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A panel of six experienced women’s 
health nurse practitioners convened 
for two roundtable discussions 
to share insights and expertise 
on essential aspects of endome-
triosis care. They agreed that key 
components were being astute at 
identifying at-risk patients for early 
diagnosis and treatment, conduct-
ing a thorough assessment, individ-
ualizing evidence-based treatments 
to meet patient goals, and providing 
attentive follow-up to assess treat-
ment efficacy and patient satisfac-
tion. The impact of endometriosis 
on quality of life underscored their 
discussion. They agreed that nurse 
practitioners (NPs) have an import-
ant role in providing adolescents 
and adult women with supportive 
communication. Knowledge about 
menstruation is needed so that 
patients understand what is normal 
and what symptoms suggest the 

need to see a healthcare provider. 
This article provides an overview of 
endometriosis, reviews current mo-
dalities for assessment and diagno-
sis, discusses medication therapies, 
and addresses the importance of 
quality of life, patient education, and 
shared decision making. 

Endometriosis 
overview
Endometriosis is an estrogen- 
dependent gynecologic disorder 
characterized by the presence of en-
dometrial tissue outside the endo-
metrial cavity. Endometriotic lesions 
typically occur on the ovaries, pelvic 
peritoneum, and uterosacral liga-
ments. Lesions also can be identified 
on the bladder, ureter, or extra pelvic 
sites.1 Endometriosis is associated 
with pelvic pain, dysmenorrhea, 
dyspareunia, and infertility.1,2 The 
cause of endometriosis is not clearly 

understood and likely multifacto-
rial.1,2 Possible risk factors include 
early age at menarche, low body 
mass index, short menstrual cycles, 
increased menstrual flow, nulliparity, 
and family history.1,3 Endometriosis 
has a strong familial component. 
The individual with a first-degree rel-
ative with endometriosis has a 7- to 
10-fold increased risk of having the 
condition.1 Endometriosis is a dis-
order primarily affecting reproduc-
tive-age females with a prevalence 
rate of 10%. Estimates vary but up to 
21% of women hospitalized for pain 
and 50% of women with infertility 
are diagnosed with endometriosis.3 
It is the most common cause of 
secondary dysmenorrhea in adoles-
cents.4 Although endometriosis can 
remain stable or improve over time, 
it is often a chronic and progressive 
condition.5 

Studies have demonstrated that 
endometriosis is associated with 
lower health-related quality of life 
(HRQL). Women with symptom-
atic endometriosis have reported 
significant disruptions in everyday 
activities; negative impact on sexual, 
social, and emotional wellbeing; 
poor sleep quality; loss of sense of 
control; feelings of uncertainty with 
diagnostic delays; increased stress 
and anxiety; and feelings of lack 
of support or understanding.6–9 
Women who experience dyspareu-
nia report feelings of being an in-
adequate partner, guilt and shame, 
low self-esteem, fear of pain, and 

Endometriosis is associated with pelvic pain, dysmenorrhea, 
dyspareunia, infertility, and lower health-related quality of life. 
Unfortunately, it takes an average of 8 to 10 years between initial 

presentation of symptoms and diagnosis of this often chronic and 
progressive condition. Nurse practitioners in primary care settings who 
have comprehensive knowledge about endometriosis are key to early 
diagnosis and initiation of treatment. Attention to quality of life, patient 
education, and shared decision making is essential.

Key words: endometriosis, endometriosis-related pain, pelvic pain, 
dysmenorrhea, dyspareunia
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willingness to endure pain to please 
the partner or achieve pregnancy.10 
The potential for infertility caused by 
endometriosis also impacts HRQL.5,9 

Delay in diagnosis remains prob-
lematic. It takes an average of 8 to 10 
years between initial presentation of 
symptoms and diagnosis.1,5 The de-
lay in diagnosis is longer in adoles-
cents, averaging 12 years from onset 
of symptoms.11 Such delays may in 
part be attributed to a lack of knowl-
edge about menstruation in general 
and specifically endometriosis, per-
ceptions that pelvic pain is normal, 
and embarrassment in discussing 
symptoms with healthcare provid-
ers.5 The delay in diagnosis also is 
attributed to healthcare providers’ 
lack of knowledge about the disease 
and its possible symptoms, includ-
ing the overlap of symptoms with 
other pain-associated syndromes. 
Delays in the diagnosis and treat-

ment of endometriosis also occur 
when healthcare providers are hesi-
tant to establish the diagnosis based 
on clinical findings without direct 
laparoscopic confirmation and tis-
sue biopsy of visible lesions.1,9,12,13 
Delays in diagnosis and initiation of 
treatment increase negative symp-
toms and can result in a disease 
state more difficult to treat.5

