced researchers in your field

• 
 
rapid publication on acceptance

• 
 
support for research data, including large and complex data types

•
  

gold Open Access which fosters wider collaboration and increased citations 

 
maximum visibility for your research: over 100M website views per year •

  At BMC, research is always in progress.

Learn more biomedcentral.com/submissions

Ready to submit your researchReady to submit your research  ?  Choose BMC and benefit from: ?  Choose BMC and benefit from: 

	38.	 Malota Z, Glowacki J, Sadowski W, Kostur M. Numerical analysis of the 
impact of flow rate, heart rate, vessel geometry, and degree of stenosis 
on coronary hemodynamic indices. BMC Cardiovasc Disor. 2018;18:132.

	39.	 Mu L, Liu X, Liu M, Long L, Chi Q, He Y, et al. In vitro study of endothelial 
cell morphology and gene expression in response to wall shear stress 
induced by arterial stenosis. Front Bioeng Biotech. 2022;10:854109.

	40.	 Wong KKL, Wu J, Liu G, Huang W, Ghista DN. Coronary arteries hemody-
namics: effect of arterial geometry on hemodynamic parameters causing 
atherosclerosis. Med Biol Eng Comput. 2020;58(8):1831–43.

	41.	 Fry DL. Certain histological and chemical responses of the vascular inter-
face to acutely induced mechanical stress in the aorta of the dog. Circ 
Res. 1969;24(1):93–108.

	42.	 Gallo D, Bijari PB, Morbiducci U, Qiao Y, Xie YJ, Etesami M, et al. Stein-
man, Segment-specific associations between local haemodynamic and 
imaging markers of early atherosclerosis at the carotid artery: an in vivo 
human study. J R Soc Interface. 2018;15(147):20180352.

	43.	 Dolan JM, Kolega J, Meng H. High wall shear stress and spatial gradients 
in vascular pathology: a review. Ann Biomed Eng. 2013;41(7):1411–1127.

	44.	 Libby P, Pasterkamp G, Crea F, Jang I-K. Reassessing the mechanisms of 
acute coronary syndromes. Circ Res. 2019;124(1):150–60.

	45.	 Park J, Lee JM, Koo BK, Choi G, Hwang D, Rhee TM, et al. Relevance of 
anatomical, plaque, and hemodynamic characteristics of nonobstructive 
coronary lesions in the prediction of risk for acute coronary syndrome. 
Eur Radiol. 2019;29(1):6119–28.

	46.	 Soulis JV, Fytanidis DK, Lampri OP, et al. Low density lipoprotein and non-
Newtonian oscillating flow biomechanical parameters for normal human 
aorta. Cardiol Res. 2016;7(2):66–79.

	47.	 Ku DN, Zarins CK, Giddens DP, Zarins CK, Glagov S. Pulsatile flow and 
atherosclerosis in the human carotid bifurcation: positive correlation 
between plaque localization and low and oscillating shear stress. Arterio-
scl Throm Vas. 1985;5(3):292–302.

	48.	 Khanafer KM, Bull JL, Upchurch GR Jr, Berguer R. Turbulence signifi-
cantly increases pressure and fluid shear stress in an aortic aneurysm 
model under resting and exercise flow conditions. Ann Vasc Surg. 
2007;21(1):67–74.

	49.	 Xie X, Zheng M, Wen D, Li Y, Xie S. A new CFD based non-invasive method 
for functional diagnosis of coronary stenosis. Biomed Eng Online. 
2018;17(1):36.

	50.	 Bakel T, Lau KD, Hirsch-Romano J, Trimarchi S, Dorfman AL, Figueroa 
CA. Patient-specific modeling of hemodynamics: supporting surgi-
cal planning in a fontan circulation correction. J Cardiovasc Transl. 
2018;11(2):145–55.

	51.	 Chiu J, Chien S. Effects of disturbed flow on vascular endothelium: 
pathophysiological basis and clinical perspectives. Physiol Rev. 
2011;91(1):327–87.

	52.	 Badimon L, Padró T, Vilahur G. Atherosclerosis, platelets and thrombosis 
in acute ischaemic heart disease. Eur Heart J Acute Cardiovasc Care. 
2012;1(1):60–74.

	53.	 Badimón L, Vilahur G, Padró T. Lipoproteins, platelets and atherothrombo-
sis. Rev Esp Cardiol. 2009;62(10):1161–78.

	54.	 Coburn LA, Damaraju VS, Dozic S, Eskin SG, Cruz MA, McIntire LV. GPIbα-
vWF rolling under shear stress shows differences between type 2B and 
2M von Willebrand disease. Biophys J. 2011;100(2):304–12.

	55.	 Zhang XL, Zhu QQ, Yang JJ, Chen YH, Li Y, Zhu SH, et al. Percutaneous 
intervention versus coronary artery bypass graft surgery in left main 
coronary artery stenosis: a systematic review and meta-analysis. BMC 
Med. 2017;15(1):84.

	56.	 Liu BY, Tang DL. Influence of distal stenosis on blood flow through 
coronary serial stenoses: A numerical study. Int J Comp Meth-Sing. 
2019;16(3):1842003.

	57.	 Li X, Sun B, Zhao H, Ge X, Liang F, Li X, et al. Retrospective study of hemo-
dynamic changes before and after carotid stenosis formation by vessel 
surface repairing. Sci Rep-UK. 2018;8(3):5493.

	58.	 Xu P, Liu X, Zhang H, Ghista D, Zhang D, Shi C, et al. Assessment of bound-
ary conditions for CFD simulation in human carotid artery. Biomech 
Model Mechan. 2018;17(6):1581–97.

	59.	 Zhang JM, Zhong L, Su B, Wan M, Yap JS, Tham JP, et al. Perspective on 
CFD studies of coronary artery disease lesions and hemodynamics: a 
review. Int J Numer Meth Bio. 2014;30(6):659–80.

	60.	 Coenen A, Kim YH, Kruk M, Tesche C, De Geer J, Kurata A, et al. Diagnos-
tic accuracy of a machine-learning approach to coronary computed 

tomographic angiography-based fractional flow reserve. Circulation 
Circ-Cardiovasc Imag. 2018;11(6):e007217.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.


	Time-resolved simulation of blood flow through left anterior descending coronary artery: effect of varying extent of stenosis on hemodynamics
	Abstract 
	Background and objectives 
	Methods 
	Results 
	Conclusion 

	Introduction
	Materials and methods
	Coronary vascular modelling
	Governing equations and boundary conditions

	Results
	Pressure
	WSS
	OSI
	RRT​

	Blood flow velocity

	Discussion
	Conclusion
	Acknowledgements
	References


