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Abstract

Th e role of reproductive factors in the aetiology of ovarian cancer had been evaluated in hospital-based case-control study conducted in Alba-

nia, providing a total dataset of  cases and  controls. Logistic regression models were used to obtain relative risk (OR) estimates. Th e 

present results showed that parity had protective eff ects which increased until the forth birth and the trend in risk was signifi cant (p < .). In 

each stratum and overall, nulliparous women appeared to be at highly increased risk compared to those who had diff erent number of births 

(OR=., , CI: .-.). Evaluation of early age at menarche and late age at menopause, showed statistically signifi cant increased risk. 

Furthermore, increased risk was observed between pre-menopausal women and never-married nulliparity women, respectively (OR=. 

, CI: .-.; OR=., , CI: . - .), but ovarian cancer risk was reduced for hysterectomized women. Th ese fi ndings suggest that 

Albanian women have risk factors similar to women in western countries.
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INTRODUCTION

Cancer of the ovary is among the most common female geni-

tal tract cancers and has the worst prognosis. Th is is largely 

caused by the fact that these cancers are detected at late stage 

of disease, because of absence of early clinical symptoms. 

Consequently, early events in ovarian carcinogenesis remain 

remarkably unknown []. Most established hormone-related 

risk factors such as parity, oral contraceptive use and hyster-

ectomy [-] are associated with only a modest to moderate 

protective eff ect on ovarian cancer risk, whereas others (e.g., 

age at fi rst birth) show no consistent association. Although 

the modest and inconsistent associations may be attribut-

able to variation in study design, it is also possible that they 

result from disease heterogeneity. In few studies age at men-

arche was a strong predictor of ovarian cancer risk [] and 

late age at menopause increased risk modestly in some [, 

]. In other epidemiological studies, diff erences were found, 

although specific findings had not been consistent across 

studies. Associations reported in some studies for family his-

tory of ovarian cancer [, ] seems to increase risk. Albanian 

women have a number of diff erent reproductive experiences 

and lifestyle habits compared with those of other populations. 

A fertility rate in  of . children per woman of child-

bearing age has changed to  children in  []. While 

the nature of over-nutrition in the urban dwellers does not 

seem much diff erent from the situation in richer European 

countries where it is rooted in an increasing sedentary life-

style, together with a “diet of affl  uence”. In Albania, the inci-

dence of ovarian cancer is lower than in western countries, 

with the incidence rate per   women being . in  

compared to . in western union countries []. However, 

incidence rates are rising, and the epidemiology of ovarian 

cancer in Albania, remains undefi ned, without any previously 

investigation undertaken. Th us, to evaluate the infl uence of 

risk factors in Albania and to determine if factors in this low-

er-incidence area diff er from those estimated in other west-

ern countries, we conducted a case-control study in Albania. 

MATERIALS AND METHODS

Patients

We began collecting data for ovarian cancer cases from  

January  through  December , identifying  
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women aged - years old with a primary diagnosis ovar-

ian cancer as potentially eligible subjects for this study. 

Procedures

Using data from a population-based case-control study, we 

examined risk factors for ovarian cancer after subdividing 

cases to replicate analyses from previous studies and to evalu-

ate these hypotheses. Hormone-related risk factors of ovar-

ian cancer available for analysis included the following: age at 

menarche, age at menopause, number of children born, age 

at fi rst full-term pregnancy, history of abortion and hyster-

ectomy. A pregnancy was classifi ed as full-term if it resulted 

in a livebirth or lasted  or more months; otherwise, it was 

considered a spontaneous or induced abortion. We, also, test-

ed family history of ovarian cancer for which the relevance 

of hormones is less established. First, we evaluated various 

forms of defi ned variables and then we concluded in results 

reported here for variables determinate by using the fewest 

categories that reached relevant associations. Women not 

having menstrual cycles were considered as perimenopausal 

and were grouped with premenopausal women. Th e remain-

ing women were considered postmenopausal if their cycles 

ended naturally or from surgery in which both the uterus and 

ovaries were removed, or from surgery in which one ovary 

remains intact but age at diagnosis was more than  years. 