Qualitative studies have demon-
strated that diagnosis of the disease 
can result in feelings of relief, legitima-
tion, and empowerment. A diagnosis 
of endometriosis validates a woman’s 
symptoms and allows for the start of 
targeted treatment.9 Early diagnosis 
and treatment have the potential to 
avoid central sensitization, a compli-
cated response causing pain hyper-
sensitivity. In addition, early diagnosis 
and treatment reduces chronic pain 
and infertility and changes the trajec-
tory of patients' lives.13 

Assessment and 
diagnosis
To prevent delays in diagnosis and 
treatment, the inclusion of a thor-
ough menstrual history to screen 
for symptoms and risk factors is es-
sential. The patient may not always 
report such clues unless asked, and 
it provides an excellent opportunity 
for the NP to share information 
about normal menses. An important 
part of the menstrual history is to 
ask about a family history of endo-
metriosis or painful periods. The sex-
ual, obstetric, and pelvic-abdominal 
surgery history and review of sys-
tems can further identify symptoms 
and other factors that trigger the 
need for further investigation.

Patients who present with dys-
menorrhea that negatively impacts 
daily activities and quality of life, 
dyspareunia with deep penetration, 
cyclic gastrointestinal or genitouri-
nary symptoms, chronic pelvic pain, 
or infertility in association with one 
or more these symptoms should 
alert the NP to include endometrio-
sis in the differential diagnosis.5 As 
these symptoms are not disease spe-
cific, it is essential to consider other 
diagnoses that may be a primary or 
contributing etiology of the patient’s 
pain. Table 1 displays differential di-
agnoses for consideration.1,13,14

An abdominal and pelvic exam-
ination may reveal findings sug-
gestive of endometriosis and aid 
in eliminating other etiologies and 
coexisting pain syndromes. Physical 
examination findings consistent 
with endometriosis include bluish 
lesions on the cervix or upper va-
gina, tenderness and/or palpable 
nodules in the uterosacral ligaments 
or posterior cul-de-sac, and a fixed 
retroverted uterus.1,15 It is import-
ant to note that the individual with 
endometriosis may or may not have 
physical examination findings indic-
ative of endometriosis. Adolescents 

Table 1. Differential diagnoses for endometriosis1,13,14

Symptom Differential diagnoses Endometriosis 
characteristics

Chronic pelvic-abdominal pain 
(noncyclic)

Adnexal mass, pelvic 
inflammatory disease, 
pelvic adhesions, IBS, IC/
BPS, abdominal wall nerve 
entrapment syndromes, 
neuropathic pain 

Pain exacerbated during 
menses; pain worsens over 
time

Dysmenorrhea Adenomyosis, primary 
dysmenorrhea; congenital 
obstructive anomalies of 
reproductive tract

Severity that affects daily 
activities and quality of life

Dyspareunia Vaginal atrophy, vaginal 
infection, dermatologic 
conditions, vulvodynia, 
pelvic floor disorders

Deep pain during or after 
sexual intercourse

Painful bowel movements Constipation, hemorrhoids, 
IBS, anal fissures; pelvic 
floor disorders

Associated with or worse 
during menses

Painful urination UTI, IC/BPS, pelvic floor 
disorders 

Associated with or worse 
during menses

IBS, irritable bowel syndrome; IC/BPS, interstitial cystitis/bladder pain; UTI, urinary tract infection.
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who have not had sexual intercourse 
may or may not be able to tolerate a 
vaginal examination. Discussion and 
informed consent are critical.

In patients with suspected endo-
metriosis, further diagnostic steps 
should be considered even if the 
clinical examination is normal.5,12,15 
Laparoscopy was once regarded 
as the diagnostic gold standard for 
endometriosis. With advances in 
the quality and availability of im-
aging modalities, ultrasound can 
be utilized with less risk and cost to 
patients.12 Transvaginal ultrasound 
(TVU) is an effective technique for 
confirming or excluding the diagno-
sis of endometriosis and also can aid 
in detecting other causes for pelvic 
pain such as adenomyosis.1,5,12,15 
The sensitivity of TVU, however, is 
variable depending on the location 
and size of endometrial lesions.12 
A negative finding on ultrasound 
does not exclude endometriosis, 
particularly superficial peritoneal 
disease.12 If a TVU is not appropriate 
due to age, inability to tolerate vag-
inal examinations, or other factors, 
transabdominal ultrasound or mag-
netic resonance imaging (MRI) may 
be considered.5,12 When imaging 
with ultrasound or MRI is negative, 
empiric medical treatment is unsuc-
cessful, or if it is the patient’s prefer-
ence, laparoscopy is recommended 
for the diagnosis and treatment of 
suspected endometriosis.5,12,15 

