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Abstract

Acute severe ulcerative colitis is a problem that needs to be treated in a hospital with strong medicine like intravenous steroids. One
third of the people with acute severe ulcerative colitis do not get better with steroids and need special treatment to help them. Doctors
can use infliximab or cyclosporine to help these people. They are equally good at helping. However doctors like to use infliximab
because it is easier to use and they know more about it. But some people have already taken infliximab before so doctors are using
cyclosporine often for them. If people with severe ulcerative colitis do not get better with this special treatment they may need to
have surgery to remove their colon.

There is a lot of interest in finding ways to treat acute severe ulcerative colitis so that people do not need to have surgery. Some new
medicines like Janus kinase inhibitors might be helpful when used with steroids from the start or as a treatment but 1more research
is needed to know for sure if they work. Using a lot of infliximab to treat severe ulcerative colitis has had different results but it
might be a good idea for people who are very sick and have a lot of disease in their body. In this article we talk about the ways to
treat acute severe ulcerative colitis and some new ideas that might help people with acute severe ulcerative colitis, in the future.
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I. Introduction

We know some things about Ulcerative colitis. That also known chronic disease. Ulcerative colitis a several causes inflammation
called ulcers, in the inner lining of the large intestine, which includes the colon and the rectum—the end part of the colon. UC is
one of the two main forms of chronic inflammatory disease of the gastrointestinal tract, called inflammatory bowel disease (1BD).
The other form is called Crohn’s disease. Normally, the large intestine absorbs water from stool and changes it from a liquid to a
solid. In UC, the inflammation causes loss of the lining of the colon, leading to bleeding, production of pus, diarrhoea, and abdominal
discomfort.

I.1. Causes of UC

The cause of UC is unknown though theories exist. People with UC have abnormalities of the immune system, but whether these
problems are a cause or a result of the disease is still unclear. The immune system protects people from infection by identifying and
destroying bacteria, viruses, and other potentially harmful foreign substances. With UC, the body’s immune system is believed to
react abnormally to bacteria in the digestive tract. UC sometimes runs in families and research studies have shown that certain gene
abnormalities are found more often in people with UC. sensitivity to certain foods or food products does not cause UC, it may
trigger symptoms in some people. UC is not caused by emotional distress, but the stress of living with UC may contribute to a
worsening of symptoms. In addition, while sensitivity to certain foods or food products does not cause UC, it may trigger symptoms
in some people.
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I.2. Who are at high risk of getting UC

Ulcerative colitis is primarily found in people who are diagnosed with the disease. The increasing number of people getting UC in
the past 50 years is particularly noteworthy. As stated by CDC, the occurrence of UC (the rate of new cases in each year) is between
2.2 and 14.3 cases per 100,000 inhabitants. The medium age at which most people are diagnosed with ulcerative colitis is 35-36
years, but the disease can be found in people of all age groups. The prevalence of ulcerative colitis is greater among men than
women as men are more likely to be diagnosed with it in their 50s and 60s. Caucasians are more likely to get the ulcerative colitis
background than the people of any other racial or ethnic group. This is the reason both ulcerative colitis and Crohn's disease tend to
be more prevalent in the northern climate countries, urban areas, and developed countries. Most of these patterns are on the other
hand gradually changing; for instance, the number of UC patients is rising in some developing countries such as China, India, and
South America. In 2021, IBD was prevalent in 3.8 million individuals, with incident and death ASR of 4.4 and 0.5 respectively. The
overall ASR incidence rate rose between 1990 and 2021 but in the same period ASR% of death, prevalence, and disability-adjusted
life year rates declined. The age-standardized death rate (ASDR) barely increased in most regions and countries from 2019 to 2021.
High-rate regions as Western Europe were still under fungible burdens. East Asian countries, notably China, were under the effect
of a drastic surge in incidence. The ASRs are proportional to the incidence and death with an increase in the socio-demographic
index. By 2035, the IBD incidence and death will ASR gradually decrease.

I.3. Responsible Genetic Factor

A group of scientists has made a finding that ulcerative colitis is likely to be inherited. Namely, during the family risk for getting
IBD it is estimated to be between 1.5 percent and 28 percent for an affected person's first-degree relatives.7 On the one hand,
genetics is surely a key factor, on the other hand, dietary habits, lack of exercise, or exposure to some pollutants could be
environmental factors that trigger the onset, progression, and relapse of the disease. In this light, even though the family history has
a credible influence on the increased risk of IBD, it actually remains impossible to accurately determine who, if any, the family
members are that would develop ulcerative colitis.