Cases were identifi ed from the fi les of the Albanian Central 

Cancer Registry belonging to the Oncology Hospital. Diagno-

ses were confi rmed histologically, through a biopsy. Controls 

were used in another population-based case-control study 

of breast cancer in Albania. Controls were obtained from 

other hospitals through random selection for non-neoplastic, 

non-gynecological conditions. These women were outpa-

tients receiving primary care, in the same source area as the 

cases. Th e main reasons for the selected controls visiting the 

outpatient clinic were gastrointestinal upsets (), respira-

tory infections (), and skin diseases (), among others. 

Th e team of interviewers was previously trained in the logis-

tic aspects of this study. Controls answered a standardized 

questionnaire on age (-year categories), marital status, age at 

menarche (<=, ,, , >= years), number of abortions, 

number of children (, -, -, -, > or full-term pregnan-

cies), age at menopause (premenopausal, <, or ≥  years), 

hysterechtomy (no or yes), and family reproductive history of 

ovarian cancer. Th e study protocol was approved by the insti-

tutional Review Board of Tirana University in February .

Statistical analysis

We had fi rst analyzed frequency and distribution and then 

we used Pearson correlation coeffi  cient (R) to measure the 

strength of linear dependence between dependent and 

independent variables. Chi square test of Pearson and p-

value were done to see if the connection is statistically sig-

nifi cant. Th en, the relationship between case-control status 

and all variables were estimated in univariate analysis and 

in multivariate analysis using binary logistic regression for 

dependent variable was dichotomous case-control []. 

All primary exposure variables were included in the mod-

els to account for potential confounding effects. Women 

for whom values for one or more of the variables in the 

models were missing were eliminated from the analyses. 

Statistical analysis

These analyses were performed using software SPSS . 

We used  confidence intervals (CIs) testing to evalu-

ate whether variations in risks by these categories were 

statistically significant. All statistical tests were two-sided, 

and p values of . or less were considered significant.

RESULTS

To our knowledge, this is the fi rst nationwide epidemiologic 

study in Albania, to evaluate ovarian cancer risk in relation to 

reproductive and menstrual factors. Th e median age at diag-

nosis for cancer of the ovary was  years of age. Approximate-

ly . were diagnosed between age - years; . between 

 and  years; . between  and  years; . between 

 and  and  +years of age. Selected characteristics 

of patients divided by risk factors are presented in Table . 

Age at fi rst birth was similiar in cases and controls. Statisti-

cally signifi cant diff erences were only observed in the num-

ber of children born in women with ovarian cancer (. 

children) and the controls (. children); in the age at men-

arche (. for cases and . for controls) and in the age at 

menopause ( for cases and  for controls) with p<.. 

Table , shows odds ratios for ovarian cancer according to 

reproductive factors and family history. Among the  cas-

es,  women ( percent) had ever been pregnant; among 

the  controls, the corresponding number was  women 

(. percent). In our study, parous women were consistently 

at a lower risk of ovarian cancer compared with nulliparous 

women. Th e level of protection increased with the number 

of childbirths, but pregnancy after the fourth one did not 

decrease the risk further. Th ere were insuffi  cient numbers 

Cases Controls p (chi square)

