Dysmenorrhoea: an overview
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Abstract

Dysmenorrhoea, commonly referred to as painful menstrual cramps, is a common gynaecological problem reported by women in their
reproductive years. This article provides an overview of primary and secondary dysmenorrhoea, including the differential diagnosis
and management. Treatment of dysmenorrhoea is aimed at providing symptomatic relief and to inhibit the underlying processes
causing the symptoms. The role of the pharmacist in offering care and advice to patients, especially with the use of over-the-counter

medicines, is described.
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Introduction

Dysmenorrhoea is a common condition and refers to painful
menses (menstruation) with severe cramping affecting the lower
part of the abdomen." It can be either primary or secondary
and is a common complaint among adolescents and women
of reproductive age.? Dysmenorrhoea is known to be the most
common cause of pelvic pain.?

The pain is described as a sharp, intermittent and spasmodic pain
and can be classified as mild (does not affect daily activities),
moderate (slightly interferes with daily activities) or severe
(prevents daily activities).> Pain starts several hours before or
with the onset of menses and lasts for 1-3 days.** The pain and
frequency thereof might decrease with age or after childbirth.®
When the pain is severe enough, it often affects daily functioning,
which leads to school and work absenteeism.** Even social and
recreational activities might be affected.*

Dysmenorrhoea should however not be confused with
premenstrual syndrome which presents with similar symptoms.
Premenstrual syndrome symptoms resolve shortly after menstrual
flow has begun, unlike dysmenorrhoea which continues for up to
72 hours.®

Epidemiology

Globally, 50-90% of women of reproductive age experience
painful menses, of which the majority present with primary
dysmenorrhoea.! The prevalence of primary dysmenorrhoea
is reported to be the highest during the teenage years, with
40-50% of this population reporting symptoms.” Secondary
dysmenorrhoea rates are lower in adolescents, as onset of
causative conditions occurs only later in life. Only 10% of young
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adults and adolescents have secondary dysmenorrhoea.® Family
history of endometriosis in first-degree relatives is reported to
increase the risk of developing secondary dysmenorrhoea.’

According to the literature there is a wide variation (20-90%) in
the dysmenorrhoea prevalence rates between different countries.
This may be due to different methods of data collection, different
definitions of dysmenorrhoea, diverse study populations and
various factors associated with severity of pain.'

Classification of dysmenorrhoea

Dysmenorrhoea can be classified as either primary or secondary
dysmenorrhoea.'?

Primary dysmenorrhoea

Primary dysmenorrhoea is defined as spasmodic cramping in the
lower abdomen occurring just before or during menstruation.'?
Menstrual pain is not a symptom of any underlying disorder but
part of the normal menstruation process.* Primary dysmenorrhoea
usually peaks between 20-24 years of age.*” Symptoms include
stomach cramps, backache, diarrhoea, fatigue, headache,
oedema, nausea, vomiting and mood changes. These symptoms
last for more or less three days."

Pathophysiology

The pain of primary dysmenorrhoea is caused by excessive E2
and F2a prostaglandin production within secretory endometrial
cells.’? This prostaglandin release, in turn, causes uterine
contractions, uterine muscle ischaemia and increased peripheral
nerve sensitivity.'”” Coupled with their elevated prostaglandin
levels, dysmenorrhoeic women have higher levels of uterine
activity during menstruation compared to asymptomatic women.*

S Afr Pharm J @ 2018 Vol 85 No 4

REVIEW



Menstrual bleeding is triggered by progesterone withdrawal
following the demise of the corpus luteum.”™ As progesterone
levels drop prior to menstruation, prostaglandin levels increase
together with stimulation of the type-C pain fibres'* and play a
big role in pain, inflammation and other physiological processes
regulating body temperature and sleep.*

Risk factors

Dysmenorrhoea does not usually occur within the first six months,
after the first menstruation. There are a number of risk factors
significantly associated with dysmenorrhoea, including the
following™"™:

+ Low body mass index

« Early menarche

+ Prolonged menstrual flow for seven days or longer

+ Pelvicinfections

+ Genetic or family history

+ Premenstrual somatic complaints

« A history of sexual assault
Secondary dysmenorrhoea

Secondary dysmenorrhoea is menstrual pain associated with an
identifiable disease such as endometriosis, adenomyosis, uterine
fibroids, or infection.”' In contrast to primary dysmenorrhoea it
usually affects older women in their thirties and forties.”'®

Elevated prostaglandin production may also play a role in
secondary dysmenorrhoea, but pelvic pathology must be
present.'® Women with secondary dysmenorrhoea may be more
susceptible to developing other chronic pain conditions later in
life.””

Diagnosis of dysmenorrhoea

First-line procedures in the diagnosis of primary dysmenorrhoea
include a clinical history and physical examination.’* Itisimportant
to rule out any other possible pathological causes for the
menstrual pain, as well as to determine the best approach for the
management of pain.'?If the aetiology remains unknown after an
appropriate non-invasive evaluation, a laparoscopy is indicated.
Primary and secondary dysmenorrhoea can be differentiated by
using the patient’s family history as a record.>'>"

The clinical history of dysmenorrhoea should include the
following’:

+ Menstrual history including age at menarche, duration of
menstrual bleeding, menstrual flow, interval between menstrual
periods

- Specific therapies attempted and their success or failure
« Family history of dysmenorrhoea
« Sexual history (including possible sexual trauma)

+ Review of systems focusing on systemic, gastrointestinal,
genitourinary, musculoskeletal and psychosocial areas

For diagnostic purposes it is important to differentiate between
primary and secondary dysmenorrhoea.?'® Table | shows a
summary of the main differences between primary and secondary
dysmenorrhoea in terms of the diagnosis.>”'®

Management of dysmenorrhoea
Pharmacological management

The treatment of dysmenorrhoea is aimed at providing pain
relief as well as inhibiting the underlying processes that cause
the symptoms.? Treatment should be guided by individual
needs, as the severity of pain and degree of limitation of activity
vary among women with dysmenorrhoea.” First-line therapy for
primary dysmenorrhoea generally involves nonsteroidal anti-
inflammatory drugs (NSAIDs) and opioid analgesics, as well as oral
contraceptives (OCs)."

A summary of the recommended management pathway for
dysmenorrhoea is illustrated in Figure 1.7820-22

Non-hormonal treatment

Paracetamol can be used to commence the treatment of
dysmenorrhoea.> When high concentrations of peroxide are
present in inflammatory tissues, paracetamol acts as a weak
inhibitor of cyclooxygenase enzymes.?? It is a centrally acting
agent that works by raising the pain threshold, thus producing
analgesic effects® Paracetamol is well tolerated by the
gastrointestinal tract.2

NSAIDs are used in the treatment of primary dysmenorrhoea
primarily because of their ability to inhibit cyclooxygenase
enzymes which in turn inhibit the peripheral production of
prostaglandins.?>® This mechanism of action is important
because the pain experienced in dysmenorrhoea is said to be
as a result of the presence of prostaglandin overproduction
(cyclooxygenase-2 (COX-2) activity) in the endometrium.*'
As such, NSAIDs are a reliable choice of treating pain in
dysmenorrhoea.??? Evidence about the most effective and safest
NSAID to use for the treatment of dysmenorrhoea is limited.?* The
most commonly used NSAIDs include ibuprofen (in a prescription
dose of 400 mg every four hours as needed), naproxen (500
mg initially, then 250 mg every six to eight hours as needed),
ketoprofen (25-50 mg every six to eight hours as needed), and
mefenamic acid (500 mg to start, followed by 250 mg every six
hours as needed). However, the greatest concern related to NSAID
use pertains to the adverse effects on the gastrointestinal tract.2