People who have relatives diagnosed with ulcerative colitis do not have to take the test right away as a routine measure. If the family
members on that side of the family get symptoms, they also need a check-up by a gastroenterologist. Some conditions come with
symptoms that are almost indistinguishable from IBD, and as such getting a clear diagnosis is vital.

I.4. Symptoms of UC

The most common symptoms of UC are abdominal discomfort and blood or pus in diarrhoea. Other symptoms include:

* anaemia

* fatigue

 fever

¢ nausca

» weight loss

* loss of appetite

* rectal bleeding

* loss of body fluids and nutrients

* skin lesions

 growth failure in children

Most people diagnosed with UC have mild to moderate symptoms. About 10 percent have severe symptoms such as frequent fevers,
bloody diarrhoea, nausea, and severe abdominal cramps.1 UC can also cause problems such as joint pain, eye irritation, kidney
stones, liver disease, and osteoporosis. Scientists do not know why these problems occur, but they think these complications may
be the result of inflammation triggered by the immune system. Some of these problems go away when UC is treated. Different
varieties of ulcerative colitis and their associated symptoms. The manifestations of ulcerative colitis will be different based on the
degree of inflammation and the position of the disease within the large intestine. Therefore, you must know which part of your large
bowel is affected. Here are some of the most widely seen forms of ulcerative colitis &bull;

1.4.1. Ulcerative proctitis
The inflammation and irritable bowel syndromes are confined solely to the rectum (usually no more than six inches of the rectum)
and does not mean that the patient has a higher risk of increased cancer. The symptoms consist of rectal bleeding, urgency, and
rectal pain. &bull;

1.4.2. Left-sided colitis
This type of colitis is characterized by the continuous inflammation that starts at the rectum and goes up to the splenic flexure (a
bend in the colon that is located near the spleen in the upper left abdomen). Proctosigmoiditis is also a kind of left-sided colitis.
Symptoms of this condition are as follows: loss of appetite, weight loss, bloody diarrhoea, and pain on the left side of the abdomen.

1.4.3. Extensive Colitis
Affects the entire colon continuous inflammation that begins at the rectum and extends beyond the splenic flexure. Symptoms
include loss of appetite, bloody diarrhoea, abdominal pain, and weight loss.
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1. Pathophysiology

UC, as a recurrent and refractory digestive disease, is closely associated with colorectal cancer, but the exact aetiology has not yet
been determined (13). UC is greater customary in developed international locations than in growing countries, however the incidence
in creating nations is getting greater and higher. The gut microbiota, mucosal barrier damage, and immune response regulation are
affected by nutritional imbalance and dietary factors. While UC can occur in people of any age, it usually develops between the
ages of 15 and 30and less frequently between the ages of 60 and 80. The disease affects men and women equally. People with a
family member or first-degree relative with an IBD are at higher risk for developing UC, as are Caucasians and people of Jewish
descent. The pathogenesis of UC is driven by gene-environment interactions leading to an abnormal immune system response to
the intestinal microbiome. More than 200 genetic loci have been associated with UC. Environmental exposures may predispose an
individual to UC by influencing the diversity and composition of the 1 trillion bacteria, viruses, and fungi that form the intestinal

microbiome.

Figure 1. The Pathogenesis of Ulcerative Colitis With the Immunological Targets of Biologics and Oral Small Molecules
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I11. Diagnosis &Testing of uc

Health care personnel do a colonoscopy and collect tissue samples, called biopsies, from the inside of the colon for the diagnosis of
ulcerative colitis. The possibilities of other forms of inflammatory bowel disease, such as Crohn's disease, can be ruled out with the
help of additional tests like stool tests, MRI, and CT scans. Inclusion of one or more of the below tests and processes would be on
recommendations as part of the course of treatment for someone with ulcerative colitis.

3.1. Laboratory tests:

3.1.1. Blood tests: The doctor might recommend blood tests to look for anaemia or indications of infections. Anaemia is a medical
condition that results in the body not having the required amount of red blood cells to carry oxygen to the organs. In some cases,
they also look for signs of inflammation.

3.1.2. Stool studies: The presence of white blood cells or some proteins in stool can be helpful in the diagnosis of ulcerative colitis.
A stool sample can also rule out other problems such as bacterial, viral or parasitic infections.

3.2. Endoscopic processes

3.2.1. Colonoscopy: Using a slender and flexible light with a camera at the end, the healthcare professional is allowed to check the
entire intestine. They take tissue samples during the therapy for testing in the laboratory. This procedure is called a biopsy. One of
these tissue samples is required for the identification.

