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To the Editor,

Recombinant humanized monoclonal antibody
bevacizumab binding and inactivating VEGF-A has
recently been a particularly attractive focus of
research in anti-angiogenic treatment strategy for
breast cancer especially the HER-2 negative subtype
[1]. Three recently published phase IlII randomized
controlled trials-ARTemis [2], GBG 44- GeparQuinto
[3] and SWOG S0800 trial [4]-have showed that
adding bevacizumab to neoadjuvant chemotherapy
(NAC) increased the pathological complete response
(pCR) but did not favor the survival of HER-2
negative non-metastatic breast cancer (NMBC), while
NSABP B-40 trial [5] contradicted the findings by
demonstrating an improved survival particularly
disease-free survival (DFS). To settle the disputes, we
therefore performed a meta-analysis to evaluate the
survival benefit and risk of this treatment strategy.

Involving 4122 participants with a median
follow-up from 3 to 4.7 year, the pooled data
suggested no significant effect of bevacizumab on
either DFS or overall survival (OS). Similar results on
DFS were also found according to the hormone
receptor (HR) status. Unexpectedly, a significantly
reduced DFS was indicated in patients achieving a
PCR (hazard ratio, 2.36; 95%Cl, 1.33-4.19) while not in
patients without a pCR. The stratification analyses by
HR status regarding OS showed no significant effect
as well (Figure 1). Involving two trials with a total of
1897 participants, the result showed significantly
increased risk of any surgical complications (risk
ratio, 1.39; 95%CI, 1.20-1.62) in patients receiving
NAC and neoadjuvant bevacizumab (Figure 1).

Although an individual patient-level meta-
analysis would be ideal, our results highlighted that

adding bevacizumab to NAC for HER-2 negative
NMBC did not provide survival benefit but signific-
antly increased the risk of surgical complications.
Also, the results did not support the role of HR status
in discriminating the effect of bevacizumab, which
contradicted the finding from NSABP-B40 that
addition of bevacizumab resulted in improved survi-
val especially in HR-positive patients. In NSABP B40
but not in other trials, patients received bevacizumab
not just preoperatively but also postoperatively, such
substantial differences may have contributed to the
discordant results because bevacizumab was able to
affect not only the primary tumor but also dormant
micrometastases. Although most previous trials
incorporating the currently included trials showed
consistently an increased pCR rate with neoadjuvant
bevacizumab, reduced DFS was revealed in patients
achieving pCR in the present study, suggesting that
the pCR advantage seemed not always to be transla-
ted into a survival advantage. Our analysis failed to
demonstrate this benefit while confirmed increased
toxicity, supporting utmost cautions against the
adoption of neoadjuvant bevacizumab in this setting.
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Abstract

Objective: This study aimed to explore the shared mechanisms and targets between immune checkpoint inhibitor-
associated myocarditis (ICIM) and autoimmune myocarditis.

Methods: Relevant data were retrieved from public datasets and Gene Expression Omnibus (GEO) database. Gene set
enrichment analysis (GSEA) of differentially expressed genes (DEGs) was used to identify significant shared signaling
pathways between ICIM and non-ICl| associated autoimmune myocarditis (NICIAM) represented by ICIM model and
experimental autoimmune myocarditis (EAM) model, respectively. Cell type enrichment analysis and immune infiltration
analysis by clusterProfiler and ImmuCellAl were performed to identify critical immune cell componentinvolved in ICIM and
NICIAM. Additionally, core shared genes across ICIM and NICIAM were identified and validated by various models and
methods.

Results: Interferon-y response, inflammatory response and allograft rejection signaling were identified as the shared
signaling pathways associated with ICIM and NICIAM. Enrichment analysis of cell type supported an important role of
increased infiltration of T cells and macrophages in both ICIM and NICIAM. However, the predominant increase of
infiltrated T cells was CD4+ T cells in NICIAM, while that were CD8+ T cells in ICIM. Core shared genes Lck and Cd3d
expression were found increased in both ICIM and NICIAM, and Lck inhibition was further identified and validated as
potential therapeutic approach.

Conclusions: Our study initially established a comorbidity model to identify potential molecular mechanism including
interferon-y response, inflammatory response and allograft rejection signaling accounting for the concerns of myocarditis
risk in patients with preexisting autoimmune disease (PAD) receiving ICI treatment, and supported the therapeutic
potential of targeting Lck or Cd3d.
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Abstract: Background and objectives: Combined peripheral neutrophil-platelet indexes reflecting the
systemic inflammatory status have been reported to predict the clinical outcome in patients with
various types of cancer. However, the prognostic value of combined neutrophil-platelet indexes
in operable esophageal squamous cell carcinoma (ESCC) remains unclear. The study introduced a
novel combined neutrophil-meanplateletvolume-platelet ratio (NMPR) index and investigated its
clinical and prognostic value in patients with operable ESCC receiving curative surgery. Materials and
Methods: A retrospective analysis of the clinicopathologic data of 277 consecutive ESCC patients who
received curative resection at Zhejiang Cancer Hospital in China between January 2007 and December
2010 was conducted (the training cohort). In addition, the clinicopathologic data of 101 resectable
ESCC patients at Renmin Hospital of Hubei University of Medicine between December 2018 and June
2021 were collected (the external validation cohort). The optimal cutoff value of NMPR concerning
overall survival (OS) in the training cohort was determined by X-tile software. Univariate and
multivariate Cox regression analyses were used to evaluate the prognostic value of NMPR along
with other variables in the training cohort, which was further validated with the same cutoff value in
the external validation cohort. Significant predictors of OS were used to construct the nomogram,
of which the discrimination and calibration was evaluated by concordance index (C-index) and
calibration plots. Results: With a cutoff value of 16.62, the results from both the training and external
validation cohorts supported the association of high NMPR (>16.62) with increased tumor length and
advanced T stage but not with other variables. In the training cohort, a significant association between
shorter OS and high NMPR (p = 0.04) as well as high CRP (p < 0.001), poor tumor differentiation
(p = 0.008), advanced T stage (p = 0.006), advanced N stage (p < 0.001) and high CEA (p = 0.007)
was revealed. Additionally, the high NMPR was verified to independently predict unfavorable
OS (p = 0.049) in the external validation cohort. The C-index of the OS nomogram cooperating
significant predictors in the training cohort was 0.71 and the calibration plots of the OS nomogram
fitted well. Conclusions: The present study demonstrates that high NMPR is an independent predictor
of unfavorable OS in resectable ESCC patients without neoadjuvant therapy.

Keywords: esophageal squamous cell carcinoma; neutrophil-mean-platelet-volume—-platelet ratio;
prognosis; biomarker

1. Introduction

Esophageal cancer (EC) ranks sixth in annual incidence and fourth in mortality in
China [1]. Unlike in Western countries, esophageal squamous cell carcinoma (ESCC) is
the predominant histopathological type accounting for approximately 90% of the EC cases
in Asian populations [2]. Surgical resection with or without chemoradiotherapy remains
the mainstay of curative treatment for operable ESCC [3]. Although great progress in
perioperative techniques, staging methods, surgical and oncological management has been

Medicina 2022, 58, 1808. https:/ /doi.org/10.3390/medicina58121808

https://www.mdpi.com/journal /medicina


https://doi.org/10.3390/medicina58121808
https://doi.org/10.3390/medicina58121808
https://creativecommons.org/
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
https://www.mdpi.com/journal/medicina
https://www.mdpi.com
https://doi.org/10.3390/medicina58121808
https://www.mdpi.com/journal/medicina
https://www.mdpi.com/article/10.3390/medicina58121808?type=check_update&version=1

Original Article

Dose-Response:

An International Journal
April-June 2020:1-12

© The Author(s) 2020

Article reuse guidelines:
sagepub.com/journals-permissions
DOI: 10.1177/1559325820917824
journals.sagepub.com/home/dos

®SAGE

High C-Reactive Protein to Albumin Ratio
Predicts Inferior Clinical Outcomes in
Extranodal Natural Killer T-Cell Lymphoma

Quan-shu Di', Tao Xu', Ying Song', Zhi-gang Zuo', Feng-jun Cao', Xiong-jie Yu',
Ji-ying Tang', Wei Zhang', Chen Li*?, Guo-xing Wan'®, and Xiao-jun Cai'

Abstract

Objective: The prognostic value of C-reactive protein to albumin ratio (CAR) has been identified in several cancers but not in
extranodal natural killer T-cell ymphoma (ENKTL) as yet. We aimed to evaluate the prognostic value of CAR in ENKTL.

Methods: A retrospective study with 246 patients with ENKTL was performed to determine the prognostic value of pre-
treatment CAR and examine the prognostic performance of CAR incorporating with International Prognostic Index (IPI) or
natural killer/T-cell lymphoma prognostic index (NKPI) by nomogram.

