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Abstract:

OBJECTIVES:

Centchroman (Ormeloxifene) is a novel non-steroidal, selective antiestrogen. Because of its selective
antiestrogen action, centchroman has been used for treatment of mastalgia and fibroadenoma. Tamoxifen is an
older congener of the same which is used widespread for the benign breast diseases. Our aim is to compare the
efficacy of both drugs in similar selected group of patients.

MATERIALS AND METHODS:

100 Benign breast disease patients up to 35 years of age attending our surgery outpatient department from 2017
to 2018 and fulfilling the inclusion criterion were included in this study. Group A -50 were started on
centchroman 30 mg on alternate days for a period of 3 months and were followed up for 6 months. Remaining
(Group B) 50 were started on Tamoxifen 20 mg for 3 menstrual cycles Results were recorded as per clinical
examination and ultrasonography for breast lump size VAS scale for pain.

RESULTS:

A total of 100 patients were included in this pilot study, (70%) of whom had mastalgia with or without
nodularity, and (30%) had fibroadenoma. Noncyclical pain was recorded in (90%), and cyclical pain was
recorded in only (10%) patients. Fibroadenoma size ranged from 1.5 to 5 cm., single or multiple in one or both
breasts. In Group A there was a good response in the mastalgia group, with. Almost all of the patients were
painless at the end of one month, with complete disappearance of the nodularity. In the fibroadenoma group
there was a mixed response, with complete disappearance in 60%, partial regression in 20%, and no response
at all in the remaining 20%. In Goup B 60% showed improvement with regard to painful symptoms,60% showed
partial disappearance of lump 6.6% complete regression and 33.3% no response at all.

CONCLUSIONS:

Centchroman is a safe nonsteroidal drug for the treatment of mastalgia and fibroadenoma. It has shown good
results in mastalgia and is a safe drug as compared to tamoxifen. Further randomized studies are in progress
and are needed to determine its definitive role in this patient group.
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I.  Introduction

Ormeloxifene, also known as centchroman, is one of the selective estrogen receptor modulators. or
SERMs, a class of medication which acts on the estrogen receptor.Ormeloxifene is a selective estrogen receptor
modulator (SERM). In some parts of the body, its action is estrogenic (e.g., bones), in other parts of the body, its
action is antiestrogenic (e.g., uterus, breasts).™™ |t causes an  asynchrony in  the menstrual
cycle between ovulation and the development of the uterine lining, although its exact mode of action is not well
defined. In clinical trials, it caused ovulation to occur later than it normally would in some women,™ but did not
affect ovulation in the majority of women, while causing the lining of the uterus to build more slowly. It speeds
the transport of any fertilized egg through the fallopian tubes more quickly than is normal.[”? Presumably, this
combinat[i7?n of effects creates an environment such that if fertilization occurs, implantation will not be
possible.

Tamoxifen (TMX), , is a medication that is used to prevent breast cancer in women and treat breast
cancer in women and men."! It is also being studied for other types of cancer.®! It has been used for Albright
syndrome.”! Tamoxifen is typically taken daily by mouth for five years for breast cancer.™

Serious side effects include a small increased risk of uterine cancer, stroke, vision problems,
and pulmonary embolism."! Common side effects include irregular periods, weight loss, and hot flashes.™ It
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may cause harm to the baby if taken during pregnancy or breastfeeding.™ It is a selective estrogen-receptor
modulator (SERM) that works both by decreasing factors that increase the growth of breast cells and increasing
factors that decrease the growth of breast cells.l“!™! It is of the triphenylethylene group

I1. Aims And Objectives
Our aim is to study the efficacy of both the drugs in treating benign breast diseases.Also to study the
risk benefit ratio in using these drugs.the effects are similar but the efficacy could be different and adverse
reactions could be different in two drugs belonging to the same group.

I11. Materials And Methods

100 Benign breast disease patients up to 35 years of age attending our surgery outpatient department
from 2017 to 2018 and fulfilling the inclusion criterion were included in this study. Group A -50 were started on
centchroman 30 mg on alternate days for a period of 3 months and were followed up for 6 months. Remaining
(Group B) 50 were started on Tamoxifen 20 mg for 3 menstrual cycles Results were recorded as per clinical
examination and ultrasonography for breast lump size VAS scale for pain.