3.2.2. Flexible sigmoidoscopy: As with colonoscopy, flexible sigmoidoscopy features a thin, flexible, and lighted tube with a camera
attached to it but the tube is shorter. This test is designed for the rectum and sigmoid colon, the final part of the colon. When the
colon is highly inflamed, this test may be done instead of a full colonoscopy.

3.3. Imaging procedures

3.3.1. X-ray: If dyspeptic symptoms are very severe, a standard X-ray of the abdomen is done firstly to exclude the possibility of
dilated colon. Dilation of the colon can have serious complications, such as toxic megacolon and perforation.

3.3.2. CT scan: A CT scan of either the abdomen or pelvis may be performed to assist in checking the inflammation. It may also
be carried out to rule out the presence of an abscess or other sources of pain.

3.3.3. CT enterography and magnetic resonance (MR) enterography: A health professional may suggest one of these noninvasive
tests, to rule out the inflammation in the small intestine. These tests are more sensitive to detect inflammation than conventional
imaging tests. MR enterography is a radiation-free alternative toother diagnostic imaging modalities.
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Type of Common findings in UC Notes

IV. Endoscopy target for disease clearance in UC

The goal of treatment for Ulcerative Colitis or UC is to clear up the disease. Mucosal healing, which is also called MH is a goal for
treatment. It is recommended for patients with Inflammatory Bowel Disease or IBD. It is included in the STRIDE-2 plan for long-
term treatment of UC. This is because mucosal healing is related to a favourable course of the disease. There are scores that doctors
use to measure the severity of UC. The Mayo Endoscopic Score or MES is the commonly used score in clinical practice and trials.
It is easy to use and gives a visual representation of the degree of inflammation in UC. The score ranges from 0 to 3. Another score
that is used is the Ulcerative Colitis Endoscopic Index of Severity or UCEIS. UCEIS is also established in the STRIDE-2 plan. It
includes three descriptors: pattern, bleeding and erosions and ulcers. UCEIS is more accurate in describing the severity of the lesions.
How well patients respond to treatment. This is because it considers the size and depth of ulcers. Both MES and UCEIS describe
the severely affected area of the colon but they do not describe the extent and location of the inflammation. Mucosal healing is often
defined as an MES of 0 or 1. However complete endoscopic healing, which is an MES of 0 is associated with outcomes. Therefore
doctors should consider concepts, such as endoscopic improvement and endoscopic remission. Endoscopic improvement is an MES
of 0 or 1 and endoscopic remission is an MES of 0 or a UCEIS of 0. Several studies have shown that patients with an MES of 0
have outcomes than those with an MES of 1. In two studies patients with an MES of 1 had a rate of relapse than those with an MES
of 0. A recent meta-analysis found that patients with an MES of 1 had a risk of relapse than those with an MES of 0. Another meta-
analysis found that achieving remission, which is an MES of 0 had a 52% lower risk of clinical relapse. A recent study compared
patients with UC who did not have disease clearance and those who did. Disease clearance was defined as clinical, endoscopic and
histological remission. The study found that patients who achieved disease clearance had a risk of hospitalization and surgery. This
shows that achieving disease clearance is associated with outcomes. In summary an MES of 0 should be the goal of treatment for
UC. This is because it predicts an outcome. Endoscopy is a tool for demonstrating mucosal inflammation and defining the extent of
the disease. The Mayo Endoscopic Subscore provides a measure of endoscopic severity throughout the colon. Colonoscopy with
intubation of the ileum is recommended for patients with suspected IBD. UC typically involves the rectum. Extends proximally in
a continuous circumferential pattern. It can be classified as proctitis sided colitis or extensive colitis. The severity of UC can be
measured by the mucosal changes. Mild disease is associated with erythema, vascular congestion and partial loss of the vascular
pattern. Moderate disease shows loss of the vascular pattern, adherent blood, erosions and mucosal friability. Severe disease is
characterized by bleeding and ulceration. In UC ulcers occur within inflamed mucosa whereas in Crohn’s disease the adjacent
mucosa may appear normal. There are some variants and challenges in diagnosing UC. Recognized variants include sparing,
particularly in patients with primary sclerosing cholangitis and peri-appendiceal patchy inflammation. Some patients, those, with
extensive colitis exhibit backwash ileitis, which can make it difficult to distinguish from Crohn’s disease. Magnetic resonance
enterography can help diagnose backwash ileitis. It shows valve gaping and terminal ileal dilatation whereas increased bowel wall
thickness is more suggestive of Crohn’s disease.
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V. Histopathology for Accurate Classification

