
Zhang, Int J Inflam Cancer Integr Ther 2022, 9:2

 Editorial Open Access

Volume 9 • Issue 2 • 1000186Int J Inflam Cancer Integr Ther, an open access 
journal

Internatio
na

l J
ou

rn
al

 o
f In

flam
mation, Cancer and Integrative Therapy

ISSN: 2381-8727

International Journal of Inflammation, 
Cancer and Integrative Therapy

TNFAIP8 Protein Capacities as a Growth Suppressor In Inflammation 
Related Colorectal Tumorigenesis
Rongxin Zhang*
Institute of Basic Medical Sciences and Department of Biotechnology, School of Life Sciences and Biopharmaceutics, Guangdong Pharmaceutical University, 
Guangzhou, 51006, China

Editorial
Because total joint replacement is commonly used to treat severe 

arthropathy, peri-prosthetic aseptic loosening has gotten a lot of 
attention as one of the leading causes of implant failure. Wear particles 
formed by prostheses, such as titanium particles (TiPs), can cause 
macrophage inflammation and osteoclast activation, resulting in long-
term bone resorption and osteolysis. As a result, reducing wear particles-
induced macrophage inflammation is thought to be a promising AL 
treatment. In this study, we discovered that inhibiting p110, a member 
of the class IA PI3Ks family, could drastically reduce TiPs-induced 
TNF and IL-6 release. We confirmed that p110 was responsible for 
TNF and IL-6 trafficking out of the Golgi complex without changing 
their expression in TiPs-treated macrophages by transfecting siRNA 
targeting p110 [1]. Krüppel-like factor 4 (KLF4), which is targeted by 
miR-92a as an upstream transcription repressor of p110, could similarly 
reduce TiPs-induced inflammation via modulating the NF-B pathway 
and M1/M2 polarisation. To learn more about the roles of KLF4/
p110, researchers created a TiPs-induced cranial osteolysis model 
in mice, and in vivo investigations confirmed that knocking down 
KLF4 exacerbated TiPs-induced osteolysis, which was significantly 
alleviated by knocking down p110. In conclusion, our findings imply 
that the miR-92a/KLF4/p110 signal plays a critical role in TiPs-induced 
macrophage inflammation and osteolysis [2]. Inflammation serves as 
a defence mechanism for the host against microbial invasion. While 
a healthy inflammatory response can help to maintain homeostasis, 
persistent inflammation can lead to a variety of chronic inflammatory 
disorders. The molecular pathways underlying the development of 
inflammation must be completely understood in order to adequately 
treat inflammatory illnesses. Pyroptosis is a type of cell death caused by 
inflammation that is distinct from other types of cell death. Pyroptosis, 
through the production of proinflammatory cytokines and cell lysis, 
plays an important part in the host's defence against infection [3]. 
Pyoptosis has been linked to inflammatory disorders like arthritis, 
pneumonia, and colonitis, according to growing data. Pyroptosis is also 
involved in malignancies that arise as a result of inflammation, such as 
liver cancer, esophageal cancer, pancreatic cancer, and colon cancer, 
to name a few. We discuss the function and mechanism of pyroptosis 
in the development of inflammatory disorders and present a complete 
description of pyroptosis' possible role in inflammatory diseases [4].

The TNFAIP8 family includes tumour necrosis factor-induced 
protein 8 (TNFAIP8 or TIPE). TIPE was once thought to be pro-
cancerous, but its precise roles in carcinogenesis, particularly in the 
intestine, are unknown. The genetic deletion of TIPE in mice increased 
chemical-induced colitis and colitis-associated colon cancer, according 
to the findings. TIPE deficiency enhanced inflammatory responses 
and inflammation-associated dysbiosis via activating NF-B and 
STAT3, as well as accelerating dysplasia, DNA damage, and intestinal 
epithelial cell proliferation [5]. In Tipe−/− mice, the colon microbiota 
was also required for enhanced tumour growth and progression. The 
cancer suppressive capacity of TIPE began essentially from the non-
hematopoietic compartment. Critically, TIPE was downregulated 
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in human colorectal diseases, and patients with low degrees of Tipe 
mRNA were related with diminished endurance. These outcomes 
demonstrate that TIPE fills in as a significant modulator of colitis and 
colitis-related colon disease [6].

The Casitas B-heredity lymphoma (Cbl) family proteins are E3 
ubiquitin ligases embroiled in the guideline of different insusceptible 
cells. Nonetheless, their capacity in dendritic cells (DCs) stays muddled. 
To explore the job of Cbl relatives in DCs, we made dendritic cell twofold 
inadequate Casitas B lymphoma-b (Cbl-b) and Casitas B heredity 
lymphoma (c-Cbl) mice by crossing Cbl-b−/− mice with c-Cblflox/
flox CD11c-Cre+ mice [7]. We tracked down that particular erasure 
of Cbl-b and c-Cbl in CD11c+ cells, dominatingly in DCs, prompted 
liver fibrosis, cirrhosis, and collection of foundational ordinary Type I 
DCs (cDC1s) because of improved cell multiplication and diminished 
cell apoptosis. Notwithstanding an adjustment of DC number, twofold 
knockout (dKO) cDC1s showed a to some degree actuated status as 
shown by high basal articulation levels of specific cytokines and had an 
improved ability to prime T cells. After assenting move, dKO cDC1s 
could drive liver fibrosis as well [8]. In additional tests, we showed that 
Cbl-b and c-Cbl could target signal transducer and activator of record 
5 (STAT5), a transcriptional repressor for the favorable to apoptotic 
protein Bim, to advance ubiquitination-interceded debasement and 
cell apoptosis in cDC1s [9]. Further broad investigations uncovered 
that Cbl-b interceded K27-connected ubiquitination of lysine 164 of 
STAT5a while c-Cbl prompted K29-connected ubiquitination of lysine 
696 of STAT5a and K27-connected ubiquitination of lysine 140 and 694 
of STAT5b. Hence, our discoveries show a useful overt repetitiveness of 
Cbl-b and c-Cbl in cDC homeostasis and development [10].
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