Results: The Cox regression analyses showed that high CAR (>0.3) independently predicted unfavorable progression-free
survival (PFS, P = .01 1) and overall survival (OS, P = .012). In the stratification analysis, the CAR was able to separate patients
into different prognoses regarding both OS and PFS in Ann Arbor stage |-+l as well as llI+1V, IPI score 0 to |, and NKPI score | to
2 subgroups (all P <.05). Additionally, the predictive accuracy of the IPl-based nomogram incorporating CAR, albumin to globulin
ratio (AGR), and IPI for OS and PFS appeared to be lower than the NKPI-based nomogram incorporating CAR, age, AGR,
extranodal site, and NKPI.

Conclusion: Pretreatment CAR is a simple and easily accessible parameter for independently predicting OS and PFS in patients
with ENKTL.

Keywords
extranodal natural killer T-cell lymphoma (ENKTL), C-reactive protein to albumin ratio (CAR), prognosis, nutrition, inflammation

Several prognostic factors for ENKTL have been widely
adopted in recent years, such as age at diagnosis, regional
lymph node involvement, Ann Arbor stage, performance

Introduction

Extranodal natural killer T-cell lymphoma (ENKTL) is a
globally rare entity of non-Hodgkin lymphoma (NHL) with high
aggressiveness,' accounting for less than 1% of NHL in the
Western population and 7% to 10% of NHL in Asian and Latin
American population.? Generally, ENKTL is a heterogeneous
disease with poor prognosis, and most large cohort studies
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2 Laboratory of Medicinal Plant, Institute of Basic Medical Sciences, School of

demonstrate a 5-year overall survival (OS) rate less than
50%." Although upfront use of radiotherapy incorporating
nonanthracycline-based chemotherapy regimens (eg, etoposide,
methotrexate, ifosfamide, platinum, and L-asparaginase) has
achieved improved outcome in recent decades, optimal treat-
ment strategy and prognosis of ENKTL remain inadequately
defined.® Considering the unsatisfactory prognosis in a substan-
tial proportion of patients, prognostic stratification according to
individual risk is very important and instrumental in facilitating
decision-making and treatment modification for physicians.
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Network Pharmacology Along with Molecular Docking to Explore the Mechanism of
Danshen Injection against Anthracycline-induced Cardiotoxicity and Transcriptome
Validation

Quankai Dai'”, Yijun Pan'”, Xiwen Zhu', Mengyao Chenz, Lin Xiez, Yu Zhu® and Guoxing Wan"’

!Department of Oncology, Renmin Hospital, Hubei University of Medicine, Shiyan 442000, Hubei, China; *Department of Oncolo-
gy, Renmin Hospital, Institute of Medicine and Nursing, Hubei University of Medicine, Shiyan 442000, Hubei, China; *Department
of Research and Teaching, Renmin Hospital, Hubei University of Medicine, Shiyan 442000, Hubei, China

Abstract: Introduction: Although anthracyclines have demonstrated efficacy in cancer therapy, their utiliza-
tion is constrained by cardiotoxicity. In contrast, Danshen injection (DSI), derived from Salvia miltiorrhiza,
has a longstanding tradition of being employed to ameliorate cardiovascular ailments, including anthracy-
cline-induced cardiotoxicity (AIC). Nonetheless, there is a notable dearth of comprehensive systematic inves-
tigation into the molecular mechanisms underlying DSI's effects on AIC. Consequently, this study was under-
taken to explore the underlying mechanism by which DSI acted against AIC.

Methods: Employing network pharmacology approach, the current investigation undertook a comprehensive
analysis of the impact of DSI on AIC, which was further validated by transcriptome sequencing with in vitro
AIC model. Additionally, molecular docking was conducted to evaluate the binding of active ingredients to
core targets. A total of 3,404 AIC-related targets and 12 active ingredients in DSI, including chrysophanol,
luteolin, tanshinone ITA, isoimperatorin, among others, were collected by differentially expressed analysis and
DOI- database search, respectively.

10.2174/0113816128289845240305070522
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Results: The network pharmacology and enrichment analysis suggested 102 potential targets and 29 signaling
pathways associated with the protective effect of DSI on AIC. Three core targets (CA12, NOS3, and POLH)
and calcium signaling pathways were further validated by transcriptomic analysis of the in-vitro model. The
high affinity of the active ingredients binding to corresponding targets was confirmed by molecular docking.

Conclusion: The present study suggested that DSI might exert a cardioprotective effect on AIC via the inhibi-
tion of CA12, NOS3, and POLH, as well as the modulation of calcium signaling. Further experiments are
warranted to verify the findings.

Keywords: Danshen injection, anthracycline-induced cardiotoxicity, network pharmacology, transcriptome sequencing, molecular docking,
cardioprotection.

1. INTRODUCTION

Doxorubicin (DOX), commonly referred to as adriamycin,
stands as the predominant anthracycline chemotherapeutic agent
for the treatment of malignant neoplasms afflicting both adults and
pediatric patients in clinical practice, encompassing conditions like
lymphoma, sarcomas, and a diverse spectrum of malignancies [1].
Notably, notwithstanding its substantial clinical efficacy, a note-
worthy proportion of patients, approximately a quarter, encounter
cardiotoxicity. The etiology of AIC conventionally ascribes its
origin to mitochondrial malfunction, precipitating the dispropor-
tionate accrual of reactive oxygen species (ROS) [2]. Furthermore,
various contributory elements, encompassing oxidative stress,
perturbations in iron metabolism, release of nitric oxide, induction
of inflammatory mediators, disturbances in calcium regulation, and
aberrations in autophagic processes, are collectively regarded as

imposing a sustained harmful impact on the quality of life experi-
enced by affected patients. In severe instances, it has the potential
to precipitate sudden cardiac demise [S]. Despite the extensive
duration of research efforts spanning several decades, therapeutic
modalities targeting AIC remain shockingly scarce. At present,
dexrazoxane (DEX) is the unique pharmacological agent endorsed
by the United States Food and Drug Administration (FDA) for the
treatment of AIC. Recent clinical investigations have advanced the
notion that optimal cardiac safeguarding may be attained by main-
taining a DEX to DOX dosage ratio of 10:1, administered across a
span exceeding three treatment cycles, equivalent to nine weeks.
Nonetheless, the inclusion of DEX within the therapeutic arsenal
for AIC elicits concerns due to potential sequelae involving the
development of secondary malignancies, coupled with the ob-
served variability in therapeutic efficacy among distinct patient
cohorts, thus substantially curbing its widespread adoption [6, 7].

pivotal factors conferring susceptibility to AIC [3, 4].

In clinical practice, the adverse manifestations of AIC predom-
inantly encompass heart failure and structural impairment, thereby
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8637385; Fax: +86-719-8637385; E-mail: 15gxwan@stu.edu.cn

*These authors contributed equally to this work.

1381-6128/XX $65.00+.00

Intriguingly, while some agents recognized for their cardioprotec-
tive attributes, such as angiotensin-converting enzyme inhibitors,
beta-blockers [8], moderate aerobic exercise [9], and adherence to
appropriately tailored dosing regimens have garnered empirical
support in mitigating AIC [10], it is imperative to acknowledge the
existence of incongruities within the extant research findings, often
underpinned by a relative paucity of robust evidence. Consequent-

© XXXX Bentham Science Publishers
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Valid Analysis of Brain-Specific

Progression-Free Survival

To the Editor In the recent phase 2 randomized clinical trial pub-
lished in JAMA Oncology, Chen et al' reported that the induc-
tion treatment of bevacizumab, etoposide, and cisplatin (BEEP)
followed by whole-brain radiotherapy (WBRT) significantly
prolonged brain-specific progression-free survival (BPFS) com-
pared with WBRT alone in patients with untreated brain metas-
tases from breast cancer (BCBM). Nevertheless, the results of this
trial should be generalized with caution due to the ambiguity in
clarification of some key baseline characteristics.