Biopsy method and the histopathological analysis are both crucial for the precise classification and the separation of UC from other
types of colitis. No less than a pair of biopsy specimens must be obtained from each of the six examined places including the terminal
ileum, ascending, transverse, descending, and sigmoid colon, and rectum. The selected samples must be macroscopically normal
mucosa and be fixed right after collection in buffered formalin .The typical histological deviations seen in the case of UC are crypt
architectural distortion, mucosal atrophy, and a diffuse transmucosal inflammatory infiltrate with basal plasmacytosis, where
cryptitis and crypt abscesses are the features of active disease .There are not all characteristics in stage 1 disease, which highlights
the function of basal plasmacytosis as a marker that appears early and is different from others [1].;In histological terms, crypt
architectural distortion can be seen in the absence of early disease and is reported in just 20% of patients who experience symptoms
a fortnight before diagnosis. By contrast, basal plasmacytosis appears earlier and has high predictive value for UC, helping to
distinguish it from infectious colitis, in which crypt architecture is usually preserved.

VI. Biomarkers of UC

The existing research work being carried out on Ulcerative Colitis (UC)being biomarkers which currently deal mainly with the
conversion of the invasive procedures from colonoscopies to the modern non-invasive, molecular-based device handling of the
disease activity and response to treatment prediction are impacting massively on this field.

6.1. Confirmed Clinical Biomarkers

Even if numerous new markers continue emerging, the ones listed in the most recent clinical guidelines, like the ones the American
Gastroenterological Association (AGA) have put out, stress the following three primarily non-invasive means of monitoring:

6.1.1. Fecal Calprotectin (FCP): the most common marker of mucosal inflammation, neutrophil-derived protein. Typically, the
active inflammation in patients that are in symptomatic remission is ruled out through a FCP level <150 1¥g/g.

6.1.2. Fecal Lactoferrin: An iron-binding glycoprotein found in neutrophils, used similarly to calprotectin to identify active
Inflammatory Bowel Disease (IBD).C-Reactive Protein (CRP) is a serum substance synthesized by the liver during acute-phase
response. Although it is a nonspecific indicator, its utilization in monitoring control of flare and effect of treatment is very efficient;
particularly it gives reliable results in severe cases.

6.2. The Newest Molecular and Genetic Biomarkers
The notable research articles published recently speak of groundbreaking candidates for specific UC activity.

6.2.1. MicroRNAs (miRNAs): The study reflected in PMC shows the most significant hallmarks of diagnostics, namely miR-21,
miR-126, and miR-146b-5p. For instance, the increase in the level of miR-126 in the active UC tissues associated with healthy
controls was the 18-fold increase.

6.2.2. Gene Signatures:

Lipid Metabolism Genes: The novel diagnostic markers such as ABCD3 (AUC =0.9185) and NR3C2 (AUC = 0.9025) are identified
using machine learning.

6.2.3. Hub Genes: The case studies published in Scientific Reports report that CXCL1, CYP2R1, LPCAT1, and NEU4 are the
significant activity markers associated with immune cell infiltration.

6.2.4. PARP8: Cited as a potential biomarker correlating positively to the presence of neutrophils and M1 macrophages.
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6.3. Prognostic and Investigative Markers

6.3.1. CAR and NAR Ratios: The cattle study CRP-to-Albumin Ratio (CAR) and the Neutrophil-to-Albumin Ratio (NAR) although
the same are different are discovered as the earliest signs of treatment effectiveness, particularly for biologics besides infliximab.

6.3.2. Anti-integrin avfi6 Antibodies: These antibodies are present in 92% of patients with UC (compared to 5.2% of healthy controls)
indicating very high specificity to the diagnosis and monitoring of the disease.

6.3.3. Fecal Metabolites: Certain compounds such as L-tryptophan and succinic acid are found in much larger amounts during UC
exacerbation, however, lithocholic acid is joined with remission.

