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1. Abstract 

It is generally accepted worldwide that unopposed 

non-contraceptive Oestrogens can cause endometrial 

cancer in women with a uterus. This led to a change 

of practice that reduced the of incidence endometrial 

cancer by additional Progestogens. However, this 

addition became associated with breast cancer. 

We explored the association between use of 

unopposed non-contraceptive Oestrogens and 

endometrial cancer. 

Methodology: We interviewed the literature for the 

association between unopposed non-contraceptive 

oestrogens and endometrial cancer. 

Results: We found 32 reports of case control studies 

that recruited women with endometrial cancer that 

had used unopposed non-contraceptive hormones. 

Conclusion: We did not find any prospective cause 

and effect evidence of studies that use of non-

contraceptive unopposed Oestrogens can lead to 

endometrial cancer. 

2. Introduction 

Most doctors worldwide would be uncomfortable to 

prescribe unopposed Estrogens to women who still 

have a uterus. The main reason is the concern about 

endometrial cancer. The benefits of non-contraceptive 

estrogen for menopausal symptoms and prevention of 

osteoporosis are well established and has become 

standard practice. Prior to 1976 however, these 

unopposed Estrogens, mainly conjugated estrogens, 

were prescribed without Progestogens. The risk of 

breast cancer was not recognized or discussed. 

This study was concerned with the evidence about the 

association between unopposed non-contraceptive 

Estrogen therapy and the subsequent risk of 

endometrial cancer. 

A cursory look suggested that the majority of 

evidence is based on case control studies which are 

methodologically inadequate to show that unopposed 

Estrogens cause endometrial cancer. A case-control 

study starts with women with or without endometrial 

cancer. It then reports on their exposure to unopposed 

Estrogens. The best from such research is that there is 

an association between presence of endometrial 

cancer and the use of unopposed Estrogens. 

This association between disease, endometrial cancer 

and exposure, use of unopposed Estrogens, is far from 

the inferences that unopposed Estrogens cause 

endometrial cancer. This type of studies, so far, might 

be methodologically inadequate to show cause and 

effect between exposure and disease because they 

start from disease and measure the risk of exposure. 

Manyonda et al. (2021) [1] have argued that Estrogen  
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alone protects against breast cancer. Manyonda et al. 

(2021) [2] have also shown that Progesterone is the 

plausible cause of breast cancer.  

We aim to show the strength of the evidence that led 

to routine addition of Progestogens to estrogens to 

prevent endometrial cancer in women who require 

hormone replacement therapy. 

3. Methods 

We reviewed all the publications on unopposed 

Estrogen use and endometrial cancer risk. We hand 

searched review articles (Table 1) which provided 

references for further hand searches (Table 2). 

Table 1: We hand searched review articles. 

  No (%) Outcome Measure 

1 Randomized controlled trials 0 Risk of endometrial cancer after unopposed Estrogens 

2 Prospective Cohort study 0 Risk of endometrial cancer after unopposed Estrogens 

3 Cross-sectional studies 0 Risk of endometrial cancer after unopposed Estrogens 

3 Case-control studies 32 Risk of using Estrogens, if you have endometrial cancer 

Total  32  
 

Table 2: Case-control Studies. 

X

` 

Study Name and 

Year 

Study type and 

Size 

Results 95%CI: Relative 

risk ReR or Risk ratio RiR 

or Rate ratio RaR 

Comments: Measure of 

Effect and Study Design 

1 
Smith et al. [7] 1975 

[1960-1972] 

Case-control; 

Cases: 317; 

Controls: 317 

ReR: 2.66 

Relative Risk was incorrect 

measure of effect. 

Interpretation was incorrect.  

2 
Ziel et al. [8] 1975 

[1970-1974] 

Case-control; 

Cases: 94; 

Controls: 188  

RiR: 2.66 

Risk Ratio was incorrect 

measure. Interpretation was 

incorrect.  

3 
Mack et al. [9] 1976 

[1971-1975] 

Case-control; 

Cases: 63; 

Controls: 396 

RiR: 8.0 

Risk Ratio was incorrect 

measure. Interpretation was 

incorrect.  

4 
McDonald et al. [10] 

1977 [1945-1974] 

Case-control; 

Cases: 145; 

Controls: 580 

ReR: 0.96 
Relative Risk was incorrect 

measure.  

5 
Gray et al. [11] 1977 

[1947-1976] 

Case-Control; 

Cases: 205; 

Controls: 205 

ReR: 3.1 

Relative Risk was incorrect 

measure. Interpretation was 

incorrect.  