The absence of extracranial metastases and control of pri-
mary tumor both favoring the outcome were the main compo-
nents of Radiation Therapy Oncology Group (RTOG) Recursive
Partitioning Analysis (RPA), and Basic Score for Brain Metasta-
ses (BSBM) indices for patients with BCBM receiving WBRT.>?
However, the design choices regarding extracranial metastases
and control of primary tumor may have resulted in imbalances
in baseline risk in this study.! First, the number of extracranial
metastasis was summarized along with intracranial metastasis
although they were both considered as significant indepen-
dent predictors of survival outcome.? Are the proportions of ex-
tracranial and intracranial metastases balanced in the experi-
mental and control arms? Then, systemic treatments that may
affect BPFS through the control of primary tumor were allowed
during BEEP treatment. Whereas, no information was given
about the effect of systemic treatments on the control of pri-
mary tumor in both arms, which may lead to inappropriate in-
terpretation of the primary outcome. Furthermore, 2 multi-
institutional studies*® with large sample sizes have reported the
BPFSbenefit of alonger time to brain metastases. We noted that
the median time to relapse (15.7 vs 6.8 months) and brain me-
tastases (39.4 vs 34.8 months) seemed longer in the experimen-
tal arm compared with the control arm in this study,! which may
bias the effect of BEEP plus WBRT vs WBRT. Finally, no advan-
tage of brain-specific objective response rate (64.9% vs 76.3%)
was observed for BEEP plus WBRT vs WBRT alone. Therefore,

jamaoncology.com

we believe that an in-depth analysis is urgently needed to pro-
vide more accurate results after eliminating confounding ef-
fects of benefit-related characteristics.

Given high interest in cognitive dysfunction in patients re-
ceiving WBRT, hippocampal avoidance (HA) and memantine
coupled with WBRT was recommended for patients with fa-
vorable prognosis and brain metastases ineligible for surgery
and/or stereotactic radiosurgery by international consensus
guidelines. However, cognitive function was not reported in
this study.! Was HA or memantine used during WBRT treat-
ment? Did the BEEP induction affect cognitive function? These
concerns are supposed to be clarified.
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Weighted gene co-expression sl

network-based approach to identify key
genes associated with anthracycline-induced
cardiotoxicity and construction

of miRNA-transcription factor-gene regulatory
network

Guoxing Wan'®, Peinan Chen?, Xue Sun', Xiaojun Cai', Xiongjie Yu', Xianhe Wang'" and Fengjun Cao'"""

Abstract

Background: Cardiotoxicity is a common complication following anthracycline chemotherapy and represents one of
the serious adverse reactions affecting life, which severely limits the effective use of anthracyclines in cancer therapy.
Although some genes have been investigated by individual studies, the comprehensive analysis of key genes and
molecular regulatory network in anthracyclines-induced cardiotoxicity (AIC) is lacking but urgently needed.

Methods: The present study integrating several transcription profiling datasets aimed to identify key genes associ-
ated with AIC by weighted correlation network analysis (WGCNA) and differentially expressed analysis (DEA) and also
constructed miRNA-transcription factor-gene regulatory network. A total of three transcription profiling datasets
involving 47 samples comprising 41 rat heart tissues and 6 human induced pluripotent stem cell-derived cardiomyo-
cytes (hiPSCMs) samples were enrolled.

Results: The WGCNA and DEA with E-MTAB-1168 identified 14 common genes affected by doxorubicin admin-
istrated by 4 weeks or 6 weeks. Functional and signal enrichment analyses revealed that these genes were mainly
enriched in the regulation of heart contraction, muscle contraction, heart process, and oxytocin signaling pathway.
Ten (Ryr2, Casq1, Fcgr2b, Postn, Tceal5, Ccn2, Tnfrsf12a, Mybpc2, Ankrd23, Scn3b) of the 14 genes were verified

by another gene expression profile GSE154603. Importantly, three key genes (Ryr2, Tnfrsf12a, Scn3b) were further
validated in a hiPSCMs-based in-vitro model. Additionally, the miRNA-transcription factor-gene regulatory revealed
several top-ranked transcription factors including Tcf12, Ctcf, Spdef, Ebf1, Sp1, Rcor1 and miRNAs including miR-
124-3p, miR-195-5p, miR-146a-5p, miR-17-5p, miR-15b-5p, miR-424-5p which may be involved in the regulation of
genes associated with AIC.
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Abstract

Objective: This study aimed to explore the shared mechanisms and targets between immune checkpoint inhibitor-
associated myocarditis (ICIM) and autoimmune myocarditis.

Methods: Relevant data were retrieved from public datasets and Gene Expression Omnibus (GEO) database. Gene set
enrichment analysis (GSEA) of differentially expressed genes (DEGs) was used to identify significant shared signaling
pathways between ICIM and non-ICl| associated autoimmune myocarditis (NICIAM) represented by ICIM model and
experimental autoimmune myocarditis (EAM) model, respectively. Cell type enrichment analysis and immune infiltration
analysis by clusterProfiler and ImmuCellAl were performed to identify critical immune cell componentinvolved in ICIM and
NICIAM. Additionally, core shared genes across ICIM and NICIAM were identified and validated by various models and
methods.

Results: Interferon-y response, inflammatory response and allograft rejection signaling were identified as the shared
signaling pathways associated with ICIM and NICIAM. Enrichment analysis of cell type supported an important role of
increased infiltration of T cells and macrophages in both ICIM and NICIAM. However, the predominant increase of
infiltrated T cells was CD4+ T cells in NICIAM, while that were CD8+ T cells in ICIM. Core shared genes Lck and Cd3d
expression were found increased in both ICIM and NICIAM, and Lck inhibition was further identified and validated as
potential therapeutic approach.

Conclusions: Our study initially established a comorbidity model to identify potential molecular mechanism including
interferon-y response, inflammatory response and allograft rejection signaling accounting for the concerns of myocarditis
risk in patients with preexisting autoimmune disease (PAD) receiving ICI treatment, and supported the therapeutic
potential of targeting Lck or Cd3d.
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Circulating tumour cells (CTCs) as biomarkers of resistance to the
CDK4/6 inhibitor (CDK4/6i) palbociclib (P) in patients (pts) with
ER+/HER2-negative advanced breast cancer (ABC)

F. Galardi®, C. Biagioni?, F. De Luca’, G. Curigliano®, A.M. Minisini*, M. Bonechi’,
E. Moretti®, E. Risi®, I. Migliaccio’, A. McCartney”, M. Benelli, D. Romagnoli®,
V. Conti®, L. Biganzoli®, A. Di Leo'®, L. Malorni®
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Background: Resistance to CDK4/6i is inevitable. CTC count is prognostic in ABC, but
its role in pts treated with CDK4/6i is not well defined. Genetic loss of RB1 is a known
yet infrequent marker of CDK4/6i resistance. We assessed the prognostic role of CTC
count and gene-expression (GE) levels of RB1 in CTCs in pts receiving P.

Methods: The TREnd trial (NCT02549430) randomized pts with endocrine resistant
ABC to either P alone or P plus the endocrine therapy received in the prior line of
treatment. In TREnd, blood samples were prospectively collected in CellSave® tubes
before starting P (T0), after the first cycle (T1) and at disease progression (T2). CTCs
were isolated and counted by CellSearch® System (CS) using CellSearch™ Epithelial
Cell kit. Samples with >5CTCs were sorted by DEPArray system® (DA). RNA extraction
and retro-transcription for GE experiments were performed by Cell Lysis Two-Step RT-
gPCR. RB1 and GAPDH GE levels were measured by ddPCR, with a multiplex assay
with a sensitivity of 30-10 pg of cDNA, set up on three different cell lines sensitive and
resistant to P.

Results: 46 pts were suitable for CTC analysis. CTC count at TO did not show sig-
nificant prognostic value in terms of progression free survival (PFS). However, pts
with at least 1 detectable CTC at T1 (n=26) had a worse PFS than those with
0 CTCs (n=16) (p=0.02). Similar results were observed with a cut-off of 5 CTCs
(p=0.04). At T1, 7 out of 39 pts had an increase of at least 3 CTCs which proved
prognostic (p=0.01). Pts with >5CTCs at T2 (n=6/23) who received chemotherapy
as post-study treatment had a shorter time to treatment failure (p=0.02). DA
sorting was conducted on 20/46 pts and GE data for RB1 were obtained from 19
pts. CTCs showed heterogeneous RB1 expression. Pts with detectable expression
of RB1 in at least one time-point had better, but not significant, outcomes than
those with undetectable levels.

Conclusions: Persistence or an increase in CTCs after one cycle of P may identify pts
with worse outcome. High CTC counts at disease progression on P may indicate poor
post-treatment prognosis. Measuring RB1 GE levels on CTCs by ddPCR is feasible, but
its clinical significance is yet unclear.
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Prognostic value of the immune infiltration score in early breast cancer
patients receiving dual HER2 blockade with trastuzumab and
pertuzumab: An exploratory analysis of a randomized clinical trial

G. Wan, F. Cao, X. Cai, X. Yu, Z. Zuo, Y. Song, T. Xu, Y. Li, Y. Yu, X. Wang, X. Wang

Oncology, Hubei University of Medicine, Shiyan, China

Background: Although the survival benefit of dual epidermal growth factor receptor 2
(HER2) blockade with trastuzumab and pertuzumab was definitely demonstrated in
HER2-amplified early breast cancer, sufficient biomarkers are urgently required to
explain the heterogeneous response to dual HER-2 blockade therapy. The prognostic
significance of immune infiltration in TRYPHAENA trial was investigated to tailor
treatment in current analysis.

