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ABSTRACT 
Endometrial cancer is the most prevalent form of 

gynecologic cancer in the United States, and the annual 

incidence rates are only expected to continue rising. The 

majority of women arrive with symptoms that are early in 

the illness's progression; nevertheless, severe disease bears 

a far more dire prognosis. As a direct consequence of this, 

new therapeutic approaches are now being researched for 

the purpose of treating endometrial cancer. These 

advancements include a greater knowledge of the genetic 

underpinnings around the development of endometrial 

cancer, new molecular targets for the therapy of this illness, 

and newer surgical approaches. This review is an analysis 

of the published research on the various developments of 

endometrial cancer. 
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I. INTRODUCTION 
 

In the United States of America in the year 

2017, it is anticipated that there will be approximately 

60,050 newly diagnosed cases of endometrial cancer, 

and 10,470 fatalities related to the disease. It is 

anticipated that the number of cases of endocrine cancer 

will increase by one to two percent annually1. The 

majority of women who are diagnosed with an early 

stage or recurring disease have a good chance of having 

a favourable outcome to their medical situation. Testing 

is now being done on new treatments for endometrial 

cancer because the disease burden associated with it is 

increasing. Treatment options for endometrial cancer 

change depending on the severity of the disease as well 

as the stage it is in. Surgical hysterectomy and bilateral 

salpingopharyngeal excision are currently the procedures 

that are considered to be the gold standard for treating 

and staging endometrial cancer. In spite of the fact that 

lymphadenectomy is still a disputed issue, medical 

professionals in the United States do the treatment on a 

routine basis based on variables such as the stage of the 

tumour, the degree of invasion, and its size. It has been 

advocated that SLN sampling be performed rather than 

the conventional hysterectomy and comprehensive 

lymphadenectomy. Adjuvant radiation, chemotherapy, or 

both may be necessary for patients who have undergone 

surgical treatment for their cancer, depending on the 

stage of the disease and any other pathologic 

characteristics that may be present. 

 

II. ETIOLOGY 
 

An uninterrupted proliferation of uterine tissue 

that is hormone-stimulated and proliferates unopposed 

by progesterone or progestin, resulting in simple to 

complicated endometrial hyperplasia, is thought to be 

the underlying pathology of the vast majority of 

endometrial stromal cancers (ERCCs), according to the 

consensus of current medical research. This theory is 

supported by the fact that the vast majority of ERCCs 

have been found in women who did not have a (EH). 

Atypical precancerous lesions, such as endometrial 

intraepithelial neoplasia (EIN), which can be identified 

histologically, have the potential to develop into 

endometrioid carcinoma. Endometrioid carcinoma is 

distinguished by stromal and/or myometrial invasion, 

PTEN mutations and, more frequently, KRAS2 

mutations, as well as microsatellite instability caused by 

a defect in mismatch repair (MMR (ER and PR). Other 

potential etiologic factors, such as insulin resistance and 

hyperandrogenemia, have not yet been able to fill out 

these endometrial carcinogenic pathways. The 

endometrium, which is the inner lining of the uterus, is 

composed of two layers: the functional layer and the 

basal layer. Because it is susceptible to hormones, 

women experience a cyclical shedding of their functional 

layer in conjunction with menstruation. Both oestrogen 

and progesterone are required for the maintenance of an 

endometrial lining that is in good health. For example, 

obesity and anovulation both have the potential to 

contribute to an increase in the amount of endometrial 
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lining that is deposited. These alterations carry with 

them the risk of developing endometrial hyperplasia as 

well as cancer. No matter where it originated, 

endometrial tissue always exits the body through the 

vaginal canal and into the uterine cavity. Therefore, a 

heavy monthly flow or bleeding beyond menopause may 

be early signs of endometrial cancer. Because this 

symptom appears early on in the progression of the 

disease, the vast majority of women are able to diagnose 

the condition at a more manageable stage. 

