Supplementary Table 1 Detailed description of exposures and the rationality of their inclusion.
	Exposure
	Category
	Rational for Inclusion

	Variation in diet
	Lifestyle
	Irregular diet, such as intermittent overeating and prolonged fasting, can cause fluctuations in blood sugar, increasing insulin resistance, and the body will secrete more insulin. Insulin, in addition to regulating sugar metabolism, is also an important growth regulatory factor, which can promote significant proliferation of endometrial cells and increase the risk of EC [1, 2]. Therefore, it is necessary to conduct further research on the causal relationship between irregular diet and EC.

	Salt added to food
	Lifestyle
	Liao et al. [3] found that a brief high-salt diet can cause epigenetic changes and generate continuous inflammatory activation through NF-κB and other signaling pathways, stimulating abnormal endometrial hyperplasia. However, the causal relationship involved is still unclear and requires further investigation.

	Average weekly beer plus cider intake
	Lifestyle
	The influence of alcohol on the risk of EC has always been controversial. A meta-analysis found that alcohol is related to EC in a J-shaped relationship [4]. Drinking less than one cup per day can reduce the risk of EC, while more than two cups can increase the risk of EC. A prospective study involving 68,067 nurses found [5] that moderate drinking can reduce the risk of EC by 22%. Some studies also suggest [6] that alcohol has no relation to the onset of EC. Given the previous studies' conflicting results, this research explores the potential causal relationship from a genetic perspective.

	Gastroesophageal reflux disease
	Gastrointestinal diseases
	Obesity is a clear risk factor for Gastroesophageal reflux disease (GERD) [7] and the strongest risk factor for ECEH [8]. Chronic esophageal inflammation caused by GERD itself may lead to a long-term low-level inflammatory state throughout the body [9]. This group of people may be more prone to EC, but the causal relationship among them deserves further investigation.

	Ulcerative colitis
	Gastrointestinal diseases
	In EC, inflammation plays a more central and independent role, directly driving events such as TP53 mutations, leading to malignant transformation in a low-estrogen environment [10]. Therefore, for women with ulcerative colitis, they should be regarded as high-risk groups for both EC subtypes. However, there is a lack of causal relationship research from a genetic perspective.

	Celiac disease
	Gastrointestinal diseases
	Celiac disease patients often experience chronic diarrhea, malnutrition, and weight loss. Given that obesity is a significant risk factor for ECEH (as adipose tissue produces estrogen through aromatase) [7]the genetic predisposition to celiac disease may lead to persistently lower circulating estrogen levels throughout life, thereby exerting a continuous protective effect. However, the protective causal relationship involved has not yet been studied.

	Age first had sexual intercourse
	Reproductive factors
	During the sexual behavior process, oxytocin and estrogen are released, and the younger the age of first sexual intercourse, the earlier one is exposed to high levels of estrogen fluctuations. At the same time, early sexual behavior can affect the physical and mental health of teenagers and exacerbate endocrine disorders, leading to abnormal proliferation and apoptosis of the endometrium [11]. It may be more likely to cause endometrial cancer, but the causal relationship between them still needs to be studied.

	Length of menstrual cycle
	Reproductive factors
	Previous epidemiological studies have found that irregular menstrual cycles are a high-risk factor for EC [12], but the potential causal relationship has not been explored.

	Comparative body size at age 10
	Other factors
	Obesity is a known high-risk factor for EC [13]. This study shifted the obesity-related risk window for EC from adulthood to childhood, indicating that obesity exposure in early life has its own independent carcinogenic potential. Children are a critical period for fat tissue development, and obesity at this stage leads to an irreversible increase in the number of fat cells, resulting in poorer metabolic health and a greater tendency towards obesity in adulthood. As a systemic chronic inflammatory state, childhood obesity means that the carcinogenic inflammatory environment has already been initiated, and there is a greater probability of developing EC. However, the causal relationship involved still needs to be studied.

	Parental longevity (father's attained age)
	Other factors
	Previous studies have found that parental longevity can reduce the all-cause mortality risk of children [14]. At the same time, the offspring of long-lived parents have a lower cancer rate [15]. However, these studies are limited to observational studies. However, there is a lack of causal correlation studies from a genetic perspective.

	Parental longevity (mother's attained age)
	Other factors
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