Treatment of 
endometriosis-related 
pain
Key to successful treatment of 
endometriosis-related pain is a pa-
tient-centered approach that meets 
patient goals for relief from symp-
toms and improvement of HRQL. 
Changes should be made as needed 
based on patient response to treat-
ment and personal and reproductive 
goals. All treatment options should 

be discussed with review of the 
benefits, risks, and potential side 
effects. Patients should be informed 
that both medical and surgical treat-
ments may offer complete or partial 
relief of pain symptoms. However, 
symptoms often recur after discon-
tinuation of hormonal suppressive 
therapy or a period of time after 
surgical treatment.12,15 Baseline and 
repeated assessment of pain levels 
and HRQL aid in the ongoing deter-
mination of treatment effectiveness. 
The frequency and type of follow-up 
should be individualized based on 
symptom severity. Pain levels can be 
documented using a scale of 0 to 10. 
What may be more important than 
assigning a number, however, is to 
talk with the patient about how pain 
is affecting all aspects of their daily 
life.1 The EHP-30 [Endometriosis 
Health Profile-30] has demonstrated 
reliability and validity for assessment 
of HRQL.16 The generic quality-of-life 
questionnaire SF-36 also has been 
validated for use in endometriosis.17 
Individual circumstances and priori-
ties should guide referrals for coun-
seling and other support services. 

The most commonly prescribed 
pharmacologic treatments for en-
dometriosis include nonsteroidal 
anti-inflammatory drugs (NSAIDs) 
and drugs that modify the hormonal 
environment either by suppressing 
ovarian activity or acting directly 
on steroid receptors and enzymes 
found in the lesions. These include 
combined hormonal contraceptives 
(CHCs), progestins, gonadotropin- 
releasing hormone (GnRH) agonists, 
and GnRH antagonists. Aromatase 
inhibitors, although not approved 
by the US Food and Drug Admin-
istration for this indication, are an 
off-label option for severe endo-
metriosis-related pain refractory to 
other medical or surgical treatments. 
They may be used in combination 
with hormonal medications because 

they suppress extraovarian estro-
gens.12

Three European-based groups 
have provided guidelines for the di-
agnosis and management of endo-
metriosis based on scientific reviews 
of evidence regarding efficacy and 
safety. These groups are the National 
Institute for Health and Care Excel-
lence (NICE), European Society of 
Human Reproduction and Embry-
ology (ESHRE), and the French Na-
tional Authority for Health and the 
French College of Gynecologists and 
Obstetricians (CNGOF/HAS).5,12,15 
All three groups note that the aim of 
clinical practice guidelines is to aid 
healthcare professionals in everyday 
clinical decisions about appropriate 
and effective care, not precluding 
clinical judgment and individual 
patient preference. Table 2 compares 
their recommendations. It is import-
ant to note that the timing of the 
NICE and CNGOF/HAS review of ev-
idence preceded some of the most 
recent available study results on oral 
GnRH antagonists.5,12,15

The NP in a primary care prac-
tice can initiate first-line therapies 
(NSAIDs, CHCs, progestins) when the 
patient exhibits mild-to-moderate 
symptoms consistent with endome-
triosis.  First-line therapies are those 
combining known efficacy with 
good safety profiles, minimal side 
effects, ease in administration, and 
lower cost. For patients who have 
previously tried one or more of the 
first-line therapies without apprecia-
ble pain relief or with unacceptable 
side effects, other options should 
be considered. These patients may 
benefit from second-line medication 
therapies such as GnRH agonists, 
GnRH antagonists, and aromatase 
inhibitors. The use of these medica-
tions generally requires laparoscopic 
confirmation of endometriosis. 
Second-line medication therapies 
have more potential for side effects, 
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related loss of bone mineral density 
(BMD), and are more expensive than 
first-line medications. They should, 
however, be considered options for 
individuals for whom first-line med-
ications have not provided satisfac-
tory pain relief.