 

 
 Fig 1:  Female Reproductive System 

 

III. ENDOMETRIAL CANCER VS 

GENETIC 
 

Endometrial cancer is the most prevalent type 

of uterine cancer and the fourth most frequent 

reproductive cancer in the world. The highest incidence 

rates of endometrial cancer can be found in developed 

nations. It is estimated that three percent of all women 

may get endometrial cancer at some point in their lives. 

Endometrial cancer was the biggest cause of death in 

Brazil in 2015, accounting for 1,454 deaths. It is 

estimated that endometrial cancer will generate 6,540 

new cases in the year 2020. Uterine cancer has an annual 

incidence of 63,230 cases and a fatality rate of 11,350 in 

2018. This places it as the fourth most common cancer in 

women and the fifth most common cause of cancer death 

in the United States. There are numerous subtypes of 

endometrial cancer, and each of these subtypes has its 

own unique aetiology, microscopical characteristics, 

behaviour, and outlook. The prognosis is favourable for 

patients who have type I endometrioid tumours, which 

are distinguished by their origin from glandular cells in 

the lining of the endometrium and their expression of 

high amounts of oestrogen receptor. A poor prognosis is 

associated with endometrioid tumours of type II, which 

are characterised by their genesis from glandular cells in 

the lining of the endometrium and their expression of 

low amounts of oestrogen receptor. They are responsible 

for eighty to ninety percent of all cases of endometrial 

cancer and for forty percent of all fatalities brought on 

by the disease. Endometrial tumours of the type II 

variety are more likely to spread to other organs, have a 

dismal outlook, and have histological characteristics 

such as serous papillary or clear cell histology. These 

cancers are not estrogen-dependent. According to a 

WHO classification that was just recently updated, there 

are nine distinct subtypes of endometrial cancer. These 

include mucinous carcinoma, endometrioide carcinoma, 

serous carcinoma, serous endometrial intraepithelial 

carcinoma, clear cell carcinoma, neuroendocrine tumour, 

mixed cell adenocarcinoma, and dedifferentiated 

carcinoma. Endometrioid carcinomas and serous 

carcinomas account for 85 percent and 3–10 percent, 

respectively, of all cases of endometrial cancer that are 

detected. However, endometrioid carcinomas are the 

most common type of endometrial cancer. Endometrioid 

carcinomas are considered to be type I tumours, in 

contrast to serous carcinomas, which are considered to 

be type II tumours. 

Over the past decade, there has been a 

concurrent rise in the incidence of uterine cancer, which 

has associated with an increase in mortality rates that are 

comparable to those seen in the 1980s. It's possible that 

factors such as a longer life expectancy, increased 

obesity rates, and shifting reproductive habits among 

women are all contributing causes. In recent months, 

there has been documented evidence of a rise in the 

incidence rate in countries such as Brazil and South 

Africa. 

Because there are no well-established screening 

programmes at this time, the most common and 

successful treatment for malignancies in their early 

stages is a procedure called a total hysterectomy. Due to 

the imprecision of histological examinations, it might be 

challenging to arrive at an accurate estimate of the 

likelihood of developing endometrial cancer. When 

patients are diagnosed in the early stages (I/II), ninety-

four percent of them have abnormal vaginal bleeding. 

After surgery, patients have a survival rate of 77 percent 

after five years and 95 percent after 10 years, showing 

that their outlook is much improved. If discovered in the 

latter stages, however, roughly 14% of patients will 

survive the first five years after their diagnosis (IV). The 

chance of developing endometrial cancer is increased by 

a number of factors, some of which are being overweight 

or obese, not being physically active, having high 

amounts of exogenous oestrogen, and having insulin 

resistance. Heritability rates for endometrial cancer 

range from 27 percent to 52 percent, which results in an 

elevated risk of approximately doubling for women who 

have a family history of the disease. In a prospective 

study involving 203,691 Nordic twins, researchers 
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discovered a cumulative cancer incidence rate of 32 

percent (monozygotic and same-sex dizygotic). 