6 
Feinstein et al. [12] 

1978 [1974-1976] 

Case-control; 

Cases: 149; 

Controls 149 

ReR: 8.8 

Relative Risk was incorrect 

measure. Interpretation was 

incorrect.  

7 
Hoogerland et al. [13] 

1978 [1960-1974] 

Case-control; 

Cases: 587; 

Controls: 587 

ReR: 2.0 

Relative Risk was incorrect 

measure. Interpretation was 

incorrect.  

8 
Wigle et al. [14] 1978 

Canada [1971-1973] 

Case-control; 

Cases: 202; 

Controls: 1243 

ReR: 2.2 

Relative Risk was incorrect 

measure. Interpretation was 

incorrect.  

9 
Antunes et al. [15] 

1979 USA 

Case-control; 

Cases: 451; 

Controls: 888 

ReR: 6-15 

Relative risk was incorrect 

measure. Interpretation was 

incorrect. 

10 
Völker et al. [16] 1980, 

Germany 

Case-control; 

Cases: 130; 

Controls: 130 

- 

Relative risk was incorrect 

measure. Interpretation was 

incorrect. 

11 
Jick et al. [17] 1979, 

USA [1972-1977] 

Case-control; 

Cases: 67; 

Controls: 74 

ReR: 2.1  

Relative Risk was incorrect 

measure. Interpretation was 

incorrect.  

12 
Weiss et al. [18] 1980 

[1975-1976] 

Case-control; 

Cases: 322; 

Controls: 289 

ReR: 2.4 

Relative Risk was incorrect 

measure. Interpretation was 

incorrect. 

13 
Jelovsek et al. [19] 

1980 [1940-1975] 

Case-control; 

Cases: 431; 

Controls: 431 

ReR: 2.38 

Relative Risk was incorrect 

measure. Interpretation was 

incorrect. 
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14 
Salmi et al. [20] 1980, 

Finland [1970-1976] 

Case-control; 

Cases: 318; 

Controls: 282 

ReR: 0.76 

Relative Risk was incorrect 

measure. Interpretation was 

incorrect. 

15 
Shapiro et al. [21] 

1980, USA 

Case-control; 

Cases: 149; 

Controls: 402 

RaR: 3.3 

Rate Ratio was incorrect 

measure. Interpretation was 

incorrect. 

16 

Hulka et al. [22] 

1980a, USA [1970-

1976] 

Case-control; 

Cases: 256; 

Controls: 224 

ReR: 5.2 after 3.5 years 

Relative Risk was incorrect 

measure. Interpretation was 

incorrect. 

17 

Obrink et al. [23] 

1981, Sweden [1974-

1977] 

Case-control; 

Cases: 622; 

Controls 1866 

ReR: 5 

Relative Risk was incorrect 

measure. Interpretation was 

incorrect. 

18 

Spengler et al. [24] 

1981 Toronto [1977] 

40-74 years 

Case-control; 

Cases: 88; 

Controls: 177 

Odds Ratio: 2.9  

Odds Ratio was correct 

measure. Study design was 

incorrect. 

19 

Kelsey et al. [25] 1982, 

USA [1977-1979] 45-

74 years 

Case-control; 

Cases: 167; 

Controls: 903 

- 

Odds Ratio was correct 

measure. Study design was 

incorrect. 

20 

Henderson et al. [26] 

1983 [1972-1979] 

<=45 years 

Case-control; 

Cases: 127; 

Controls: 127 

ReR: 1.7 

Relative Risk was incorrect 

measure. Interpretation was 

incorrect. 

21 

La Vecchia et al. [27] 

1984 Italy [1979-

1983] 33-74 years 

Case-control; 

Cases: 283; 

Controls: 566 

ReR: 5.1 greater than 2 years 

of use 

Relative Risk was incorrect 

measure. Interpretation was 

incorrect. 

22 

Shapiro et al. [28] 

1985, USA [1976-

1982] 50-69 years 

Case-control; 

Cases: 425; 

Controls: 792 

RaR: 2.1 

Rate Ratio was incorrect 

measure. Interpretation was 

incorrect. 

23 Buring et al. [29] 1986 

Case-control; 

Cases: 188; 

Controls: 482 

ReR: 3.8 

Relative Risk was incorrect 

measure. Interpretation was 

incorrect.  

24 

Pettersson et al. [30] 

1986 Sweden [1980-

1981] 

Case-control; 

Cases: 254; 

Controls: 254 

ReR: 4.2 

Relative Risk was incorrect 

measure. Interpretation was 

incorrect. 

