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Introduction

Thyroiditis is a public health disorder of grown incidence 
and accounts for about 40 %. of the overall diagnosed endocrine 
disorders. Aging, iodine deficiency, intoxications, and congenital 
malformations are the main risk factors causing the disease 
[1] Particularly, hypothyroidism spontaneously affects 0.5 to 
2 % of women, worldwide. [2] Thyroid hormones regulate the 
organism growth and overall metabolism through the activation 
of mitochondrial turnover, in young people. Besides, alterations in 
their levels might result in several physio pathological disorders 
such as thermoregulation, growth, development, and response to 
other endocrine and neural regulatory processes [3].  Accordingly, 
clinical findings showed an association between thyroiditis and 
female’s reproductive dysfunction and infertility. [4]. Stuckey et al 
(2010) reported a tight correlation between thyroid stimulating 
hormone (TSH) and estrogen in women with hypothyroidism 
undergoing super-ovulation for in vitro fecundation. Such results 
prove the dual cross-talking between thyroids and ovaries 
through the hypothalamus- pituitary axis HPA [5]. Further 
studies approved the association of several reproductive health 
problems to thyroiditis in females, including cardiovascular 
disorders, miscarriage, pre-eclampsia, stillbirth, and menstrual  

 
dysregulation [6-8] In this work, we investigated the relationship 
of hypothyroidism in procreation age with females’ changes of 
their menstrual cycle, as indicator of reproductive disorder. 

Patients and Methods 

A total of 53 women (20 to 45 years old), consulting a local 
hospital for diagnosis and follow-up of thyroiditis were recruited. 
All of them gave a written informed- consent for participation. 
Our study design was in conformity with the declaration of 
Helsinki ethical Principles for medical research involving human 
subjects. Participants’ sociodemographic parameters and history 
of menstrual cycle (total cycle duration, length of menstruation, 
severe pain / discomfort sensation and absenteeism from work, 
for the last three months) were recorded via a direct interview 
questionnaire. The mean values of the last three months were 
considered for the statistical study. Among participants, 12 
patients suffered from hypothyroidism and received levothyroxine 
hormonal replacement as treatment. Other women presented 
normal thyroid function. Blood circulating levels of thyroxine 4 
(T4), thyroid stimulating hormone (TSH) luteinizing hormone 
(LH) and follicle stimulating hormone (FSH) were determined 
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by enzyme linked fluorescent assay, in accordance with the 
manufacturer’s instructions (VIDAS, Biomérieux, France). Chi- 
square and non-parametric Mann-Whitney test were used to 
compare results between the two states of thyroids. Statistics 
were carried out using the SPSS program for Windows. 17 (IBM 
corporation), with a confidence interval of 0.95.

Results and discussion

Thyroiditis was usually associated to several pathological 
disorders such as impairment of heart and lung function, and 
osteoporosis [9] It was also reported to disturb reproductive 
function at different levels [5-8] Accordingly, we observed 
that females having hypothyroidism manifest deep hormonal 
disturbances. Although they received a levothyroxine hormonal 
replacement, women having hypothyroidism presented 
significantly higher levels of thyroxine 4 and thyroid stimulating 
hormone (2.07±0.76 ng/L and 2.00±0.90 UI/L, respectively for T4 
and TSH) in comparison to those presenting euthyroidism (EuT) 
(0.98±0.09 ng/L and 1.41±0.67 UI/L, respectively for T4 and TSH) 
(Figure 1).

There was also a significant increase in follicle stimulating 
hormone in hypothyroidism (13.93±4.87 UI/L and 6.89±4.56 
UI/L, respectively for HypoT and EuT). In contrast, the level of the 
luteinizing hormone (LH) did not present significant variations 
between the two states of thyroid (9.4±2.42 UI/L and 8.94±4.32 
UI/L, respectively for EuT and HypoT). Similar findings have 