Following participants for a median of 32 years, the 

authors found a high overall cancer risk within the 

family as well as a high risk for specific cancer types, 

such as uterine malignancies (27 percent; 95 percent 

confidence interval [CI], 11–43 percent). 

As a consequence of this, around 3–5 percent of 

women who have Lynch syndrome also have Lynch 

syndrome, which is an autosomal dominant genetic 

susceptibility to multiple forms of cancer. These forms 

of cancer include gastric, colorectal, ovarian, and 

endometrial cancers. Lynch syndrome is a condition that 

can be caused by mutations in the MLH1, MLH3, 

MSH2, MSH6, PMS2, TGFBR2, or EPCAM genes. 

Since 2014, the Society of Gynecologic Oncology has 

recommended that individuals with endometrial cancer 

undergo testing to determine whether or not they have 

Lynch syndrome. In addition, women who have the 

extremely rare autosomal dominant Cowden syndrome 

have an increased risk of developing endometrial cancer. 

Patients who have pathogenic mutations in their PTEN 

gene are more likely to develop the Cowden syndrome. 

This condition is associated with an increased risk of 

breast, thyroid, renal, colorectal, endometrial, and 

malignant melanoma. It's possible that women who have 

BRCA1 mutations have a higher risk of developing 

serous endometrial cancer. 

Hereditary variables are not typically accounted 

for in clinical prognostic evaluation approaches for 

endometrial cancer because of the link between them 

and the disease. At the moment, stage, lymph node 

involvement, myometrial invasion depth, histology, and 

grade are the characteristics that are utilised to stratify 

patients according to their risk of death. Other variables 

that are being considered for this purpose include age. 

In light of the rising incidence and mortality 

rates associated with the disease, the identification of 

biomarkers and the variables to which they are linked are 

vital to the improvement of risk stratification and the 

early diagnosis of endometrial cancers. A risk factor can 

be anything that raises the likelihood that a person will 

get a disease such as cancer throughout their lifetime. 

Variable cancer kinds each have its own unique set of 

risk factors. It is possible to alter certain risk factors, 

such as one's habit of smoking or amount of time spent 

in the sun. Other aspects, such as a person's age or their 

family history, cannot be changed in any way. Even 

though being exposed to certain risk factors for 

endometrial cancer may increase a woman's likelihood 

of having the disease, these factors do not always lead to 

the development of the condition. Endometrial cancer 

does not affect a large percentage of women, even those 

who have identified risk factors. Cancer of the 

endometrium can develop in women who have no 

identifiable risk factors at all. It is impossible to say for 

certain which of a woman's potential risk factors 

ultimately led to the development of endometrial cancer; 

nonetheless, she may have been exposed to more than 

one. 

 

IV. OBESITY 
 

There is a significant link between being obese 

and having an increased chance of developing 

endometrial cancer, as well as changes in hormone 

levels, which will be covered in more detail in the 

following section. Women who have entered menopause 

are totally reliant on the oestrogen that their bodies 

continue to produce even if they are no longer capable of 

bearing children. The conversion of other hormones, 

which are referred to as androgens, into estrogens can be 

done by fat tissue. As a consequence of this, there is a 

possibility that the levels of oestrogen will be altered, in 

particular after menopause. The presence of more fat 

tissue in a woman raises her oestrogen levels, which in 

turn raises her risk of developing endometrial cancer. 

If a woman has a body mass index (BMI) of 25 

to 29.99, she is considered overweight; however, if she 

has a BMI of 30 or more, her risk of having endometrial 

cancer is three times as high. You may determine your 

body mass index (BMI) with the assistance of our BMI 

calculator. 

After menopause, women who have a history of 

weight cycling, as well as those who are overweight or 

obese during their reproductive years, have an increased 

risk of developing endometrial cancer (often gaining and 

losing significant amounts of weight). 