Patients were classified in to 2 groups randomly and were blinded on the drug whic they were
prescribed. A proper consent was obtained from the patients and an ethical approval was obtained prior to the
commencement of the study.

INCLUSION CRITERIA.

Benign breast diseases like fibroadenoma,fibroadenosis,cyclical mastalgia,non-cyclical mastalgia.
Patients were categorised based on clinical,sonographic,FNA evaluation.

EXCLUSION CRITERIA

Patients on steroids,on HRT,on OCP,on chemotherapy .

IV. Results
Results were analysed and statistically tabulated.

TABLE 1: RESPONSE TO PAIN
All 100 patients had pain before treatment.after the course of their respective treatments 50 patients in group A
showed complete remission of pain. 30 patients in group B showed complete remission of pain.
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Breast lump was a specific complaint in 30 patients of the total 100. Those 30 patients were divided randomly
into 2 groups of 15 patients in each and were subjected to the drug therapy.

In Group A 9 patients showed complete regression of the lump,3 patients showed partial regression and 3
patients did not show any response at all.

In Group B also 9 patients showed complete regression of the lump, but onlyl patient showed partial regression
and remaining 5 patients did not show any response at all.
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TABLE 2: REGRESSION OF FIBROADENOMA
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V. Discussion

The vast majority of the lesions that occur in the breast are benign. Much concern is given to malignant
lesions of the breast because breast cancer is the most common malighancy in women in Western countries;
however, benign lesions of the breast are far more frequent than malignant ones [1-9]. With the use of
mammography, ultrasound, and magnetic resonance imaging of the breast and the extensive use of needle
biopsies, the diagnosis of a benign breast disease can be accomplished without surgery in the majority of
patients. Because the majority of benign lesions are not associated with an increased risk for subsequent breast
cancer, unnecessary surgical procedures should be avoided. It is important for pathologists, radiologists, and
oncologists to recognize benign lesions, both to distinguish them from in situ and invasive breast cancer and to
assess a patient’s risk of developing breast cancer, so that the most appropriate treatment modality for each case
can be established.

The term “benign breast diseases” encompasses a heterogeneous group of lesions that may present a
wide range of symptoms or may be detected as incidental microscopic findings. The incidence of benign breast
lesions begins to rise during the second decade of life and peaks in the fourth and fifth decades, as opposed to
malignant diseases, for which the incidence continues to increase after menopause, although at a less rapid pace
[2-14].

Acute Mastitis,granulomatous  mastitis,sub areolar abscess,mammary suct ectasia,intraductal
pappilloma,fat necrosis,breast cyst,adenosis,metaplasia,diabetic fibrous mastopathy,cyclical or non cyclical
mastalgis,pseudoangiomatous stromal hyperplasia of breast,lipoma,adenoma,hamartoma are some of the entities
that come under benign breast diseases.Most common of all is the mastalgia of unknown reasons and
fibrodenosis or adenoma of breast.

Many drugs have been tried in the treatment of these conditions.Selective Estrogen Receptor
Modulators have been used for ages since their invention. Of those tamoxifen and ormeloxifen have been used
commonly.

Tamoxifen is currently used for the treatment of both early and advanced estrogen receptor-positive
(ER-positive or ER+) breast cancer in pre- and post-menopausal women."% Additionally, it is the most common
hormone treatment for male breast cancer.'* It is also approved by the FDA for the prevention of breast cancer
in women at high risk of developing the disease." It has been further approved for the reduction of
contralateral (in the opposite breast) cancer. The use of tamoxifen is recommended for 10 years

Endometrial cancer

Tamoxifen is a SERM. Even though it is an antagonist in breast tissue it acts as partial agonist on
the endometrium and has been linked to endometrial cancer in some women. Therefore, endometrial changes,
including cancer, are among tamoxifen's side effects. With time, risk of endometrial cancer may be doubled to
quadrupled, which is a reason tamoxifen is typically only used for 5 years.

