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Abstract
Atherosclerosis, a critical contributor to coronary artery diseases, 
involves the accumulation of cholesterol, fibrin, and lipids within 
arterial walls, inciting inflammatory reactions culminating in plaque 
formation. This multifaceted interplay encompasses excessive fibrosis, 
fatty plaque development, vascular smooth muscle cell (VSMC) 
proliferation, and leukocyte migration in response to inflammatory 
pathways. While stable plaques demonstrate resilience against 
complications, vulnerable ones, with lipid-rich cores, necrosis, and 
thin fibrous caps, lead to thrombosis, myocardial infarction, stroke, and 
acute cerebrovascular accidents. The nuanced phenotypes of VSMCs, 
modulated by gene regulation and environmental cues, remain pivotal. 
Essential markers like alpha-SMA, myosin heavy chain, and calponin 
regulate VSMC migration and contraction, exhibiting diminished 
expression during VSMC de-differentiation and proliferation. p27kip, 
a CDK inhibitor, shows promise in regulating VSMC proliferation 
and appears associated with TNF-α-induced pathways impacting 
unstable plaques. Oncostatin M (OSM), an IL-6 family cytokine, 
correlates with MMP upregulation and foam cell formation, 
influencing plaque development. Efforts targeting mammalian target 
of rapamycin (mTOR) inhibition, notably using rapamycin and its 
analogs, demonstrate potential but pose challenges due to associated 
adverse effects. Exploration of the impact of p27kip impact on plaque 
macrophages presents promising avenues, yet its complete therapeutic 
potential remains untapped. Similarly, while OSM has exhibited 
potential in inducing cell cycle arrest via p27kip, direct links necessitate 
further investigation. This critical review discusses the role of mTOR, 
p27kip, and OSM in VSMC proliferation and differentiation followed by 
the therapeutic potential of targeting these mediators in atherosclerosis 
to attenuate plaque vulnerability.
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Introduction
Atherosclerosis, the hardening of the arteries, is a life-threatening 

contributor to coronary artery diseases (CAD) that affects more than 3 
million people in the U.S per year. During atherosclerosis, fatty deposits 
of cholesterol, fibrin, fats, and waste products build up inside the arterial 
wallet at the site of damaged inner lining of the artery [1]. Specifically, 
the cholesterol builds up in the damaged endothelium, called fatty streak, 
where the cholesterol can become oxidized. The oxidation of cholesterol 
in this build-up results in an inflammatory response where the monocytes 
travel to the site and are activated/differentiated into macrophages. The 
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smooth muscle actin 2, and a gain of genes for secretion, 
migration, and proliferation. Phenotype switching appears 
to be regulated by multiple factors such as transcriptional 
and post-transcriptional regulation, epigenetic modifications, 
and environmental stimuli [10, 16-18]. Thus, the overall 
content of VSMCs determines the stability of atherosclerotic 
plaques through migration, proliferation, and secretion and 
targeting VSMCs phenotypic switch and proliferation may 
have therapeutic potential. Although VSMC migration from 
the tunica media to tunica intima has been a well-established 
component of atherosclerosis pathogenesis, the exact 
mechanisms and order in relation to VSMC proliferation 
have not been fully elucidated [19]. Previous studies have 
demonstrated that VSMC proliferation is associated with 
blood vessel injury which damages the internal elastic lamina. 
However, further studies demonstrated low proliferation 
indices for VSMCs extracted from late-stage atherosclerotic 
plaques. This is further explained by phenotype tracing, 
demonstrating VSMC proliferation begins in the tunica 
media. The progeny cells then migrate to the intima and 
further divide into oligoclonal progeny [20]. 

VSMC migration and proliferation operate in coordination 
via regulatory protein markers. These include alpha smooth 
muscle actin (α-SMA), myosin heavy chain, and calponin. 
These markers are necessary for migration, contraction, and 
structural integrity, expression of these markers decrease 
as VSMCs de-differentiate and proliferate [21]. De-
differentiation occurs in response to a multitude of factors, 
including endothelial damage, growth factor exposure, and 
contact changes with the extracellular matrix. Differentiation 
of VSMCs requires inhibition of the cell cycle via inhibitors of 
cyclin-dependent kinase (CDK) and cyclin, which include p21 
and p27kip. Furthermore, VSMCs that undergo differentiation 
still retain the ability to de-differentiate in response to injury 
[21] (Figure 1). This suggests that understanding VSMCs 
proliferation and differentiation and its regulating involving 
p27kip will enhance our understanding to develop novel 
therapeutic strategies [22-24].