25 

Ewertz et al. [31] 

1988, Sweden [1977-

1978] 44-89 years 

Case-control; 

Cases: 149; 

Controls: 154 

ReR: 10 

Relative Risk was incorrect 

measure. Interpretation was 

incorrect. 

26 

Lawrence et al. [32] 

1989 Newyork [1979-

1981] 40-69 years 

Case-control; 

Cases: 84; 

Controls: 168 

ERT contributed very little to 

risk of advanced stage disease. 
Study design was incorrect. 

27 

Rubin et al. [33] 1990 

USA [1980-1982] 40-

54 years 

Case-control; 

Cases: 196; 

Controls: 986 

ReR: 2.8 

Relative Risk was incorrect 

measure. Interpretation was 

incorrect. 

28 

Voight et al. [34] 1991, 

USA [1985-1987] 40-

64 years 

Case-control; 

Cases: 158; 

Controls: 182 

ReR: 5.7 

Relative Risk was incorrect 

measure. Interpretation was 

incorrect. 

29 

Jick et al. [35] 1993, 

USA [1979-1989] 50-

64 years 

Case-control; 

Cases: 172; 

Controls: 172 

ReR: 1.9 

Relative Risk was incorrect 

measure. Interpretation was 

incorrect.  

30 

Brinton et al. [36] 

1993, USA [1987-

1990] 20-74 years 

Case-control; 

Cases: 300; 

Controls: 207 

ReR: 3.0  

Relative Risk was incorrect 

measure. Interpretation was 

incorrect. 

31 

Levi et al. [37] 1993, 

Swiss [1988-1992] 50-

64 years 

Case-control; 

Cases: 158; 

Controls: 468 

ReR: 2.7 

Relative Risk was incorrect 

measure. Interpretation was 

incorrect. 

32 
Weiderpass et al. [38] 

1999 

Case-control; 

Cases: 709; 

Controls 3368 

ReR: 6.2 

Relative Risk was incorrect 

measure. Interpretation was 

incorrect. 
 

4. Results 

We identified 35 eligible studies that looked at the 

association between unopposed estrogens and breast 

cancer. There were no randomized controlled trials. 
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There were no clean prospective cohort studies or 

cross-sectional studies. One study by Gambrell et al., 

1979[39] combined a prospective study and a 

retrospective study. It was excluded because the 

results could not be differentiated between the 

prospective incidence rate and the retrospective odds 

ratio. 

5. Discussion 

There are significant benefits of using estrogens as 

Estrogen Replacement Therapy (ERT) in peri-

menopausal and menopausal women, including 

prevention of Alzheimer’s Dementia [3], depression, 

osteoporosis and migraines. It is generally accepted 

that provided oral estrogens are avoided, the risks 

associated with thrombotic events like deep vein 

thrombosis, pulmonary embolism and thrombotic 

strokes are not elevated. Moreover, the risks 

associated with breast cancer are not elevated with 

unopposed estrogens in the short-term [4] and after 

long term use [5]. When Hormone Replacement 

Therapy (HRT) is used because of endometrial 

protection in women with a uterus, the risk profile 

changes, especially for breast cancer where there are 

confirmed extra risks [5,6]. The benefits of Estrogen 

Replacement Therapy (ERT) on the prevention of 

Alzheimer’s dementia are also diminished [3]. 

The practice of avoiding unopposed estrogens for 

women with a uterus because of the risk of 

endometrial cancer changed in the 1970’s. However, 

it is not certain that this was supported by cogent 

evidence-based medicine. 

The standard evidence for a ‘cause and effect’ 

relationship that ERT use causes endometrial cancer 

can be derived from prospective cohort studies and 

randomized controlled studies because they start with 

women without endometrial cancer but develop these 

after exposure to unopposed Estrogen. A successful 

randomized controlled study has additional benefits 

which include elimination of bias, minimization of 

known and unknown confounding factors. There are 

no randomized studies of the ‘cause and effect’ 

relationship between unopposed estrogen use and the 

risk of endometrial cancer. Therefore, there is no 

direct relevant ‘cause and effect’ study to support the 

practice of stopping unopposed estrogens because of 

the risk of endometrial cancer. Similarly, there are no 

prospective cohort studies of the relationship between 

unopposed estrogen use and the risk of endometrial 

cancer.  