 

V. HORMONE FACTORS 
 

The majority of occurrences of endometrial 

cancer might be linked to an imbalance in the hormones 

that are present in a woman. Endometrial cancer is 

associated with a number of risk factors, and oestrogen 

levels are one of those risk factors. Before a woman 

reaches menopause, the ovaries are the principal source 

of oestrogen and progesterone, the two primary kinds of 

hormones that are produced by females. 

Each month, a woman's menstrual cycle causes 

a different proportion of these two hormones to be 

present in her body. The endometrium will be in good 

health, and your menstrual periods will be regular as a 

result of this. When a woman's hormone ratio begins to 

shift in favour of oestrogen, the risk of endometrial 

cancer begins to grow. 

Even after menopause, when the ovaries have 

stopped releasing these hormones, a very little amount of 

oestrogen is still created in a woman's adipose tissue on 

a continual basis. Before and after menopause, the body 

is more susceptible to the effects of oestrogen that is 

created from fat. 
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VI. ESTROGEN THERAPY 
 

The use of hormones in the treatment of 

menopausal symptoms is referred to as menopausal 

hormone therapy (or sometimes hormone replacement 

therapy). Oestrogen has a significant role in the 

treatment that is being provided. Oestrogen therapy 

offers women who are going through menopause a 

number of benefits, including the treatment of hot 

flashes, an improvement in vaginal dryness, and the 

prevention of osteoporosis. 

The use of oestrogen alone can increase the risk 

of endometrial cancer in women who still have a 

functioning uterus (without progesterone). In addition to 

the oestrogen, you will need to take a progestin, which 

can be progesterone or a drug that is similar to it. This 

can help lower your risk. This treatment is more properly 

referred to as combination hormone therapy. 

Women who use progesterone and oestrogen in 

order to alleviate menopausal symptoms do not have an 

increased risk of developing endometrial cancer. In any 

event, taking both of these drugs simultaneously raises 

one's risk of developing breast cancer as well as the 

danger of developing potentially fatal blood clots. 

You should talk to your physician about the 

potential risks associated with taking hormones after 

menopause, which can include an increased risk of 

cancer, blood clots, heart attacks, and strokes. 

As is the case with hormones, the 

recommended dosage for any and all pharmaceuticals 

should be kept as low as is practically possible, and the 

duration of their usage should be kept to a minimum. 

When taking any drug for an extended period of time, 

regular checkups with your primary care physician are 

required. Doctors often advise patients to get annual 

pelvic exams. If you notice any abnormal bleeding or 

discharge from your vagina, you should make an 

appointment with a doctor as soon as possible. 

Check out this post in the event that you are 

curious about the potential cancer dangers that are 

related with menopausal hormone therapy and want to 

understand more about them. 

 

VII. BIRTH CONTROL PILLS 
 

It has been demonstrated that women who use 

oral contraceptives have a lower risk of developing 

endometrial cancer. [Citation needed] (birth control 

tablets). If a woman stops taking the pill, she reduces her 

risk of developing breast cancer by at least ten years 

throughout the course of her lifetime. When deciding on 

a method of birth control, the possibility of developing 

endometrial cancer is just one of several factors that 

should be considered. It is highly recommended that you 

discuss the pros and downsides of the various methods 

of birth control with your primary care physician. 

Women who have experienced a greater 

number of menstrual cycles over the course of their 

lifetimes are at an increased risk of developing 

endometrial cancer. If a woman starts menstruation 

before the age of 12, or if she goes through menopause 

later in life, this significantly raises her risk of 

developing breast cancer. Women who enter menopause 

at an earlier age have a reduced likelihood of developing 

irregular menstrual cycles. As opposed to what was 

previously believed to be the case, it is possible that 

women whose periods began later in their teens do not 

have an increased risk of cancer due to late menopause. 