The American Cancer Society lists tamoxifen as a known carcinogen, stating that it increases the risk
of some types of uterine cancer while lowering the risk of breast cancer recurrence The ACS states that its use
should not be avoided in cases where the risk of breast cancer recurrence without the drug is higher than the risk
of developing uterine cancer with the drug.
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Cardiovascular and metabolic

Tamoxifen treatment of postmenopausal women is associated with beneficial effects on serum lipid
profiles. However, long-term data from clinical trials have failed to demonstrate a cardioprotective effect. For
some women, tamoxifen can cause a rapid increase in triglyceride concentration in the blood. In addition there is
an increased risk of thromboembolism especially during and immediately after major surgery or periods of
immobility. Tamoxifen is also a cause of fatty liver, otherwise known as steatorrhoeic hepatosis or steatosis
hepatis.

Central nervous system

Tamoxifen-treated breast cancer patients show evidence of reduced cognition, a major side effect of
tamoxifen, and semantic memory scores. However memory impairment in patients treated with tamoxifen was
less severe compared with those treated with anastrozole (an aromatase inhibitor).
A significant number of tamoxifen-treated breast cancer patients experience a reduction of libido.
Premature growth plate fusion
While tamoxifen has been shown to antagonize the actions of estrogen in tissues such as the breast, its effects in
other tissues such as bones has not been documented fully.

VI. Conclusion
Benign breast diseases of breast covers a wide spectrum of disorders under its belt. In our set up the
commonest presenting complaints of patients with regard to breast are mastalgia and adenoma. Ormeloxifen
used in its management has more response and less adverse affects compared to tamoxifen which belongs to to
the same group.

References
[1]. "NCI Drug Dictionary". Archived from the original on 8 December 2015. Retrieved 28 November 2015.
[2]. "Tamoxifen". Drugs.com. Archived from the original on 2017-09-08.
[3]. to:*® "Tamoxifen Citrate”. NCI. August 26, 2015. Archived from the original on 4 January 2016. Retrieved 28 November 2015.

[4]. to:2Pcdefoh " Tamoxifen Citrate”. The American Society of Health-System Pharmacists. Archived from the original on 2017-09-
08. Retrieved 27 Nov 2015.
[5]- "Selective estrogen receptor modulators”. Archived from the original on 8 September 2017. Retrieved 28 November 2015.

[6]. Duefias-Diez, edited by Antonio Cano Sanchez, Joaquim Calaf i Alsina, José-Luis (2006). Selective Estrogen Receptor Modulators
a New Brand of Multitarget Drugs. Berlin, Heidelberg: Springer-Verlag Berlin Heidelberg. p. 52. ISBN 9783540347422.
[7]. to:? ® Jordan VC (Jan 2006). "Tamoxifen (ICI146,474) as a targeted therapy to treat and prevent breast cancer”. British Journal of

Pharmacology. 147 Suppl 1 (Suppl 1): S269-76. doi:10.1038/sj.bjp.0706399. PMC 1760730 @' PMID 16402113.

[8]. "WHO Model List of Essential Medicines (19th List)" (PDF). World Health Organization. April 2015. Archived (PDF) from the
original on 13 December 2016. Retrieved 8 December 2016.
[9]. "Tamoxifen Citrate". International Drug Price Indicator Guide. Retrieved 28 November2015.

[10]. Jordan VC (Oct 1993). "Fourteenth Gaddum Memorial Lecture. A current view of tamoxifen for the treatment and prevention of

breast cancer". British Journal of Pharmacology. 110 (2): 507-17. d0i:10.1111/j.1476-5381.1993.tb13840.x. PMC 2175926
PMID 8242225.

[11].  "Breast cancer in men". CancerHelp UK. Cancer Research UK. 2007-09-28. Archivedfrom the original on 2008-12-01.
Retrieved 2009-03-22.

[12].  Center for Drug Evaluation and Research (July 7, 2005). "Tamoxifen Information: reducing the incidence of breast cancer in
women at high risk". U.S. Food and Drug Administration. Archived from the original on June 19, 2007. Retrieved July 3, 2007.

[13].  Burstein HJ, Temin S, Anderson H, Buchholz TA, Davidson NE, Gelmon KE, Giordano SH, Hudis CA, Rowden D, Solky AJ, Stearns
V, Winer EP, Griggs JJ (Jul 2014). "Adjuvant endocrine therapy for women with hormone receptor-positive breast cancer:
american society of clinical oncology clinical practice guideline focused update”. Journal of Clinical Oncology. 32 (21): 2255—
69. doi:10.1200/JC0.2013.54.2258. PMID 24868023.