Methods: Among the 225 HER2-amplified early breast cancer patients randomly
assigned to trastuzumab/pertuzumab concurrently or sequentially with standard
chemotherapy as neoadjuvant therapy in TRYPHAENA trial, 162 patients with avail-
able gene expression profile and complete follow-up data were enrolled. The
normalized gene expression matrix (GSE109710) based on the NanoString nCounter
array was downloaded from Gene Expression Omnibus database and further used to
estimate the immune infiltration score (IIS) for each patient by the Immune Cell
Abundance Identifier tool. A cut-off of IIS to stratify patients was determined by the
R-based survminer package. Multivariable Cox proportional event-free survival (EFS)
hazard ratios were preformed.

Results: Among the 162 women included in the analysis (median [range] age, 49.0
[27-81] years), the pathologic complete response (pCR) rate was 50.0% (21/42) in
patients with a high IS (>0.628) and 66.7% (80/120) in patients with a low S|
(<0.628). At a median follow-up of 4.7 years, the multivariable-adjusted hazard ratio
for EFS was 2.933 (95%Cl, 1.223-7.033) for the high 1IS and 0.356 (95%Cl, 0.127-
0.999) in patients who achieved pCR, respectively.

Table 7P: Cox regression for EFS

Variable Univariate analysis Multivariable analysis

P-value Hazard ratio P-value

(95%Cl)

1.779(0.760-4.165) 0.184
1.019(0.633-1.641) 0.938

Hazard ratio
(95%Cl)

1.628(0.747-3.545) 0.220
0.855(0.563-1.300) 0.464

Age (>50 vs <50 y)
Histology grade

(G3 vs G1/G2)
Hormone receptor
(positive vs negative)
Clinical stage

(11 vs 11)

pCR (yes vs no)

1S (high vs low)

0.918(0.426-1.982) 0.828  0.920(0.369-2.296) 0.859

2.207(0.975-4.995) 0.058  1.278(0.820-1.991) 0.279

0.408(0.187-0.889) 0.024
2.812(1.300-6.084) 0.009

0.356(0.127-0.999) 0.050
2.933(1.223-7.033) 0.016

Conclusions: Our analysis demonstrates an independent prognostic value of IIS in
patients receiving trastuzumab/pertuzumab-based neoadjuvant chemotherapy.

Clinical trial identification: NCT00976989.
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Abstract: Introduction: Astaxanthin (AXT), a natural antioxidant recognized for its
therapeutic potential in cancer and cardiovascular diseases, holds promise in mitigating
adriamycin-induced cardiotoxicity (AIC). Nevertheless, the underlying mechanisms of
AXT in AIC mitigation remain to be elucidated. Consequently, this study endeavors to
elucidate the mechanism of AXT against AIC, employing an integrated approach.

Methods: Network pharmacology, molecular docking, and molecular dynamics simula-
tions were harnessed to explore the molecular mechanism underlying AXT's action
against AIC. Furthermore, the in-vitro AIC model was established with the H9¢2 cell to
generate transcriptome data for validation.

Results: A total of 533 putative AXT targets and 1478 AIC-related genes were initially
screened by database retrieval and bioinformatics analysis. A total of 248 potential tar-
gets of AXT against AIC and several signaling pathways were identified by network

10.2174/0109298673329567241014071914

Keywords: Astaxanthin, adriamycin-induced cardiotoxicity, network pharmacology, transcriptome sequencing,

pharmacology and enrichment analysis. Two core genes (CCL2 and NOS3) and the
AGE-RAGE signaling pathway in diabetic complications were further highlighted by
transcriptome validation based on the AIC in-vitro model. Additionally, molecular dock-
ing and dynamics analyses supported the robust binding affinity of AXT with the core
targets.

Conclusion: The study suggested that AXT might ameliorate AIC through the inhibition
of CCL2 and NOS3 as well as AGE-RAGE signaling, which provide a theoretical basis
for the development of a strategy against AIC.

molecular docking, molecular dynamics simulations, cardioprotection.

1. INTRODUCTION

Doxorubicin (DOX), belonging to the anthracycline
class of anti-tumor chemotherapy drugs, has been de-
monstrated with widespread application in the clinical
management of diverse cancer types [1], encompassing
hematological malignancies and solid tumors, owing to
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its remarkable efficacy and comprehensive therapeutic
effects [2]. However, its clinical utility is significantly
curtailed by the cumulative and dose-dependent cardio-
toxic side effects [3]. Despite notable efforts, the pre-
cise molecular mechanisms underlying DOX-induced
cardiac injury remain elusive. The genesis of adri-
amycin-induced cardiotoxicity (AIC) entails a complex
interplay of various mechanisms, including oxidative
stress, myocardial cell apoptosis, mitochondrial dys-
function, autophagy, DNA damage, and inflammatory
responses, among others [4]. Among these, the induc-

© XXXX Bentham Science Publishers


http://dx.doi.org/10.2174/0109298673329567241014071914
mailto:15gxwan@stu.edu.cn

M EHF IR E# R R REM

2% 2%
Fri: Network Pharmacology Along with Molecular Docking to Explore the Mechanism of
Danshen Injection against Anthracycline-induced Cardiotoxicity and Transcriptome Validation
£ Dai, QK (Dai, Quankai); Pan, YJ (Pan, Yijun); Zhu, XW (Zhu, Xiwen); Chen, MY (Chen,
Mengyao); Xie, L (Xie, Lin); Zhu, Y (Zhu, Yu); Wan, GX (Wan, Guoxing)
S e CURRENT PHARMACEUTICAL DESIGN
:30 112 7l 952-967
DOI: 10.2174/0113816128289845240305070522 Early Access Date: MAR 2024
Published Date: 2024
Web of Science 1%/ &8 "5l k" 2
sl k&t 2

A5 WOS:001188878100001
CHRZETY: Article /<% Z
tihil: [Dai, Quankai; Pan, Yijun; Zhu, Xiwen; Wan, Guoxing] Hubei UmwMed Renmln Hosp
Dept Oncol, Shiyan 442000, Hubei, Peoples R China. )
[Chen, Mengyao; Xie, Lin] Hubei Univ Med, Renmin Hosp, Inst Med“‘& N‘ursmg Dept Onco;;
Shiyan 442000, Hubei, Peoples R China. ‘ DA ,
[Zhu, Yu] Hubei Univ Med, Renmin Hosp, Dept Res & Teaching, Shlyan 442000 Hubei
Peoples R China.
WIAMEE Hu bt Dai, QK Pan, YJ; Wan, GX (ififl{E#), Hubei Univ Med, Renmin Hosp, Dept
Oncol, Shiyan 442000, Hubei, Peoples R China.
BT HpE ik 15gxwan@stu.edu.cn
Affiliations: Hubei University of Medicine; Hubei University of Medicine; Hubei University of
Medicine
ISSN: 1381-6128
elSSN: 1873-4286
it H 39 2024-12-03

G

5 SER T (2023 48D . 3

2023 SR mE T 2.6

2023 SEHRIBE X (AR KEHKX: E¥ 4X
NRETX ¥ 4R

x>
pui
_N



MILESF¥RES EERREMA

1% k2%

F75: 1dentification of shared mechanisms and targets between immune checkpoint
inhibitor-associated myocarditis and autoimmune myocarditis

4 Yang, K (Yang, Kai); Zhang, M (Zhang, Min); Li, D (Li, Dong); Yu, YD (Yu, Yuandong);
Cao, FJ (Cao, Fengjun); Wan, GX (Wan, Guoxing)

skl H B0 EUROPEAN JOURNAL OF INFLAMMATION

%022 CHRS: 1721727X231223578

DOI: 10.1177/1721727X231223578 Published Date: 2024 DEC
Web of Science .01 "H5I K" 1

wEl R E A

2 WOS:001142036800001 ¥ - iy
SRR Article AR )A
Hihik: [Yang, Kai] Hubei Univ Med, Renmin Hosp, Dept Emergency, Sh}y’__aﬁg_,féoples R Chl/ A
[Zhang, Min; Yu, Yuandong; Cao, Fengjun; Wan, Guoxing] Hubei Univ lj?Q\llé}il:'Renmin Hosp'{u 4
Dept Oncol, Shiyan, Peoples R China. \ e |
[Li, Dong] Hubei Univ Med, Renmin Hosp, Dept Cardiol, Shiyan, People&R China.
[Wan, Guoxing] Hubei Univ Med, Renmin Hosp, Inst Canc, Shiyan, Peoplég"‘R China.
[Wan, Guoxing] Hubei Univ Med, Renmin Hosp, Dept Oncol, 39 Chaoyang Rd, Shiyan 442000,
Hubei, Peoples R China.

