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ABSTRACT
Vitamin D receptor (VDR) expression in the female reproductive tract explains the regulatory role of  vitamin D on 
inflammatory cytokine and prostaglandin (PGD) synthesis. This study aimed to evaluate the effect of  vitamin D on 
adolescents’ primary dysmenorrhea and the relationship between Vit. D and adolescents’ primary dysmenorrhea. 
Eighty-five adolescents were included in the current study. After a detailed evaluation, pelvic sonography was per-
formed for all participants to rule out any pelvic pathology. Blood samples were collected to measure thyroid stim-
ulating hormone (TSH), prolactin, glycosylated hemoglobin (HbA1C), and 25-hydroxyvitamin D (25[OH]D). Par-
ticipants were administered vitamin D (50,000 IU weekly for five months), and their dysmenorrhea symptoms were 
evaluated before and after this period using the Visual Analog Scale (VAS) and the Verbal Multidimensional Scoring 
(VMS). The mean VAS and VMS scores of  dysmenorrhea statistically decreased from 8.7±0.91 and 2.65±0.93 to 
4.8±0.75 and 0.80±0.75, respectively, after vitamin D intake (p=0.03 and 0.025, respectively). Significant negative as-
sociations between 25(OH)D and VAS (R = -0.886; p<0.00001) and VMS of  dysmenorrhea (R = -0.885; p<0.00001) 
were detected in this study. Vit. D could be a useful therapeutic option to reduce the severity of  primary dysmenor-
rhea and could limit the use of  non-steroidal anti-inflammatory drugs.
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INTRODUCTION

Dysmenorrhea, characterized by painful menstrual periods, is 
a common condition that can include additional symptoms such 
as nausea, sleep disturbances, and mood changes [1, 2]. It is a 
prevalent issue, impacting between 16% and 91% of  women of  

childbearing age and around 80% of  teenagers [1, 2]. There are 
two types of  dysmenorrhea: primary, which occurs without any 
underlying pelvic conditions, and secondary, often linked to pel-
vic disorders like endometriosis or adenomyosis [1-3]. The un-
derlying mechanisms of  dysmenorrhea are believed to involve 
an increase in the production of  substances like prostaglandins 

https://orcid.org/0000-0002-7363-0789
https://orcid.org/0000-0002-1980-9032
https://orcid.org/0000-0002-7241-2835
https://orcid.org/0000-0002-1112-9948
https://orcid.org/0000-0002-5324-8486
https://orcid.org/0000-0002-6934-3541
https://orcid.org/0000-0003-2746-0384
https://orcid.org/0000-0003-4965-4251
https://orcid.org/0000-0001-7274-7478
https://orcid.org/0000-0002-4875-1140
https://orcid.org/0000-0001-9869-3930
https://orcid.org/0000-0001-9492-5140


JOURNAL of MEDICINE and LIFE

1659JOURNAL of  MEDICINE and LIFE. VOL: 16 ISSUE: 11 NOVEMBER 2023

Licensed under CC BY 4.0

(PGD) and leukotrienes in the uterus, which can lead to height-
ened uterine contractions and reduced blood flow [4-5]. This 
condition can negatively affect the quality of  life [6]. 

The standard treatment for dysmenorrhea includes nonsteroi-
dal anti-inflammatory drugs (NSAIDs) and oral contraceptives 
[7]. NSAIDs decrease the severity of  dysmenorrhea by inhib-
iting PGD synthesis, but they increase the risk of  gastrointesti-
nal bleeding and gastric ulcers [8]. There is little evidence re-
garding the efficacy of  oral contraceptives in the treatment of  
dysmenorrhea, and 50% of  women discontinue their use due to 
adverse side effects [9]. Exploring alternative treatments for dys-
menorrhea could reduce reliance on NSAIDs and oral contra-
ceptives, offering safer and more effective management options. 
The presence of  Vitamin D receptors in the female reproductive 
system suggests that Vitamin D could influence the synthesis of  
inflammatory cytokines and prostaglandins [10-12]. A systemat-
ic review found an inverse relationship between the severity of  
dysmenorrhea and vitamin D [13]. Karacin et al. [14] reported a 
negative correlation between severe dysmenorrhea and vitamin 
D. Additionally, Kucukceran et al. [15] found that menstrual pain 
and the consumption of  NSAIDs were significantly reduced after 
a single dose of  oral cholecalciferol compared to placebo.

Given the hypothesized impact of  Vitamin D on inflammatory 
cytokines and PGD synthesis, this study aims to investigate the 
impact of  Vitamin D on primary dysmenorrhea in adolescents, 
exploring the potential relationship between Vitamin D levels 
and the severity of  this condition.