The majority of evidence underpinning the 

relationship between unopposed Estrogen and 

endometrial cancer is from retrospective case control 

studies. These start from women with or without 

endometrial cancer and measure their relative 

exposure to ERT or not. These exposures, either as 

ever versus never users or users over a duration 

compared to never users or users over a shorter 

duration of time. The important point of this evidence 

is that it measures exposure (use of unopposed 

Estrogen) and not disease (development of 

endometrial cancer). Therefore, while these reports 

measure the association between unopposed Estrogen 

and endometrial cancer, they cannot inform on the 

‘cause and effect’ relationship between prior 

unopposed Estrogen use and subsequent endometrial 

cancer. 

This review has shown that there are no RCT’s. 

Similarly, there were no prospective cohort studies. 

The majority of the evidence of association between 

unopposed ERT use and endometrial cancer is from 

retrospective studies.  

There are other limitations of these case-control 

reports of association. Their measure of effect is an 

odds ratio. Any measure like a relative risk or risk 

difference, which are measures of randomized 

controlled studies are clearly wrong.  

Our starting point is that unopposed ERT could 

protect the breast in terms of development of cancer 

[1]. Secondly, it is not unopposed estrogens that cause 

breast cancer but the combined Estrogen and 

Progestogens (WHI 2009), the commonest cancer in 

women. It is the fear of bleeding from the womb that 
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led to fear of endometrial cancer. BUT there was 

never credible evidence for this. 

The choice is between the development of 

endometrial cancer which shows itself quickly with 

irregular vaginal bleeding and prompts early 

investigation, with lower mortality and breast cancer 

when unopposed estrogens are used. There is the 

option of using a Mirena coil to prevent cancer in the 

womb without exposure to breast cancer from 

addition Progestogens. 

References 

1. Manyonda I, Talaulikar V, Pirhadi R, Ward 

J, Banerjee D, Onwude J. Perimenopausal estrogen 

could prevent breast cancer? - For Estrogen 

Replacement Therapy and Breast Cancer. BJOG 

2021; 128: 1384-1384.  

2. Manyonda I, Talaulikar VS, Pirhadi R, 

Onwude J. Progestogens are the problem in hormone 

replacement therapy: Time to reappraise their use. 

Post Reprod Health. 2020; 26: 26-31. 

3. Onwude JL. Alzheimer’ Dementia. 

Perimenopausal Estrogen is a preventive Strategy for 

women. Int J of Clin Exp Med Res. 2021; 5: 25-32. 

4. Anderson GL, Limacher M, Assaf AM, 

Tamsen Bassford, Shirley A A Beresford, Henry 

Black, et al. Effects of conjugated equine estrogen in 

postmenopausal women with hysterectomy: the 

Women’s Health Initiative randomized controlled 

trial. JAMA. 2004; 291: 1701-1712. 

5. Chlebowski RT, Anderson GL, Aragaki AK. 

Long-term follow-up shows estrogen alone and 

estrogen plus progestin have opposite effects on 

breast cancer incidence in postmenopausal women. 

San Antonio Breast Cancer Symposium. 2019. 

6. Chlebowski RT, Kuller LH, Prentice RL, 

Marcia L Stefanick, JoAnn E Manson, Margery Gass, 

et al. Breast cancer after use of estrogen plus progestin 

in postmenopausal women. N Engl J Med. 2009; 6: 

573-587. 

7. Smith DC, Prentice R, Thompson DJ, 

Herrmann WL. Association of exogenous estrogen 

and endometrial carcinoma. N Engl J Med. 1975: 293: 

1164-1167.  

8. Ziel HK, Finkle WD. Increased risk of 

endometrial carcinoma among users of conjugated 

estrogens. N Engl J Med. 1975: 293: 1167-1170. 

9. Mack TM, Pike MC, Henderson BE, Pfeffer 

RI, Gerkins VR, Arthur M, et al. Estrogens and 

endometrial cancer in a retirement community. N 

Engl J Med. 1976: 294: 1262-1267. 

10. McDonald TW, Annegers JF, O'Fallon WM, 

Dockerty MB, Malkasian GD, Kurland LT. 

Exogenous estrogen and endometrial carcinoma: 

case-control and incidence study. Am J Obstet 

Gynecol. 1977: 127: 572-580. 

11. Gray LA, Christopherson WM, Hoover RN. 

Estrogens and endometrial carcinoma. Obstet 

Gynecol, 1977; 49: 385-389. 

12. Feinstein RI, Horwitz. A critique of the 

statistical evidence associating estrogens with 

endometrial cancer. Cancer Res. 1978; 38: 4001-

4005. 

13. Hoogerland DL, Buchler DA, Crowley JJ, 

Carr WF. Estrogen use - Risk of endometrial 

carcinoma. Gynecologic Oncology. 1978; 6: 451-458. 

