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ABSTRACT

MicroRNAs (miRNAs) are crucial factors in gene regulation, and their dysregulation plays important roles in the immunity
of gastric cancer (GC). However, finding specific and effective miRNA markers is still a great challenge for GC immuno-
therapy. In this study, we computed and analysed miRNA-seq, RNA-seq and clinical data of GC patients from the TCGA
database. With the comparison of tumour and normal tissues in GC, we identified 2056 upregulated and 2311 down-
regulated protein-coding genes. Based on the miRNet database, more than 2600 miRNAs interact with these genes. Several
key miRNAs, including hsa-mir-34a, hsa-mir-182 and hsa-mir-23b, were identified to potentially play important regulatory
roles in the expression' of most upregulated and downregulated genes in GC. Based on bioinformation approaches, the
expressions of hsa-mir-34a and hsa-mir-182 were closely linked to the tumour stage, and high expression of hsa-mir-23b was
correlated with poor survival in GC. Moreovér, these three miRNAs are involved in immune cell infiltration (such as
activated memory CD4 T cells and resting mast cells), particularly hsa-mir-182 and hsa-mir-23b. GSEA suggested that the
changes in their expression may possibly activate/inhibit immune-related signal pathways, such as chemokine signailing
pathway and CXCR4 pathway. These results will provide possible miRNA markers or targets for combined immunotherapy
of GC.

1 | Introduction symptoms and rapid progression, most patients with GC are
already in the middle or advanced stages [4, 5]. The clinical
Gastric cancer (GC) is one of the most common malignant tu- efficacy of conventional therapies such as surgery, chemo-

mours and the second-leading cause of cancer death worldwide therapy, radiotherapy and targeted therapy is limited [6, 7]. The
[1-3]. Due to the characteristics of insidious onset, atypical  prognosis of most advanced-stage GC patients were poor [4],

This is an open access article under the terms of the Creative Commons Altribution-NonCommercial-NoDerivs License, which permits use and distribution in any medium, provided the original work

is propedy cited, the use is non-cammercial and no modifications or adaptations arc made.
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Abstract

To evaluate the efficacy and safety of natural killer (NK) cell thelapy for the treatment of advanced non-small cell lung
cancer (NSCLC). Relevant studies on NX cell therapy ‘for .advanced NSCLC were collected from PubMed, Scopus,
Embase and the Cochrane Library up to August, 2024, Two reviewers independently screened ile ariicles and retrieved
the data using the Cochrane risk assessment tool. Meta-analysis was conducted with R (version 4.3.1). A total of nine
trials were analyzed, including five phase 2 randomized controlled and four phase 1 studies. All were medium to high
quality bui exhibited high performance a2nd atirition biases. NK cell treatment doses ranged from 1x10° to 4x10° cells
for 2 or 3 cycles. In total, 324 patients with advanced NSCLC were included, comprising 199 who received NK cell
therapy and 125 controls, all previously treated with platinum-based regimens. Meta-analysis demonstrated comparable
disease contrel (OR = 2.68; 95% CL: 1.53-4.71) and I-year survival (OR = 2.54; 95% CI: 1.28-5.02) between groups,
with similar adverse events rates (OR = 1.37, 95% CI: 0.35-5.26). Subgroup analyses revealed no significant differences
in efficacy. There was considerable heterogeneity among studies (2 = 0%-92.5%). Over 39 irials were registered, with
only 12 marked as completed and none of the others released the outcome data. Current evidence suggests that NK cell
therapy, either alone or in combination, may achieve disease control, survival outcomes and safety profiles that were
comparable to existing treatments for advanced NSCLC. These findings remain exploratory and should be confirmed in
{arger, well-designed trials.

