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P140 peptide, a new immunomodulation tool for lupus may have applications
in other chronic inflammatory conditions
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Description

P140 is a synthetic peptide issued from the U1-70K protein.
It was chemically modified and contains a phosphoserine
residue at position 140. P140/ Lupuzora had no adverse
safety signals and met its primary efficacity end points in a
multicenter, randomized, placebo- controlled phase Ilb
study for lupus. A phase Ill-clinical trial is presently on-
going for this suggestion. The medium of action of P140 has
been lately illustrated in MRL/ lpr lupus-prone mice. P140
binds HSPA8/ HSC70 chaperone protein, decreases its
expression and reduces autophagic flux in B-lymphocytes
of peptide- treated MRL/ Ipr mice. P140 interferes with a
picky form of autophagy called chaperone- intermediated
autophagy or CMA. It induces a lower expression class 11-
MHC motes and alters the donation of peptides to
autoreactive T cells, leading to a reduction T and B cells
activation and a drop of potentially pathogenic
autoantibodies. This process doesn't affect the resistance of
mice to a contagious agent. Grounded on this unique
medium of action, we anticipated that the peptide could be
effective in other pathological conditions in which reduction
of CMA exertion would be salutary. This was estimated in
several murine models of habitual seditious conditions.
These models specially include a rat model of experimental
autoimmune neuritis for habitual seditious demyelinating
polyradiculoneuropathy, autoimmune-mediated seditious
complaint of the supplemental nervous system. Our first
results show that P140 peptide can check the course of the
complaint and cover treated creatures. These findings give
arguments to conclude that P140 peptide might efficiently
work in suggestions other than lupus, most particularly in
conditions of seditious, habitual conditions. Peptides and
peptidomimetics can serve as immunomodulation agents by
either blocking the vulnerable response or stimulating the
vulnerable response to induce forbearance. Knowledge of
B-or T- cell epitopes along with conformational constraints
is important in the design of peptide- grounded
immunomodulation agents. Work on the conformational
aspects of peptides, conflation.
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and modified amino acid side chains have contributed to the
development of a new generation of remedial agents for

autoimmune conditions and cancer. The design of peptides/
peptidomimetics for immunomodulation in autoimmune
conditions similar as multiple sclerosis, rheumatoid arthritis,
systemic lupus and HIV infection is reviewed. In cancer
remedy, peptide epitopes are used in such a way that the body
is trained to fete and fight. The cancer cells locally as well as
systemically. To estimate treatment with the peptide-
grounded agent, Lupus, in a double-eyeless, randomized,
placebo- controlled study of cases with systemic lupus
erythematosus. T cells of the vulnerable system fete invasive
antigens or foreign accoutrements and neutralize the raiders
while sparing the body’s own napkins. Therefore, T cells
should be suitable to distinguish between ‘tone ‘and ‘non-
self ‘when negative or destroying cells [1]. One of the
foremost models proposed for T- cell activation of naive T
cells to effector T cells requires several protein motes that
interact with one another at the junction of T cells and
antigen- presenting cells (APCs) and consists of two signals.
The first signal is handed by the commerce between a
polymorphic receptor expressed on T cells and its ligand on
the target cells or the APC as a MHC. The particularity of the
vulnerable response is determined by engagement of the T-
cell receptors by peptide antigens bound within the groove of
MHC proteins expressed on the face of APCs. These APCs
generally include dendritic cells, macrophages and B-
lymphocytes. The alternate signal is handed by adhesion
motes and/ or costimulatory ligands on the APC through
corresponding counter-receptors on the T cells. Once the T
cells are actuated, they suffer clonal expansion to produce the
vulnerable response. During the wvulnerable response
generation, the costimulatory signal (signal 2) is delivered by
cell adhesion motes, including CD2-CD58, LFA-1-ICAM-1
(CD11a-CD18-CD54) and CD28-B7 (CD28-CD80). The
activation of effector T cells occurs through a multistep
process actuated by signal 1 and 2 with different adhesion
motes to induce the vulnerable response.The vulnerable
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system can also beget pathological consequences due to References

colorful reasons. One of the first consequences occurs in the
normal vulnerable system when a healthy vulnerable
response to a transplant leads to transplant rejection. An
alternate case is when forbearance to tone is deregulated,
leading to autoimmune conditions. Although the vulnerable
system is well regulated, autoimmunity occurs when
autoreactive vulnerable cells are started to spark their
responses against tone- napkins. This happens due to a lack
of immunotolerance or to a breakdown of the medium that
controls vulnerable forbearance, performing in failure of the
host system to distinguish tone from nonself cells.
Autoimmune conditions may affect a single organ or
multiple organs. Organ-specific conditions include celiac
complaint, Type 1 diabetes mellitus, multiple sclerosis (MS)
and myasthenia gravis. Systemic conditions include
rheumatoid arthritis (RA) and systemic lupus erythematosus
(SLE) (4 — 6). Another case occurs when the vulnerable
system becomes overreactive to inoffensive antigens,
leading to mislike or acuity. In all of the below pathological
cases, immunomodulation is necessary to control the
consequences of a deregulated vulnerable system.
Immunomodulation agents can be separated into different
orders, depending on their conduct. For illustration, agents
that suppress or block the vulnerable system as in the case
of autoimmune conditions, mislike/ asthma (5),
inflammation and transplantation; agents that stimulate or
spark the vulnerable system as in the case of viral infections
and cancer; and agents that remove unwanted cellular
subtypes of the vulnerable system via specific antigens as in
the case of autoimmune conditions and cancer. These
modulating agents can be small organic motes, antibodies,
or peptides and peptidomimetics. In the present review, our
focus is on peptides and peptidomimetics that modulate the
vulnerable response. We've covered the places of peptides
and peptidomimetics in immunomodulation and their
possible remedial goods on autoimmune conditions and
cancer. Since the list of autoimmune conditions is long
(further than 100), we've concentrated our review on a many
major autoimmune conditions and have tried to include the
exploration sweats in this area for the once 5 — 7 times.
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