Methods
A literature search was conducted using PubMed and 

Google Scholar. Articles were selected for inclusion based 
on keywords, alone or in combination, such as vascular 
smooth muscle cells, proliferation, differentiation, cell 
cycle, cyclins, mTOR, p27kip, and oncostatin M. The article 
selection in this review article was based on the article title 
and abstract, following which the full-text articles were 
reviewed and included in the bibliography. The search was 
limited to peer-reviewed articles in the English language 
only. The duplicate articles, only abstracts, and non-English 
articles were excluded during the literature search following 
PRISMA guidelines. 

macrophages digest the cholesterol molecules, specifically 
low-density lipoproteins (LDL), and transform into foam 
cells contributing to plaque formation and progression. As 
plaques increase in size, the arterial wall thickens and hardens 
and there will be increased accumulation of oxidized LDL 
(ox-LDL). Deposition of ox-LDL, infiltration of immune 
cells, and secretion of inflammatory cytokines from these 
immune cells results in inflammation in the plaque. Increased 
inflammation in the plaque resulting in activation of various 
inflammatory mediators including toll-like receptors, 
triggering receptor expressed on myeloid cells, and receptor 
for advanced glycation end-products and secretion of high 
mobility group box protein (HMGB)-1 and S100 proteins 
contribute to plaque vulnerability. These vulnerable plaques 
can rupture, forming a blood clot in the artery to reduce the 
blood and oxygen supply to the vital organs [1-8]. During 
plaque development, the vascular smooth muscle cells 
(VSMC) within the arterial wall migrate towards the intimal 
layer to the surface of the plaque and contribute to the 
formation of a fibrous cap covering the plaque. These caps can 
rupture and expose the plaques to the blood stream resulting 
in the formation of blood clot (thrombus) decreasing the blood 
flow. The complex interaction of these processes, excessive 
fibrosis of the intima, fatty plaque formation, proliferation of 
VSMCs and migration of WBCs in response to inflammation 
characterizes vulnerable plaques in atherosclerosis [9-11].

Plaques can be vulnerable and stable depending on 
its core composition and thickness of the fibrous cap. 
Vulnerable plaques are defined by having a rich-lipid core, 
increased plaque inflammation, positive vascular remodeling, 
and a thin fibrous cap which can rupture easily causing the 
activation of platelets [12]. Accumulation of leukocytes and 
fats in the intima promotes vulnerable plaques. Upon rupture, 
vulnerable plaques promote blood clotting (thrombosis) 
aggressively. Stable plaques, unlike vulnerable plaques, 
have a thick fibrous cap and a small lipid core; thus, less 
likely to rupture. Ruptured plaques can lead to the blockage 
of the coronary artery, causing myocardial infarction (MI). 
In transient ischemic attack (TIA), there is a temporary 
disruption in the blood flow to the brain due to plaques, 
resulting in symptoms associated with strokes that last less 
than an hour. Thus, promoting the stability of the plaques will 
attenuate cardiovascular events such as MI and TIA [13-15].  

Vascular smooth muscle cells (VSMCs) play major roles 
in early and late-stage atherosclerosis. VSMCs proliferation 
has been associated with stabilization of plaques in early 
phase of atherosclerosis while decreased number of VSMCs 
contribute to thin fibrous cap and plaque vulnerability. 
Recent studies in VSMC transcriptomics have demonstrated 
different VSMC phenotypes that play various roles in plaque 
formation. These roles may be due to a phenotypic switch 
due to a loss of genes for contractile proteins, such as alpha 
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mTOR, p27kip, and OSM and VSMC regulation
The mammalian target of rapamycin (mTOR) is involved 