Mean SD Mean SD

Age at menarche 14.14 1.439 14.65 1.534 <0.05

Age at fi rst birth 22.29 4.73 22.46 3.052 <0.5

Number of births 2.78 2.212 3.17 1.427 <0.05

Age at menopause 48.85 6.238 42.2 15.48 <0.05

TABLE 1.  Baseline characteristics of case patients and control 

subjects of Albanian population, 2000-2005



Bosn J Basic Med Sci 2013; 13 (2): 91-93

EDLIRA PAJENGA ET AL.: HORMONAL RISK FACTORS FOR OVARIAN CANCER IN THE ALBANIAN CASECONTROL STUDY

to permit a multivariate analysis among more categories of 

parity (e.g., parity six or more). Women with - births had 

the excess risk  compared to women with - births 

(OR= .  CI =.-.) and a test for trend by number 

of births was statistically significant (p=.). Compared 

with parous women, nulliparous women had a twelve-fold 

signifi cant elevated risk of developing ovarian cancer. Age 

at fi rst birth did not indicate any risk for ovarian cancer. In 

addition, history of hysterectomy offer protection against 

ovarian cancer (OR=.,  CI=.-.). Th e sample size 

limits further analyses according to histologic subtype com-

parisons. Th e risk of ovarian cancer was higher among never-

married women than ever-married women. Th e results of 

the present study revealed that, compared with women who 

ever-married, women who never-married were at about, sig-

nifi cantly nine-fold elevated risk of ovarian cancer in multi-

variate analysis. Incomplete pregnancies (spontaneous and 

induced abortions) modestly increased the risk of ovarian 

cancer (OR=.,  CI=.-.). In this study relative 

risk of ovarian cancer for family history is  lower compar-

ing with women without family history as shown in Table . 

Decreased risks appeared with older age at menarche 

(p=.). Overall, age at menarche of  years or older re-

duced the risk . times comparing to the age  years and the 

results were statistically signifi cant as shown in Table . As for 

the state of menopause, a relative risk of about . was found 

in those women who were in the still menstruating age-

groups compared with those no longer menstruating. A more 

than two-fold risk (OR=.,  CI= .-.) was found for 

women whose menopause occurred after age  compared to 

menopause before age  years. Late age at menopause was 

found to be associated with increased risk of ovarian cancer. 

DISCUSSION

Although, risk factors for ovarian cancer have been studied in 

high incidence areas, epidemiological characteristics remain 

relatively unexplored elsewhere. In Albania, the incidence 

of ovarian cancer is lower than in most western countries. 

However, ovarian cancer rates have been rising in Albania 

in recent years and ovarian cancer ranks ninth by neoplasm 

among women. Despite this rising incidence rates, the epi-

demiology of ovarian cancer in Albania, remained undefi ned. 

When all cases were compared with controls, and after ad-

justment for potential confounding effects, an increased 

ovarian cancer risk was associated with nulliparity, early age 

at menarche and late age at menopause. Th e strengths of our 

study include its nationwide, population-based design and 

reliable ascertainment of cases. We can not exclude as a po-

tential source of bias recall of early events. Women over  

years might have reported improperly any reproductive or 

hormonal factor such as age at menarche while pregnancies 

are expected to have been reported accurately. Th e results 

are based on data from the Albanian national registers. How-

ever, it was not possible to get detailed individual data. Th ere-

Multivariate Model

Cases Controls OR 95% CI

Number of births

>6 19 0.41 1.00 Referent

5-6 33 118 0.41 0.16-1.06

3-4 88 503 0.31 0.13-0.73

1-2 89 357 0.59 0.24-1.44

0 54 9 12.52 2.4-63.01

p for trend p=0.002

Age at fi rst birth

<20 26 40 1.00 Referent

20-24 160 181 1.21 0.4-3.62

25-29 81 57 0.74 0.21-2.56

>=30 16 5 0.34 0.07-1.74

Aborts

No 195 725 1.00 Referent

Yes 88 294 1.24 0.86-1.79

Marriage

Yes 253 1014 1.00 Referent

No 30 4 8.98 1.44-56.14

Hysterectomy

Yes 36 78 0.59 0.41-1.39

No 257 941 1.00 Referent

Family history

No 270 739 1.41 0.66-3.01

Yes 13 52 1.00 Referent

Multivariate Model

Cases Controls OR 95% CI

Age at menarche*

<=12 38 55 2.88 1.4-5.92

13 34 160 1.12 0.59-2.13

14 128 325 2.88 1.78-4.66

15 44 222 1.11 0.62-1.99

>=16 39 260 1.00 Referent

p for trend    p=0.009

Menopause*     

No 128 605 1.44 0.88-2.36

Yes 155 414 1.00 Referent

Age at menopause**     

<50 61 312 1.00 Referent

>=50 94 154 2.13 1.27-3.59

TABLE 2.  Odds ratios and 95% confi dence intervals of ovarian 

cancers according to selected reproductive factors and family his-

tory, Albania, 2000-2005.