[14]. National Cancer Institute (2006-04-26). "Study of Tamoxifen and Raloxifene (STAR) Trial". U.S. National Institutes of Health.
Archived from the original on July 4, 2007. Retrieved July 3, 2007.

[15].  University of Pittsburgh. "STAR Study of Tamoxifen and Raloxifen". Archived from the original on June 11, 2007. Retrieved July
3, 2007.

[16]. Dr Susan Love (April 22, 2006). "Study Finds New Use for Raloxifene: Reducing Breast Cancer in High-Risk Postmenopausal
Women". Archived from the original on August 2, 2009. Retrieved March 19, 2009.

[17].  Steiner AZ, Terplan M, Paulson RJ (Jun 2005). "Comparison of tamoxifen and clomiphene citrate for ovulation induction: a meta-
analysis". Human Reproduction. 20 (6): 1511-5. doi:10.1093/humrep/deh840. PMID 15845599.

[18]. Chua ME, Escusa KG, Luna S, Tapia LC, Dofitas B, Morales M (September 2013). "Revisiting oestrogen antagonists (clomiphene
or tamoxifen) as medical empiric therapy for idiopathic male infertility: a meta-analysis”. Andrology. 1 (5): 749-
57. d0i:10.1111/j.2047-2927.2013.00107.X. PMID 23970453.

[19]. “"Gynecomastia: Incidence, Causes, and Treatment: Treatment". Medscape. van Bommel EF, Hendriksz TR, Huiskes AW, Zeegers
AG (Jan 2006). "Brief communication: tamoxifen therapy for nonmalignant retroperitoneal fibrosis". Annals of Internal
Medicine. 144 (2): 101-6. doi:10.7326/0003-4819-144-2-200601170-00007. PMID 16418409.

| Dr.G.Rajashok M.S "A Comparative Study in the Efficacy of Tamoxifen Vs Efficacy of Ormeloxifen In
| Benign Proliferative Breast Diseases."IOSR Journal of Dental and Medical Sciences (IOSR-JDMS), vol.
' 17, no. 6, 2018, pp 12-15.