in VSMCs proliferation via ribosomal protein S6 kinase beta-
1 (p70S6K) signaling pathway and inhibition of angiotensin 
II receptor type 1 (AT1-R) involving AMP-activated 
protein kinase (AMPK) [25]. Activation of E2F and mTOR 
synergistically promote proliferation of VSMCs [26]. The 
macrolide antibiotic rapamycin has been previously shown 
to inhibit VSMC proliferation and migration by inducing 
differentiation of primary VSMCs. Rapamycin acts by 
binding to FKBPP12, forming a protein complex that inhibits 
the mammalian target of rapamycin (mTOR). mTOR is a 
protein kinase involved in signaling pathways that regulate 
protein synthesis. In one study it was demonstrated that 
inhibition of mTOR with rapamycin in bovine thoracic aortic 
VSMCs increased expression of markers associated with the 
VSMC differentiation, including alpha-SMA and calponin 
[21]. Moreover, this treatment also induced expression of 
CDK inhibitors p27kip and p21cip with similar kinetics to those 
of the expression of the differentiation markers. Therefore it 
is believed that differentiation and proliferation are regulated 
in a coordinated manner [14].

p27kip, a cyclin-dependent kinase inhibitor, has been 
shown in prior studies to play a regulatory role  in vascular 
smooth muscle proliferation. To progress through the cell 
cycle and proliferate, cyclins must interact with CDKs to shift 
the cell from the G1 to S phase, leading to mitosis [27]. CDK-
cyclin complexes drive transcription of proteins necessary for 

the cell cycle to continue while CDK inhibitors cause arrest in 
G1 phase and limit proliferation. In a study of mouse model 
pulmonary artery vascular smooth muscle, p27kip decreased 
in expression in response to serum stimulation, eventually 
leading to increased mitogenesis. In contrast, models where 
p27kip was restored showed decreased phosphorylation 
of Rb, a cyclin E and CDK2 substrate, with decreased 
mitogenesis [28,29]. Another study utilizing mouse model 
neural progenitor cells showed that cell proliferation was 
more abundant in p27kip knockout mice compared to wild 
type controls in both homeostatic and ischemic conditions 
[30]. Further, deficiency of p27 is associated with enhanced 
inflammatory and proliferative response in hematopoietic 
progenitor cells [31] and increase neointimal macrophages 
and atherosclerosis progression. This suggests that CDK 
inhibitor p27kip controls cell proliferation and attenuating 
p27kip in developing plaque may attenuate plaque progression 
by decreasing VSMCs proliferation. This notion is supported 
by the fact that mitochondrial p27 restores the impaired 
α-SMA upregulation, a marker of VSMC proliferation, in 
a p27 deficient mice [32] suggesting the probable role of 
inhibiting p27 to attenuate VSMCs proliferation. However, 
it should be noted that a rapid reduction in in p27-phospho-
Ser10 levels in the early phase of plaque development 
(atherosclerosis) results in an early plaque build-up involving 
RhoA/ROCK-induced integrin expression in the endothelial 
cells accompanied with enhanced leukocyte recruitment [33]. 
This suggests that the beneficial effect of inhibiting p27 is 
phase dependent. 

p27kip has been implicated in the Forkhead box subclass 
O (FoxO) transcription factor pathway in response to 
the inflammatory modulator tumor necrosis factor alpha  
(TNF-⍺) [34]. TNF-α can induce proliferation or apoptosis in 
human VSMCs depending on phenotype [35]. Previous work 
had shown that FoxO1 overexpression leads to increased 
transcription of p27kip. Additionally, past studies implicated 
FoxO1 in differentiation and cell cycle of neointimal 
hyperplasia in rat model carotid arteries injured via balloon. 
It was found that in cultured carotid endarterectomy human 
specimens, TNF-⍺ induced the expression of FoxO1 nuclear 
protein and therefore p27kip, leading to cell cycle arrest in 
asymptomatic plaques. This arrest may also be coordinated 
with a FoxO1-induced increase in Caspase-3 expression, 
leading to apoptosis and therefore inhibition of neointimal 
hyperplasia [36]. Therefore, the TNF-α induced pathway 
involving FoxO1 expression may be a mechanism to better 
study unstable atherosclerotic plaques. 