14. Wigle DT, Grace M, Smith ES. Estrogen 

Use and Cancer of the Uterine Corpus in Alberta. Can 

Med Assoc J. 1978; 118: 1276-1278. 

15. Antunes CM, Strolley PD, Rosenshein NB, 

et al. Endometrial cancer and estrogen use. Report of 

a large case-control study. N Engl J Med. 1979; 300: 

9-13.  

16. Völker W. Estrogen and Estrogen-

Progestogen Compounds. Is there a Risk for the 

Development of Endometrial and Breast Cancer in the 

Perimenopausal Woman? In: Pasetto N, Paoletti R, 

Ambrus JL (ed) The Menopause and Postmenopause. 

Springer, Dordrecht. 1980. 

17. Jick H, Watkins RN, Hunter JR, Dinan BJ, 

Madsen S, Rothman KJ, et al. Replacement Estrogens 

and Endometrial Cancer. N Engl J Med. 1979; 300: 

218-222. 

https://pubmed.ncbi.nlm.nih.gov/33755295/
https://pubmed.ncbi.nlm.nih.gov/33755295/
https://pubmed.ncbi.nlm.nih.gov/33755295/
https://pubmed.ncbi.nlm.nih.gov/33755295/
https://pubmed.ncbi.nlm.nih.gov/33755295/
https://pubmed.ncbi.nlm.nih.gov/31875415/
https://pubmed.ncbi.nlm.nih.gov/31875415/
https://pubmed.ncbi.nlm.nih.gov/31875415/
https://pubmed.ncbi.nlm.nih.gov/31875415/
http://wap.hillpublisher.com/ArticleDetails.aspx?cid=467
http://wap.hillpublisher.com/ArticleDetails.aspx?cid=467
http://wap.hillpublisher.com/ArticleDetails.aspx?cid=467
https://pubmed.ncbi.nlm.nih.gov/15082697/
https://pubmed.ncbi.nlm.nih.gov/15082697/
https://pubmed.ncbi.nlm.nih.gov/15082697/
https://pubmed.ncbi.nlm.nih.gov/15082697/
https://pubmed.ncbi.nlm.nih.gov/15082697/
https://pubmed.ncbi.nlm.nih.gov/15082697/
https://pubmed.ncbi.nlm.nih.gov/19196674/
https://pubmed.ncbi.nlm.nih.gov/19196674/
https://pubmed.ncbi.nlm.nih.gov/19196674/
https://pubmed.ncbi.nlm.nih.gov/19196674/
https://pubmed.ncbi.nlm.nih.gov/19196674/
https://pubmed.ncbi.nlm.nih.gov/1186789/
https://pubmed.ncbi.nlm.nih.gov/1186789/
https://pubmed.ncbi.nlm.nih.gov/1186789/
https://pubmed.ncbi.nlm.nih.gov/1186789/
https://pubmed.ncbi.nlm.nih.gov/171569/
https://pubmed.ncbi.nlm.nih.gov/171569/
https://pubmed.ncbi.nlm.nih.gov/171569/
https://pubmed.ncbi.nlm.nih.gov/177870/
https://pubmed.ncbi.nlm.nih.gov/177870/
https://pubmed.ncbi.nlm.nih.gov/177870/
https://pubmed.ncbi.nlm.nih.gov/177870/
https://pubmed.ncbi.nlm.nih.gov/190887/
https://pubmed.ncbi.nlm.nih.gov/190887/
https://pubmed.ncbi.nlm.nih.gov/190887/
https://pubmed.ncbi.nlm.nih.gov/190887/
https://pubmed.ncbi.nlm.nih.gov/190887/
https://europepmc.org/article/med/193072
https://europepmc.org/article/med/193072
https://europepmc.org/article/med/193072
https://pubmed.ncbi.nlm.nih.gov/698947/
https://pubmed.ncbi.nlm.nih.gov/698947/
https://pubmed.ncbi.nlm.nih.gov/698947/
https://pubmed.ncbi.nlm.nih.gov/698947/
https://www.sciencedirect.com/science/article/abs/pii/0090825878900549
https://www.sciencedirect.com/science/article/abs/pii/0090825878900549
https://www.sciencedirect.com/science/article/abs/pii/0090825878900549
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1818636/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1818636/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1818636/
https://pubmed.ncbi.nlm.nih.gov/213722/
https://pubmed.ncbi.nlm.nih.gov/213722/
https://pubmed.ncbi.nlm.nih.gov/213722/
https://pubmed.ncbi.nlm.nih.gov/213722/
https://link.springer.com/chapter/10.1007%2F978-94-011-7230-1_27
https://link.springer.com/chapter/10.1007%2F978-94-011-7230-1_27
https://link.springer.com/chapter/10.1007%2F978-94-011-7230-1_27
https://link.springer.com/chapter/10.1007%2F978-94-011-7230-1_27
https://link.springer.com/chapter/10.1007%2F978-94-011-7230-1_27
https://link.springer.com/chapter/10.1007%2F978-94-011-7230-1_27
https://www.nejm.org/doi/full/10.1056/NEJM197902013000502
https://www.nejm.org/doi/full/10.1056/NEJM197902013000502
https://www.nejm.org/doi/full/10.1056/NEJM197902013000502
https://www.nejm.org/doi/full/10.1056/NEJM197902013000502


