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ABSTRACT 

Menopausal hormone therapy has been 

challenging for contributors in care of menopausal 

women. An important variable which affects the 

balance of benefit-risk profile are age and years. 

Many hormone products were approved for use in 

menopausal hormone therapy according to U.S. 

Food and Drug Administration (FDA). FDA-approved 

products have subjected to extensive testing and 

are mainly produced under standardized 

conditions to shield that each and every dose—

whether in a pill, a skin patch, or a cream must 

contains the correct amount of the suitable 

hormones. Hormone replacement therapy around 

the time of menopause can reduce the risk of 

developing diabetes in women. HRT can also 

prevent the loss of bone density. The duration of 

combined therapy is preferably limited to not more 

than 5 years due to the lack of first-pass metabolic 

effects, which in turn mainly evade of increased 

synthesis of clotting proteins by liver, triglycerides, 

C-reactive proteins and sex hormone-binding

globulin.

INTRODUCTION 

Menopause is mainly defined as the time when there have been no menstrual periods for a minimum 12 

consecutive months and there are no other physiological or biological cause can be recognized. 

HRT, which was also known as hormone therapy (HT) or menopause hormone therapy (MHT) is known as the 

medication containing hormones that a woman’s body stops secretions after menopause. MHRT is mainly 

concerned to treat symptoms of menopause. 

HRT mainly reduces the chances of colorectal cancer, osteoporosis and heart disease but may increase the 

possibility of developing a blood clot if given in tablet form or else it may cause breast cancer with usage of some 

types when used for long-term. 

Women who experience menopause before the age of 45, MHRT is recommended strongly until the average age 

of onset around 51 years, unless there is a particular reason for a women that not to take it. 

SYMPTOMS OF MENOPAUSE AND HRT 

Symptoms of menopause that may relieved by MHRT as follows: 

 Night Sweats and hot flushes

 Dryness in vagina

 Vaginal walls thinning

 Urinary Incontinence

 Pains and aches

 Sleep disorders

 Loss of memory

 Minimized Sex drive
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 Mood changes

 Abnormal sensations like crawling or prickling under the skin

 Eye palpitations

 Abnormal growth of hair

 Itching and dry eyes

 Loss of teeth and periodontitis

Benefits of MHRT: 

 HRT mainly reduces the risk of enormous chronic conditions that can affect postmenopausal women.

Some of the important benefits are as follows.

 During the time of menopause HRT therapy minimizes the risk of developing diabetes in women.

 Osteoporosis which mainly includes bones weakening that may leads to break more easily.

 HRT therapy mainly prevents further loss of bone density, preserving the bone integrity and also reduces

the risk of fractures, even though it is not recommended usually as the first choice of treatment, unless in

younger postmenopausal women mainly below the age of 60 years.

 Risk of colorectal cancer was slightly reduced by the MHR therapy.

Unwanted effects of MHRT 

HRT was mainly needs to be prescribed for each and every woman individually. Some women may experience 

some side effects during the early stages of medication, which may include  

 Tenderness of breast

 Vaginal bleeding

 Abhorrence

 HRT associated health risks

 Breast cancer and MHRT

Women above 50 years age who use combinations of oestrogen and progestogen (progesterone) replacement

for not less than 5 years may have minute or no increased risk of developing breast cancer. Moreover women who 

use combinational HRT for more than 5 years have mainly a slightly increased risk of developing breast cancer. 

Women who use oestrogen alone have no increased risk almost up to 15 years of consumption. Risk of 

developing breast cancer is greater with combined usage of oestrogen and progestogen than with oestrogen alone 

or mainly with newer HRT products such as Livial and can also depends on type of usage of progestogen. 

Cardiovascular disease with MHRT 

Heart disease and stroke are more common to occur in women over 60 years who use combined oral HRT. If 

oestrogen is taken in a tablet form it increases the risk of stroke but not if using as a skin patch. Likewise tibolone 

mainly increases the risk of developing stroke in women at the age of 60. 

Venous thrombosis and MHRT 

Venous thrombosis is nothing but the formation of blood clots inside the veins. Women below 50 and above 

50-60 may face an increased risk of venous thrombosis bu the usage of HRT. This was particularly applicable to

women with genetic predisposition to develop thrombosis are generally advised to not use HRT.