NSAIDs
Nonsteroidal anti-inflammatory drugs 
are a commonly employed first-line 
therapy partly because they are readily 
available and relatively inexpensive. 
They work by inhibiting cyclooxygenase- 
mediated prostaglandin production. 
Prostaglandins are mediators of local-
ized inflammation and are considered 

to be responsible for dysmenorrhea.2 
Evidence does support the use of 
NSAIDs as an effective treatment for 
mild-to-moderate primary dysmen-
orrhea.18 Nevertheless, available evi-
dence is limited to support the use of 
NSAIDs for endometriosis-related pain 
management.19 Additionally, these 
medications do not suppress hormon-
al-dependent endometrial growths.

There are minimal risks to the use 
of NSAIDs although they do have 
side effects, most specifically gas-
trointestinal side effects.12 Because 
they have a general anti-inflamma-
tory effect, NSAIDs can be used in 
conjunction with hormonal thera-

pies. For women who are attempt-
ing pregnancy, this may be the only 
medication option for pain relief.

Combined hormonal 
contraceptives
Data from two systematic reviews 
have demonstrated that CHC use 
results in statistically significant  
reductions in endometriosis- 
related pain and improved quality 
of life.20,21 Although more data are 
available on combined oral contra-
ceptives, vaginal and transdermal 
CHCs  demonstrated efficacy in 
endometriosis-related pain reduc-
tion in both systematic reviews. A 

Table 2. Medications for endometriosis-related pain management5,12,15

Medication ESRHE (2022) NICE (2017) CNGOF/HAS (2018)

NSAIDs Weak recommendation Consider short trial (3 months) 
alone or in combination with 
other treatments

Long-term use not recommended 
due to gastric and renal side 
effects

CHCs Strong recommendation
Oral, vaginal, transdermal
Cyclic or continuous

Offer combined oral 
contraceptive pill in suspected or 
confirmed endometriosis

CHC recommended as first-line 
hormonal therapy

Progestins Strong recommendation
52-mg LNG-IUS
ENG implant
DMPA 

Offer progestin in suspected or 
confirmed endometriosis

52-mg LNG-IUS recommended 
first-line hormonal therapy 
*Grade C 
desogestrel low-dose progestin 
contraception, ENG implant, and 
dienogest recommended second-
line therapy

GnRH agonists Strong recommendation
Prescribe if CHCs or progestins 
ineffective

No recommendation *Grade C
recommended second-line 
therapy

GnRH antagonists Recommendation based on data 
from phase 3 trials of elagolix
Prescribe if CHCs or progestins 
ineffective 

No recommendation *Grade C
Data available when  guidelines 
established did not justify 
recommendation for use outside 
clinical trial setting

Aromatase inhibitors Strong recommendation
in those with endometriosis-
associated pain refractory 
to other medical or surgical 
treatment

No recommendation *Grade C
In absence of data, aromatase 
inhibitors are not recommended

 Danazol Danazol no longer recommended No recommendation No recommendation

CHC, combination hormonal contraceptive; DMPA, depot medroxyprogesterone acetate; ENG, etonogestrel; GnRH, gonadotropin-releasing hormone; LNG-IUS, levonorgestrel-releasing intrauterine system; 
NSAIDs, nonsteroidal anti-inflammatory drugs.

*Grade C CNGOF/HAS recommendations could be revised once results of ongoing clinical trials available.15
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continuous-use regimen appears 
to be more efficacious in regard to 
dysmenorrhea, with nonsignificant 
differences between continuous and 
cyclic regimens for chronic pelvic 
pain and dyspareunia.22 

Progestins
A systematic review including 
progestin-only pills, the 52-mg 
levonorgestrel intrauterine system 
(LNG-IUS), etonogestrel (ENG)- 
releasing subdermal implant, and 
depot medroxyprogesterone  
acetate found all to be effective in 
reducing endometriosis-related 
pain.19 A recent randomized  
controlled trial reported that both 
the ENG implant and LNG-IUS 
significantly reduced endometriosis- 
related pain, dysmenorrhea, and 
chronic pelvic pain.23 

GnRH agonists
Gonadotropin-releasing hormone 
agonists have demonstrated efficacy 
in relieving endometriosis-related 
pain.5,12,15,24 They bind to GnRH 
receptors on the anterior pituitary, 
causing a down-regulation of the 
pituitary-ovarian axis and profound 
but reversible hypoestrogenism.24 

Commonly used GnRH agonists 
that are FDA approved for up to 12 
months for treatment of endome-
triosis-related pain are goserelin SC, 
leuprolide IM, and nafarelin depot 
via nasal spray.1 There has been no 
demonstrated difference in efficacy 
or reported side effects related to 
route of administration.24 The most 
reported side effects are vaginal 
dryness, hot flushes, headaches, and 
joint pain.1 The use of GnRH agonists 
is contraindicated during pregnancy.