 

VIII. PREGNANCY 
 

The hormonal equilibrium is disrupted during 

pregnancy, resulting in an increase in the amount of 

progesterone that is generated. As a consequence of this, 

having a higher total number of pregnancies is 

associated with a lower likelihood of developing 

endometrial cancer. Women who are pregnant are at a 

larger risk, particularly if they have never before given 

birth to a child (unable to become pregnant). 

 

IX. TAMOXIFEN 
 

Tamoxifen is a medication that fights cancer 

and also plays a role in the treatment of patients who 

have breast cancer. Tamoxifen in breast tissue performs 

the role of an anti-estrogen, whilst tamoxifen in the 

uterus performs the role of an oestrogen. The lining of a 

woman's uterus may get thicker after menopause, which 

raises the possibility that she will develop endometrial 

cancer. 

There is a modest risk of developing 

endometrial cancer from taking tamoxifen (less than 1 

percent per year). For women who use tamoxifen, it is 

necessary to balance the potential benefits and dangers 

of breast cancer treatment and prevention with the drug's 

potential adverse effects. It is important for women to 

discuss this issue with their respective healthcare 

providers. Women who are undergoing hormone therapy 

and taking the medicine tamoxifen should have annual 

checkups with their gynaecologists to make certain that 

they are not getting endometrial cancer as a result of the 

effects of the medication. 

 

X. OVARIAN TUMORS 
 

Granulosa cell tumours, which are a subtype of 

ovarian tumours, frequently result in the production of 

oestrogen. The oestrogen that is produced by one of 

these tumours is not well managed, which can lead to 

unusually large amounts of the hormone. In contrast, the 

oestrogen that is released by the ovaries is well 

controlled. As a consequence of the ensuing hormonal 

imbalance, there is a possibility that endometrial cancer 

will develop. In some instances, the first sign of 

endometrial cancer is bleeding that occurs from the 

vaginal canal. 
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XI. POLYCYSTIC OVARIAN 

SYNDROME 
 

Women who have polycystic ovarian syndrome 

(PCOS) have an increased risk of having increased 

levels of androgen (male hormones), decreased levels of 

progesterone (female hormones), or both of these 

hormone levels. If a woman's levels of oestrogen are 

higher than their levels of progesterone, this can increase 

the likelihood that she will develop endometrial cancer. 

Infertility is more common in women who have 

polycystic ovary syndrome (PCOS). 

It appears that a woman's risk of acquiring 

endometrial cancer is reduced if she has used an 

intrauterine device (IUD) for birth control in the past. 

These findings are solely applicable to devices that do 

not contain any hormones inside the uterus (IUD). 

Researchers have not investigated whether or whether 

intrauterine devices (IUDs) that release progesterone 

could possibly lower the risk of developing endometrial 

cancer. However, in order to treat precancers and early 

stages of endometrial cancer, these intrauterine devices 

(IUDs) are frequently administered to women who wish 

to retain their ability to have children in the foreseeable 

future. 

Age 

The risk of endometrial cancer increases as a 

woman gets older. 

Diet and exercise 

A diet heavy in fat may raise a person's risk of 

developing endometrial cancer. A high-fat diet is one of 

the contributing factors that might lead to obesity, which 

is a well-known risk factor for endometrial cancer. 

According to the findings of numerous researchers, 

endometrial cancer is more likely to occur in those who 

consume a diet that is high in fat. Some experts believe 

that fatty diets may also affect how the body utilises 

oestrogen, which in turn may increase the risk of 

endometrial cancer. 

Exercising regularly can help lower a person's 

risk of developing endometrial cancer. Women who 

engage in more physical activity appear to have a lower 

chance of developing endometrial cancer, whereas 

women who spend a greater proportion of their waking 

hours sedentary may have a higher risk. 

Diabetes 

Endometrial cancer is more likely to occur in 

women who have type 2 diabetes. This risk may be 

increased. Endometrial cancer has also been associated 

to obesity and a lack of exercise, which may explain why 

these demographics have a higher prevalence of 

diabetes. 

Family history 

Endometrial cancer has been found to run in 

some families for generations. In addition, there is a 

family history of colon cancer in some of these families. 