DOI: 10.9790/0853-1706151215 www.iosrjournals.org 15 | Page


https://en.wikipedia.org/wiki/Triglyceride
https://en.wikipedia.org/wiki/Thromboembolism
https://en.wikipedia.org/wiki/Fatty_liver
https://en.wikipedia.org/wiki/Cognition
https://en.wikipedia.org/wiki/Semantic_memory
https://en.wikipedia.org/wiki/Anastrozole
https://en.wikipedia.org/wiki/Aromatase_inhibitor
https://en.wikipedia.org/wiki/Libido
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-1
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-1
https://web.archive.org/web/20151208154459/http:/www.cancer.gov/publications/dictionaries/cancer-drug?CdrID=42901
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-2
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-2
https://web.archive.org/web/20131615303000/http:/www.drugs.com/pro/tamoxifen.html
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-NCI2015_3-0
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-NCI2015_3-1
http://www.cancer.gov/about-cancer/treatment/drugs/tamoxifencitrate
https://web.archive.org/web/20160104184533/http:/www.cancer.gov/about-cancer/treatment/drugs/tamoxifencitrate
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-AHFS2015_4-0
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-AHFS2015_4-1
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-AHFS2015_4-2
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-AHFS2015_4-3
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-AHFS2015_4-4
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-AHFS2015_4-5
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-AHFS2015_4-6
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-AHFS2015_4-7
https://www.drugs.com/monograph/tamoxifen-citrate.html
https://web.archive.org/web/20131615304100/http:/www.drugs.com/monograph/tamoxifen-citrate.html
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-5
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-5
https://web.archive.org/web/20131703224600/http:/www.drugs.com/drug-class/selective-estrogen-receptor-modulators.html
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-6
https://books.google.com/books?id=heJDAAAAQBAJ&pg=PA52
https://books.google.com/books?id=heJDAAAAQBAJ&pg=PA52
https://en.wikipedia.org/wiki/International_Standard_Book_Number
https://en.wikipedia.org/wiki/Special:BookSources/9783540347422
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-Jordan_2006_7-0
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-Jordan_2006_7-1
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1760730
https://en.wikipedia.org/wiki/Digital_object_identifier
https://doi.org/10.1038%2Fsj.bjp.0706399
https://en.wikipedia.org/wiki/PubMed_Central
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1760730
https://en.wikipedia.org/wiki/PubMed_Identifier
https://www.ncbi.nlm.nih.gov/pubmed/16402113
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-WHO19th_8-0
http://www.who.int/medicines/publications/essentialmedicines/EML_2015_FINAL_amended_NOV2015.pdf?ua=1
https://web.archive.org/web/20161213052708/http:/www.who.int/medicines/publications/essentialmedicines/EML_2015_FINAL_amended_NOV2015.pdf?ua=1
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-9
http://mshpriceguide.org/en/single-drug-information/?DMFId=750&searchYear=2014
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-Jordan_1993_10-0
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2175926
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2175926
https://en.wikipedia.org/wiki/Digital_object_identifier
https://doi.org/10.1111%2Fj.1476-5381.1993.tb13840.x
https://en.wikipedia.org/wiki/PubMed_Central
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2175926
https://en.wikipedia.org/wiki/PubMed_Identifier
https://www.ncbi.nlm.nih.gov/pubmed/8242225
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-urlBreast_cancer_in_men:_Cancer_Research_UK:_CancerHelp_UK_11-0
http://www.cancerhelp.org.uk/help/default.asp?page=5075
https://web.archive.org/web/20081201175641/http:/www.cancerhelp.org.uk/help/default.asp?page=5075
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-FDA_12-0
https://web.archive.org/web/20070619012859/http:/www.fda.gov/cder/news/tamoxifen/
https://web.archive.org/web/20070619012859/http:/www.fda.gov/cder/news/tamoxifen/
https://web.archive.org/web/20070619012859/http:/www.fda.gov/cder/news/tamoxifen/
http://www.fda.gov/cder/news/tamoxifen/
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-13
https://en.wikipedia.org/wiki/Digital_object_identifier
https://doi.org/10.1200%2FJCO.2013.54.2258
https://en.wikipedia.org/wiki/PubMed_Identifier
https://www.ncbi.nlm.nih.gov/pubmed/24868023
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-NCI_14-0
https://web.archive.org/web/20070704091218/http:/www.cancer.gov/star
http://www.cancer.gov/star
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-STAR_15-0
https://web.archive.org/web/20070611194336/http:/www.nsabp.pitt.edu/STAR/Index.html
http://www.nsabp.pitt.edu/STAR/Index.html
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-16
https://en.wikipedia.org/wiki/Susan_Love
http://www.dslrf.org/breastcancer/content.asp?L2=2&L3=6&SID=130&CID=391&PID=14&CATID=0
http://www.dslrf.org/breastcancer/content.asp?L2=2&L3=6&SID=130&CID=391&PID=14&CATID=0
https://web.archive.org/web/20090802013050/http:/www.dslrf.org/breastcancer/content.asp?L2=2&L3=6&SID=130&CID=391&PID=14&CATID=0
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-Steiner_2005_17-0
https://en.wikipedia.org/wiki/Digital_object_identifier
https://doi.org/10.1093%2Fhumrep%2Fdeh840
https://en.wikipedia.org/wiki/PubMed_Identifier
https://www.ncbi.nlm.nih.gov/pubmed/15845599
https://en.wikipedia.org/wiki/Tamoxifen#cite_ref-18
https://en.wikipedia.org/wiki/Digital_object_identifier
https://doi.org/10.1111%2Fj.2047-2927.2013.00107.x
https://en.wikipedia.org/wiki/PubMed_Identifier
https://www.ncbi.nlm.nih.gov/pubmed/23970453
http://www.medscape.org/viewarticle/748626_6
https://en.wikipedia.org/wiki/Medscape
https://en.wikipedia.org/wiki/Digital_object_identifier
https://doi.org/10.7326%2F0003-4819-144-2-200601170-00007
https://en.wikipedia.org/wiki/PubMed_Identifier
https://www.ncbi.nlm.nih.gov/pubmed/16418409

