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[ Abstract ] Necroptosis is a regulated process of programmed cell death independent of aspartic acid-specific
cysteine protease, which can induce inflammation. Studies have shown that necroptosis is closely related to the progression
and prognosis of pancreatic disease and plays an important two-way regulatory role in its progression. Related necroptosis
inhibitors and inducers are expected to be used in the treatment of pancreatic disease. We herein review the mechanism of
necroptosis and its role in the progression of pancreatic disease to provide a new understanding of the pathogenesis and
treatment of pancreatic diseases and offer a theoretical basis for the research and development of targeted drugs.
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Table 1 Drugs regulating factors related to necrotic apoptosis pathway in acute pancreatitis

Regulatory substances Targeted proteins Effect References

o

RIPKI T Inhibiting the formation of necrotic bodies induced by necrotic apoptosis can [23-25)

Necrostatin-1 L . . .
alleviate intestinal barrier dysfunction and slow down the development of

severe pancreatitis.
RIPK1, RIPK3  MLKL s IL-4  IL-10
RIPKI T RIPK3 |,

Mesenchymal ~ stem cells MLKL !
derived from bone marrow

By upregulating RIPK1, inhibiting the expression of RIPK3 and MLKL, [26-28]
reducing the levels of inflammatory factors such as IL-4 and IL-10,

increasing the level of anti-inflammatory mediators, reducing pancreatic

acinar cell damage, promoting the regeneration of damaged pancreatic

tissue, and protecting the pancreas from damage.
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Table 2 Ecrotizing apoptosis inducers in pancreatic cancer

Material Targeted proteins Effects References
RIPK1 RIPK3 s o
. RIPK1 T .RIPK3 1 Regulate the expression of RIPK1 and RIPK3 and induce necrosis of [46]
Naphthoquinone .
pancreatic cancer cells.
MLKL s RIPK1 RIPK3 MLKL
I(VIMYBS(B_Z) . R I\R/IIIP‘)IFLI TT RIPK3 T Stimulate MLKL to transfer from cytoplasm to cell membrane, up regulate [47-48]
ew pyncazimone compounds the levels of RIPK1, RIPK3, and MLKL, and inhibit the progress of
(IMB5036) .
pancreatic cancer.
RIPK1 ,RIPK3 | TNF-a s
D D ’ ©
(BV6.) RIPK1 T \RIPK3 T . Activate RIPK1, RIPK3, necrosome complex and TNF-a levels, [49-50]
Cysteine aspartate analogue TNF-a T . .
(BV6) accelerate cancer cell death, and inhibit the progress of pancreatic
cancer.
RIPK1 ERK1/2 , o
Anti  diabetes  adiponectin }:E{;{PKK;TT ERKLT Activate RIPK1 and ERK1/2 pathways and induce pancreatic cancer cell [51]
receptor agonist death through necrotic apoptosis.
RIPK1 ,RIPK3 MLKL  LC3-1I s
RIPK1 T RIPK3 T | . [52]
Silver nanoparticles MLKL T LC3-T 1 Upregulate the levels of RIPK1, RIPK3, MLKL and LC3-1I, and
improve the sensitivity of pancreatic cancer to chemotherapy.
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