This disorder is referred to by its medical name, which is 

hereditary nonpolyposis colon cancer (HNPCC). The 

syndrome known as Lynch syndrome is another name 

for HNPCC. A defect in either the mismatch repair gene 

MLH1 or the MSH2 gene is virtually invariably to blame 

for this sickness. The MLH3, MSH6, TGBR2, PMS1, 

and PMS2 genes, to name just a few, are potentially 

potential contributors to the development of HNPCC. 

When any one of these genes carries an abnormal copy, 

it compromises the body's capacity to regulate cell 

proliferation and repair DNA damage. This substantially 

raises the likelihood of developing colon cancer as well 

as endometrial cancer. It is predicted that women who 

have this illness have a likelihood of developing 

endometrial cancer at some point in their lifetimes that is 

seventy percent higher than average. It's estimated that 

females have an average risk of 3 percent. Ovarian 

cancer is more likely to develop in women as a 

consequence of this factor. The book "Family Cancer 

Syndromes" offers background information on several 

cancer syndromes that run in families. 

Some families have a higher incidence of endometrial 

cancer than others. There is a possibility that these 

families are impacted by a hereditary condition that has 

not yet been diagnosed. 

Breast or ovarian cancer 

Cancer of the endometrium is more prevalent in 

women who have previously been diagnosed with breast 

or ovarian cancer. Some of the same dietary, hormonal, 

and reproductive factors that are linked to an increased 

risk of breast and ovarian cancer also contribute to an 

increased risk of endometrial cancer. 

Endometrial hyperplasia 

Endometrial hyperplasia is a condition in which 

the endometrium grows in a disproportionately large 

manner. The hyperplasia that is most common, also 

known as simple or moderate hyperplasia, carries a 

minimal chance of turning into cancer. It is possible that 

hormone replacement therapy or self-treatment will help 

it go away. There is an increased risk of cancer 

developing from hyperplasia that has been classified as 

"atypical." If the condition is not addressed, simple 

atypical hyperplasia can, in some cases (about 8% of the 

time), evolve into cancer. The condition known as 

complex atypical hyperplasia (CAH) has the potential to 

progress into cancer in as many as 29 percent of cases; 

however, the likelihood of developing endometrial 

cancer without a diagnosis is far higher. 

Prior pelvic radiation therapy 

Radiation therapy, which is commonly used to 

treat other types of cancer but can also harm cellular 

DNA, may increase the risk of developing endometrial 

cancer, for example. 

 

XII. SURGICAL TREATMENT FOR 

LOCOREGIONAL RECURRENCE 
 

Recurrences of breast cancer in other parts of 

the body, known as locoregional recurrences, are a broad 

group of diseases that pose a treatment challenge and 
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require the participation of a team of experts from a 

variety of fields. Local recurrence of breast cancer 

occurs in 10-22 percent of cases following breast 

conserving surgery, whereas it occurs in 5-15 percent of 

cases following mastectomy during an average follow-

up period of 10 years. The management of local 

recurrences depends on a number of factors, including 

the biology of the tumour, the stage at which it presents, 

and any previous local or systemic treatment. The 

outcomes for these patients have significantly improved 

as a result of developments in diagnostic, pathological, 

and surgical techniques, in addition to breakthroughs in 

radiation and systemic therapy strategies. In this study, 

we analyse the risk factors, the prognosis factors, as well 

as the alternatives for surgery and reconstruction, re-

irradiation, and the function of systemic therapy, with 

the goal of achieving favourable outcomes in terms of 

both survival and cosmetic appearance. Patients who 

have a localised recurrence of breast cancer (also known 

as LRR) face an uphill struggle in their search for a cure 

after having their initial breast cancer therapy be 

effective. As a result of advances in medical technology, 

the percentage of breast cancer patients who go on to 

survive their disease has skyrocketed. As a direct 

consequence of this advantage, there has been a 

discernible reduction in the number of LRR occurrences. 