Biomarkers in UC
|

Primary Biomarkers Diagnostic tools Emerging Biomarkers

§
Serum CRP &55  Reagentkit Serum avi6
autoantibocies
©
h‘ Facal Faecal metatolome
< calprotectin o Multacterial signatures
panets
Mult-Omics q "
@ MPO t Sut
kS microbiola
Diagnostic tools

Figuee | Blasmurkies and dighansti eocls in UC

lable 1 summarizes representative biomarkers categonized by type, target, chimeal relevance, and dingnostic accuracy
paramelers

While traditional biomarkess remain effective for activity monitoring. mult-omics and microbiome-based models
promise greater specificity and long-term prognostic power, praviding a stronger foundation for personalized therapy

Uleerative colitis (UC)

Stable UC in remission UC exacorbaton
Measute blomarkers every 3-6 months RIO intestinal infection / poor compliance
Increase in bomarker levels Stool exam / cullure (especially in bopical counlries)
(Suggesting impending refapse) Serum CRP levels, fecal MPO / calprotectin / lacloferrin
Ensure compliance or add azathioprine Infensive management in case of severe disease
Stop up UC treatment Day 3" stool frequancy 8, abnormal radiology
i CRP »45 mglL
Y
Close follow-up til biomarkers Jevels | Surgical consultation / stoma therapist involvement

Figuee 1: Algorithm for clinical use of blomarkers In ulcerative colitls

VII. Treatment Of UC

Treatment for UC depends on the severity of the disease and its symptoms. Each person experiences UC differently, so treatment is
adjusted for each individual. Medication Therapy While no medication cures UC, many can reduce symptoms. The goals of
medication therapy are to induce and maintain remission periods when the symptoms go away for months or even years—and to
improve quality of life. Many people with UC require medication therapy indefinitely, unless they have their colon and rectum
surgically removed. The type of medication prescribed depends on the severity of the UC.

7.1. Aminosalicylates: Aminosalicylates, medications that contain 5-aminosalicyclic acid (5-ASA), help control inflammation. One
medication, sulfasalazine (Azulfidine), is a combination of sulfapyridine and 5-ASA.
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Treatment Algorithm for Mild to Moderate Ulcerative Colitis
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Figure 1. Treatment Algorithm for Mild to Moderate Ulcerative Colits.

The sulfapyridine component carries the anti-inflammatory 5-ASA to the intestine. Sulfapyridine may lead to side effects such as
nausea, vomiting, heartburn, diarrhoea, and headache. Other 5-ASA agents, such as olsalazine (Dipentum), mesalamine (Asacol,
Canasa, Lialda, Rowasa), and balsalazide (Colazal), cause fewer side effects, and can be used by people who cannot take
sulfasalazine. Depending on which parts of the colon and rectum are affected by UC, 5-ASAs can be given orally;
through a rectal suppository, a small plug of medication inserted in the rectum; or through an enema—Iiquid medication
put into the rectum. Unless the UC symptoms are severe, people are usually first treated with aminosalicylates. These
medications are also used when symptoms return after a period of remission.

Treatment Algorithm for Moderate to Severe Ulcerative Colitis
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7.2. Infliximab: (Remicade) is one of the agents that fall under the category of anti-tumor necrosis factor (anti-TNF) that are
recommended for use in patients with UC who fail or cannot use the other medications or 5-ASAs. Patients on Infliximab must also
be given immunomodulators, which are used for the prevention of the allergic reactions. This immunosuppressive drugs main action
is to inhibit a type of protein called TNF from binding with its receptor, which prevents further intestinal inflammation. The drug is
administered intravenously, meaning it is directly infused into the bloodstream through a catheter-that is connected to a vein in the
arm- and it is done every 6 to 8 weeks at either the hospital or outpatient settings. Some may have the side effects of toxicity and
becoming more susceptible to infections, especially tuberculosis. Different medicines can be taken to control the symptoms of
anxiety or pain, to defer other problems like diarrhoea, or to get rid of the infection.

7.3. Immunomodulatory Azathioprine, immunomodulators such as (Imuran, Azasan) 6-mercaptopurine (6-MP) (Purinethol), and
cyclosporine (Neoral, Sandimmun, Sandimmune), respectively, are agents that have the function of the immune system. They are
used for patients who do not respond to cocosteroids- AZAs. Immunomodulators are prescribed per os, but they have slow onset of
action and can take 3-6 months to become effective. Complications such as nausea, vomiting, fatigue, pancreatitis, hepatitis, a
decreased WBC count, and an increased risk of infection are observed in the people taking these drugs are monitored. Cyclosporine,
is used only for extremely sick UC cases, because the frequent side effect of it is toxicity, meaning it can cause long-term effects on
the body. In addition, medication has the side effect of serial toxicity which indicates that it causes terrible consequences in the
human body through time. Protein called TNF from binding with its receptor, which prevents further intestinal inflammation. The
drug is administered intravenously, meaning it is directly infused into the bloodstream through a catheter-that is connected to a vein
in the arm- and it is done every 6 to 8 weeks at either the hospital or outpatient settings. Some may have the side effects of toxicity
and becoming more susceptible to infections, especially tuberculosis. Different medicines can be taken to control the symptoms of
anxiety or pain, to defer other problems like diarrhoea, or to get rid of the infection.
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Table 2 Comparison of UC Treatment Strategies
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7.4. Corticosteroid: Corticosteroids, prednisolone, methylprednisolone, and hydrocortisone are medications that can also decrease
inflammation. They are offered to patients enduring more acute manifestations and those who are not responsive to 5-ASAs. Also
referred to as steroids, corticosteroids might be used in various ways; they can be taken by mouth, or infused intravenously, or
delivered through an enema, rectal foam, or a suppository depending on what parts of the colon and rectum are influenced by UC.
Among the side effects are weight gain, acne, facial hair, hypertension, diabetes, mood swings, impaired bone mass, and a rise in
the risk of infection. Today people use these drugs only occasionally because side effects are often harsh; because of this, steroids
are not ordinarily recommended for long-term use. Steroids are generally prescribed for a time frame and then stopped once the
colon is healed. The remaining medications used for UC are prescribed for persistent manifestation control.