SEIE# Hbht: Wan, GX (EiRLfE#), Hubei Univ Med, Renmin Hosp, Dept Oncol, 39 Chaoyang
Rd, Shiyan 442000, Hubei, Peoples R China.

H1 - p 4 Hb ik 15gxwan@stu.edu.cn

Affiliations: Hubei University of Medicine; Hubei University of Medicine; Hubei University of
Medicine: Hubei University of Medicine; Hubei University of Medicine

ISSN: 1721-727X

elSSN: 2058-7392

iy H 8 2024-12-03

I

[\

L]

5 EHMET (2023 4F): 0.6

2023 W EHE T 0.6

2023 EHRIBES R (FHERR) KBS RX: E¥ 4X
MRS ¥ AKX




HMAEH AL ELEREM G

¥ri%: Valid Analysis of Brain-Specific Progression-Free Survival
f£%: Yu, YD (Yu, Yuandong); Cao, FJ (Cao, Fengjun); Wan, GX (Wan, Guoxing)
KVRE H AR JAMA ONCOLOGY DOI: 10.1001/jamaoncol.2024.1696

Early Access Date: JUN 2024 Published Date: 2024 JUN 13

Web of Science #%:0L& & H "B 5 HIK"

Al BRET: 0

A¥85: WOS:001247564200006 o

XHRZETL: Letter; Early Access

Hbhk: [Yu, Yuandong; Cao, Fengjun; Wan, Guoxing] Hubei Univ l\ﬁeQLRenmm Hosp Dep‘@

n’~g,

~ B

—5*1,\,\\ ﬁéj
R

\ 4
JEWAE #F Hubk: Wan, GX (i#iR/E3&), Hubei Univ Med, Renmin Hosp,"-Dw'e‘pt Oncaol, %ﬂ%_@‘gaoyang

Oncol, 39 Chaoyang Rd, Shiyan 442000, Hubei, Peoples R Chlné\ «

Rd, Shiyan 442000, Hubei, Peoples R China.
BT R4 3k 15gxwan@stu.edu.cn
Affiliations: Hubei University of Medicine
ISSN: 2374-2437
elSSN: 2374-2445
&t H3H: 2024-06-24

5 S mE T (2023 4) . 25.9

2023 EREmIH - 22.5

2023 FEHFRBEF X (AR KESX: E¥ 1X
IR X MR 1K




BMAESFREHERRBER A

B;1% H1%

}i @i Mechanism Exploration of Astaxanthin in the Treatment of Adriamycin-induced
Cardiotoxicity Based on Network Pharmacology and Experimental Validation

{E% Zhu, Y (Zhu, Yu); Chen, MY (Chen, Mengyao); Xie, L (Xie, Lin); Pan, YJ (Pan, Yijun);
Yang, YT (Yang, Yuntian); Wan, GX (Wan, Guoxing)

Sk R4 CURRENT MEDICINAL CHEMISTRY

DOI: 10.2174/0109298673329567241014071914  Early Access Date: OCT 2024
Published Date: 2024 OCT 28

Web of Science %0 &4 "HGI K" 0

walskEit: 0

A5 WOS:001347680100001

PubMed ID: 39473251
SRR Article; Early Access ¢ ‘

#1k: [Zhu, Yu] Hubei Univ Med, Renmin Hosp, Dept Res & Teachlng Shiyan 442000 Hube|
Peoples R China.

[Chen, Mengyao; Xie, Lin] Hubei Univ Med, Renmin Hosp, Inst Med & Nursmg Dept Oncol
Shiyan 442000, Hubei, Peoples R China.

[Pan, Yijun; Yang, Yuntian; Wan, Guoxing] Hubei Univ Med, Renmin Hosp, Dept Oncol, Shiyan
442000, Hubei, Peoples R China.

SEATE % ikt Wan, GX (J@iflfE#), Hubei Univ Med, Renmin Hosp, Dept Oncol, Shiyan
442000, Hubei, Peoples R China.

1 - R E Hu bk 15gxwan@stu.edu.cn

ISSN: 0929-8673

elSSN: 1875-533X

f i H b 2024-11-29

5 SRR T (2023 ) - 4

2023 FEHWE T 3.5
2023 SEF R X (AR KB E¥ 4 X
INESTX UGN FENFE 3 X
i 3 X
%% 3 X




MALEL ¥R EH R RREMR G

%3 %, 3£ 3 %
Friil: Prognostic value of the immune infiltration score in early breast cancer patients receiving
dual HER2 blockade with trastuzumab and pertuzumab: An exploratory analysis of a
randomized clinical trial

1% Wan, G (Wan, G.); Cao, F (Cao, F.); Cai, X (Cai, X.); Yu, X (Yu, X.); Zuo, Z (Zuo, Z.); Song,
Y (Song, Y.); Xu, T (Xu, T.); Li, Y (Li, Y.); Yu, Y (Yu, Y.); Wang, X (Wang, X.)

KR Y. ANNALS OF ONCOLOGY 2 ii#: 7P #:31  7i: S18-S18

DOI: 10.1016/j.annonc.2020.03.143 Published Date: 2020 MAY 1 11: 2

Web of Science % /0&HEH 1 "# 51 5K" 0

WEIAK G0

N5 WOS:000538879300008

Wik 24 Y Meeting Abstract

221 % Fx: ESMO Breast Cancer Virtual Meeting

2 HIH: MAY 23-24, 2020

U 5 ELECTR NETWORK

Hidik: [Wan, G.; Cao, F.; Cai, X.; Yu, X.; Zuo, Z.; Song, Y.; Xu,

Univ Med, Oncol, Shiyan, Peoples R China.

ISSN: 0923-7534
elSSN: 1569-8041
4 H #9: 2024-10-31

5 MR F (2023 46D - 38.2

2023 FHEWE T 56.7

2023 RS X (FFERRD) KEHK: B¥1KX
NSy IX ¥ 1 X




WAL 2 % B I T AR R AR

% 1%
PR Exploring the molecular mechanism of ginseng against anthracycline-induced
cardiotoxicity based on network pharmacology, molecular docking and molecular dynamics
simulation
{E#: Xie, L (Xie, Lin); Liu, HZ (Liu, Hanze); Zhang, K (Zhang, Ke); Pan, YJ (Pan, Yijun); Chen,
MY (Chen, Mengyao); Xue, XY (Xue, Xiangyue); Wan, GX (Wan, Guoxing)
KR H ). HEREDITAS  #5: 161 J: 1 SC#k5: 31 DOI: 10.1186/s41065-024-00334-y
Published Date: 2024 SEP 6
Web of Science #Z.0&HEH ) "# 51 5ik"™ 0
WElIR &1 0
A5 WOS:001306606300001
SCHR2E Y Article <

Sy ., ¥
Hihit: [Xie, Lin; Chen, Mengyao; Xue, Xiangyue] Hubei Univ €6‘,‘7Renmin’- Hosp,\&ns ‘Med &
Nursing, Dept Oncol, Shiyan 442000, Hubei, Peoples R Chin ?2:/ ' \\‘“[;
[Liu, Hanze; Zhang, Ke; Pan, Yijun; Wan, Guoxing] Hubei Univ Med, Renmin m ept Oncol,
39 Chaoyang Rd, Shiyan 442000, Hubei, Peoples R China.
ARE# ik Wan, GX (i il/E#), Hubei Univ Med, Renmin Hosp, Dept Oncol, 39 Chaoyang
Rd, Shiyan 442000, Hubei, Peoples R China.
HL 7 34 k. 15gxwan@stu.edu.cn
Affiliations: Hubei University of Medicine; Hubei University of Medicine
ISSN: 1601-5223
i H I 2024-09-14

5 EMMETF (20234E): 2.6

2023 EREmWE T 21

2023 SEFRIES X (FHLZR) KEHK: HYE 33X
B X ¥ AKX




HILESE R E B IERRR I

% 4% a4k

Breast Cancer

1£#: Wan, GX (Wan, Guoxing); Cao, FJ (Cao, Fengjun); Wang, XB (Wang, Xuanbin); Sun, X
(Sun, Xue)

KVRH R JOURNAL OF CANCER  #:10 #§:2 T1:416-417 DOI: 10.7150/jca.29461
H R 2019

Web of Science #%/L-&5&EF T "#5I4K" 8
WEIHIKX &t 8

N85 WOS:000454726600014

XHRAEAL: Letter 7 -\
Hidik: [Wan, Guoxing; Cao, Fengjun; Wang, Xuanbin; Sun, Xue]Hub§iUnh/Med,Rennﬁ1H05p
Dept Oncol, 39 Chaoyang Rd, Shiyan 442000, Peoples R China. % ~-L
EHAE#E HubE: Wan, GX (i /£ #), Hubei Univ Med, Renmin Hosp, bept Oncol, 39 Chaoyang
Rd, Shiyan 442000, Peoples R China.