Reduction of BMD is a major 
concern with GnRH agonist treat-
ment continuing for longer than 6 
months. The addition of add-back 
therapy prevents bone loss and does 
not affect the efficacy of the GnRH 
agonist treatment.25 Commonly 

used add-back regimens include 
the progestins medroxyprogester-
one acetate and norethindrone, a 
low-dose estrogen-progestin com-
bination, and bisphosphonates.25 
Considering the possible impact on 
BMD, GnRH agonists should only be 
used after careful consideration in 
young women and adolescents if 
first-line treatments are ineffective.12 

GnRH antagonists
Two oral GnRH antagonists have 
been FDA approved for the man-
agement of moderate-to-severe 
pain associated with endometriosis. 
Elagolix, which is available in two 
dosages, was approved in 2018.26 
Relugolix combined with estradiol 
and norethindrone acetate was 
approved in 2022.27 GnRH antag-
onists suppress follicle-stimulating 
hormone, luteinizing hormone, and 
estrogen and may have a quicker 
symptom relief profile than GnRH 
agonists as well as the advantage 
of oral administration. The most 
frequently reported side effects 
across both medications include 
hot flushes, night sweats, and irreg-
ular bleeding.26,27 The use of GnRH 
antagonists is contraindicated in 
pregnancy.

Like GnRH agonists, reduction of 
BMD is a concern with long-term 
GnRH antagonist use. Prescribing 
information recommends limiting 
duration of use to 24 months for 
elagolix 150 mg and relugolix com-
bined with estradiol and norethin-
drone acetate.26,27 The higher dose 
of elagolix (200 mg twice daily), 
while more effective in pain relief, is 
associated with more bone loss than 
the lower dose with recommended 
use limited to 6 months.26 Consid-
ering the possible impact on BMD, 
GnRH antagonists should only be 
used after careful consideration in 
young women and adolescents if 
first-line treatments are ineffective.12

Other considerations
Neuromodulators such as tricyclic 
antidepressants, selective reuptake 
inhibitors, and anticonvulsants have 
shown promise as a component of 
the management of endometrio-
sis-related pain but are associated 
with dose-limiting side effects. Pel-
vic physical therapy and cognitive 
behavioral therapy also may be of 
benefit to some women.2 

It has been suggested that pain 
syndromes such as endometrio-
sis may interact with other pain 
syndromes (eg, irritable bowel 
syndrome, fibromyalgia, migraine 
headaches) and that this interaction 
may feature increased pain sensi-
tivity stemming from the effects of 
nociceptive inputs on the nervous 
system. Perceptual responses to pain 
can become exaggerated, prolonged, 
and widely spread (central sensitiza-
tion).28 If central sensitization is sus-
pected, further pain evaluation and 
pain management is recommended. 
This often requires a multidisciplinary 
team that includes a pain specialist, 
physical therapist, psychologist, and 
primary healthcare provider.15  

For patients who have undergone 
laparoscopic surgery, postoper-
ative use of a CHC or progestin is 
recommended to prevent the risk 
of disease recurrence when preg-
nancy is not desired.12,15 Hormone 
replacement therapy can be offered 
to postmenopausal women who 
have undergone surgical treatment, 
although endometriosis symptoms 
could recur.12,15 

Endometriosis-related infertility 
management should consider cur-
rent pain as well as the results of 
the pretreatment infertility evalua-
tion.5,15 The benefits and risks of sur-
gery prior to assisted reproductive 
therapy should be discussed to in-
clude the potential negative impact 
on ovarian reserve.12 There is insuffi-
cient evidence to support extended 
GnRH agonist, CHC, or progestin use 
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prior to assisted reproductive thera-
pies to increase live birth rates.12,15 

Implications for NP 
practice
Nurse practitioners can play a key 
role in the early diagnosis and treat-
ment of endometriosis. Comprehen-
sive knowledge of endometriosis 
that includes risk factors, symptoms, 
potential physical examination 
findings, and current imaging mo-
dalities empower the NP to clinically 
diagnose endometriosis and to 
recognize when consultation or 
collaboration is beneficial. Special 
considerations should be given to 
adolescent assessment. Providing 
patient education about normal 
menses and symptoms that require 
healthcare attention can be incor-
porated into the patient history. 
A patient-centered approach to 
endometriosis treatment considers 
the patient’s individual goals, HRQL, 
and follow-up to evaluate for any 
needed adjustment based on treat-
ment efficacy, patient satisfaction, 
and change in reproductive goals. �
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