Table. Therapies for Ulcerative Colitis (UC) From Randomized Clinical Trials (continued)

Efficacy at primary
Mechanism end point from
of action use Dose and

ACT 1 and 2 induc

Adalimumab

Vedolizuma

Ustekinumat

7.5. Biological therapies: The human-based and animal-based therapies produced from protein living organisms are. These
medications are anti-antibodies that block some proteins in the body from causing inflammation. These medicines are now available
in an injectable format or as an intra-venous infusion (through veins). In the list of biopharmaceuticals, one can also find the
biosimilar drugs. These are the biosimilars whose aim is to be almost exact copies of other previously approved biologic therapies
that are known as the originator drug or reference product. They are identical in safety and efficacy as well as the original
medications they are taken the same way.
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Table. Therapies for icerative Colitis (UC) From Randomized Clinical Trials (continued)
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7.6. Janus kinase inhibitors (JAK Inhibitors): These pills that are now on the market have to be taken as they are not absorbed
directly into the blood but instead are broken down in the gastrointestinal tract after ingestion and then transported to the bloodstream
via the intestinal wall. Since these molecules are found in a very

small size, they get easily dissolved in the blood and can reach any body part even the immune system. In contrast to some of the
other oral drugs, these agents are not only faster to act but also can lead to and sustain remission. Their main indication is ulcerative
colitis.

Table. Therapies tinical Trials
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VIII. Non pharmaceutical therapy

Surgical intervention, being the major problem for the inflammatory bowel disease, has become less important with the development
of a new generation of medical therapies. A significant portion of the people who are diagnosed with inflammatory bowel disease
will, before long, need to have surgery. However, some of these symptoms may also suggest the need for an operation before the
actual diagnosis has been made. Emergency surgery is needed for the cases of toxic megacolon, colonic perforation and refractory
hemorrhage while planned operations are for medically refractory disease, medication intolerance, endoscopically unresectable
dysplasia, and colorectal cancer. The most common technique is the restoration of the bowel through proctocolectomy and the
implantation of an ileal pouch to the rectum with an anal anastomosis (IPAA) because this procedure frees from permanent stoma.
To avoid complications such as anastomotic leak, pelvic sepsis, and pouch dysfunction surgery is performed in a staged manner.
Those patients with a poor nutritional state or aggressive disease often are candidates for the three-stage protocol: subtotal colectomy
with end ileostomy initially, then, completion proctectomy with IPAA and diverting loop ileostomy, finally, closure of the ileostomy.
The involvement of complications following colectomy in around 1/3 patients is introduced. Initial issues are brought up as infection
and ileus, and later on are presented as pouchitis and faecal incontinence. Despite improvements in technique, about 10% of pouches
need to be removed or diverted permanently within a period of 10 years. Instead of operation, it is the long-term healing of the
mucosa that has become a central target in UC. The STRIDE-II guidelines advocate the utilization of either sigmoidoscopy or
colonoscopy to monitor mucosal healing in the context of a treat-to-target strategy, which joins medical management to objective
endoscopic outcomes.