B F B4 Hhhk: 15gxwan@stu.edu.cn

Affiliations: Hubei University of Medicine

ISSN: 1837-9664

%t H #3: 2023-06-05

5 FRmHEF (2021 4F): 4.505

2021 FREmIRA T 4.478

2022 FEpFIBE S X GHER) KRS E¥ 33X
NRGX fEE 3K

4
y
)
r 8
VA




MILESEREBIERRRE M

% 3 4}; %‘

Extranodal Natural Killer T-Cell Lymphoma

3 Di, QS (Di, Quan-shu); Xu, T (Xu, Tao); Song, Y (Song, Ying); Zuo, ZG (Zuo, Zhi-gang);
Cao, FJ (Cao, Feng-jun); Yu, XJ (Yu, Xiong-jie); Tang, JY (Tang, Ji-ying); Zhang, W (Zhang,
Wei); Li, C (Li, Chen); Wan, GX (Wan, Guo-xing); Cai, XJ (Cai, Xiao-jun)

KR I DOSE-RESPONSE  #:18 #1:2 3(#RS5: 1559325820917824

DOI: 10.1177/1559325820917824 i A4 APR 2020

Web of Science #Z.L-&5H 1 "B 5 HIK": 4

*ﬁgliﬁﬁx &1t 4

A5 WOS:000525194100001 p &5

SCHERET: Article ,

#bdik: [Di, Quan-shu; Xu, Tao; Song, Ying; Zuo, Zhi-gang; Cao, Feng\ h Yu, Xlong-pe Tang
Ji-ying; Zhang, Wei; Wan, Guo-xing; Cai, Xiao-jun] Renmin Hosp, Dept Oncaol, Sh|yan, Hubei,
Peoples R China.

[Li, Chen] Hubei Univ Med, Sch Basic Med, Inst Basic Med Sci, Lab Med Plant, Shlyan Hubei,
Peoples R China.

[Li, Chen] Hubei Univ Med, Biomed Res Inst, Hubei Key Lab Wudang Local Chmese Med Res,
Shiyan, Hubei, Peoples R China.

JERAME & Hudk: Wan, GX; Cai, XJ (EiR{E#), Hubei Univ Med, Renmin Hosp, Dept Oncol, 39
Chaoyang Rd, Shiyan 442000, Hubei, Peoples R China.

B R4 itk 15gxwan@stu.edu.cn; xiaojuncaishiyan@126.com

Affiliations: Hubei University of Medicine; Hubei University of Medicine

ISSN: 1559-3258

it H . 2023-06-05

5 £ MEAT (2021 48):  3.01
2021 FRUHE T 2.623
2022 FHRBES X FHERD KRG K- E¥ 4K
MR : %% 4K
BEY 4K

F3W



HMILESE R E RN RRE M

%02 %, 4K
M&. Welghted gene co-expression network-based approach to identify key genes associated
with anthracycline-induced cardiotoxicity and construction of miRNA-transcription factor-gene
regulatory network
{£#: Wan, GX (Wan, Guoxing); Chen, PN (Chen, Peinan); Sun, X (Sun, Xue); Cai, XJ (Cai,
Xiaojun); Yu, XJ (Yu, Xiongjie); Wang, XH (Wang, Xianhe); Cao, FJ (Cao, Fengjun)
K H AR Y): MOLECULAR MEDICINE  #:27 #1:1  XC#RS: 142
DOI: 10.1186/s10020-021-00399-9 kR 4F: DEC 2021
Web of Science #%L&5EF I "HEI15K" 2
B R At 2 ——
)\;’1%21— WOS 000714371300001 & \

Hihk: [Wan Guoxing; Sun, Xue; Cai, Xiaojun; Yu, Xiongjie; Wang, Xlanhe Cao Fengjun] Hubel
Univ Med, Renmin Hosp, Dept Oncol, 39 Chaoyang Rd, Shiyan 442000 Hubei, Peoples R
China. ol
[Chen, Peinan] Shantou Univ, Affiliated Hosp 2, Med Coll, Dept Cardiol, Shantou 515000
Guangdong, Peoples R China. s

B AEA itk Wang, XH; Cao, FJ (i@ ifl{E#), Hubei Univ Med, Renmin Hosp, Dept Oncol, 39
Chaoyang Rd, Shiyan 442000, Hubei, Peoples R China.

7 4 Hbtik: wangxianhe@shiyanhospital.com; fengjuncacshiyan@126.com

Affiliations: Hubei University of Medicine; Shantou University

ISSN: 1076-1551

elSSN: 1528-3658

i H #A: 2023-06-05

5 ERmH ¥ (2021 4F) . 6.15
2021 W EF - 6.382
2022 FHRES X (R REH KX E¥ 2K
hRIFIX : AS5aTEYY 3K
MpEy 33X
BE¥: BIREER 3K

E2mW



MILESE R E B IR R RE M

1%k 4K

¥rill: Elevated Preoperative NMPR Predicts an Unfavorable Chance of Survival in Resectable
Esophageal Squamous Cell Carcinoma

fE3# " Peng, MY (Peng, Meng-Ying); Zuo, ZG (Zuo, Zhi-Gang); Cao, FJ (Cao, Feng-Jun); Yu,
YD (Yu, Yuan-Dong); Cai, XJ (Cai, Xiao-Jun); Wan, GX (Wan, Guo-Xing)

KR H R MEDICINA-LITHUANIA  #£:58 #:12 X#R5: 1808

DOI: 10.3390/medicina58121808 i hii4:: DEC 2022

Web of Science #%OC-&HEFHI "H# 51 4K": O

ISR A 0

A5 WOS:000902873000001

HRZEAL: Article WX £

Huhit: [Peng, Meng-Ying] Jinzhou Med Univ, Grad Student Tralnmg Base Grad Sch J}nzhou
121004, Peoples R China. [

[Peng, Meng-Ying; Zuo, Zhi-Gang; Cao, Feng-Jun; Yu, Yuan- Dg)ng Cal Xiao-Jun; Wan
Guo-Xing] Hubei Univ Med, Renmin Hosp, Dept Oncol, Shiyan 442000 Peoples R Chlna
[Wan, Guo-Xing] Hubei Univ Med, Renmin Hosp, Inst Canc, Shlyan 442000, Peopjes R China.
SBIRMEH Heht: Cai, XJ; Wan, GX (Eif/E#), Hubei Univ Med, Renmifi'Hosp;Dept Oncol,
Shiyan 442000, Peoples R China.

Wan, GX (i H{E#), Hubei Univ Med, Renmin Hosp, Inst Canc, Shiyan 442000, Peoples R
China.

1 344 Hhdik: xiaojuncaishiyan@126.com; 15gxwan@stu.edu.cn

Affiliations: Jinzhou Medical University; Hubei University of Medicine; Hubei University of
Medicine

ISSN: 1010-660X

elSSN: 1648-9144

¥ 5 #3: 2023-06-05

5 UM F (2021 ) 2.985

2021 FRmHEF - 2.948

2022 FEFMES X (FER) KEHKX: E¥ 4K
INKG X E¥: AR 3K




B b EHARE B

BoIERFER2022FE AR ESIPFIIRIEIZER AT
KORIE: F=IRKRFE &fATE: 2023-03-20 17:46
FE e CGRIAL IR 2552 B 58 = PR 24 B Il R AL A2 T Ml szt Ap v (=R
[2021) 75) ) SCHRERGH, 28 =R IR 22 BE 0 20224F 8 128 A REHAE T i gk 4T B
HAEZ . BN ANMEHER B PE. 24P S5 = im R 22 B S IM ) TAE 15 /)N
HEINE, BB ERARIMT HEBADRE) -

F
JIER A R B R AR
B

BRI, PRI, BHE. M 5. INEFEL IR E. HEE

WO, FESF. L OE. BR OB B2k B EL K R

FEFEE, IR ABHTE . S 25N

WRAEEZER, WNARE ST TEERE, 12K TIEEE IR
BT PN E, AP AFEEFIRN TAZE: SR FH SN, &84 530
B30 /MR HFE TAER; BN SN, &84 FIM202E0 /&
B TEE.

AN7NEFE: 202353 H20H-23H, 4 Fi, & LB REE HiE
AEH R =M IR B BRI I A =, BRA L 0719-8637859.