Oncostatin M (OSM) is an IL-6 family cytokine which 
modulates pro-inflammatory effects through JAK/STAT 
signaling pathways. OSM results in downstream upregulation 
of mixed metalloproteinases (MMPs) such as MMP-9 through 
Mitogen-Activated Protein Kinase Kinase-Extracellular 
Signal-Regulated Kinase Pathway (MAPK-ERK). MMPs are 

Figure 1: The mammalian target of rapamycin (mTOR), p27kip, 
and VSMC proliferation and differentiation regulation. mTOR 
activation via phosphoinositide 3-kinases (PI3K)- protein kinase 
B (AKT) pathway results in increased protein synthesis resulting 
in vascular smooth muscle cells (VSMCs) proliferation. mTOR 
activation also results in p27kip degradation which also causes 
VSMCs proliferation. An undegraded p27kip inhibits cyclins 
resulting in cell cycle arrest and this causes VSMCs differentiation.
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effectors of the inflammatory response to intimal injury which 
can lead to plaque formation. Additionally, the MAPK-ERK 
pathways promotes formation of foam cells, which further 
secrete MMPs [37,38]. Further, OSM produced by immune 
cells has a context dependent effect on cellular processes 
such as differentiation, hematopoiesis, cell proliferation and 
cell survival. OSM signaling is initiated by Binding of OSM 
with its receptors type I (LIFRβ/gp130) or type II (OSMRβ/
gp130) complexes activates OSM leading to the increased 
expression of JAK/STAT, MAPK and PI3K. In addition to 
triggering plaque formation, OSM has also been shown to 
upregulate p27kip mRNA. A previous study has shown that 
through signal transduction through the gp130 receptor, OSM 
induce increased expression of p27kip in melanoma cells [39]. 
Moreover, this was further observed in HepG2 hepatoma 
cells in which signaling through the OSM receptor (OSMR) 
resulted in accumulation of p27kip and cell cycle arrest [40]. 
While these results establish a relationship between OSM and 
p27kip, there has yet to be a conclusive investigation into this 
link in the context of plaque stability. 

Therapeutic Targets
While we have discussed multiple markers and 

pathways involved in atherogenesis, therapeutic targets are 
still being explored. The mammalian target of rapamycin 
(mTOR) is a constitutively active serine threonine kinase 
that is a key part of two separate multiprotein complexes: 
mTORC1 and mTORC2 [41]. mTORC1 under physiologic 
conditions promotes lipogenesis through signaling with 
cyclin-dependent kinases, S6 kinase 1, and various other 
signaling pathways. Inhibition of mTORC1 was shown to 
promote longevity in mice models while overexpression was 
associated with cancers [42,43]. mTORC2 is less studied but 
has been shown to promote insulin resistance when inhibited 
[44]. Recent studies have demonstrated coordination and 
crosstalk between mTORC1 and mTORC2.

In addition to direct inhibition of mTOR using rapamycin, 
other therapies have been developed to target its involvement 
in the atherosclerotic pathogenesis. Rapamycin has been used 
in drug eluting stents (DES) and cancer treatment for its anti-
proliferative effects. While it has a strong inhibitory effect on 
mTORC1 and less potent effect on mTORC2 applicable only 
when used chronically, rapamycin has poor bioavailability 
and long half-life. Thus, rapamycin analogs (rapalogs) such 
as everolimus and zotarolimus have been developed with 
improved pharmacodynamic and pharmacokinetic properties. 
Further studies with everolimus in DES in cholesterol-fueled 
atherosclerotic rabbit arteries demonstrated reduction of 
plaque macrophages, possibly due to activation of autophagy 
noted by the presence of massive vacuoles [45]. To better 
account for the systemic nature of atherosclerosis and its 
inflammatory pathways, everolimus and other rapalogs have 
been administered orally in humans after bare metal stents 

with 3 years follow up showing minimal side effects and 
good tolerance [41]. Despite these results, rapalog usage 
can lead to adverse effects due to suppression of mTORC1. 
Inhibition of the proliferative effects of mTORC1 in rapalog-
coated DES therapy can prevent reendothelialization of the 
targeted vessel, increasing the risk of stent thrombosis [46]. 
Additionally, inhibition of mTORC1 also leads to inhibition 
of lipases and LDL receptors, leading to hypercholesterolemia 
in mice models. Furthermore, suppression of mTORC2 as 
noted before can lead to insulin resistance and subsequent 
hyperglycemia. Therefore, combination drug therapy with 
statins and metformin has been proposed to mitigate the 
adverse effects of dyslipidemia and glucose intolerance 
respectively [47]. Other strategies suggest an intermittent 
administration of rapalogs to prevent mTORC1 resistance.