SunKrist J Obstet Gynecol Res 6 Volume 3 (1): 2020 
 

18. Weiss NS, Farewall VT, D Szekely DR, 

English DR, Kiviat N. Oestrogens and endometrial 

cancer: Effect of other risk factors on the association. 

Maturitas. 1980; 2: 185-190. 

19. Jelovsek FR, Hammond CB, Woodard BH, 

Draffin R, Lee KL, Creasman WT, et al. Risk of 

exogenous estrogen therapy and endometrial cancer. 

Am J Obstet Gynecol. 1980; 137: 85-91. 

20. Salmi T. Endometrial Carcinoma Risk 

Factors, with Special Reference to the Use of 

Oestrogens. Acta Endocrinologica. 1980; 233: 37-43. 

21. Shapiro S, Kaufman DW, Slone D, L 

Rosenberg, Miettinen OS, Stolley PD, et al. Recent 

and past use of conjugated estrogens in relation to 

adenocarcinoma of the endometrium. N Engl J Med. 

1980; 303: 485-489. 

22. Hulka BS, Kaufman DG, Wesley C, Fowler 

WC, Grimson RC, Greenberg BG. Predominance of 

Early Endometrial Cancers After Long-term Estrogen 

Use. JAMA. 1980; 244: 2419-2422.  

23. Obrink A, Bunne G, Collén J, Tjernberg B. 

Estrogen regimen of women with endometrial 

carcinoma. A retrospective case-control study at 

Radiumhemmet. Acta Obstetrica et Gynecologica 

Scandinavica. 1981: 60(2), 191-197. 

24. Spengler RF, Clarke EA, Woolever CA, 

Newman AM, Osborn RW. Exogenous Estrogens and 

Endometrial Cancer: A Case-Control Study and 

Assessment of Potential Biases. American Journal of 

Epidemiology. 1981; 114: 497-506. 

25. Kelsey JL, LiVolsi VA, Holford TR, Fischer 

DB, Mostow ED, Schwartz PE, et al. A Case-Control 

Study of Cancer of the Endometrium. Am J 

Epidemiol. 1982: 116: 333-342. 

26. Henderson B, Casagrande J, Pike M, Mack 

T, Rosario I, Duke A. The Epidemiology of 

Endometrial Cancer in Young Women. British J of 

Cancer. 1983; 47: 749-756. 

27. La Vecchia C, Franceschi S, Decarli A, 

Gallus G, Tognoni G. Risk Factors for Endometrial 

Cancer at Different Ages. J Natl Cancer Inst. 1984; 

73: 667-671. 

28. Shapiro S, Kelly J, Rosenberg L, Kaufman 

DW, Helmrich SP, Rosenshein NB, et al. Risk of 

Localized and Widespread Endometrial Cancer in 

Relation to Recent and Discontinued Use of 

Conjugated Estrogens, N Engl J Med, 1985: 313, 969-

972. 

29. Buring JE, Bain CJ, Ehrmann RL. 

Conjugated estrogen use and risk of endometrial 

cancer. AM J Epidemiol. 1986; 124: 434-440.  

30. Pettersson B, Adami HO, Bergström R, 

Johansson ED. Menstruation Span – a Time-Limited 

Risk Factor for Endometrial Carcinoma. Acta 

Obstetricia et Gynecologica Scandinavica. 1986; 65: 

247-255. 

31. Ewertz M, Schou G, Boice J. The Joint 

Effect of Risk Factors on Endometrial Cancer. Eur J 

Cancer Clin Oncol. 1988; 24: 189-194. 

32. Lawrence C, Tessaro I, Durgerian S, Caputo 

T, Richart RM, Greenwald P. Advanced-Stage 

Endometrial Cancer: Contributions of Estrogen Use, 

Smoking, and Other Risk Factors. Gynecol Oncol. 

1989; 32: 41-45. 