IX. Future therapy

The health-related and social issues of ulcerative colitis stem from its wide range of causes and powerful super viruses as a result
tissue viruses. Ulcerative colitis also has a complicated etiology and pathogenesis, which includes genetic disposition, the state of
the immune system, the environmental factors, the presence of infectious agents, as well as the imbalance between intestinal flora,
which among other elements trigger the disease. Notably, ulcerative colitis has a fairly complex pathos that is not comprehended by
health experts yet. It entails the involvement of cytokines that are released from macrophages, the main immune system that gets
affected, and the possibility that the dysfunction of these cells is one of the core pathogenesis of the disease. Besides, at present, the
most effective instrument in UC diagnosis is the colonoscopy but it is constrained by its being invasive. Medical imaging and other
diagnostic tools that will be advanced more include ultrasound, magnetic resonance, calprotectin, and CRP which can actually
substitute some tests. As mentioned previously, new targeted therapies that are progressing quickly, such as hormones, cytokines,
and immunomodulators, are also coming up with more solutions for UC treatment. Investigating novel bile acid receptor pathways
as therapeutic strategies in ulcerative colitis is under progress. Farnesoid X receptor (FXR) is one of the main targets because it is
responsible for regulation of mucosal immunity and intestinal barrier function. Agents that activate FXR (farnesoid X receptor) like
obeticholic and cilofexor are considered as the techniques to restore epithelial homeostasis through the process of inflammation
similar to what drugs, such as multitargets, might do.
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X. Prognosis and complications

More often than not, it is the postoperative ileus that these patients face and other conditions like ischuria and wound infections also
do accompany them. A similar adverse effect resulting from the inflammatory colitis is the toxic megacolon, which exhibits the
presence of small and insignificant colon perforations. A sigmoid perforation was reported by a study as well as colovesicular and
colocutaneous fistula diseases in a 43-year-old man, who had a history of UC and the patient underwent repeated surgeries. A deeper
look into the circumstances revealed that he had diverticulitis along with UC as the cause of his condition. Only a few instances of
perforated diverticulitis associated with UC could be found in medical literature, so the diagnosis is often more challenging.
Furthermore, the study showed that the IBD prone people also have high cardiovascular diseases. High-risk postoperative
complications have been observed among older patients and those who have more than one underlying illness.

Post-operative
recovery.

B i. Post-prandial state ii. Post RIGHT colectomy . Post LEFT/SIGMOID colectomy

XI. Surgery intervention

The medication or exercise habits of the patient are the two forms of treatment for the first stages of UC which is medication or
good lifestyle practices. Eating chop suey in the cafeteria and having a bad sleep at night are the two causes which encourage a
short-lived stress response. According to the survey, as much as 20-30% of the patients with severe ulcerative colitis have either
inadequate reaction to medication or have an acute colitis onset that requires surgery. Emergency patients had the surgical indexes
complicated with massive gastrointestinal bleeding, intestinal mucosa perforation, complicated with toxic paralysis, megacolon and
ineffective medical treatment. The patients undergoing elective surgery were indicated to be complicated with intestinal carcinoma.
The target of surgical intervention is to restore the patient's health through the elimination of the load on the colon. The major
operations other than the removal of the rectal stump are subtotal colectomy and brief ileostomy. The surgeons' actions are aimed
at restoring health and thus help with the patients by giving the burden of the colon. Apart from the rectal stump that has to be
removed, the most significant surgical methods are subtotal colectomy and temporary ileostomy. The study has shown that patients
with UC who have undergone a long-term illness are more prone to develop colorectal cancer. Many ulcerative colitis individuals
have a good reaction to medical treatment and may not even have to go through the operation. Nevertheless, by the end of 30 years,
almost one-third of those with ulcerative colitis will have to undergo surgery at some time in their lives. In some cases, the operation
is necessary for the treatment of multiple complications. Among these are arterial bleeding of the intestinal ulcer, intestinal
perforation (hole), and a toxic megacolon. Surgery also can be discussed if all of the colon and the rectum (a proctocolectomy) are
removed when the medicines are not controlling the disease well anymore or when there are precancerous changes in the colon.
Ulcerative colitis is an illness that deals with the immune system, and the more frequent signs that occurred after surgery, like joint
pain or skin disorders, may be on the list and start again, even if the colon is taken out.
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A proctocolectomy is followed by one of the following operations:

11.1. lleoanal pouch anastomosis, also called “pouch surgery,” makes it possible for people with UC to have normal
bowel movements, because it preserves part of the anus. For this operation, the surgeon preserves the outer muscles
of the rectum during the proctocolectomy. The ileum—the lower end of the small intestine—is then pulled through the
remaining rectum and joined to the anus, creating a pouch. Waste is stored in the pouch and passes through the anus
in the usual manner. Bowel movements may be frequent and watery than before the procedure. Inflammation of the
pouch, called pouchitis, is a possible complication and can lead to symptoms such as increased diarrhea, rectal

bleeding, and loss of bowel control. Pouch surgery is the first type of surgery considered for UC because it avoids a
long-term ileostomy