While p27kip has shown potential as a therapeutic target 
for plaque formation, this area of research has yet to be fully 
explored. Aside from its role in cell cycle regulation, p27kip1 
has been used in a study focused on inhibition of plaque 
macrophages in the pathogenesis of atherosclerosis utilizing 
the cyclin dependent kinase inhibitor p27kip. Macrophages 
can be activated by various factors, including oxidized 
LDL, leading to secretion of pro-inflammatory cytokines 
and growth factors. In advance-stage lesions, foam cells can 
form by dysregulation of lipid metabolism by macrophages. 
Proliferation and overall count of foam cells is positively 
correlated with plaque formation [48]. Thus, inhibition of 
plaque macrophages has been an area of focus in the inhibition 
of atherosclerosis. In the study of interest, transgenic mice 
expressing human p27kip in macrophages were generated and 
crossed with mice lacking ApoE [48]. With an abundance 
of the CDK inhibitor, resulting macrophage cell cycles 
could be arrested despite exposure to intimal injury. The 
resulting progeny showed decreased plaque formation and 
inflammatory response with increased stability of existing 
plaques. The researchers noted smaller necrotic cores, thicker 
fibrous caps, and increased extracellular matrices in these 
plaques. Thus, future research may examine further uses 
of p27kip expression in halting inflammatory processes by 
directly impacting the proliferation of inflammatory effector 
cells.

Targeting p27 in atherosclerosis is also supported by 
the findings that p27Kip1 protects against diet-induced 
atherosclerosis [49] and supported by the fact that early 
deletion of p27 promote atherosclerosis [33]. Together 
suggesting that p27 is necessary to attenuate atherosclerosis 
progression in the early phase while detrimental in later 
phases.

Conclusion
Atherosclerosis is a chronic inflammatory disorder 

regulated by multiple signaling pathways modulating plaque 
formation and stability. Regulation of vascular smooth 
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muscle proliferation and migration plays an important role 
as the smooth muscle phenotypes impact the stability and 
longevity of the plaque. mTOR is a ubiquitous protein 
kinase involved in pathways leading to cell growth and RNA 
transcription. Its inhibition by the macrolide rapamycin also 
impacts regulators of cell proliferation such as the cyclin-
dependent kinase inhibitor p27kip. Attempts to contextualize 
these two molecules in the setting of atherosclerosis have also 
implicated the IL-6 class cytokine oncostatin M. However, 
given the multifactorial nature of atherosclerosis, a direct 
link between these three effectors is still being investigated. 
While therapeutics individually targeting or utilizing these 
molecules show promise, future studies may benefit from 
studying the pathways and crosstalk that intertwine them. 

Author Contribution 
Concept and design: VR, JT, DKA; Review of literature: 

JT and JS; Drafting the article: JT, JS, and VR; Revising and 
editing the manuscript: VR and DKA; Final approval of the 
article: JT, JS, VR, DKA.

Funding
This research work was partially supported by the funds to 

DAC from the Office of Research & Biotechnology, Western 
University of Health Sciences, Pomona, CA. The research 
work of DKA is supported by the R01 HL144125 and R01 
HL147662 grants from the National Institutes of Health, 
USA. The contents of this original article are solely the 
responsibility of the authors and do not necessarily represent 
the official views of the National Institutes of Health.

Competing interest
All the authors have read the manuscript and declare no 

conflict of interest. No writing assistance was utilized in the 
production of this manuscript.

Consent for publication
All the authors have read the manuscript and consented 

for publication.

References
1.	 Ross R. Atherosclerosis--an inflammatory disease. N 

Engl J Med 340 (1999): 115-126. 