33. Rubin GL, Peterson H, Lee N, Maes EF, 

Wingo PA, Becker S. Estrogen Replacement Therapy 

and the Risk of Endometrial Cancer: Remaining 

Controversies. Am J Obstet Gynecol. 1990; 162: 148-

154. 

34. Voigt L, Weiss N, Chu J, Daling R, 

McKnight B, van Belle G. Progestogen 

Supplementation of Exogenous Oestrogens and Risk 

of Endometrial Cancer. Lancet 1991: 338, 274-277. 

35. Jick SS, Walker AM, Jick H. Estrogens, 

Progesterone, and Endometrial Cancer. Epidemiol. 

1993; 4: 20-24. 

36. Brinton L, Hoover R. Estrogen Replacement 

Therapy and Endometrial Cancer Risk: Unresolved 

Issues. Obstet Gynecol. 1993; 81: 265-271. 

37. Levi F, La Vecchia C, Gulie C, Franceschi 

S, Negri E. Oestrogen Replacement Treatment and the 

Risk of Endometrial Cancer: An Assessment of the 

https://pubmed.ncbi.nlm.nih.gov/7442552/
https://pubmed.ncbi.nlm.nih.gov/7442552/
https://pubmed.ncbi.nlm.nih.gov/7442552/
https://pubmed.ncbi.nlm.nih.gov/7442552/
https://www.sciencedirect.com/science/article/abs/pii/0002937880903907
https://www.sciencedirect.com/science/article/abs/pii/0002937880903907
https://www.sciencedirect.com/science/article/abs/pii/0002937880903907
https://www.sciencedirect.com/science/article/abs/pii/0002937880903907
https://pubmed.ncbi.nlm.nih.gov/6996404/
https://pubmed.ncbi.nlm.nih.gov/6996404/
https://pubmed.ncbi.nlm.nih.gov/6996404/
https://pubmed.ncbi.nlm.nih.gov/6248785/
https://pubmed.ncbi.nlm.nih.gov/6248785/
https://pubmed.ncbi.nlm.nih.gov/6248785/
https://pubmed.ncbi.nlm.nih.gov/6248785/
https://pubmed.ncbi.nlm.nih.gov/6248785/
https://pubmed.ncbi.nlm.nih.gov/7431569/
https://pubmed.ncbi.nlm.nih.gov/7431569/
https://pubmed.ncbi.nlm.nih.gov/7431569/
https://pubmed.ncbi.nlm.nih.gov/7431569/
https://pubmed.ncbi.nlm.nih.gov/7246086/
https://pubmed.ncbi.nlm.nih.gov/7246086/
https://pubmed.ncbi.nlm.nih.gov/7246086/
https://pubmed.ncbi.nlm.nih.gov/7246086/
https://pubmed.ncbi.nlm.nih.gov/7246086/
https://pubmed.ncbi.nlm.nih.gov/7304580/
https://pubmed.ncbi.nlm.nih.gov/7304580/
https://pubmed.ncbi.nlm.nih.gov/7304580/
https://pubmed.ncbi.nlm.nih.gov/7304580/
https://pubmed.ncbi.nlm.nih.gov/7304580/
https://pubmed.ncbi.nlm.nih.gov/7114042/#:~:text=A%20hospital%2Dbased%20case%2Dcontrol,and%20903%20controls%20were%20included.
https://pubmed.ncbi.nlm.nih.gov/7114042/#:~:text=A%20hospital%2Dbased%20case%2Dcontrol,and%20903%20controls%20were%20included.
https://pubmed.ncbi.nlm.nih.gov/7114042/#:~:text=A%20hospital%2Dbased%20case%2Dcontrol,and%20903%20controls%20were%20included.
https://pubmed.ncbi.nlm.nih.gov/7114042/#:~:text=A%20hospital%2Dbased%20case%2Dcontrol,and%20903%20controls%20were%20included.
https://pubmed.ncbi.nlm.nih.gov/6860544/
https://pubmed.ncbi.nlm.nih.gov/6860544/
https://pubmed.ncbi.nlm.nih.gov/6860544/
https://pubmed.ncbi.nlm.nih.gov/6860544/
https://pubmed.ncbi.nlm.nih.gov/6590913/
https://pubmed.ncbi.nlm.nih.gov/6590913/
https://pubmed.ncbi.nlm.nih.gov/6590913/
https://pubmed.ncbi.nlm.nih.gov/6590913/
https://pubmed.ncbi.nlm.nih.gov/6590913/
https://pubmed.ncbi.nlm.nih.gov/6590913/
https://pubmed.ncbi.nlm.nih.gov/6590913/
https://pubmed.ncbi.nlm.nih.gov/6590913/
https://pubmed.ncbi.nlm.nih.gov/6590913/
https://pubmed.ncbi.nlm.nih.gov/6590913/
https://pubmed.ncbi.nlm.nih.gov/3017100/
https://pubmed.ncbi.nlm.nih.gov/3017100/
https://pubmed.ncbi.nlm.nih.gov/3017100/
https://pubmed.ncbi.nlm.nih.gov/3739631/
https://pubmed.ncbi.nlm.nih.gov/3739631/
https://pubmed.ncbi.nlm.nih.gov/3739631/
https://pubmed.ncbi.nlm.nih.gov/3739631/
https://pubmed.ncbi.nlm.nih.gov/3739631/
https://pubmed.ncbi.nlm.nih.gov/3356205/
https://pubmed.ncbi.nlm.nih.gov/3356205/
https://pubmed.ncbi.nlm.nih.gov/3356205/
https://pubmed.ncbi.nlm.nih.gov/2909447/
https://pubmed.ncbi.nlm.nih.gov/2909447/
https://pubmed.ncbi.nlm.nih.gov/2909447/
https://pubmed.ncbi.nlm.nih.gov/2909447/
https://pubmed.ncbi.nlm.nih.gov/2909447/
https://pubmed.ncbi.nlm.nih.gov/2301483/
https://pubmed.ncbi.nlm.nih.gov/2301483/
https://pubmed.ncbi.nlm.nih.gov/2301483/
https://pubmed.ncbi.nlm.nih.gov/2301483/
https://pubmed.ncbi.nlm.nih.gov/2301483/
https://pubmed.ncbi.nlm.nih.gov/1677110/
https://pubmed.ncbi.nlm.nih.gov/1677110/
https://pubmed.ncbi.nlm.nih.gov/1677110/
https://pubmed.ncbi.nlm.nih.gov/1677110/
https://www.jstor.org/stable/3702979?seq=1#metadata_info_tab_contents
https://www.jstor.org/stable/3702979?seq=1#metadata_info_tab_contents
https://www.jstor.org/stable/3702979?seq=1#metadata_info_tab_contents
https://pubmed.ncbi.nlm.nih.gov/8380913/
https://pubmed.ncbi.nlm.nih.gov/8380913/
https://pubmed.ncbi.nlm.nih.gov/8380913/
https://pubmed.ncbi.nlm.nih.gov/8398274/
https://pubmed.ncbi.nlm.nih.gov/8398274/
https://pubmed.ncbi.nlm.nih.gov/8398274/