TABLE 3.  Odds ratios and 95% confi dence intervals of ovarian 

cancers according to menstrual factors, Albania, 2000-2005.

Legend: Adjusted for age, age at menarche, age at marriage, number of 

births, family history, aborts, menopause status. 

Legend: * Adjusted for age, age at menarche, age at marriage, number of 

births, family history, aborts. **Adjusted for age at menarche, age at mar-

riage, number of births, family history, aborts, menopause status. 
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fore, the role of confounding factors, e.g. lifestyle, using of oral 

contraceptive and hormone replacement therapy etc., could 

not be evaluated. Our results discovered a strong association 

between nulliparous women and ovarian cancer risk. Nulli-

parious women had . times higher risk comparing to pari-

ous women. Excessive stimulation of hormones such as pitu-

itary gonadotropins, estrogens and androgens is suggested to 

increase ovarian cancer risk []. Pregnancies suppress pitu-

itary gonadotropin secretion and increase circulating proges-

terone levels. We, also, have seen a diff erence between the 

number of never-married women and nulliparous-married 

women, which may refl ect diffi  culties in conceiving, but we 

cannot form any reliable conclusion regarding eff ect of sub-

fertility, which needs to be studied further. In other studies, 

parity is the factor associated with ovarian cancer, which is 

the best documented. Studies carried out in China, USA and 

Sweden [, , , , , , , , , , , ] have found that 

the number of children signifi cantly reduces the risk of ovar-

ian cancer. Th e protective eff ect of parity is also confi rmed in 

the present investigation. Further analyses on parious women 

showed that there was no evidence of an association with 

age at fi rst pregnancy. In other studies increasing age at fi rst 

birth reduced the risk of ovarian cancer [, , , , ] or 

found no association []. A moderate risk of ovarian cancer 

was found for abortion but insignifi cant. Some studies found 

negative association between risk of ovarian cancer and his-

tory of abortion [, ] or even no association [, ]. Family 

history appeared not to be related to ovarian cancer risk. In 

addition, the number of cancer cases in this group was low 

(approximately  of all patients) supposing that hereditary 

factors are not important in the aetiology of ovarian cancer. 

In other studies, family history is associated with the risk [, 

]. In our study, age at menarche has a negative association 

with ovarian cancer risk while in others the relationship be-

tween age at menarche and ovarian cancer is controversial. 

A younger age at menarche increased the risk of ovarian 

cancer in several studies [, ], whereas others [, , , 

, ] found little or no association. Early menarche is as-

sociated with early onset of ovulatory cycles and with higher 

concentrations of estradiol level during the puberty before 

the menarche and after the menarche []. Excessive expo-

sure of ovarian tissue by estrogens increased ovarian cancer 

risk [], thus a protective eff ect of late age at menarche is in 

accordance with the incessant ovulation [] and hormonal 

hypothesis [, ]. Late age at menopause was found to be 

associated with two-fold signifi cant increased risk of ovar-

ian cancer. Epidemiological studies have suggested that age 

at menopause is an important factor in ovarian cancer risk. 

Analyses in Europe [, , , ] indicated a signifi cant in-

crease, whereas in Asia, Africa and United States [, , , , 

] studies showed no relationship. Th e fi nding of the present 

study showed that premenopausal women had an increased 

risk of ovarian cancer compared with postmenopausal wom-

en. Th e   increased risk among premenopausal women 

who are still exposed to higher level of estrogens indicates the 

infl uence of sex hormones in the risk of ovarian cancer. Th e 

risk of ovarian cancer decreased at the group of women with 

history of hysterectomy as seen in other studies [, , , ]. 