WAL 25 % B 56 — i R & B
202373 H20H



rﬁ§a+ﬁ$#ﬁ@a

o

HEMARER

BN SR2023 E A RUES ISR E RERAT

e

RORE: S=IRF5R &7pAdE:  2024-01-20 16:53

2 (LB 2522 B o = IR PRS2 Be AR A 3 M) S IR ) BB AE S IT TAR B S ZAHN (202353 H BT ) SCfFFS
M, XS EBE 2023 F R HS AR E RITEAT 5. fRIMAMW. 24 L TAFS S /N T 052 58 1 45 77 TAFSCHEMBLE
Zorsy, WG FB R BURE 2 eIl BURHBEZER AR GE2AD %R -

®FHE (120) -

AR RFBMA BiE. SR TEH. B,

A8 (43N) -

M5 ZfEbh phiEFE . BT, BRI P
Fate, i E. SRFH. ZEH. Halr.
. FEF. FHERL. BRE. R=T. (T#. 2/ .
My xRS T IR « B CERD L R TE TR

PAEZYEN

S =

kT ML, B AT RS TTEDY

b

i

He
A

KA « RE. BRI XEUR. X155 57

. U, XIEERE. AR, A, R,

= RN

NS S

RIEHIZAER, WARE SIMBAT TAFERE, 2R TAERABADIRE TN T LA E, AT ANERERN ZE: BN
L5 200, 42464 FIM0ERS /SE TR A TR, BRGNS, %82 FIM20%5E0/Eit HHE TR,
AR 20244 H1TH20H-1H23H, W 723, F LB AEE Bis S B = ImR BB A=, TR W

&4 HiE: 0719-8637859  FAHL: 18086250773

BRI AP AR

20244F1 H20H



v &

dl‘

A\-l— >

g g—=1
pe=g i

RE B2 R o 8

it E 4 %Aﬁii%'@

—

WMILEEAER .. BILEAZERAIFFERXT
2024 K5 A FR AL VIZR T RIS T 5 H B A
B2
R¥E CHEE T IR TG 2024 R4 Q0 DI 2Rt
ST B S IR S5 RS U T AR (@A) 2B TR, &2 AR 4
GUREREAT IO H i, BAERILIE] 207 TR, 2543804 3] 63 T3
R A ARCEHR, B AHE “DMF BEIARR L HSPIO F) 2Rk 41 il
HIF-1 a {2t Treg 40353 b G2 it int i M 5 i % ROWLAIBIE 72 7 45 93 4
TUH, Z5dr “Ad ek AR Bl L B AR QI 5 Ak 1 IR K 5
2 PR AR 07 45 35 DNTUH T LASLI,  HEREHR o3 Tl HERE R E K
P BHERFELQHANLINZRTRITUE
Bt WIHEEE 2577 0 2024 = KA QIR G I ZRit R H — 5
TG R 24 5 e 2547 2 B 2024 AF RS2 A G D I ZR it R H
—HE
WAL 252 B B o5 Ak
TIAGIER 257 e 24 47 2 e 380 B
2024 %7 H 4 H




BIEEZ B 2 F B 20244F KA QIR LSRRI E — YR (FUILIH35T)

w0 2 | mass "0 meew | mexa |BEARREOIAR| gpmpppe |HER)SSH) cee) DT SR 4 (GO0 LLH)

“ R E AR %%Eﬁ@%ﬁ@%ﬁ%%%z&ﬁ%#%
—n T BhE L B AR A F#1%/202110012256, ﬁﬁg%gggg%gﬁgggiﬁgig
2%4?;5 202413249001 | EZ %% |05 )5 A HBELR R | Q134T0 E | RiE (202110032046 | FIT24/202110012276, | FEANN | S24&0% | 10000 |1011 EL +*ﬁ?‘mk;‘f~“*M/g
PR 2Bt B[] 22 10 26 72 T BRI 2 /202110012277 h#%ﬁiaﬁ@@%ﬁ&k%%ﬁﬁ:hs
e - FrE T B R o ARG, B S st

R [ R VR S
BEFE R B R B2, HEIE A REAN AT
=k - A \ o B /202110012267, wl - EXFDICH Lo e ., AKWiHZ=
2024};!?%%&E 202413249002 E%ﬁ §%%aE%mﬂﬁWM%ﬁm ia%mzwnmu%6ﬁﬁmman%z JIEX [ #EH | 10000 |1002 S, LA B4R o R 2D IO
##5/2021103012056 YERMLE, T H 9B 6 i 2% 28 200 Ik 44 42

AE3T 1) TR s AR S 36 1K 48
PEioE, 2R SRR 2 B E Lo,
) e S PR T (5 LT AR AR K. R
RIEZRFERLE, WiHsERKEP L
—B T, EPEAOEREKNERT, H
ZEPFS /202203082018, ZMiEA— R S, EERE SR
£ =1k e gy | A MR —— 0 T WRBHES /202313052142, | ., , Mo B 0T A s = AR T Re
2024 i 202413249003X | Ex % P NPT E |8 202210012221 425 /202203012022, WE | YFE | 10000 1007 R A 1 LA 1 447 B

I H /202301022096

BH), wRERH ARSI AR
%R, BEIERE - SAE G B ORI
BENT IR A7 i A R REAL
WhaCaAt s THRESRK HLA A% S B R 22 8 485 7
i, NI P R AEA .



rmyy
高亮


HMALEZFR . BILEHZER AN ERR
KT 0% 2022 SR QIFT Il I 2% T B B3 40

& ¥R

RIE (RFTHBEHFTAXT AN 2022 £ ERFA ¥ 44
Al PRI R TE M E A X HFAERTE L2 WBa) (HE
B (2022) 10 ) (HHFTANEXTHIF 2022 £ K544
Bl YA R TE # R EREL) (FHFAHE (2022) 18
T) BR, FRELFRE 2022 & A% EAFH A W%t %) T E
ﬁﬁﬁ%lﬁo%%%%ﬁﬁ\%ﬁﬁﬁ&ﬁ\%ﬁﬁﬁﬁﬁ%
HETEZEEL, RARAT 2022 F A% 4 AF 6 L) %R
gk 162 W, EFERFZ 20T, F4 62T, KA 80 F,;
2022 F A % A QU HT A Y| 4Rt K L T 40 B, A ER K 5 .
HEHR 15 T, KHK 20 F,

WK 2022 F K F A QALY LRI LB E F AT,
WAFMEEENTEEE, ARATERRA G I#H, R
RERLER, ARTEENZHRAN (B2022412 A 12 Ak
F 2023 F 12 A 11 Hab) JRFI &/, FHAR. R, Eki
2020, 2021 4 K 3 & &IF 400 Y| St R T TR E #47EE, R
4 (2020 £ TUH £-06F 2022 4 12 A 16 HRr& 8, &0 =
EBEHE) s FAREQFNEZFRELSAFRELTERAE 44
F AWK RIFE (http://gjexey. bjtu. edu. en/)



T S
P 1 -
L #LE G F IR 2022 4 A% £ H 6 L4t X3 E
2. ACE T F IR 2 47 % I 2022 F A % A A1 #7614t
X3 H
3. WAL E 2y F e Bl R R A% A AIH AL Y& R E &
Bk (BITHO
4 HALEDFRAF £ QLA XTE EHER
i BA