2.	 Nooti S, Rai V, Radwan MM, et al. Oxidized Low-density 
Lipoproteins and Lipopolysaccharides Augment Carotid 
Artery Plaque Vulnerability in Hypercholesterolemic 
Microswine. Cardiol Cardiovasc Med 7 (2023): 273-294. 

3.	 Rai V, Agrawal DK. The role of damage- and pathogen-
associated molecular patterns in inflammation-mediated 
vulnerability of atherosclerotic plaques. Can J Physiol 
Pharmacol 95 (2017): 1245-1253. 

4.	 Rai V, Rao VH, Shao Z, et al. Dendritic Cells Expressing 
Triggering Receptor Expressed on Myeloid Cells-1 
Correlate with Plaque Stability in Symptomatic and 
Asymptomatic Patients with Carotid Stenosis. PLoS One 
11 (2016): e0154802. 

5.	 Rao VH, Rai V, Stoupa S, et al. Tumor necrosis factor-
alpha regulates triggering receptor expressed on myeloid 
cells-1-dependent matrix metalloproteinases in the carotid 
plaques of symptomatic patients with carotid stenosis. 
Atherosclerosis 248 (2016): 160-169. 

6.	 Singh H, Rai V, Agrawal DK. LPS and oxLDL-induced 
S100A12 and RAGE expression in carotid arteries of 
atherosclerotic Yucatan microswine. Mol Biol Rep 49 
(2022): 8663-8672. 

7.	 Rao VH, Rai V, Stoupa S, et al. Data on TREM-1 
activation destabilizing carotid plaques. Data Brief 8 
(2016): 230-234. 

8.	 Roshan MH, Tambo A, Pace NP. The Role of TLR2, 
TLR4, and TLR9 in the Pathogenesis of Atherosclerosis. 
Int J Inflam (2016): 1532832. 

9.	 Mahmoud AD, Ballantyne MD, Miscianinov V, et al. 
The Human-Specific and Smooth Muscle Cell-Enriched 
LncRNA SMILR Promotes Proliferation by Regulating 
Mitotic CENPF mRNA and Drives Cell-Cycle Progression 
Which Can Be Targeted to Limit Vascular Remodeling. 
Circ Res 125 (2019): 535-551. 

10.	Harman JL, Jorgensen HF. The role of smooth muscle 
cells in plaque stability: Therapeutic targeting potential. 
Br J Pharmacol 176 (2019): 3741-53. 

11.	Liu X, He W, Hong X, et al. New insights into fibrous 
cap thickness of vulnerable plaques assessed by optical 
coherence tomography. BMC Cardiovasc Disord 22 
(2022): 484. 

12.	Moreno PR. Vulnerable plaque: definition, diagnosis, and 
treatment. Cardiol Clin 28 (2010): 1-30. 

13.	Lee KY, Chang K. Understanding Vulnerable Plaques: 
Current Status and Future Directions. Korean Circ J 49 
(2019): 1115-1122. 

14.	Kowara M, Cudnoch-Jedrzejewska A. Different 
Approaches in Therapy Aiming to Stabilize an Unstable 
Atherosclerotic Plaque. Int J Mol Sci 22 (2021) 

15.	Kopczak A, Schindler A, Sepp D, et al. Complicated 
Carotid Artery Plaques and Risk of Recurrent Ischemic 
Stroke or TIA. J Am Coll Cardiol 79 (22): 2189-2199. 

16.	Grootaert MOJ, Bennett MR. Vascular smooth muscle 
cells in atherosclerosis: time for a re-assessment. 
Cardiovasc Res 117 (2021): 2326-2339. 



Trinh J, et al., Arch Intern Med Res 2024
DOI:10.26502/aimr.0167

Citation:	Jerry Trinh, Jennifer Shin, Vikrant Rai, Devendra K. Agrawal. Therapeutic Potential of Targeting p27kip1 in Plaque Vulnerability. Archives 
of Internal Medicine Research. 7 (2024): 73-79.

Volume 7 • Issue 2 78 

17.	Rai V, Singh H, Agrawal DK. Targeting the Crosstalk of 
Immune Response and Vascular Smooth Muscle Cells 
Phenotype Switch for Arteriovenous Fistula Maturation. 
Int J Mol Sci 23 (2022).