MATERIAL AND METHODS

Study design   

A total of  85 adolescents were included in the current pro-
spective cohort study conducted in the Republic of  Kazakhstan 
from 2021 to 2022 to evaluate the effect of  Vit. D on adolescents’ 
primary dysmenorrhea. 

Participants 

Eighty-five adolescents were enrolled. Participants were se-
lected based on inclusion criteria: girls aged >12 and <18 years 
with regular menstrual cycles, normal BMI (18.5-24.9 kg/m²), 
experiencing primary dysmenorrhea for ≥ six months and hav-
ing vitamin D deficiency. Exclusion criteria were age outside the 
specified range, BMI extremes (underweight, overweight, obese), 
irregular menstrual cycles, existing medical or endocrine disor-
ders, prior steroid hormone or vitamin D supplementation, and 
non-consent.

Assessment  

Each participant underwent a thorough evaluation process. 
This included a detailed medical history review, a comprehensive 
clinical examination, the calculation of  BMI, and pelvic sonog-
raphy to rule out any pelvic abnormalities. Primary dysmenor-
rhea, the focus of  this study, is characterized by painful menstrual 
cramps that typically start just before and may continue for a 
short duration after the onset of  menstrual flow. While primary 
dysmenorrhea is not linked to pelvic abnormalities or lesions, it 
can be accompanied by other symptoms such as vomiting, insom-
nia, and mood changes [1, 2]. The diagnosis of  polycystic ovary 

syndrome was based on the criteria established by the Europe-
an Society of  Human Reproduction and Embryology and the 
American Society for Reproductive Medicine [16, 17]. Diabetes 
was defined according to the American Diabetic Association as a 
metabolic disorder characterized by hyperglycemia (either from 
insulin deficiency or defective insulin action) and diagnosed when 
glycosylated hemoglobin (HbA1C) and fasting plasma glucose 
were ≥ 6.5% and ≥ 126 mg/dL, respectively [18]. Hypertension 
was diagnosed when the systolic and/or diastolic blood pressure 
were ≥ 140 mmHg and/or ≥ 90 mmHg, respectively (on two 
different occasions) [19].

Laboratory measurements  

Blood samples were collected from the adolescents to measure 
key health indicators: thyroid-stimulating hormone (TSH), pro-
lactin, glycosylated hemoglobin (HbA1C), and 25-hydroxyvita-
min D (25(OH)D). The normal ranges for these indicators were 
established as follows: serum TSH between 0.4-4.0 mIU/mL 
[20], serum prolactin below 29 ng/mL [21], and HbA1C under 
6.5% [14]. Serum 25(OH)D levels were used as a reliable marker 
for vitamin D status, with levels above 30 ng/mL indicating nor-
mal vitamin D and below 20 ng/mL indicating deficiency [22]. 
Blood samples were centrifuged and stored at -20 °C for quan-
titative 25(OH)D evaluation. The 25(OH)D level was measured 
using Architect (Abbott, Longford, Ireland), a delayed one-step 
chemiluminescence microparticle method, using the Architect 
25(ОН)D Reagent Kit [23].

Vitamin D administration and follow-up 

In this study, participants were administered vitamin D at a 
dosage of  50,000 international units (IU) weekly for five months, 
following the protocol established by the hospital. The effective-
ness of  this vitamin D supplementation was assessed in the sixth 
month. This evaluation involved comparing the levels of  25(OH)
D in the participants, as well as their scores on the Visual Ana-
log Scale (VAS) and the Verbal Multidimensional Scoring (VMS) 
scales before and after the supplementation period. The prima-
ry objective of  this assessment was to determine the efficacy of  
Vitamin D in managing primary dysmenorrhea among adoles-
cent participants. A secondary objective involved examining the 
correlation between vitamin D levels and dysmenorrhea severity 
using Pearson's correlation analysis. The VAS, a 10-point scale 
(0=no pain, 10=worst pain) [24], and the VMS, a 4-point scale 
(ranging from no pain to severe pain) [25], were employed to 
evaluate dysmenorrhea severity. 

Statistical analysis   

G Power 3.1.9.7 was used to calculate the sample size with a 
0.05 probability, 0.95% power, and an effect size of  0.5 [25, 26]. 
The Student’s t-test and Pearson correlation analysis were used 
to assess relationships between variables. A p<0.05 was consid-
ered significant.