Isolated cases of LRR require therapy with the intention 

of curing the condition, so it is important to rule out the 

possibility of systemic involvement in patients who have 

this type of sickness. This method of treatment has been 

used for quite some time and is recognised by a large 

number of people. recurrence of the breast cancer on the 

same side Second-time breast conserving surgery is a 

more recent treatment option, and it is possible for this 

procedure to involve or not involve radiotherapy. It 

would suggest that partial breast irradiation following a 

second breast conserving procedure would result in an 

improvement in local control. After undergoing second 

breast conserving and radiation, the overall survival rate 

is between 76 and 100 percent after five years, with 

toxicity levels that are acceptable. It may be challenging 

to treat recurrences on the chest wall if you've had a 

mastectomy in the past. The use of a multimodal 

approach in the treatment of chest wall recurrences has 

resulted in an overall survival rate of between 45 and 60 

percent after five years. When combined with 

hyperthermia and photodynamic treatment, traditional 

therapeutic techniques have been shown to be related 

with lower rates of successful clinical outcomes. It is 

suggested that patients receive systemic treatment, which 

may include chemotherapy and/or hormone therapy, in 

order to improve their chances of surviving the disease. 

Patients who have isolated localised recurrences of 

cancer that are treated with a range of modalities have an 

approximate survival rate of fifty percent after five 

years. A multi-disciplinary tumour board should develop 

the individualised treatment plan for each and every 

patient diagnosed with LRR. This treatment plan should 

be based on the predicted risk-benefit ratio of recurrence. 

 

 

 
Fig: 2 Surgical Management of Locoregional Recurrence in Cancer 
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Analysis of Dostarlimab immunogenicity 

A three-tiered ADA and NAb assay was 

designed specifically for cancer patients who were 

treated with dostarlimab. The phase 2B (at RTD) 

individuals who participated in the GARNET study 

contributed the great majority (93 percent) of the serum 

samples that were utilised in this analysis. 

At the beginning of the research project, a total 

of 16.5 percent of the samples tested positive for ADA. 

However, over the course of the investigation, that 

proportion steadily reduced (from 100 percent to 5.2 

percent) in cycles 4, 5, 8, 12, and during the safety 

follow-up period. As shown by the extremely low 

percentage of antibody-negative samples that were 

categorised as inconclusive, drug interference in the 

ADA test was not the primary reason of the observed 

decline in prevalence of pre-existing ADAs. This was 

concluded based on the findings of the study (2.4 percent 

for all components). Positive screening was determined 

to have occurred when the test tolerance level of 125 

g/mL (at 100 ng/mL sensitivity) was surpassed in 19 

samples collected from 9 patients. Dostarlimab 

concentrations of 222, 229, 232, and 287 g/mL were 

discovered in four of the 19 samples (at a sensitivity of 

500 ng/mL). Four of the nine people with dostarlimab 

concentrations greater than or equal to 125 ng/mL were 

confirmed to have ADAs, and one of these individuals 

had a drug concentration of 171 ng/mL or higher! (early-

onset ADAs at cycle 1 day 5). Additional testing 

revealed that the titer determination and signal detection 

capabilities of the ADA technique were unaffected by 

the drug concentrations (data on file). In order to 

determine whether or not the assay cut point was 

adequate, cut points of 1.24 were utilised. These cut 

points are greater than the validated cut values of 1.11 

that were initially computed. If the in-study cut point had 

been utilised instead of the validation one during the 

process of analysing patient samples, then a greater 

number of samples would have been considered positive 

for reactive antibodies. When the in-study cut point is 

applied retroactively, the number of samples that are 

affected is limited. As a consequence of this, fewer 

samples are labelled as having a positive ADA status. 