been reported by several previous studies both in managed and 
non- managed thyroiditis [5,10,11]. In agreement with other 
clinical results [13,14], hypothyroidism was also accompanied 
by significant prolongation of the total length of the menstrual 
cycle (Figure 1) and elevated percent of women suffering 
from severe menses- related pain or discomfort (Table 1). The 
culminating knowledge suggests that women are at higher risk 
to get procreation’s problems and to lose their fertility due to 
hypothyroidism. The development of such reproductive disorders 
might involve a distortion of the feedback- loop connecting 
thyroids to the reproductive tract through HPA. In effect, thyroxine 
hormone depletion causes the hypersecretion of TSH and GnRH 
by the hypothalamus and consequently disturbs the production 
of FSH, LH, prolactin (PRL) and sex hormones (estrogen and 
progesterone) that regulate ovaries and uterine cyclic activity [15-
17] (Figure 2). Furthermore, ovaries and uterine endometrium 
were proven to be sensitive to thyroid hormones that share a pool 
of nuclear hormone receptor elements with steroid hormones 
through which their crosstalk and regulate reproductive functions, 
such as ovarian follicles’ development, vascularization of uterine 
endometrium and endometrial cells’ proliferation [18]. Although 
levothyroxine was shown to greatly improve patients with 
deficient thyroids’ hormones, it might induce preterm birth and 
prenatal growth retardation [19], probably through a mechanism 
involving the elicitation of hypertension and pre-eclampsia during 
pregnancy [20-22].

Figure 1: levels of T4, TSH, LH and FSH hormones and total length of the menstrual cycle in women presenting euthyroidism (EuT) or 
hypothyroidism (HypoT).

Conclusion

Hypothyroidism is a common disorder in females. Although 
hormonal replacement remains the best efficacious treatment for 
the disease, it might lead to reproductive disorders including utero-

ovarian cycle irregularities and thereby infertility. This suggests 
the need for a regular clinical follow-up for both thyroid and 
sexual hormones in women under thyroid hormonal replacement 
to ameliorate their status and preserve their procreative potential.
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Table 1: sociodemographic and dysmenhorrea-related description of participants

EuT HypoT

Age (years) 33.4±7.9 38.7±7.8

BMI (Kg.m-2) 26.0±5.1 27.4±2.1

Married (%) 0.36 0.08 **

Dysmenhorrea related signs

absenteism (%) 0.44 0.25

severe pain (%) 0.37 0.80**

Pain duration (days) 1.62±1.41 1.50±0.80

Figure 2: Relationship of thyroid hormones with female menstrual cycle regulation.

E: estrogen, FSH: follicle stimulating hormone, GnRH: gonadotropin releasing hormone, LH: luteinizing hormone, NHRE: nucleus hormone 
receptor element, P: progesterone, PRL: prolactin T3: thyroxin 3, T4: thyroxin 4, TRH: thyroid releasing hormone, and TSH: thyroid 
stimulating hormone, dotted line: negative feed-back, arrows: hormones’ liberation or action.

References
1.	 Garmendia Madariaga A, Santos Palacios S, Guillén-Grima F, Galofré JC 

(2014) The incidence and prevalence of thyroid dysfunction in Europe: 
a meta-analysis. The Journal of Clinical Endocrinology & Metabolism 
99(3): 923-931.

2.	 Vanderpump MP (2019) Epidemiology of thyroid disorders. In The 
thyroid and its diseases: A comprehensive guide for the clinician. 
Cham: Springer International Publishing Pp: 75-85

3.	 Hoch FL (1968) Biochemistry of hyperthyroidism and hypothyroidism. 
Postgraduate Medical Journal 44(511): 347-362.

4.	 Acharya N, Acharya S, Shukla S, Inamdar SA, Khatri M, et al. (2011) 
Gonadotropin levels in hypothyroid women of reproductive age group. 
The Journal of Obstetrics and Gynecology of India 61: 550-553.

5.	 Stuckey BG, Yeap D, Turner SR (2010) Thyroxine replacement 
during super-ovulation for in vitro fertilization: a potential gap in 
management? Fertility and sterility 93(7): 2414-e1.

6.	 Jefferys A, Vanderpump M, Yasmin E (2015) Thyroid dysfunction and 
reproductive health. The Obstetrician & Gynaecologist 17(1): 39-45.

7.	 Verma SK, Pal A, Jaswal S (2017) A study of thyroid dysfunction in 

dysfunctional uterine bleeding. International Journal of Reproduction, 
Contraception, Obstetrics and Gynecology 6(5): 2035-2040.

8.	 Poppe K, Velkeniers B, Glinoer D (2007) Thyroid disease and female 
reproduction. Clinical endocrinology 66(3): 309-321.

9.	 Farling PA (2000) Thyroid disease. British Journal of Anaesthesia 
85(1): 15-28.

10.	Bruni JF, Dibbet JA, Meites J (1975) Effects of hyper-and hypothyroidism 
on serum LH and FSH levels in intact and gonadectomized male and 
female rats. Endocrinology 97(3): 558-563.