RESULTS

This was conducted between 2021 and 2022, included 85 ado-
lescents from Kazakhstan, and assessed the impact of  Vitamin D 
(50,000 IU weekly for 5 months) on primary dysmenorrhea. The 
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25(OH)D and VAS (r -0.886; p<0.00001) (Figure 1) and VMS 
scores (r -0.885; p<0.00001) (Figure 2).

DISCUSSION

Dysmenorrhea affects 16% to 91% of  reproductive-age wom-
en and 80% of  adolescents [1, 2]. The treatment of  dysmenor-
rhea with therapeutic options other than NSAIDs and oral con-
traceptives could be helpful and limit the use of  NSAIDs and oral 
contraceptives. VDR expression in the female reproductive tract 
[10] explains the regulatory role of  Vit. D on inflammatory cyto-
kine and PGD synthesis [11, 12]. Serum 25(OH)D is an accurate 
predictor of  the actual Vit. D status [22].

In our study, 85 adolescents received vitamin D supplementa-
tion (50,000 IU weekly for 5 months) according to the hospital`s 
protocol. We observed significant increases in serum 25(OH)D 
levels (from 13.5±2.9 ng/mL to 58.4±2.3 ng/mL, p=0.01) and 
notable decreases in both VAS and VMS scores of  dysmenor-
rhea (p=0.03 and 0.025, respectively). In addition, we identified 
significant negative associations between 25(OH)D and both 
VAS (p<0.00001) and VMS scores (p<0.00001) in this study. 

The results of  this study align with findings from other re-
search, underscoring the potential role of  Vitamin D in managing 
dysmenorrhea. An observational trial identified that participants 
with lower serum Vitamin D levels experienced more severe dys-
menorrhea [27]. A randomized controlled study reported lower 
serum Vit. D in dysmenorrhea with a negative correlation be-
tween dysmenorrhea and Vit. D [14]. A randomized compar-
ative trial found that the severity of  dysmenorrhea and NSAID 
use was significantly reduced after a 300,000 IU cholecalciferol 
single dose compared to placebo [15]. Another randomized con-
trolled study found that Vit. D intake significantly reduced the 
severity of  dysmenorrhea and the amount of  consumed anal-

secondary objective was to explore the relationship between Vita-
min D levels and the severity of  primary dysmenorrhea. Severity 
was measured using the VAS and the VMS scales.

The characteristics of  the participants are described in Table 
1. The initial mean 25(OH)D level of  participants was 13.5±2.9 
ng/mL. The mean baseline VAS and VMS scores were 8.7±0.91 
and 2.65±0.93, respectively (Table 1). The mean 25(OH)D sig-
nificantly increased to 58.4±2.3 ng/mL (p=0.01; 95% CI: -45.7, 
-44.9, -44.11) after vitamin D intake. In addition, there was a 
significant decrease in the mean VAS and VMS scores (4.8±0.75 
and 0.80±0.75, respectively) after Vit. D intake (p=0.03; 95% CI: 
3.65, 3.9, 4.153, and 0.025; 95% CI: 1.6, 1.85, 2.11, respectively) 
(Table 2). There was a significant negative association between 

Figure 1. Correlation between the 25(OH)D and VAS scores
VAS: Visual analogue scale.

Figure 2. Correlation between the 25(OH)D and VMS scores
VMS: Verbal Multidimensional Scoring System.

Table 2. Comparative analysis of vitamin D levels and dysmenorrhea severity scores before and after vitamin D intake 

Variables Before Vit. D intake
(N=85 adolescents)

After Vit. D intake 
(N=85 adolescents)

p-value (95% CI) 

25(OH)D (ng/mL) 13.5±2.9 58.4±2.3 0.01* (-45.7, -44.9, -44.11)

VAS 8.7±0.91 4.8±0.75 0.03* (3.65, 3.9, 4.153)

VMS 2.65±0.93 0.80±0.75 0.025* (1.6, 1.85, 2.11)

*: Significant difference. 25(OH)D: 25-hydroxy Vit. D. CI: Confidence Interval. Data presented as mean ± SD (standard deviation).  Student’s t-test used 
for statistical analysis.  VAS: Visual Analogue Scale. VMS: Verbal Multidimensional Scoring System.

Table 1. Baseline characteristics and initial assessment scores

Variables Participants
(N=85 adolescents) 

Age (years) 14.82±1.7

Weight (kg) 58.41±4.2

Height (cm) 158.52±2.8

BMI (kg/m2) 23.22±1.32

25(OH)D (ng/mL) 13.5±2.9

VAS 8.7±0.91

VMS 2.65±0.93

25(OH)D: 25-Hydroxyvitamin D. BMI: Body mass index 
Data presented as mean ± SD (standard deviation).
VAS: Visual Analogue scale. 
VMS: Verbal Multidimensional Scoring System.