Hormonal treatment
Combined hormonal contraceptives

The use of combined oral contraceptives (COCs) is usually reserved
for patients who fail to respond to NSAID treatment. COCs are
effective in lowering the prevalence of dysmenorrhoea through
the inhibition of ovulation and endometrial proliferation.'2?
The combined hormonal contraceptives work by reducing the
endometrial lining, which also produces prostaglandins, and as
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Table I. Prima

a: Differential diagnosis 271>

Shortly after menarche; usually 6-12 months
after menarche; within three years

Time Present during ovulatory cycles and menses

only
15-25 years of age

Symptoms Back and thigh pain, headache, diarrhoea,
nausea and vomiting may be present

Lower pelvic or abdominal pain, usually
associated with onset of menstrual flow,
without pathological disease, lasting 8-72
hours

Gradually improves over time

Sexual activity Improves

Po rtum Improves

Findings of internal exam No abnormal findings on examination

rimary dysmenorrhoea Secondary dysmenorrhoea

At any time after menarche; usually more than five years after menarche

May not necessarily be associated with menses

After 25 years of age, usually 30-45 years
Prior to onset of menses and throughout menstrual cycle

Other gynaecological symptoms e.g. dyspareunia, menorrhagia may be
present

May complain of change in time of pain onset during menstrual cycle
or intensity of pain. Menstrual pain associated with an underlying pelvic
pathology such as endometriosis, pelvic inflammatory disease, ovarian
cysts and fibroids

Becomes worse over time
No change
No change

Pelvic abnormality e.g. endometriosis, fibroma

No pelvic pathology

Suspecting dysmenorrhoea

Pelvic pathology
suspected

Suspect secondary

dysmenorrhoea

1 I

suspected
Suspect primary Recommended treatment
dysmenorrhoea
Effective Non-pharmacological
treatment
el Not effective
Effective NSAIDs

Continue and reassess

Not effective

6-monthly
Effective Hormonal contraception
Continue Not effective

Refer to specialist

T I

Effective

NSAIDs + hormonal contraception OR
consider depo medroxyprogesterone

Not effective

Figure 1. Management pathway for dysmenorrhoea”®2°2
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a result decreasing menstrual blood volume and prostaglandin
secretion with subsequent reduction in intrauterine pressure
and uterine cramping.”>® It is important to maximise medical
treatment in all women complaining of dysmenorrhoea
without awaiting the results of further investigations even if
organic pathology is suspected, as the use of combined oral
contraceptives is of importance in conditions that produce
secondary dysmenorrhoea.”®

Progestins

Depot medroxyprogesterone acetate (DMPA) works by suppressing
ovulation and is useful as an alternative to COCs with comparable
pain relief and fewer side-effects.?? The use of DMPA in women has
been associated with a lower prevalence of dysmenorrhoea.?? The
progesterone-only pill reduces menstrual flow and up to 10% of
users can end up developing amenorrhoea.?

Non-pharmacological management

Non-pharmacological treatment and self-care methods to alleviate
mild to moderate levels of discomfort or pain are common among
females who suffer from primary dysmenorrhoea.™ Relief can be
achieved through heat application to the lower abdomen and by
drinking hot beverages.'>? Sleeping or resting, minimising stress
and not skipping breakfast may also contribute to pain relief."
Other methods that have demonstrated adequate pain relief are
acupressure/acupuncture, physical exercise and transcutaneous
electrical nerve stimulation.”° In addition, other dietary or
nutritional supplements can be used, including herbs, vitamins
and traditional medicines. Although recent studies comparing
acupuncture to NSAIDs showed benefits, there is still insufficient
evidence to prove whether acupuncture is effective in treating
primary dysmenorrhoea.' The most effective method to control
pain associated with endometriosis in secondary dysmenorrhoea
is surgical, especially laparoscopic surgery.’