Endometrial cancer and MHRT 

Inner wall of the uterus is endometrium. Risk of developing endometrial cancer is more in women who use 

oestrogen-only HRT and is not seen in women with combined usage of oestrogen and progestogen continuously. 

Women who had hysterectomy should not have any risk of endometrial cancer. 

CONCLUSION 

Hormone replacement therapy is neither required nor suitable for every woman, but for most of the women, 

HRT can spare remarkable benefits not only for relief of distressing symptoms but also for the treatment of 

osteoporosis. Many different treatment options are available for women who can do other adjustments. No erratic 

limits should be placed on the duration for MHRT. Duration and type of treatment should be categorized; 

symptoms should be considerable as well as the family history and past history, risk of balancing against benefits. 

REFERENCES 

1. Grant EC. Endometrial Cancer with Progestin and Estrogen Oral Contraceptives and Hormone Therapy – A

Review and Analysis of the Current Data. J Cancer Clin Trials. 2016;1:114.



e-ISSN: 2322-0139
p-ISSN: 2322-0120

RRJPTS | Volume 4 | Issue 4 
|September 2016 

Research & Reviews: Journal of Pharmacology and Toxicological Studies  

                                                                   24 

2. Bajwa A et al. Pre-pubertal Female on Growth Hormone Therapy Diagnosed with Legg Calve Perthes

Disease. Endocrinol Metab Synd. 2015;4:167.

3. Mori R et al. Effective Hormone Therapy Reduces the Efficacy of Subsequent Chemotherapy in Hormone-

Receptor-Positive Metastatic Breast Cancer. Chemo Open Access. 2016;5:210.

4. Nam NM. Reversing Hormone Therapy Resistance: A Novel Era of Epigenetic Therapy in Breast and

Prostate Cancers. J Steroids Horm Sci. 2015;6:e116.

5. Sanni OB et al. Risk Factors (Excluding Hormone Replacement Therapy) for Endometrial Hyperplasia: A

Systematic Review. Epidemiol. 2016;6:229.

6. Bhargava A. Thyroid Hormone Replacement Therapy: More than Meets the Eye. Thyroid Disorders Ther.

2015;4:e122.

7. Rahnama M et al. The Analysis of Hormone Replacement Therapy Influence on Il-6 Expression and

Mandible T-Score of Postmenopausal Women. J Genet Syndr Gene Ther. 2015;6:253.

8. Heidari A. Molecular Dynamics and Monte–Carlo Simulations for Replacement Sugars in Insulin

Resistance, Obesity, LDL Cholesterol, Triglycerides, Metabolic Syndrome, Type 2 Diabetes and

Cardiovascular Disease: A Glycobiological Study. J Glycobiol. 2016;5:e111.

9. Yang S et al. Magnitude of the Difference between Fasting and Non-fasting Triglycerides, and Its

Dependent Factors Running Title: Fasting and Non-fasting Triglycerides.

J Community Med. Health Educ. 2015;5:375.

10. Jansen EHJM et al. Long Term Stability of Parameters of Lipid Metabolism in Frozen Human Serum:

Triglycerides, Free Fatty Acids, Total-, HDL- and LDL-cholesterol, Apolipoprotein-A1 and B. J Mol Biomark

Diagn. 2014;5:182.

11. Shimizu Y et al. Association of Chronic Kidney Disease and Diabetes with Triglycerides-to-HDL Cholesterol

Ratio for a Japanese Population: The Nagasaki Islands Study. Transl Med 2014;4:125.

12. Rubido Valle CD et al. Ovarian Steroid Cell Tumor Associated to Endometrial Hyperplasia and Presenting

as Postmenopausal Vaginal Bleeding. Gynecol Obstet (Sunnyvale). 2015;5:316.

13. Gorchynski J et al. Sexually Transmitted Diseases Do Not Discriminate; First Trimester Vaginal Bleeding is

not Always a Threatened Abortion. Family Med Medical Sci Res. 2013;2:110.

14. Krivochenitser R et al. Underrecognition of cervical Neisseria gonorrhoeae and Chlamydia trachomatis

infections in pregnant patients in the ED. Am J Emerg Med. 2013;31:661-663.