JOURNAL of MEDICINE and LIFE

1661JOURNAL of  MEDICINE and LIFE. VOL: 16 ISSUE: 11 NOVEMBER 2023

Licensed under CC BY 4.0

authors have read and agreed to the published version of  the 
manuscript.

REFERENCES

1.	 EL-kosery S, Mostafa N, Yosseuf  H. Effect of  Body Mass Index on Primary 
Dysmenorrhea and Daily Activities in Adolescents. Med J Cairo Univ. 2020;88:79-
84. doi: 10.21608/MJCU.2020.93963.

2.	 Almanasef  M, Alqarni H. Self-care strategies for the management of  primary 
dysmenorrhea among young women in Asir region, Saudi Arabia: a cross-
sectional study. Eur Rev Med Pharmacol Sci. 2023; 27(1):172-178. doi: 10.26355/
eurrev_202301_30869.

3.	 Rahnemaei FA, Gholamrezaei A, Afrakhteh M, Zayeri F, et al. Vitamin D 
supplementation for primary dysmenorrhea: a double-blind, randomized, placebo-
controlled trial. Obstet Gynecol Sci. 2021;64(4): 353-363. doi: 10.5468/ogs.20316.

4.	 Donayeva A, Amanzholkyzy A, Nurgaliyeva R, Gubasheva G, et al. Vitamin D and 
vitamin D receptor polymorphism in Asian adolescents with primary dysmenorrhea. 
BMC Womens Health. 2023;23(1):414. doi: 10.1186/s12905-023-02569-9.

5.	 Rafique N, Al-Sheikh MH. Prevalence of  primary dysmenorrhea and its relationship 
with body mass index. J Obstet Gynaecol Res. 2018;44(9):1773-1778. doi: 10.1111/
jog.13697.

6.	 Gebeyehu MB, Mekuria AB, Tefera YG, Andarge DA, et al. Prevalence, Impact, 
and Management Practice of  Dysmenorrhea among University of  Gondar 
Students, Northwestern Ethiopia: A Cross-Sectional Study. Int J Reprod Med. 
2017;2017:3208276. doi: 10.1155/2017/3208276.

7.	 Guimarães I, Póvoa AM. Primary Dysmenorrhea: Assessment and Treatment. Rev 
Bras Ginecol Obstet. 2020;42(8):501-507. doi: 10.1055/s-0040-1712131.

8.	 Rosales-Alexander JL, Balsalobre Aznar J, Magro-Checa C. Calcium pyrophosphate 
crystal deposition disease: diagnosis and treatment. Open Access Rheumatol. 
2014;6:39-47. doi: 10.2147/OARRR.S39039.

9.	 Brown J, Crawford TJ, Datta S, Prentice A. Oral contraceptives for pain associated 
with endometriosis. Cochrane Database Syst Rev. 2018;5(5):CD001019. 
doi:10.1002/14651858.CD001019.pub3. 

10.	 Dokuzeylül Güngör N, Güngör K, Celik N, Önal M, Madenli AA. Impact of  
body mass index and vitamin D on serum AMH levels and antral follicle count 
in PCOS. Eur Rev Med Pharmacol Sci. 2023; 27(1):179-187. doi: 10.26355/
eurrev_202301_30870.

11.	 Kulsoom U, Khan A, Saghir T, Nawab SN, et al. Vitamin D receptor gene 
polymorphism TaqI (rs731236) and its association with the susceptibility to coronary 
artery disease among Pakistani population. J Gene Med. 2021;23(12):e3386. doi: 
10.1002/jgm.3386.

12.	 Thota C, Laknaur A, Farmer T, Ladson G, et al. Vitamin D regulates contractile 
profile in human uterine myometrial cells via NF-κB pathway. Am J Obstet Gynecol. 
2014; 210(4): 347.e1-347.e10. doi: 10.1016/j.ajog.2013.11.027.

13.	 Abdi F, Amjadi MA, Zaheri F, Rahnemaei FA. Role of  vitamin D and calcium 
in the relief  of  primary dysmenorrhea: a systematic review. Obstet Gynecol Sci. 
2021;64(1):13-26. doi: 10.5468/ogs.20205.