¥eywords Non-small cell lung cancer -
malignancies

Immunotherapy - Natural killer cells (NK) - Tumor-infiltrating NK - Solid

Introciuction

Natural kilfer (NK) cells, that originate from the bone mar-
row, constitute 5% -10% of peripheral blood cells [1]. These
cells play acritical role in regulating both adaptive and innate
immunity through an array of activating and inhibitory
receptors, without recognizing neoantigens or self-antigens
overexpressed on target cell surtaces [2]. In the presence of
NK cells, cancer stem cells and cancer cells, expressing low
major histocompatibility complex class I, cluster of differ-
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entiation (CD34) and prograimmied death-ligead 1. undergo
necrotic and apoptotic cell death |3]. Additionally, NK cells
can also engage in direct and antibody-dependent cellular
eytotoxicity 1o combat tumors by secreling cylokines and
chemokines [4].
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TXNIP 7 4 Yo i A il £ 92% 5%
T
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BEHHN SIS EAS A A (thioredoxin-interacting protein, TXNTP ) Y 4 4545 FRI ( gestational diabe-
- tes mellitus, GDM) B EIGRALA ok R EAE RS FRBIERUTA P M/EM. FiE Ik 16 ] CDM =@
25 1 FORE T i (normal glucose tolerance, NGT) 7= 1A S 41 L0, B AL 7 05 B 5 S A 2078 IS 08 0 J52 20
(HTR-8/SVneo) (RIMERL, 23 A IEH HEATFBLH(NG) HEA (HG) B +si BT (HG + siNC) FOESHT +
TXNIP siRNA 2 (HG + siTXNIP) , 5% R HE Yot SMEHR A SR MEE 1 SR8 1k I O Jb 546 7 45 4R 4
L R S L, S A AL St 4 P TXINIP R385 e 5L, SR 36 R ik PCR 5 428 TR M) X
NIP SRR A8 15 SREBPL mRNA L5 13RIKACE AT s lHE S F TXNIP (94K SRR 6 R, SR
B GDM JREEET SR I GDM 4R A9 A B0 ISR 8] R 41 47 AT o T FRIRZD, SR L B 40 K
AN - AEBEYTHK 55 NGT AL, GOV R ZUIE AL B30, TXNIP mRNA 5B 13RI (L <0.05) 7
PSAE SE1G HTR-8/SVieo H1lIf0HH IEHJE ML, TXNIP 71 SREBPI FEIK 1P <0.05) s TXNIP siRNA 44 Yupf
B 0 iR e G A NS O IR TR UBUT L (P <0.05) , 51 TXNIP £.45 ¢ GDM JI £ I3 L2 54 1 b
FER L FIRE RO AT B OS8R IER
EEWR R AR A 0 (82160299) Wy iy FIIA X AR 364 (2024QN08015 ) (N %1 11 TR K BHET T
RT3 (2020G6G0116) 1452 & EE#Fl = B4 37 B BeRHIF X & 28 &R T A (2023 GLLH0090)
FESES R714.25 ZEAREME:\  XEHS 1001 -7399(2025)04 - 0483 - 08
doi:10. 13315/]. enki. cjeep. 2025.04. 011

Role of TXNIP in lipid deposition of placental trophoblast in gestational diabetes
mellitus

Yang Jie, Jin Jianchao, Zhang Ying, Sa Rina, Li Dongfang, Li Zhiying, Huang Na, Yu Lan

(Clivical Medical Research Center/ Inner Mongolia Key Laboratory of Gene Regulation of the Metabolic Discase, Inner
Mongolia People’ s Hospital/ Basic Research Institute of Inner Mangolia Academy of Medical Sciences, Hohhot 010017,
China)

ABSTRACT Puipose To investigale the expression of thioredoxin-interacting protein ('IXNIP) in placental tissues
of gestational diahetes mellitus (GDM) and its vole in lipid deposition in the placental trophoblast. Methods  The pla-
centa tissues of 16 GDM pregnant women and 25 women with normal glucose tolerance ( NGT) were collected. Mean-
while, in vitro models of high-glucose induced human chorionie trophoblast cells ( HTR-8/8Vneo) were established
which were divided into uormal glucose control group (NG) |, high glucose group (HG) | high glucose + si nonsense in-
terference group (116G +siNC) and high glucose + TXNIP siRNA group (HG + siTXNIP). The pathological stueture
and morphological chauges of placenta were chserved by HE staining. Lipid droplet formation was detected by oil red O
staining. The cxnwession and localization of TXNIP in cells were detected by immunocylochemical FaVision mctliod.
The mRNA and protein expression levels of TXNIP and lipogenic protein SREBP1 were detected by real-time fluorescent
quantitative PCR and Western hlot. The relationships between TXNIP expression end lipid droplet accumulation in-

duced by Ligh glucose was onalyzed. Results High elicose results in abnormal placental structure of GDM. The area
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HMGAZ B 3035 H B h S 45 4k 5
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X

s, o, BR, KM, e S
(1 RS BHREARER, ﬁfr%if\—:r-mf Ty, BERRTETF 010000,
2. WS B RARIER ., PR HL BITAIEL TSR, SR 010000)