15. Hoffman L et al. Cervical infections in emergency department patients with vaginal bleeding. Acad Emerg

Med. 2002;9:781-785.

16. Chen MY et al. Screening pregnant women for chlamydia: what are the predictors of infection. Sex Transm

Infect. 2009;85:31-35.

17. Alqaqa A. The Association of Cardiovascular Disease and Migraine: Review. J Clin Exp Cardiolog.

2016;7:465.

18. Kim YH et al. Biased Agonism of G Protein-Coupled Receptors: A Potential Therapeutic Strategy of

Cardiovascular Diseases. Cardiovasc Pharm Open Access. 2016;5:192.

19. Manna E et al. Early Detection of Breast Cancer: Management with Radiotherapy associated with

Cardiovascular Disease (CVD), Heart Failure among the Breast Cancer Survivors Woman. J Women's

Health Care. 2016;5:323.

20. Alam MA. Methylenetetrahydrofolate Reductase Gene Polymorphisms and Cardiovascular Diseases. Cell

Dev Biol. 2016;5:172.

21. Kisters K et al. Magnesium Metabolism, Vitamin D and Interleukins in Cardiovascular Disease.

Metabolomics. 2016;6:177.

22. Jager W and Ludwig S. There is a Chance to Cure Urinary Incontinence in all Women. J Gerontol Geriatr

Res. 2016;5:296

23. Jager W et al. Does the Patients Age have an Influence on the Outcome of Cesa (Cervico-Sacropexy) and

Vasa (Vagino-Sacropexy) for the Treatment of Urinary Incontinence in Women. J Gerontol Geriatr Res.

2016;5:277.

24. Ahmed AS and Zaky NH. Health Care-Seeking Behaviors among Women Suffering from Urinary

Incontinence. J Nurs Care. 2016;5:319.

25. Zanella AK et al. Can We Prevent Urinary Incontinence In Women. J Gerontol Geriatr Res. 2015;4:243.

26. Fernández-Cuadros ME et al. Associated Risk Factors in Female Urinary Incontinence and Effectiveness of

Electromyography-Biofeedback on Quality of Life. J Women’s Health Care. 2015;4:273.

27. Santini ACM et al. Cross-Sectional Study of the Influence of Gestational Hyperglycemia Associated With

Urinary Incontinence on Quality Of Life. J Women’s Health Care. 2015;4:214.

28. Hunskaar S et al. The prevalence of urinary incontinence in women in four European countries. BJU Int.

2004;93:324-330.

29. Walid MS and Heaton RL. Stepwise Multimodal Treatment of Mixed Urinary Incontinence with Voiding

Problems in a Patient with Prolapse. Journal of Gynecologic Surgery. 2009;25:121-127.

30. Nygaard IE and Heit M. Stress urinary incontinence. Obstet Gynecol. 2004;104:607-620.

31. Persson J et al. Obstetric risk factors for stress urinary incontinence: a population-based study. Obstet



e-ISSN: 2322-0139
p-ISSN: 2322-0120

RRJPTS | Volume 4 | Issue 4 
|September 2016 

Research & Reviews: Journal of Pharmacology and Toxicological Studies  

                                                                   25

Gynecol. 2000;96:440-445. 

32. Khavari R et al. Impaired Detrusor Contractility and the Treatment of Female Stress Urinary Incontinence.

Gynecol Obstet (Sunnyvale). 2014;4:236.

33. Bates P et al. Standardization of terminology of low urinary tract function. First and second reports,

International Continence Society. Urology. 1977;9:237-241.

34. González A et al. Rehabilitation treatment of female urinary incontinence. Rehabilitation. 2003;37:79-85.

35. Espuña Pons M. Urinary incontinence in women. Med Clin. 2003;120:464-472.

36. Rizzi M et al. Sleep Disorders in Fibromyalgia Syndrome. J Pain Relief. 2016;5:232.

37. Wiseman-Hakes C et al. A Profile of Sleep Architecture and Sleep Disorders in Adults with Chronic

Traumatic Brain Injury. J Sleep Disord Ther. 2016;5:224.

38. Kitsera N et al. Detection of Gene Mutation in the 185del AG BRCA1 in Families with Hereditary Breast

Cancer. Hereditary Genet. 2016;5:171.