14.	 Karacin O, Mutlu I, Kose M, Celik F, et al. Serum vitamin D concentrations in young 
Turkish women with primary dysmenorrhea: A randomized controlled study. Taiwan 
J Obstet Gynecol. 2018; 57(1): 58-63. doi: 10.1016/j.tjog.2017.12.009.

15.	 Kucukceran H, Ozdemir O, Kiral S, Berker DS, et al. The impact of  circulating 
25-hydroxyvitamin and oral cholecalciferol treatment on menstrual pain 
in dysmenorrheic patients. Gynecol Endocrinol. 2019; 35(1): 53-57. doi: 
10.1080/09513590.2018.1490407.

16.	 Abdelazim IA, Amer OO, Farghali M. Common endocrine disorders associated 
with the polycystic ovary syndrome. Prz Menopauzalny. 2020;19(4):179-183. doi: 
10.5114/pm.2020.101948.

17.	 Abdelazim IA, Alanwar A, AbuFaza M, Amer OO, et al. Elevated and diagnostic 
androgens of  polycystic ovary syndrome. Prz Menopauzalny. 2020;19(1):1-5. 

18.	 American Diabetes Association. Diagnosis and classification of  diabetes mellitus. 
Diabetes Care. 2014; 37(1): S81-90. doi: 10.5114/pm.2020.95293.

19.	 Unger T, Borghi C, Charchar F, Khan NA, et al. 2020 International Society 
of  Hypertension Global Hypertension Practice Guidelines. Hypertension. 
2020;75(6):1334-1357. doi: 10.1161/HYPERTENSIONAHA.120.15026.

20.	 Poppe K, Bisschop P, Fugazzola L, Minziori G, et al. 2021 European Thyroid 
Association Guideline on Thyroid Disorders prior to and during Assisted 
Reproduction. Eur Thyroid J. 2021; 9(6): 281-295. doi: 10.1159/000512790.

21.	 Abdelazim IA, Kanshaiym S. Abdelazim and Sakiyeva endocrinopathy associated 
with polycystic ovary syndrome: Case reports. J Family Med Prim Care. 2019; 8(9): 
3039-3041. doi: 10.4103/jfmpc.jfmpc_646_19.

22.	 EFSA Panel on Nutrition, Novel Foods and Food Allergens (NDA); Turck D, Bohn 
T, Castenmiller J, De Henauw S, et al. Safety of  vitamin D2 mushroom powder as 
a Novel food pursuant to Regulation (EU) 2015/2283 (NF 2019/1471). EFSA J 
2022;20(6):e07326. doi: 10.2903/j.efsa.2022.7326.

23.	 Gromova O, Doschanova A, Lokshin V, Tuletova A, et al. Vitamin D deficiency in 
Kazakhstan: Cross-Sectional study. J Steroid Biochem Mol Biol. 2020;199:105565. 
doi: 10.1016/j.jsbmb.2019.105565.

gesics [3]. Bahrami et al. [28] demonstrated that a high intake 
of  cholecalciferol (50,000 IU weekly for nine weeks) significantly 
reduced dysmenorrhea severity. Similarly, Amzajerdi et al. [25] 
reported that high-dose Vitamin D supplementation (300,000 
IU/day) significantly decreased the VAS and VMS scores for 
dysmenorrhea over two months. A systematic review reported 
significantly reduced dysmenorrhea after vitamin D and calcium 
supplementation [13]. 

The exclusion of  underweight, overweight, or obese adoles-
cents from this study was justified by the unclear relationship 
between dysmenorrhea and BMI in existing research [29]. A lon-
gitudinal study [30] found an increased risk of  dysmenorrhea in 
women who were either underweight or obese. Similarly, Jiang et 
al. [31] reported increased severity of  dysmenorrhea in partici-
pants with lower or higher BMIs. The controversial relationship 
between BMI and dysmenorrhea needs further study.

This study was the first to evaluate the effect of  Vit. D (50,000 
IU weekly for five months) on adolescents’ primary dysmenor-
rhea and the relationship between Vit. D and adolescents’ prima-
ry dysmenorrhea in the Republic of  Kazakhstan.

Some of  the limitations of  this study are the refusal of  some 
adolescents to consent and a relatively short-term follow-up peri-
od. The effect of  Vit. D (50,000 IU weekly for five months) on the 
severity of  primary dysmenorrhea must be confirmed in more 
extensive studies.

CONCLUSION
Vitamin D could be a useful therapeutic alternative to reduce 

the severity of  primary dysmenorrhea and could limit the use 
of  NSAIDs. The effect of  vitamin D on the severity of  primary 
dysmenorrhea needs to be confirmed in further larger studies. 
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