When the first validation screening cut point was used to 

evaluate the baseline samples of patients in part 2B, 

three of those samples were found to be positive; 

however, when the in-study cut point was used, those 

same samples were found to be negative. The only 

significant change that has occurred in the classification 

is that four samples from four different patients in part 

2B that were initially verified as ADA positive have now 

been classified as ADA negative. Three of these samples 

were taken at the baseline, and one of these samples was 

taken at the safety follow-up. As a consequence of these 

modifications, one patient who was initially classified as 

negative but who had no post-baseline samples is now 

classified as positive, one patient was reclassified as 

positive after receiving treatment, and two patients had 

their ADA status changed from treatment-unaffected to 

treatment-induced negative after receiving treatment. All 

of these patients had previously been classified as having 

a negative ADA status. In addition, the RTD trough 

concentrations were higher than the minimum 

concentration required for full receptor occupancy in 

both the tumour and the surrounding tissue regions while 

the medication was being administered (in press). When 

all of the information is taken into consideration, it 

becomes abundantly evident that dostarlimab poses a 

minimum to no clinically meaningful ADA/NAb risk at 

detection levels as high as 500 ng/mL. 

During the process of developing new products, 

a method called risk assessment is implemented in order 

to determine the potential immunogenicity of various 

protein therapies. The immunogenicity of a product can 

be significantly influenced by where it was 

manufactured, often known as its country of origin. It is 

anticipated that dostarlimab will have a low 

immunogenicity risk, similar to that of other human or 

humanised monoclonal antibodies that have been 

humanised. 

Osmolality, pH, and appearance, in addition to 

process-related impurities (host cell protein (HCP), host 

cell DNA, protein A leachate, and subvisible particles), 

adventitious agents (microorganisms, bacterial 

endotoxin, viruses), and product-related impurities 

(aggregates, degradants/fragments, post-translational 

mRNA), have all been taken into consideration during 

the determination of dostarlimab's drug substance and 

drug A comprehensive control strategy for these CQAs 

includes the following components: controlling the 

introduction of impurities and adventitious agents into 

the process through environmental, equipment, and 

process controls; conducting leachable/extractable 

studies; conducting small-scale impurity spiking studies; 

conducting small-scale viral clearance validation studies; 

characterising the process and the product; and 

validating the consistency of the process and its ability to 

remove impurities at a given scale. Aggregated proteins 

have a higher immunogenic potential than monomer 

proteins because to their ability to bind to lymph-1 

receptors, Fc gamma receptors, and FcRn receptors. This 

gives aggregated proteins an advantage over monomer 

proteins. Smaller aggregates (dimers and trimers) are 

less effective at stimulating immunological responses 

than larger multimers. Large multimers have a molecular 

weight that is greater than 100 kD.  By controlling the 

production process according to the appropriate 

parameters, the aggregate level may be efficiently 

lowered, which in turn reduces the risk of 

immunogenicity. Because of the tight control that both 

the dostarlimab drug substance and the dostarlimab drug 

product have over their manufacturing processes, there is 

only a small possibility that patients will develop an 

immune response to the treatment. As a consequence of 

this, dostarlimab is administered intravenously, a method 
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that has been associated with a minimal risk of 

immunogenicity. 

 

XIII. CONCLUSION 
 

In the endometrial cancer is consistently ranked 

as the most prevalent form of gynecologic cancer. The 

expansion of our understanding regarding the genetic 

alterations and molecular disarrays that are associated 

with this diverse illness may make it possible to discover 

new treatment avenues to pursue. In addition, 

developments in surgical procedures have made it 

possible to reduce the morbidity that is often associated 

with surgical interventions. The objective of treatment 

for this disease is to optimise survival outcomes while 

reducing any treatment-related morbidities; the fast 

breakthroughs in our knowledge gap will continue to 

help us to attain this goal. [Case in point:] [Case in 

point:] [Case in point:] [Case in point In addition, 

putting more emphasis on the preventative strategies that 

are available for endometrial cancer, such as making an 

effort to reduce the epidemic of obesity, could have 

more far-reaching repercussions for the fight against this 

illness. 
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