CONCLUSIONS

We observed that parity, late age at menarche, young-

er age at menopause and hysterectomy reduced risk 

against ovarian cancer, while age at first birth and fam-

ily history had no influence on ovarian cancer risk. These 

data show that risk factors for Albanian women are 

similar to those found in western countries, although 

great differences in incidence rates between them.

ACKNOWLEDGEMENTS

This study was financially supported by the Faculty of 

Science of Elbasan University. We thank Ferdinant Jor-

goni, Division of Gynaecology and Oncology, QSUT, Ti-

rana, Albania for assisting in the preparation of this article.

DECLARATION OF INTEREST

Th e authors declare no confl ict of interest for this study.

REFERENCES

[] Piek JM, Van Diest PJ, Verheijen RH. Ovarian Carcinogenesis: An 

Alternative Hypothesis. Adv Exp Med Biol. ; : -. 

[] Adami HO, Hsieh CC, Lambe M, Trichopoulos D, Leon D, Pers-

son I. et al. Parity, age at fi rst childbirth, and risk of ovarian cancer. 

Lancet ; : -.

[] Albrektsen G, Heuch I, Kvale G. Reproductive factors and inci-

dence of epithelial ovarian cancer: a Norwegian prospective study. 

Cancer Causes Control ; :-.

[] Chiaff arino F, Pelucchi C, Parazzini F, Negri E. Reproductive and 

hormonal factors and ovarian cancer. Ann Oncol ; (): -

.

[] Cramer DW, Hutchison GB, Welch WR, Scully RE, Knapp RC. 

Factors aff ecting the association of oral contraceptives and ovarian 

cancer. N Engl J Med ; :–.

[] Gates MA, Rosner BA, Hecht JL, Tworoger SS. Risk factors for epi-

thelial ovarian cancer by histologic subtype. Am J Epidemiol ; 

(): -.

[] Hankinson SE, Colditz GA, Hunter DJ, Willett WC, Stampfer MJ, 

Rosner B, Hennekens CH, Speizer FE. A prospective study of re-

productive factors and risk of epithelial ovarian cancer. Cancer 

; ():-.

[] Risch HA, Marrett LD, Jain M, Howe GR. Diff erences in risk fac-

tors for epithelial ovarian cancer by histologic type: results of a 

case-control study. Am J Epidemiol ; : –.

[] Titus-Ernstoff L, Perez K, Cramer DW, Harlow BL, Baron JA, 

Greenberg ER. Menstrual and reproductive factors in relation to 

ovarian cancer risk. Br J Cancer ; (): .



Bosn J Basic Med Sci 2013; 13 (2): 93-93

EDLIRA PAJENGA ET AL.: HORMONAL RISK FACTORS FOR OVARIAN CANCER IN THE ALBANIAN CASECONTROL STUDY

[] Whittemore AS, Harris R, Itnyre J. Characteristics relating to ovar-

ian cancer risk: collaborative analysis of  US case-control studies. 

II. Invasive epithelial ovarian cancers in white women. Collabora-

tive Ovarian Cancer Group. Am J Epidemiol ; ():-

.

[] Shu XO, Brinton LA, Gao YT, Yuan JM. Population-based case-

control study of ovarian cancer in Shanghai. Cancer Res ; 

:-.

[] Franceschi S, La Vecchia C, Booth M, Tzonou A, Negri E, Parazzini 

F. et al. Pooled analysis of three European case-control studies of 

ovarian cancer: II. Age at menarche and at menopause. Int J Cancer 

; :-.

[] McGowan L, Parent L, Lednar W, Norris HJ. Th e woman at risk for 

developing ovarian cancer. Gynecol Oncol ; :– .

[] Narod SA, Madlensky L, Bradley L, Cole D, Tonin P, Rosen B et al. 