11.2. lleostomy is an operation that attaches the ileum to an opening made in the abdomen, called a stoma. The stoma
is about the size of a quarter and is usually located in the lower right part of the abdomen near the beltline. An
ostomy pouch is then attached to the stoma and worn outside the body to collect stool. The pouch needs to be emptied
several times a day. An ileostomy performed for UC is usually permanent. A specially trained nurse will teach the
person how to clean, care for, and change the ostomy pouch and how to protect the skin around the stoma. The type
of surgery recommended will be based on the severity of the disease and the person’s needs, expectations, and lifestyle.
People faced with this decision should get as much information as possible by talking with their doctors; enterostomal
therapists, nurses who work with colon surgery patients; other health care professionals; and people who have had colon
surgery. Patient advocacy organizations can provide information about support groups and other resources.

lleum

lleal reservoir

Rectal cuff

Anal
sphincter

Anus

Ileoanal pouch anastomosis

XII. Follow up & Monitoring

The best way to create patient understanding and engagement in their care is to be clear and straight-to-the-point. Clinical parameters
should be evaluated every 3 months during the period of ongoing clinical activity. Following the cessation of symptoms clinical
assessments should be conducted every 6-12 months. Colonoscopies should be done every 1-5 years for suspected flares and to
make sure of colorectal dysplasia with the use of dye-spray chromoendoscopy preferred. Unquestionable each time in the case of
acute severe ulcerative colitis (as per Truelove and Witts), the essential part is intravenous steroids. For those unable to respond to
intravenous steroids, a day 3 decision is essential, using some of the different indices as a guideline. Otherwise, either ciclosporin
or infliximab may become the rescue medicine, it is worth noting that even trials have not observed any efficacy difference between
the two options. Noteworthy, at the time of considering rescue therapy, it is crucial to look at surgical options too.
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XIII. Diet, and Nutrition For UC

Dietary changes may help reduce UC symptoms.

A recommended diet will depend on the person’s symptoms, medications, and reactions to food. General dietary tips that
may alleviate symptoms include:

« eating smaller meals more often

« avoiding carbonated drinks

« eating bland foods

« avoiding high-fibre foods such as cornand nuts

For people with UC who do not absorb enough nutrients, vitamin and nutritional supplements may be recommended.

XI1V. Conclusion

The end of the article is about the management of UC that is a particular stage across its remission induction to maintenance and
acute treat-can be done only by whole individual-made method related to the severity of the disease and the patient's reaction to a
particular therapy. In the case of mild to moderate UC, oral mesalazine at higher doses and colonic-released budesonide have shown
efficacy, and combined therapies are the best option compared to monotherapies. For patients who show inadequate response, the
additional topical steroids and the use of systemic corticosteroids, on the other hand, are the possible alternatives, while the use of
thiopurines is not recommended because they have a longer period of onset. In the case of chronic treatments, the use of the same
type of mesalazine formulations is crucial in reducing the risk of relapses, while the use of thiopurines is an option only for patients
who are intolerable to mesalazine. In moderate to severe UC, the introduction of biologic therapies such as anti-TNF agents,
vedolizumab, ustekinumab, and oral small molecules such as Janus kinase inhibitors has resulted in disease control for patients who
are steroid refractory or dependent. For acute severe UC, prompt initiation of corticosteroids and multidisciplinary management,
particularly in collaboration with IBD surgeons, remains crucial, with salvage options such as infliximab and cyclosporine available
for patients who do not respond. Overall, effective treatment requires close monitoring and an individualized approach to achieve
optimal clinical and endoscopic responses and improve the quality of life for patients with UC.

Summary of UC
Points to Remember

* Ulcerative colitis (UC) is a chronic, or long-lasting, disease that causes inflammation and sores, called ulcers, in the inner lining
of the colon and rectum.

* Ulcerative colitis is one of the two main forms of chronic inflammatory disease of the gastrointestinal tract, called inflammatory
bowel disease (IBD).

* The most common symptoms of UC are abdominal discomfort and bloody diarrhoea.

* Flexible sigmoidoscopy and colonoscopy are the most accurate methods for diagnosing UC and ruling out other possible
conditions, such as Crohn’s disease, diverticular disease, or cancer.
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* Treatment for UC depends on the severity of the disease and its symptoms. Each person experiences UC differently, so treatment
is adjusted for each individual. Treatment may include medication therapy, hospitalization, or surgery to remove the rectum and

part or all of the colon.

* Most people with UC never develop colon cancer, but two factors that increase the risk are the duration of the disease and how

much of the colon is affected.
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