18.	Chen R, McVey DG, Shen D, et al. Phenotypic Switching 
of Vascular Smooth Muscle Cells in Atherosclerosis. J 
Am Heart Assoc 12 (2023): e031121. 

19.	Bennett MR, Sinha S, Owens GK. Vascular Smooth 
Muscle Cells in Atherosclerosis. Circ Res 118 (2016): 
692-702. 

20.	Mack CP. Signaling mechanisms that regulate smooth 
muscle cell differentiation. Arterioscler Thromb Vasc 
Biol 31 (2011): 1495-1505. 

21.	Martin KA, Rzucidlo EM, Merenick BL, et al. The 
mTOR/p70 S6K1 pathway regulates vascular smooth 
muscle cell differentiation. Am J Physiol Cell Physiol 286 
(2004): C507-517. 

22.	Li N, Zeng J, Sun F, et al. p27 inhibits CDK6/CCND1 
complex formation resulting in cell cycle arrest and 
inhibition of cell proliferation. Cell Cycle 17 (2018): 
2335-2348. 

23.	Fuster JJ, Gonzalez-Navarro H, Vinue A, Molina-Sanchez 
P, Andres-Manzano MJ, Nakayama KI, et al. Deficient p27 
phosphorylation at serine 10 increases macrophage foam 
cell formation and aggravates atherosclerosis through 
a proliferation-independent mechanism. Arterioscler 
Thromb Vasc Biol 31 (2011): 2455-2463. 

24.	Fuster JJ, Fernandez P, Gonzalez-Navarro H, et al. 
Control of cell proliferation in atherosclerosis: insights 
from animal models and human studies. Cardiovasc Res. 
2010; 86 (2010): 254-264. 

25.	Zhao Y, Shang F, Shi W, et al. Angiotensin II Receptor 
Type 1 Antagonists Modulate Vascular Smooth Muscle 
Cell Proliferation and Migration via AMPK/mTOR. 
Cardiology 143 (2019): 1-10. 

26.	Li Y, Li X, Liu J, et al. Enhanced Rb/E2F and TSC/
mTOR Pathways Induce Synergistic Inhibition in PDGF-
Induced Proliferation in Vascular Smooth Muscle Cells. 
PLoS One 12 (2017): e0170036. 

27.	Ding L, Cao J, Lin W, et al. The Roles of Cyclin-
Dependent Kinases in Cell-Cycle Progression and 
Therapeutic Strategies in Human Breast Cancer. Int J Mol 
Sci 21 (2020). 

28.	Fouty BW, Grimison B, Fagan KA, et al. p27(Kip1) is 
important in modulating pulmonary artery smooth muscle 
cell proliferation. Am J Respir Cell Mol Biol 25 (2001): 
652-658. 

29.	Sun J, Marx SO, Chen HJ, et al. Role for p27(Kip1) in 

Vascular Smooth Muscle Cell Migration. Circulation 103 
(2001): 2967-2972. 

30.	Qiu J, Takagi Y, Harada J, et al. p27Kip1 constrains 
proliferation of neural progenitor cells in adult brain 
under homeostatic and ischemic conditions. Stem Cells 
27 (2009): 920-927. 

31.	Diez-Juan A, Perez P, Aracil M, et al. Selective 
inactivation of p27(Kip1) in hematopoietic progenitor 
cells increases neointimal macrophage proliferation and 
accelerates atherosclerosis. Blood 103 (2004): 158-161. 

32.	Ale-Agha N, Goy C, Jakobs P, et al. CDKN1B/p27 is 
localized in mitochondria and improves respiration-
dependent processes in the cardiovascular system-
New mode of action for caffeine. PLoS Biol 16 (2018): 
e2004408. 

33.	Molina-Sanchez P, Chevre R, Rius C, et al. Loss of p27 
phosphorylation at Ser10 accelerates early atherogenesis 
by promoting leukocyte recruitment via RhoA/ROCK. J 
Mol Cell Cardiol 84 (2015): 84-94. 

34.	Jia G, Aggarwal A, Tyndall SH, et al. Tumor necrosis 
factor-alpha regulates p27 kip expression and apoptosis 
in smooth muscle cells of human carotid plaques via 
forkhead transcription factor O1. Exp Mol Pathol 90 
(2011): 1-8. 