39. Hassanen EM et al. Comparative Study between Vinorelbine based Versus Taxanes based Chemotherapy

in Treatment of Parenchymal Metastatic Breast Cancer. Chemo Open Access. 2016;5:208.

40. Manna E et al. Early Detection of Breast Cancer: Management with Radiotherapy associated with

Cardiovascular Disease (CVD), Heart Failure among the Breast Cancer Survivors Woman. J Women's

Health Care. 2016;5:323.

41. Khedr RAE et al. The Prognostic Role of Tumor-Infiltrating Lymphocytes CD8 and Foxp3 and their Impact

on Recurrence in Breast Cancer Patients. J Cancer Sci Ther. 2016;8:206-212.

42. Naeini EE et al. The Effectiveness of Stress Management Training on Hardiness in Patients with Breast

Cancer. Abnorm Behav Psychol. 2016;2:115.

43. Hara F et al. Randomized, Optimal Dose Finding, Phase Ii Study of Tri-Weekly Nab-Paclitaxel in Patients

with Metastatic Breast Cancer (ABROAD). J Clin Trials. 2016;6:267.

44. Lagiou M et al. Molecular Analysis of RASSF1 Gene Methylation and mRNA Expression in Sporadic Breast

Cancer. Clin Med Biochemistry Open Access. 2016;2:118.

45. Grant EC. Endometrial Cancer with Progestin and Estrogen Oral Contraceptives and Hormone Therapy – A

Review and Analysis of the Current Data. J Cancer Clin Trials. 2016;1:114.

46. Rotschild G et al. Single Incision Laparoscopy and Vaginal Hysterectomy for the Approach of Endometrial

Cancer in a Morbidly Obese Patient. Gynecol Obstet (Sunnyvale). 2015;5:313.

47. Singh S et al. The Role of Adjuvant Radiation in High Risk Early-Stage Endometrial Cancer. J Nucl Med

Radiat Ther. 2014;5:185.

48. Wang Y et al. Lynch Syndrome Related Endometrial Cancer: Aspects and Concerns. J Clin Exp Pathol.

2013;3:e117.

49. Bi FF et al. AT1R Blockade and Treatment for Endometrial Cancer. Clin Exp Pharmacol. 2012;2:115.

50. Androutsopoulos G. Current Treatment Options in Patients with Endometrial Cancer. J Community Med

Health Educ. 2012;2:e113.

51. Yamamoto K and Tomizawa S. Statistical Analysis of Case-Control Data of Endometrial Cancer Based on

New Asymmetry Models. J Biomet Biostat. 2012;3:147.

52. Espino-Strebel EE and Luna JTP. Correlation Between Preoperative Serum CA 125 and Surgicopathologic

Prognostic Factors in Endometrial Cancer. Gynecol Obstetric. 2012;2:115.

53. Yardley et al. Randomized phase II, double-blind, placebo-controlled study of exemestane with or without

entinostat in postmenopausal women with locally recurrent or metastatic estrogen receptor-positive

breast cancer progressing on treatment with a nonsteroidal aromatase inhibitor. J Clin Oncol.

2013;31:2128-2135.

54. Nakayama et al. Epigenetic regulation of androgen receptor gene expression in human prostate cancers.

Lab Invest. 2000;80:1789-96.

55. ChenMF et al. Role of DNA methyltransferase 1 in hormone-resistant prostate cancer. J Mol Med (Berl).

2010;88:953-962.

56. SonpavdeG et al. Azacitidine favorably modulates PSA kinetics correlating with plasma DNA LINE-1

hypomethylation in men with chemonaive castration-resistant prostate cancer. Urol Oncol. 2011;29:682-

689.

57. Wiersinga WM. Thyroid hormone replacement therapy. Horm Res. 2001;1:74-81.

58. Jonklaas J et al. Guidelines for the treatment of hypothyroidism: prepared by the american thyroid

association task force on thyroid hormone replacement Thyroid. 2014;24:1670-751.

59. Garber JR et al. Clinical practice guidelines for hypothyroidism in adults: cosponsored by the American

Association of Clinical Endocrinologists and the American Thyroid Association. Endocr Pract.

2012;18:988-1028.

60. Marcocci C et al. Selenium and the course of mild Graves' orbitopathy. N Engl J Med. 2011;364:1920-

1931.