Hereditary and familial ovarian cancer in southern Ontario. Can-

cer ; : –.

[] Gjonça A, Aassve A, Mencarini L. Th e highest fertility in Europe 

– for how long? Determinants of fertility change in Albania. De-

mográfi a ;  (): -.

[] Ferlay J, Shin HR, Bray F, Forman D, Mathers C, Parkin DM. Can-

cer incidence and mortality worldwide: IARC CancerBase No. , 

vol . Lyon (France): International Agency for Research on Cancer; 

 [cited  Aug ].

[] Breslow N, Day N. Statistical Methods in Cancer Research: Th e 

Analysis of Case-Control Studies: Scientifi c Publications . Lyon: 

International Agency for Research on Cancer; .

[] Casagrande JT, Pike MC, Ross RK. "Incessant ovulation" and ovar-

ian cancer. Lancet ; -.

[] Chen MT, Cook LS, Daling JR, Weiss NS. Incomplete pregnancies 

and risk of ovarian cancer (Washington, United States). Cancer 

Causes Control ; :-. 

[] Purdie DM, Siskind V, Bain CJ, Webb PM, Green AC. Reproduc-

tion-related risk factors for mucinous and nonmucinous epithelial 

ovarian cancer. Am J Epidemiol ; : -.

[] Moorman PG, Palmieri RT, Akushevich L, Berchuck A, Schild-

kraut JM. Ovarian cancer risk factors in African-American and 

white women. Am J Epidemiol ; (): -.

[] Whiteman DC, Siskind V, Purdie DM, Green AC. Timing of preg-

nancy and the risk of epithelial ovarian cancer. Cancer Epidemiol 

Biomarkers Prev. ;():-

[] Risch HA, Marrett LD, Howe GR. Parity, contraception, infertility, 

and the risk of epithelial ovarian cancer. Am J Epidemiol ; : 

-.

[] Kvåle G, Heuch I, Nilssen S, Beral V. Reproductive factors and risk 

of ovarian cancer: a prospective study. Int J Cancer ; ():-

.

[] Wu ML, Whittemore AS, Paff enbarger RS Jr, Sarles DL, Kampert 

JB, Grosser S. et al. Personal and environmental characteristics 

related to epithelial ovarian cancer. I. Reproductive and men-

strual events and oral contraceptive use. Am J Epidemiol. ; 

():-.

[] Vihko R, Apter D. Endocrine characteristics of adolescent men-

strual cycles: impact of early menarche. Steroid Biochem. ; 

():-.

[] Risch HA. Hormonal etiology of epithelial ovarian cancer,with a 

hypothesis concerning the use of androgens and progesterone. J 

Natl Cancer Inst ; :-.

[] Schildkraut JM, Cooper GS, Halabi S, Calingaert B, Hartge P, Whit-

temore AS. Age at natural menopause and the risk of epithelial 

ovarian cancer. Obstet Gynecol ; (): -.

[] Nash J, Ozols R, Smyth J, Hamilton T. Estrogen and anti-estrogen 

eff ects on the growth of human epithelial ovarian cancer in vitro. 

Obstet Gynecol ; : -.

[] Leung PC, Choi JH. Endocrine signaling in ovarian surface epithe-

lium and cancer. Hum Reprod Update. ;():-. 

[] Riman T, Dickman PW, Nilsson S, Correia N, Nordlinder H, Mag-

nusson CM et al. Risk Factors for Invasive Epithelial Ovarian Can-

cer: Results from a Swedish Case-Control Study. Am J Epidemiol 

; (): -.

[] Cramer DW, Xu H. Epidemiologic evidence of uterine growth fac-

tors in the pathogenesis of ovarian cancer. Ann Epidemiol ; : 

–.

[] Green A, Purdie D, Bain C, Siskind V, Russell P, Quinn M. et al. 

Tubal sterilisation, hysterectomy and decreased risk of ovarian can-

cer. Int J Cancer ; :–.


