
SUMMARY 

Worldwide, endometrial cancer is the sixth most common cancer in women and in Denmark 

approximately 700 women are each year diagnosed with endometrial cancer. Increased and 

prolonged exposure to oestrogen is a major risk factor for endometrial cancer.  

Increasing preclinical evidence has suggested that statin, low-dose aspirin and non-aspirin non-

steroidal anti-inflammatory drugs (NSAID) have anti-neoplastic effects that can interrupt pathways 

that either initiate or accelerate the cancer growth. However, the evidence about how use of statin, 

low-dose aspirin and non-aspirin NSAID are associated with endometrial cancer mortality is sparse 

and with inconclusive results.  

 

The objective of the thesis was to examine the association between post-diagnostic use of 

respectively statin (Paper 1), low-dose aspirin (Paper 2) or non-aspirin NSAID (Paper 3) and 

endometrial cancer-specific mortality in a national population-based cohort study. 

 

From the Danish Cancer Registry, we retrieved a study population of primary endometrial cancer 

patients diagnosed between 2000 and 2012. All eligible patients had to have a histologically verified 

diagnosis of type I or type II endometrial cancer and be alive one year after the diagnosis. The study 

population was linked to several national health and demographic registries to obtain information on 

drug use, mortality outcomes, and adjustment factors. In all analyses, a Cox proportional hazard 

model was used to estimate hazard ratios (HR) and 95% confidence intervals (CI) for the association 

between use of respectively statin, low-dose aspirin or non-aspirin NSAID and endometrial cancer-

specific mortality. Time-varying exposure assessment was applied as main analysis and time-fixed 

exposure assessment was applied as sensitivity analysis. 

 

The study population comprised 6,694 endometrial cancer patients, where 753 died from 

endometrial cancer and 765 died from other causes during a median follow-up of 4.5 years (max 

follow-up: 13 years).   

 

In Paper 1, post-diagnostic statin use (≥2 prescriptions) was associated with a HR of 0.61 (95% CI 

0.48-0.77) for endometrial cancer mortality compared with non-users (<2 prescriptions). We 

observed no substantial variations in associations according to intensity of use, cumulative 

amount or pre-diagnostic use. The time-fixed sensitivity analyses showed that the inverse 

association was more pronounced among patients who survived more than five years after the 

endometrial cancer diagnosis. 



Post-diagnostic use of low-dose aspirin (≥1 prescription) was associated with a HR of 1.10 (95% CI 

0.90-1.33) for endometrial cancer mortality in Paper 2. The association did not vary substantially 

across different statistical approaches and neither intensity of use, cumulative amount nor 

stratification by pre-diagnostic use seemed to influence the association. Rather, we observed that 

the majority of estimates showed a slightly increased mortality with low-dose aspirin use.  

 

The results from Paper 3 yielded a HR of 1.07 (95% CI 0.91-1.26) for the association between post-

diagnostic use of non-aspirin NSAID (≥1 prescription) and endometrial cancer mortality. Use of the 

highest intensity and largest cumulative amount seemed to increase the endometrial cancer 

mortality.  

 

Finally, across all three studies, we observed no tendency that clinical stage or tumour histology 

changed the association between respectively statin, low-dose aspirin or non-aspirin NSAID use and 

endometrial cancer mortality in a specific direction.  

 

In Denmark, we have excellent possibilities to do observational studies of high quality due to the 

possibility of individual-level linkage between nationwide health and demographic registers. Besides 

the comprehensive adjustment, we tested the robustness of the results by different statistical 

approaches and addressed the influence of competing events. However, we cannot exclude some 

residual confounding and misclassification of the exposure and outcome that may bias the results in 

either direction.  

 

In conclusion, the findings from this thesis suggested a promising inverse association for post-

diagnostic statin use on endometrial cancer mortality. This finding calls for further research 

evaluating the clinical usefulness of statin use in endometrial cancer patients. Furthermore, our 

findings did not suggest that use of low-dose aspirin or non-aspirin NSAID had an anti-neoplastic 

potential in endometrial cancer patients. In fact, a tendency towards increased mortality with use of 

these drugs was indicated and needs to be explored in future studies.  

 