Role of the pharmacist

Primary dysmenorrhoea is a common menstrual complaint that
is frequently self-treated by most patients with over-the-counter
(OTC) medicines.® Pharmacists are well positioned to offer care
and advice to patients experiencing pain during their menses.*
Furthermore, dysmenorrhoea presents with secondary ailments
such as diarrhoea, fatigue, dizziness, headache, back pain, nausea
and vomiting, which can be managed by pharmacists with OTC
medicine.?*' Proper history taking in the pharmacy would identify
patients who might be experiencing pain prior to their menses,
commencement of sudden pain after years of pain-free menses
and those who are experiencing pain during their first six cycles,
as these patients need to be referred to a medical practitioner for
further evaluation.?' Referral should also be considered when
NSAIDs and oral contraceptives do not alleviate dysmenorrhoea
symptoms, when secondary dysmenorrhoea is suspected, or
if vaginal discharge is present and the patient is experiencing a
fever?!

As custodians of medicines, pharmacists should provide education
to patients regarding proper drug selection and dosing in order to
optimise patient outcomes.?*** Hence, for optimal dysmenorrhoea
management with NSAIDs, patients should be counselled to
commence their treatment before their menses start and continue
for at least two days after their menses have begun.?'

Patients treating dysmenorrhoea with oral contraceptives should
be made aware of the side-effects associated with such treatment.™
Side-effects such as nausea, headache and weight gain might
discourage patients from adhering to their therapy.>*Furthermore,
these patients need to be reminded to have regular check-ups for
vascular events such as venous thromboembolism and myocardial
infarction.® Patients using COCs for dysmenorrhoea management
should be made aware that pain reduction can take up to six
months of regular treatment.® Other aspects with the potential
to discourage adherence, and which patients should be informed
about while using COCs, is breakthrough bleeding and spotting in
the early months of treatment.?”

Conclusion

Dysmenorrhoea is a health problem that affects the daily activities
and quality of life of many women. Establishing the accurate
prevalence of dysmenorrhoea is compromised due to the variety
of diagnostic criteria. Primary dysmenorrhoea is caused by
excessive levels of prostaglandins, with subsequent contraction of
the uterus during menstruation, while secondary dysmenorrhoea
may be caused by a number of underlying pathologic conditions.
Women often seek non-prescription medication as first-line
treatment, therefore pharmacists should be knowledgeable and
actively involved in providing counselling about the management
of dysmenorrhoea.

References

1. Smith RP, Kaunitz AM. Primary dysmenorrhea in adult women: Clinical features and diag-
nosis. In: Barbieri RL (Ed.), UpToDate. 2018. Available from: https://www.uptodate.com/
contents/primary-dysmenorrhea-in-adult-women-clinical-features-and-diagnosis ~ (Ac-
cessed 16 June 2018).

2. BernardiM, Lazzeri L, Perelli F, et al. Dysmenorrhoea and related disorders. F1000Research.
2017 Sep 5;6,1645. doi:10.12688/f1000research.11682.1. eCollection 2017. Review. Pub-
Med PMID: 28944048; PubMed Central PMCID: PMC5585876.

3. Latthe P, Latthe M, Say L, et al. WHO systematic review of prevalence of chronic pel-
vic pain: a neglected reproductive health morbidity. BMC Public Health. 2006;6,177.
doi:10.1186/1471-2458-6-177.

4. lacovides S, Avidon |, Baker FC. What we know about primary dysmenorrhoea today: a
critical review. Human Reproduction Update. 2015;21(6),762-778. http://doi.org/10.1093/
humupd/dmv039 (Accessed June 2018).

5. Maybin J, Critchley HOD. Menstrual physiology: implications for endometrial pathology
and beyond. Human Reproduction Update. 2015;21(6),748-761. http://doi.org/10.1093/
humupd/dmv038 (Accessed May 2018).

6.  Reid RL. Premenstrual dysphoric disorder (formerly premenstrual syndrome) [Updated
2017 Jan 23]. In: De Groot LJ, Chrousos G, Dungan K, et al. (Eds), Endotext [Internet]. South
Dartmouth (MA): MDText.com, Inc. 2000. Available from: https://www.ncbi.nlm.nih.gov/
books/NBK279045/ (Accessed 15 June 2018).