11.	Saran S, Gupta BS, Philip R, Singh KS, Bende SA, et al. (2016) Effect of 
hypothyroidism on female reproductive hormones. Indian journal of 
endocrinology and metabolism 20(1): 108-113.

12.	Ortiga Carvalho TM, Chiamolera MI, Pazos‐Moura CC, Wondisford 
FE (2011) Hypothalamus‐pituitary‐thyroid axis. Comprehensive 
Physiology 6(3): 1387-1428.

13.	Jacobson MH, Howards PP, Darrow LA, Meadows JW, Kesner JS, et 
al. (2018) Thyroid hormones and menstrual cycle function in a 
longitudinal cohort of premenopausal women. Paediatric and perinatal 
epidemiology 32(3): 225-234.

http://dx.doi.org/10.19080/JETR.2023.07.555715
https://academic.oup.com/jcem/article/99/3/923/2537300
https://academic.oup.com/jcem/article/99/3/923/2537300
https://academic.oup.com/jcem/article/99/3/923/2537300
https://academic.oup.com/jcem/article/99/3/923/2537300
https://academic.oup.com/pmj/article-abstract/44/511/347/7051879?redirectedFrom=fulltext
https://academic.oup.com/pmj/article-abstract/44/511/347/7051879?redirectedFrom=fulltext
https://www.jogi.co.in/storage/files/gonadotropin_levels_in_hypothyroid_women_of_reproductiveage_group.pdf
https://www.jogi.co.in/storage/files/gonadotropin_levels_in_hypothyroid_women_of_reproductiveage_group.pdf
https://www.jogi.co.in/storage/files/gonadotropin_levels_in_hypothyroid_women_of_reproductiveage_group.pdf
https://obgyn.onlinelibrary.wiley.com/doi/abs/10.1111/tog.12161
https://obgyn.onlinelibrary.wiley.com/doi/abs/10.1111/tog.12161
https://www.ijrcog.org/index.php/ijrcog/article/view/4234
https://www.ijrcog.org/index.php/ijrcog/article/view/4234
https://www.ijrcog.org/index.php/ijrcog/article/view/4234
https://onlinelibrary.wiley.com/doi/full/10.1111/j.1365-2265.2007.02752.x
https://onlinelibrary.wiley.com/doi/full/10.1111/j.1365-2265.2007.02752.x
https://pubmed.ncbi.nlm.nih.gov/1175507/
https://pubmed.ncbi.nlm.nih.gov/1175507/
https://pubmed.ncbi.nlm.nih.gov/1175507/
https://pubmed.ncbi.nlm.nih.gov/26904478/
https://pubmed.ncbi.nlm.nih.gov/26904478/
https://pubmed.ncbi.nlm.nih.gov/26904478/
https://pubmed.ncbi.nlm.nih.gov/27347897/
https://pubmed.ncbi.nlm.nih.gov/27347897/
https://pubmed.ncbi.nlm.nih.gov/27347897/
https://onlinelibrary.wiley.com/doi/abs/10.1111/ppe.12462
https://onlinelibrary.wiley.com/doi/abs/10.1111/ppe.12462
https://onlinelibrary.wiley.com/doi/abs/10.1111/ppe.12462
https://onlinelibrary.wiley.com/doi/abs/10.1111/ppe.12462


How to cite this article:    Bedoui I, Jedli O, Bouzenna H, Hammadi I, Nassoubi O, et al. Dysmenorrhea In Hypothyroidism. J Endocrinol Thyroid Res. 
2022; 7(3): 555715.  DOI: 10.19080/JETR.2023.07.555715

004

Journal of Endocrinology and Thyroid Research

Your next submission with Juniper Publishers    
      will reach you the below assets

•	 Quality Editorial service
•	 Swift Peer Review
•	 Reprints availability
•	 E-prints Service
•	 Manuscript Podcast for convenient understanding
•	 Global attainment for your research
•	 Manuscript accessibility in different formats 

         ( Pdf, E-pub, Full Text, Audio) 
•	 Unceasing customer service

 Track the below URL for one-step submission 
 https://juniperpublishers.com/online-submission.php

This work is licensed under Creative
Commons Attribution 4.0 Licens
DOI: 10.19080/JETR.2023.07.555715

14.	Kakuno Y, Amino N, Kanoh M, Kawai M, Fujiwara M, et al.  (2010) 
Menstrual disturbances in various thyroid diseases. Endocrine journal 
57(12): 1017-1022.