B B AR HMCA2 % Ak ik 3 T 75 (gustric cancer, GC) Sk R AR 761 05 %o 41 J TCCA fo CEO 238 % GC & %
AR it TIMER2, 0 %384 % # LRI % FF R A & MR H45, A7 DESeq2 R kB2 2 F AR LA,
3 F FerDb V2 $1484 541 HMCA2 & CE thAtty A0, 42K AMCA2 R 5 BAT CDS + THA.CM + T B &
FRA A Neutrophil £ 8E5% AR5 , HMCAZ # fUik 5 16 ik 8 CCLMELIMEMAKTAERF LR, HICR RELETHRY
¥ GC P45 B F 854 AK Tty LA A L AR BRAME LM B, b LA TF Fo SALLA J5 FMGA? & &£ 3%
M MAAERFLER B HMCA2 AR ZRREMENE, Koplon-Meier 255K, TF o SALA BREH CC BHFEE
£, Vot SHELIR TF Fo SALLS 69308 Y GC L ARBATRHM%, 5LIGE HMCAZ B SR EIGETRS GC S AFHE
T EARB B0 LAY TEALR T AL T, AL FIED CC B WA B AN H 67 RS IBR SR,

FEUAl HMGAZ; Bk SR MAMEN; AL, 2H4LF

i SE RIS, XikEEER A

Bioinformatic A;mlyms of Immune Characteristics and Ferroptosis
Differences in Gastric Cancer with High and Low HMGA2 Expression

JIN Wen', YANG lie', CAQ Chen', WU Zhou-ying', YU Lan'*"
(1. Clinical Medical Research Center, Inner Mongolie People’s Hospital, Hobhot 010000, China:
2, Instinste of Bosic Medical Sciences, Inner Mongclie Academy of Madical Scicnces, Inner Mongnlin People’s Hospiial, Hehhol 010000, China)

[Abstract] To explore the elfects of high and low expression of HAGAZ on inmmune infillstion and ferroplosis in gastric cancer
(GC), the transcriptome dutasets of GC were download from TCGA and GEO databases. Tumor immune cell infiltrotion wus analyzed
using various immune infiltration algorithms in the TIMERZ. O dutabase. Differential expression genes were screened using the DESeq?
R puckuge. The relationship between HHGA2 and GC fervoptosis was analyzed hosed on the FenDb V2 database. The expression of
H3IGAZ is found 1o be correluted with the infiltsetion of CD8 + T cells, CD4 + T cells, B cells, and neutrophils in GC. Significant
differences in immune cell infiliration levels are ohserved between GC with high and low JIMGA2 expression.. Abnonmal expression of
HMGAZ is suggested 10 influence cancer-reluted biolugicnl processes and puthways, including ealcium fon binding, chloride tninsport,
stercid hormone biosynthesis, and cholesterol metaboliem in GC. Additionally, the expression levels of TF and S1214 are found to dif~
fer significantly between the high and low IAfGA2 expression groups, and both are strongly positively correlated with HMGA? expres-
sion, Kuplan-Meier snrvival unalysis is perfnnned and reveals that GC patients with Ligh expression of TF or SULIH are associaied with
poor prognesis, Funthermore, the expressions of TF aad SALLA wre significantly ussociated with fmnuwity end feroptasis in GC. In
sunmimary ; the hiph and low expression of [JAGA2 are considered to esert distinet effects on hwmuuity and ferroptesis in GC, which con-
tributes to u deeper undersinnding of its wolesulur mechaniems mnd provides puidance for the develupent of more preeise anG cf"ﬁctl\z.
thempoutic etrmlegies for different soblypss of GC patients.

[ Keywords] HMGAZ; geetric cancery immune cell infiltistion; forroplosis; hioinforinatics
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