7. Mavrelos D, Saridogan E. Treatment options for primary and secondary dysmenorrhoea.
Prescribing in Practice. Prescriber. November 2017;18-25. Available from: https://onlineli-
brary.wiley.com/doi/pdf/10.1002/psb.1624 (Accessed 15 June 2018).

8. Osayande AS, Suarna M. Diagnosis and initial management of dysmenorrhoea. American
Family Physician. 2014;89(5).

9. HaradaT.Dysmenorrhoea and endometriosis in young women. Yonago Acta Medica. 2013;
56(4),81-84.

10. De SanctisV, Soliman AT, Elsedfy H, et al. Dysmenorrhoea in adolescents and young adults:
a review in different countries. Acta Biomed. 2016;87(3),233-246.

S Afr Pharm J @ 2018 Vol 85 No 4



REVIEW

20.

21.

22

23.

24,

25.

26.

27.

28.

29.

30.

32,

33.

34,

35.

36.

37.

Helwa HA, Mitaeb AA, Al-Hamshr S, et al. Prevalence of dysmenorrhea and predictors of
its pain intensity among Palestinian female university students. BMC Women's Health.
2018;18(18). Available from: http://doi.org/10.1186/512905-018-0516-1 (Accessed 15 June
2018).

Ryan SA. The treatment of dysmenorrhoea. Pediatric Clinics of North America.
2017;64(2),331-42. Available from https://doi.org/10.1016/j.pcl.2016.11.004 (Accessed
May 2018).

Reed BG, Carr BR. The normal menstrual cycle and the control of ovulation. [Updated 2015
May 22]. In: De Groot LJ, Chrousos G, Dungan K, et al, editors. Endotext [Internet]. South
Dartmouth (MA): MDText.com, Inc. 2000. Available from: https://www.ncbi.nlm.nih.gov/
books/NBK279054/ (Accessed June 2018).

Habibi N, Huang MS, Gan WY, et al. Prevalence of primary dysmenorrhoea and factors as-
sociated with its intensity among undergraduate students: a cross-sectional study. Pain
Management Nursing. 2015; 16(6),855-61. https://doi.org/10.1016/j.pmn.2015.07.001 (Ac-
cessed June 2018).

Proctor M, Farquhar C. Diagnosis and management of dysmenorrhoea. BMJ. 2006;332:1134-
38. https://doi.org/10.1136/bmj.332.7550.1134 (Accessed May 2018).

Bello FA, Akinyotu OO, Odubamowo KH. Dysmenorrhea among female students at a teach-
ing hospital in South-Western Nigeria. Tropical Journal of Obstetrics and Gynaecology.
2017;34,129-33.

Chen CX, Draucker CB, Carpenter JS. What women say about their dysmenorrhea: a qualita-
tive thematic analysis? BMC Women's Health. 2018;18(7). http://doi.org/10.1186/512905-
018-0538-8 (Accessed June 2018).

Kural M, Noor NN, Pandit D, et al. Menstrual characteristics and prevalence of dysmenor-
rheain college going girls. Journal of Family Medicine and Primary Care. 2015;4(3),426-431.
http://doi.org/10.4103/2249-4863.161345 (Accessed June 2017).

Fallatah SA, Khan AMME, Al Regei HM, et al. The prevalence of dysmenorrhea among wom-
en. The Egyptian Journal of Hospital Medicine. 2018;70(4),520-525.

Lefebvre G, Pinsonneault O, Antao V, et al. Primary dysmenorrhoea consensus guideline.
Journal of Obstetrics and Gynaecology Canada. 2005;27,1117-1146.

Umland EM, Weinstein LC, Buchanan EM. Menstruation-related disorders. In: DiPiro J, Tal-
bert RL, Yee GC, et al, eds. Pharmacotherapy: A pathophysiologic approach. Based on: DiP-
iro JT, Talbert RL, Yee GC, et al, eds. Pharmacotherapy: A pathophysiologic approach. 8th
ed. New York, NY: McGraw-Hill; 2011. Available from www.accesspharmacy.com.proxyhs.
researchport.umd.edu/content.aspx?aid=7993589 (Accessed June 2018).