15.	Goswami B, Patel S, Chatterjee M, Koner BC, Saxena A (2009) 
Correlation of prolactin and thyroid hormone concentration with 
menstrual patterns in infertile women. Journal of reproduction & 
infertility 10(3): 207-212.

16.	Krassas GE, Pontikides N, Kaltsas TH, Papadopoulou PH, Paunkovic J, 
et al. (1999) Disturbances of menstruation in hypothyroidism. Clinical 
endocrinology 50(5): 655-659.

17.	Turankar S, Sonone K, Turankar A (2013) Hyperprolactinaemia and its 
comparison with hypothyroidism in primary infertile women. Journal 
of clinical and diagnostic research 7(5): 794-796.

18.	Ren B, Zhu Y (2022) A new perspective on thyroid hormones: crosstalk 
with reproductive hormones in females. International Journal of 
Molecular Sciences 23(5): 2708.

19.	Ge GM, Cheung EC, Man KK, Ip P, Leung WC, et al. (2022) Association of 
maternal levothyroxine use during pregnancy with offspring birth and 
neurodevelopmental outcomes: a population-based cohort study. BMC 
medicine 20(1): 1-12.

20.	Wang J, Gong XH, Peng T, Wu JN (2021) Association of thyroid function 
during pregnancy with the risk of pre-eclampsia and gestational 
diabetes mellitus. Endocrine Practice 27(8): 819-825.

21.	Toloza FJ, Derakhshan A, Männistö T, Bliddal S, Popova PV, et al. (2022) 
Association between maternal thyroid function and risk of gestational 
hypertension and pre-eclampsia: a systematic review and individual-
participant data meta-analysis. Lancet Diabetes & Endocrinology 
10(4): 243-252.

22.	Qublan HS, Al Kaisi IJ, Hindawi IM, Hiasat MS, Awamleh I, et al. (2003) 
Severe pre-eclampsia and maternal thyroid function. Journal of 
Obstetrics and Gynaecology 23(3): 244-246.

http://dx.doi.org/10.19080/JETR.2023.07.555715
https://juniperpublishersgroup.com/online-submission.php
http://dx.doi.org/10.19080/JETR.2023.07.555715
https://www.jstage.jst.go.jp/article/endocrj/57/12/57_K10E-216/_pdf
https://www.jstage.jst.go.jp/article/endocrj/57/12/57_K10E-216/_pdf
https://www.jstage.jst.go.jp/article/endocrj/57/12/57_K10E-216/_pdf
https://pubmed.ncbi.nlm.nih.gov/23926470/
https://pubmed.ncbi.nlm.nih.gov/23926470/
https://pubmed.ncbi.nlm.nih.gov/23926470/
https://pubmed.ncbi.nlm.nih.gov/23926470/
https://onlinelibrary.wiley.com/doi/abs/10.1046/j.1365-2265.1999.00719.xhttps:/onlinelibrary.wiley.com/doi/abs/10.1046/j.1365-2265.1999.00719.x
https://onlinelibrary.wiley.com/doi/abs/10.1046/j.1365-2265.1999.00719.xhttps:/onlinelibrary.wiley.com/doi/abs/10.1046/j.1365-2265.1999.00719.x
https://onlinelibrary.wiley.com/doi/abs/10.1046/j.1365-2265.1999.00719.xhttps:/onlinelibrary.wiley.com/doi/abs/10.1046/j.1365-2265.1999.00719.x
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3681039/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3681039/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3681039/
https://bmcmedicine.biomedcentral.com/articles/10.1186/s12916-022-02586-9
https://bmcmedicine.biomedcentral.com/articles/10.1186/s12916-022-02586-9
https://bmcmedicine.biomedcentral.com/articles/10.1186/s12916-022-02586-9
https://bmcmedicine.biomedcentral.com/articles/10.1186/s12916-022-02586-9
https://www.thelancet.com/journals/landia/article/PIIS2213-8587(22)00007-9/fulltext
https://www.thelancet.com/journals/landia/article/PIIS2213-8587(22)00007-9/fulltext
https://www.thelancet.com/journals/landia/article/PIIS2213-8587(22)00007-9/fulltext
https://www.thelancet.com/journals/landia/article/PIIS2213-8587(22)00007-9/fulltext
https://www.thelancet.com/journals/landia/article/PIIS2213-8587(22)00007-9/fulltext
https://www.tandfonline.com/doi/abs/10.1080/0144361031000098334
https://www.tandfonline.com/doi/abs/10.1080/0144361031000098334
https://www.tandfonline.com/doi/abs/10.1080/0144361031000098334