61. Khong JJ et al. Serum selenium status in Graves’ disease with and without orbitopathy: a case-control

study. Clin Endocrinol (Oxf). 2014;80:905-910.

62. Bernstein RS and Robbins J. Intermittent therapy with l-thyroxine. N Engl J Med. 1969; 281:1444–1448.



e-ISSN: 2322-0139
p-ISSN: 2322-0120

RRJPTS | Volume 4 | Issue 4 
|September 2016 

Research & Reviews: Journal of Pharmacology and Toxicological Studies  

                                                                   26 

63. Grebe SK et al. (1997) Treatment of hypothyroidism with once weekly thyroxine.J Clin Endocrinol Metab

82:870-875.

64. Warenik-Szymankiewicz A and Meczekalski B. Estrogen influence on bone metabolism in physiology and

pathology. Stand Med. 2007;4:143-145.

65. Cowley SM et al. Estrogen receptors alpha and beta form heterodimers on DNA. J Biol Chem.

1997;272:19858-19862.

66. Horowitz MC. Cytokines and estrogen in bone: anti-osteoporotic effects. Science. 1993;260:626-627.

67. Kishimoto T et al. Interleukin-6 and its receptor: a paradigm for cytokines. Science. 1992;258:593-597.

68. Sekeroglu MR et al. Serum cytokines and bone metabolism in patients with thyroid dysfunction. Adv Ther.

2006;23:475-480.

69. Stevenson JC et al. Oral estradiol and dydrogesterone combination therapy in postmenopausal women:

review of efficacy and safety. Maturitas. 2013;76:10-21.

70. Mobasheri A and Shakibaei M. Osteogenic effects of resveratrol in vitro: potential for the prevention and

treatment of osteoporosis. Ann N Y Acad Sci. 2013;1290:59-66.

71. Khosla S et al. Relationship of serum sex steroid levels and bone turnover markers with bone mineral

density in men and women: a key role for bioavailable estrogen. J Clin Endocrinol Metab. 1998;83:2266-

2274.

72. Patacchioli FR et al. Menopause, mild psychological stress and salivary cortisol: influence of long-term

hormone replacement therapy (HRT). Maturitas. 2006;55:150-155.

73. Yu Z et al. High-fructose corn syrup andsucrose haveequivalent effects on energy-regulating hormones at

normal human consumption levels, Nutr Res. 2013;33:1043-1052.

74. Babacanoglu C et al. Resveratrol prevents high-fructose corn syrup-induced vascular insulin resistance

and dysfunction in rats. Food ChemToxicol. 2013;60:160-167.

75. Akar F et al. High-fructose corn syrup causes vascular dysfunction associated with metabolic disturbance

in rats: Protective effect of resveratrol. Food ChemToxicol. 2012;50:2135-2141.

76. Bocarsly ME et al. High-fructose corn syrup causes characteristics of obesity in rats: Increased body

weight, body fat and triglyceride levels. Pharmacol BiochemBehav. 2010; 97:101-106.

77. Walker RW et al. Fructosecontent in popular beverages made with and without high-fructose corn syrup.

Nutrition. 2014;30:928-935.

78. Le MT et al. Effects of high-fructose corn syrup and sucrose on the pharmacokinetics of fructose and

acute metabolic and hemodynamic responses in healthy subjects. Metabolism. 2012;61:641-651.

79. Aiman J. Virilizing ovarian tumors. ClinObstetGynecol. 1991;34:835-847.

80. Wan J et al. Ovarian steroid cell tumor, not otherwise specified: A rare case of postmenopausal vaginal

bleeding. Oncol Lett. 2014;8:1187-1189.

81. Furuya M. Ovarian cancer stroma: pathophysiology and the roles in cancer development. Cancers (Basel).

2012;4:701-724.

82. Roth LM and Talerman A. Recent advances in the pathology and classification of ovarian germ cell

tumors. Int J Gynecol Pathol. 2006;25:305-320.

83. Picón MJ et al. Use of a long-acting gonadotrophin-releasing hormone analogue in a postmenopausal

woman with hyperandrogenism due to a hilus cell tumour. Eur J Endocrinol. 2000;142:619.