Burnett M, Lemyre M. No. 345-Primary dysmenorrhoea consensus guideline. Journal of
Obstetrics and Gynaecology Canada. 2017;39(7),585-595.

Mieli M, Cezarino P, Margarido P, et al. Primary dysmenorrhoea treatment. Associacao Mé-
dica Brasileira. 2013;39(5),413-419.

Marjoribanks J, Ayeleke RO, Farquhar C, et al. Nonsteroidal anti-inflammatory drugs for dys-
menorrhoea. Cochrane Database of Systematic Reviews. 2015; Issue 7 Art. No CD001751.
DOI: 10.1002/14651858.CD001751.pub3.

Hillard PA. Menstrual suppression: current perspectives. International Journal of Women'’s
Health. 2014;6: 631-637. Available from http://doi.org/10.2147/1JWH.546680 (Accessed
June 2018).

Chia C, Joyce HY, Lai PK, et al. Dysmenorrhoea among Hong Kong university students:
prevalence, impact, and management. Hong Kong Medical Journal. 2013;19(3),222-8. doi:
10.12809/hkmj133807.

Chen MN, Chien LW, Liu CF. Acupuncture or acupressure at the Sanyinjiao (SP6) Acupoint
for the treatment of primary dysmenorrhea: a meta-analysis. Evidence-based complemen-
tary and alternative medicine: eCAM. Hindawi. 2013 p. 493038. doi: 10.1155/2013/493038.
Abaraogu UO, Tabansi-Ochuogu CS. As acupressure decreases pain, acupuncture may im-
prove some aspects of quality of life for women with primary dysmenorrhea: a systematic
review with meta-analysis. Journal of Acupuncture and Meridian Studies. 2015;8(5),220-
228.doi: 10.1016/j.jams.2015.06.010.

Daley AJ. Exercise and primary dysmenorrhoea: A comprehensive and critical review of the
literature. Sports Medicine (Auckland, N.Z.). 2008;38(8):659-70. Available at: http://www.
ncbi.nlm.nih.gov/pubmed/18620466 (Accessed May 2018).

Lee B. Efficacy of the device combining high-frequency transcutaneous electrical nerve
stimulation and thermotherapy for relieving primary dysmenorrhea: a randomized, single-
blind, placebo-controlled trial. European Journal of Obstetrics and Gynecology and Repro-
ductive Biology. 2015;194:58-63. doi: 10.1016/J.EJOGRB.2015.08.020.

Smith CA, Armour M, Zhu X, et al. Acupuncture for dysmenorrhoea. Cochrane Database
Systematic Review. 2016;4:CD007854.

Campbell MA, McGrath PJ. Use of medication by adolescents for the management of men-
strual discomfort. Archives of Pediatrics and Adolescent Medicine. 1997;151,905-913.
Sturpe DA. The management of primary dysmenorrhoea. US Pharmacist. Women'’s Health.
2013;38(9),23-26.

Department of Health. Pharmacy Act 53 of 1974. Pretoria: Government Printer. Avail-
able from: http://www.mm3admin.co.za/documents/docmanager/0C43CA52-121E-4F58-
B8F6-81F656F2FD17/00010723.pdf (Accessed May 2018).

Rossiter D, Blockman M, Barnes K. South African Medicines Formulary. 16th ed. 2016. Eras-
muskloof, Pretoria, Health and Medical Publishing Group.

Dmitrovic R, Kunselman AR, Legro RS. Continuous compared with cyclic oral contracep-
tives for the treatment of primary dysmenorrhea: a randomized controlled trial. Obstetrics
and Gynecology. 2012; 119,1143-1150.

Hall JE. Menstrual disorders and pelvic pain. In Harrison’s Principles of Internal Medicine.
18th ed. New York, NY: McGraw-Hill; 2012. Available from www.accesspharmacy.com.
proxy-hs.researchport.umd.edu/content.aspx?alD=9093327.

S Afr Pharm J @ 2018 Vol 85 No 4