% /202010012339,

102 | X202210929020 | ¥4k | SRR R |S00SBAAR ST IR A G 25350 " B R/ 202003012004, . |EnEEE. Al
o IR E | ERE | 202003012045 75K /202003012056 i 7 5 S EET 3000
£77/202003012050
SUSEHE AN C/ 38 B R 1T % 4 . A0001a0ne
103 | X2022 54 5 =l R 2L > RC/MRHE R FEEM | s : 28 R1[IE/202003012015 .
10929021 | K =R B 2 b TR A BIFTIIZRT H MRECE 202003012007 zéﬁ’];ZOZOOSOIZOOZ: fifi 3% Bl FAE i 3000
JEF)11/201901012018
O . i | Fae DU IR BERF A5 R IOV TD- 199 Zﬁgif 202003012011, .
210929022 | Kk SRR O IEH R AR A R AR | QBTN | sET R s 3012001, % Gl
i % S| QUETUIZRIE | B TRER | 202003012047 R E /202003012032, skt P 3000
3K 4% /202010012242
R =) UG AR ixh P 13K / Ak t 38 B 48 05 2 34 4E 4T A% /202001082008,
105 | X202210929023 | 1% It e A L L tit S5 L7 IR, S ¥%F/202001012033, SRR
K2R IR IR B P BB 0] 22 75 2 S WA R P 55 BEFNZRIIE | x| 202005032012 iug; /202005202000, A |EEEml 3000
J& AHE /202001012008
" e |REFMERICRE SRS AR TS i X £ 55/201903082042, o
106 | X202210929024 | Betk | EZMGRFERE |y i pe 4‘%4&@%%![@%%% 1 e Bt | 201903082054 | T3Es/201903082001, | Fhag | P /f&l%m 3000
ALK S PR % 7 40 ML 8 T 243195 00 B =1 G000 -
107 | X20221092 54 =l PR ERALY SR B o8 EATIRS 243155 Dt e s g Z4=5[H/201803012013, | XHeit
o Ml o T e T GUFIIZIE | FRISM | 201803012042 %g;/mglg%%?g ?}fg\ gk 3000
N X TR AR B il K e PR R R E
108 [ X202210929026 | 228 | A¥ER 7 LHR 2 B %iﬂl?ff@%CTA*ﬁﬁﬁﬂ‘féfﬂ?i)\tlj?ﬁi)ﬂﬂf@l} QI | FAK | 201913352022 [/201913052049, i | Z#&EE W 3000
inel DR NIEA #2/202013052050, %
TR ABAXT 2k VR B AA R AR ataoo1t
109 | X2022 59 B — I R 2 b A ABAR IC BT R DTG - ‘ /202001022080, L . .
10929027 | e AR B (1 B B BT 5 B 2RI H KE 202001022035 /202001022018, ?B;}é XN I 3000
%8 F/202103082066,
FRAM./201910022086,
o e |FEEHES UG B A 2B 2R A ‘ SHkik/202001082032,
110 |X202210929028X| 4k IR R . WA A QLI ZRITH R 201901022130 |ZEEH%/202010022046, him o | @ISR 3000
55/202010022055,
e O /e % s g AR A AR VA e I s T VTR
111 | X20221092 4 U AT AL RS OGTIEELE S 41 et E5UM/201913052107, | s | oo
9029 | Kedt | SRPUIRIRSERE |1 e oo F A BUFFIZRITH | SCHERE | 201913052129 iﬂ?ﬂé//mma%mg; whisse | EmEEN | 3000
S v | i FETACOGIGHRHG I : Ha FUARBE T R S5 iF ﬁﬁoﬂ; ?7)2%12047 o
9030 | #% SRR | 2 A FE SRR v L A I [ BB I 2RI S 25 5 ’ B Al AL\
%’?&E\Z i i STl 2350 H B&% | 202003012044 %%E/202003012032, 2 T 3000
e/ 52/ 202003012001,
55 v o |G BB RBRELEERIT: M Rnetas X iR /202010012027,
113 1 X202210929031 | a2k MBS irmee et GugiigesE | Em | 201911072055 @455 /202011072020, | A |EIEEEEIT] 3000
PRUT 52/202011072074
114 | X202210929032 | Ko | S—WapR2ERE RSB E LRI REFANBIRE | QUBFIZE S A /202002022095, e o
t HRZR | GUFIZIIHE | RiEM [ 202001022098 Wl A /202001022051 B30 g 3000
N e e | R B ST T S — BB W R i REZEAH/201903082016,
115 |[X202210929033 | ®e | SB=IRAKZERE A A AHINLIE | M=K | 201903082019 [XI75FE /201903082044, [  J5[E M i 3000

fgee AT %0 B 2 Ak LA A

bk /201903082055



rmyy
高亮


WAL R 2 B 253 # B 2022 KA QI LI Rt R H — 3R (SLIH40T)

o~ . TiEf#®E| WHMAS J I | &
TWEH| MEHE  |mESH | 2k T H 4% mpxy | TEEN| TRER mpswmane *ﬁiz’m *ﬁ%’m *I?%ﬁ
U T 5 2 5 BH WTNRAS i PR K 5 P
1 202213249001 EP#44 IR 2B DNATEJ{;@T%TE I e e BIEINGITE | B8 | 201910022177 |/201810022113, 14:%E ZEE A B #% 10000
5 L L /201901022053, X
BIEEE
PR =
2 202213249002 ESP€44 =k R B iiggi%gﬁ%g“wﬁﬁmﬁ BFTINZGmiE | F)5L | 202010012257 g;g;g:aomo%, T3 [ X YhIm 10000
/202010012301,
e s ket . /202105382050,
3 202213249003 EP$4 - [ gfgﬁ;i%ﬁ%%#i&a#z BIFNGIE | 2R 202010022113 | 2= =iy YR 10000
e SR /202110022116, i
F}/202110022118, 7
FRAE A AR 2225 A SCE 1T P
4 202213249004 Ex % B —Im R Bt R ) BIFNAIRE | SR [ 202010022008 |/202010022133, 75 43 EIE4E 10000
PR ik,/202010022081, X
REW
/201910022086, F B
5 202213249005 P4 FUIRREBE WU TFE-F IR R4 BlF I H BT | 202010012412 |7%/202010012427, 55 AT EIRERIN 10000
/202010012415,
BT 2%
1 Y] vk R = N
6 | scoooi32a0001 | mm | mowmers @Eg’;‘fgﬁggii@*ﬁﬂmKjﬁ’a QERINATH | PR | 201910012036 |BR, geta B | 5000
Z18/202001082073,
. e e |2 T 2R SRR b L R SR DR 2H 4 4 . gt XRS5 RE/ & | . -
7 $202213249002 8% IR 2B SR 70 (1) BEFIZIE [ ™3 | 201910022130 /202001082050, E i e YR/ iz 5000
B0 NDM -1 /0 VAR T 5T /202001082051, J&
/201910012364,
%@ ~N#h 55 & . i , , o
8 $202213249003 B IR B géziﬁg%gfg%gggﬁﬁiﬁﬂik BTN H Tk #x 202010012297 Eg%zozoowszom piE= e e 5000
/202007172034,
PN e e |TTERSZAR (FRa) J#EWnt/B-catenin e s X1 ] S .
9 $202213249004 B B PR PR o A R TR 5 BIFENGDiE | xI{ER | 201910012016 /201910012014, i 4k AT YhIm 5000
2R}
10 $202213249005 BH T R B Q@%ﬁ EREAE A P BRIR T HORT LT GUEFIIZGTE | RNE 201910012565 ;ﬁgs—;joom%a JEARL B AL E T 5000
/201910012564,



rmyy
高亮


	国基金
	湖北省教育厅
	湖北省教育厅关于下达2022年度科研计划项目和高校优秀中青年科技创新团队的通知
	湖北省教育厅2022年度科研计划项目和高校优秀中青年科技创新团队立项清单（21.湖北医药学院;64药护学院）

	
	湖北医药学院 药护学院关于公布2022年大学生创新创业训练计划项目的通知
	附件2 湖北医药学院药护学院2022年大学生创新创业训练计划项目一览表（立项40项）
	附件1 湖北医药学院2022年大学生创新创业训练计划项目一览表（立项162项） 9


	省自然
	湖北省教育厅
	湖北省教育厅关于下达2022年度科研计划项目和高校优秀中青年科技创新团队的通知
	湖北省教育厅2022年度科研计划项目和高校优秀中青年科技创新团队立项清单（21.湖北医药学院;64药护学院）

	
	湖北医药学院 药护学院关于公布2022年大学生创新创业训练计划项目的通知
	附件2 湖北医药学院药护学院2022年大学生创新创业训练计划项目一览表（立项40项）
	附件1 湖北医药学院2022年大学生创新创业训练计划项目一览表（立项162项） 9


	组合
	1.pdf
	10
	2
	3
	4
	5
	6
	7
	8
	Circulating tumour cells (CTCs) as biomarkers of resistance to the CDK4/6 inhibitor (CDK4/6i) palbociclib (P) in patients ( ...
	Background
	Methods
	Results
	Conclusions
	Clinical trial identification
	Legal entity responsible for the study
	Funding
	Disclosure

	Prognostic value of the immune infiltration score in early breast cancer patients receiving dual HER2 blockade with trastuz ...
	Background
	Methods
	Results
	Conclusions
	Clinical trial identification
	Legal entity responsible for the study
	Funding
	Disclosure


	9

	
	湖北省教育厅
	湖北省教育厅关于下达2022年度科研计划项目和高校优秀中青年科技创新团队的通知
	湖北省教育厅2022年度科研计划项目和高校优秀中青年科技创新团队立项清单（21.湖北医药学院;64药护学院）

	
	湖北医药学院 药护学院关于公布2022年大学生创新创业训练计划项目的通知
	附件2 湖北医药学院药护学院2022年大学生创新创业训练计划项目一览表（立项40项）
	附件1 湖北医药学院2022年大学生创新创业训练计划项目一览表（立项162项） 9