84. Adeyemi SD et al. Adrenal rest tumour of the ovary associated with isosexual precocious pseudopuberty

and cushingoid features. Eur J Pediatr. 1986;145:236-238.

85. Wang W. Radiotherapy in the management of early breast cancer. J Med RadiatSci. 2013;60:40-46.

86. Coates AS. Tailoring therapies-improving the management of early breast cancer: St Gallen International

Expert Consensus on the Primary Therapy of Early Breast Cancer. Ann Oncol. 2015;26:1533-1546.

87. Adedayo A. Survival Comparisons for Breast Conserving Surgery and Mastectomy Revisited: Community

Experience and the Role of Radiation Therapy. Clin Med Res. 2015;13:65-73.

88. Marissa M and McNatt H. Patients opting for breast reconstruction following mastectomy: an analysis of

uptake rates and benefit. Breast Cancer. 2013;5:9-15.

89. Beenken WS. Axillary Lymph Node Status, But Not Tumor Size, Predicts Locoregional Recurrence and

Overall Survival after Mastectomy for Breast Cancer. Ann Surg. 2003;237:732-739.

90. Chang SJ. Do Recent Advances in Diagnostic and Therapeutic Procedures Negate the Benefit of

Postmastectomy Radiotherapy in N1 Patients With a Low Risk of Locoregional Recurrence. Medicine

(Baltimore). 2015;94:e1259.

91. Lin R and Tripuraneni P. Radiation Therapy in Early-Stage Invasive Breast Cancer. Indian J SurgOncol.

2011;2:101-111.

92. Stewart FA et al. vascular damage as an underlying mechanism of cardiac and cerebral toxicity in

irradiated cancer patients. Radiat Res. 2010;174:865-869.

93. Mudd SH et al. Homocystinuria associated with decreased methylenetetrahydrofolatereductase activity.

Biochem Biophys Res Commun. 1972;46:905-912.

94. Kang SS et al. Thermolabilemethylenetetrahydrofolatereductase: an inherited risk factor for coronary

artery disease. Am J Hum Genet. 1991;48:536-545.



e-ISSN: 2322-0139
p-ISSN: 2322-0120

RRJPTS | Volume 4 | Issue 4 
|September 2016 

Research & Reviews: Journal of Pharmacology and Toxicological Studies  

                                                                   27 

95. Herrmann W et al. Hyperhomocysteinaemia: a critical review of old and new aspects. Curr Drug Metab.

2007;8:17-31

96. Rayssiguier Y et al. Magnesium and blood pressure I Animal studies. Magnes Res. 1992;5:139-146.

97. Grober U et al. Magnesium in Prevention and Therapy. Nutrients. 2015;7:8199-8226.

98. Resnick et al. Divalentcations in essential hypertension. Relations between serum ionized calcium,

magnesium, and plasma renin activity. N Engl J Med. 1983;309:888-891.

99. Resnick LM et al. Divalentcations in essential hypertension: relations between serum ionized calcium,

magnesium, and plasma renin activity. N Engl JMed. 1983a;309:888-891.

100 .Hashim H and Abrams P. Pharmacological management of women with mixed urinary incontinence. 

Drugs. 2006;66:591-606. 

101 .Petros PE and Ulmsten UI. An integral theory of female urinary incontinence. Experimental and clinical 

considerations. Acta Obstet Gynecol Scand Suppl. 1990;153:7-31. 

102 .Laurikainen E et al. Five-year results of a randomized trial comparing retropubic and transobturator 

midurethral slings for stress incontinence. Eur Urol. 2014;65:1109-1114. 

103 .Barber MD et al. Bilateral uterosacral ligament vaginal vault suspension with site-specific endopelvic 

fascia defect repair for treatment of pelvic organ prolapse. Am J Obstet Gynecol. 2000;183:1402-1410. 

104 .Scarpa KP et al. Prevalence and correlates of stress urinary incontinence during pregnancy: a survey at 

UNICAMP Medical School, Sao Paulo, Brazil. 

105 .Int Urogynecol J Pelvic Floor Dysfunct. 2006;17:219-223. 

106 .Hvidman L et al. Correlates of urinary incontinence in pregnancy. Int Urogynecol J Pelvic Floor Dysfunct. 

2002;13:278-283. 