35.	Wang Z, Rao PJ, Castresana MR, et al. TNF-alpha 
induces proliferation or apoptosis in human saphenous 
vein smooth muscle cells depending on phenotype. Am J 
Physiol Heart Circ Physiol 288 (2005): H293-301. 

36.	Park KW, Kim DH, You HJ, et al. Activated forkhead 
transcription factor inhibits neointimal hyperplasia 
after angioplasty through induction of p27. Arterioscler 
Thromb Vasc Biol 25 (2005): 742-747. 

37.	Patel P, Rai V, Agrawal DK. Role of oncostatin-M in 
ECM remodeling and plaque vulnerability. Mol Cell 
Biochem 478 (2023): 2451-60. 

38.	Stawski L, Trojanowska M. Oncostatin M and its role in 
fibrosis. Connect Tissue Res. 2019;60(1):40-9. 

39.	Kortylewski M, Heinrich PC, Mackiewicz A, et al. 
Interleukin-6 and oncostatin M-induced growth inhibition 
of human A375 melanoma cells is STAT-dependent and 
involves upregulation of the cyclin-dependent kinase 
inhibitor p27/Kip1. Oncogene 18 (1999): 3742-3753. 

40.	Klausen P, Pedersen L, Jurlander J, Baumann H. 
Oncostatin M and interleukin 6 inhibit cell cycle 
progression by prevention of p27kip1 degradation in 
HepG2 cells. Oncogene 19 (2000): 3675-3683.

41.	Kurdi A, De Meyer GR, Martinet W. Potential therapeutic 



Trinh J, et al., Arch Intern Med Res 2024
DOI:10.26502/aimr.0167

Citation:	Jerry Trinh, Jennifer Shin, Vikrant Rai, Devendra K. Agrawal. Therapeutic Potential of Targeting p27kip1 in Plaque Vulnerability. Archives 
of Internal Medicine Research. 7 (2024): 73-79.

Volume 7 • Issue 2 79 

effects of mTOR inhibition in atherosclerosis. Br J Clin 
Pharmacol 82 (2016): 1267-1279. 

42.	Dibble CC, Manning BD. Signal integration by mTORC1 
coordinates nutrient input with biosynthetic output. Nat 
Cell Biol 15 (2013): 555-564. 

43.	Ehninger D, Neff F, Xie K. Longevity, aging and 
rapamycin. Cell Mol Life Sci 71 (2014): 4325-4346. 

44.	Oh WJ, Jacinto E. mTOR complex 2 signaling and 
functions. Cell Cycle 10 (2011): 2305-2316. 

45.	Hoshii T, Kasada A, Hatakeyama T, et al. Loss of 
mTOR complex 1 induces developmental blockage 
in early T-lymphopoiesis and eradicates T-cell acute 
lymphoblastic leukemia cells. Proc Natl Acad Sci U S A 
111 (2014): 3805-3810. 

46.	Poznyak AV, Sukhorukov VN, Zhuravlev A, Orekhov 
NA, Kalmykov V, Orekhov AN. Modulating mTOR 
Signaling as a Promising Therapeutic Strategy for 
Atherosclerosis. Int J Mol Sci 23 (2022). 

47.	Klop B, Elte JW, Cabezas MC. Dyslipidemia in obesity: 
mechanisms and potential targets. Nutrients 5 (2013): 
1218-1240. 

48.	Yamada S, Senokuchi T, Matsumura T, et al. 
Inhibition of Local Macrophage Growth Ameliorates 
Focal Inflammation and Suppresses Atherosclerosis. 
Arterioscler Thromb Vasc Biol 38 (2018): 994-1006.

49.	Diez-Juan A, Andres V. The growth suppressor p27(Kip1) 
protects against diet-induced atherosclerosis. FASEB J 15 
(2001): 1989-1995. 


	Title
	Abstract 
	Keywords
	Introduction
	Methods
	mTOR, p27kip, and OSM and VSMC regulation 
	Therapeutic Targets 
	Conclusion
	Author Contribution
	Funding
	Competing interest 
	Consent for publication 
	Figure 1
	References