SunKrist J Obstet Gynecol Res 7 Volume 3 (1): 2020 
 

Role of Covariates. Euro J Cancer. 1993; 29: 1445-

1449. 

38. Weiderpass E, Adami HO, Baron JA, 

Magnusson C, Bergström R, Lindgren A, et al. Risk 

of Endometrial Cancer Following Estrogen 

Replacement with and Without Progestins. J Natl 

Cancer Inst. 1999; 91: 1131-1137. 

39. Gambrell RD, Massey FM, Castaneda TA, 

Ugenas AJ, Ricci CA. Reduced Incidence of 

Endometrial Cancer among Postmenopausal Women 

Treated with Progestogens. J Am Geriatr Soc. 1979; 

27: 389-394. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Citation: Joseph Onwude. What is True Risk of Endometrial Carcinoma from Unopposed Oestrogen Therapy: A Review of the Published 

Evidence. SunKrist J Obstet Gynecol Res. 2021; 3: 1007. 

 

Copy Right: © 2021 Joseph Onwude. This is an open-access article distributed under the terms of the Creative Commons Attribution License, 

which permits unrestricted use, distribution and reproduction in any medium, provided the original author and source are credited. 

https://pubmed.ncbi.nlm.nih.gov/8398274/
https://pubmed.ncbi.nlm.nih.gov/8398274/
https://pubmed.ncbi.nlm.nih.gov/10393721/
https://pubmed.ncbi.nlm.nih.gov/10393721/
https://pubmed.ncbi.nlm.nih.gov/10393721/
https://pubmed.ncbi.nlm.nih.gov/10393721/
https://pubmed.ncbi.nlm.nih.gov/10393721/
https://pubmed.ncbi.nlm.nih.gov/469150/
https://pubmed.ncbi.nlm.nih.gov/469150/
https://pubmed.ncbi.nlm.nih.gov/469150/
https://pubmed.ncbi.nlm.nih.gov/469150/
https://pubmed.ncbi.nlm.nih.gov/469150/

