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Abstract

Background: Prompt recognition of symptoms and subsequent diagnosis of primary ovarian insufficiency (POI) are critical given its
consequences on quality of life and long-term health. Poor access to care in underrepresented minority women and/or low-income popu-
lations may contribute to delayed diagnosis. Our group previously demonstrated a dearth of board-certified reproductive endocrinology
(RE) physicians providing care for Medicaid patients in New Jersey. Given the adverse effects of prolonged hypoestrogenism, we aimed
to evaluate length of time to diagnosis of POI in a low-resource/low-income population presenting to an urban university-based RE clinic,
as well as provide a review of the current literature. Methods: This retrospective case series included all new patients seen at the RE
clinic at University Hospital in Newark, NJ from June 2014 through June 2018. POI was diagnosed in women with oligo/amenorrhea
and menopausal levels of follicle stimulating hormone. The primary outcome was time to diagnosis from onset of symptoms. Results:
Of 524 new patients seen, 19 (3.6%) were diagnosed with POI. Median time to diagnosis of POI from onset of symptoms was 48 months.
57.9% of our patients identified as Black and 31.6% as Hispanic. 13/19 (68.4%) reported hypoestrogenic symptoms at time of referral.
21.1% were diagnosed with Turner mosaicism. 14 of 19 patients completed DEXA scan, of which 35.7% were diagnosed with low bone
mass or osteoporosis. Of those diagnosed prior to referral to RE (9/19, 47.4%), only 4 had initiated hormone therapy. Conclusions: Our
study demonstrates a need for more aggressive evaluation of oligo/amenorrhea in underrepresented minority women. Prolonged time to
diagnosis of POI has adverse effects, as reflected by hypoestrogenic symptoms and decreased bone mineral density. Delayed diagnosis
and management of POI may be related to health care disparities facing these women and warrants action to improve access to care.
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1. Introduction
Primary ovarian insufficiency (POI) is a condition de-

fined by the loss of normal ovarian function before the age
of 40. Although presentation can be variable, women di-
agnosed with POI may experience amenorrhea, irregular
menstruation, difficulty conceiving, and vasomotor or other
symptoms associated with estrogen deficiency. In most
cases, the cause of POI remains unknown, however genetic,
environmental, infectious, metabolic and iatrogenic causes
have been identified, along with certain autoimmune dis-
eases which are associated with an increased risk for devel-
oping the condition [1,2].

POI affects 1% of women overall, but prevalence
varies greatly by age. POI affects 1 in 10,000 women be-
tween ages 18–25, 1 in 1000 women between ages 25–30,
and 1 in 100 women between ages 35–40, making the lat-
ter the most common age group for onset of this condition
[3]. Epidemiological studies have also demonstrated vari-
ation in the prevalence of POI among women in different
ethnic and socioeconomic groups. In one analysis, African
American, Hispanic, and Caucasian women had a relatively
higher occurrence of POI (1.4%, 1.4%, and 1%, respec-

tively), followed by Chinese (0.5%) and Japanese (0.1%)
women [4]. This study also assessed variables such as in-
come and level of education, and determined that low so-
cioeconomic status was associated with a higher prevalence
of POI [4].

Early diagnosis is imperative to the proper treatment
and management of POI, as POI has been linked with other
comorbidities including low bone density, depression, and
increased risk of cardiovascular disease [5–7]. A substan-
tial delay between presentation of symptoms and the diag-
nosis of POI is not uncommon—most experiencing about a
5-year delay between symptom onset and diagnosis [8], and
may be attributed to insufficient understanding and aware-
ness regarding the condition, on the part of women as well
as their providers. Further, since low socioeconomic status
is associated with poorer self-reported overall health as well
as higher mortality, socioeconomic status likely contributes
to delay in diagnosis via limited access to care [9]. Indeed, a
large cross-sectional study from the Korea National Health
and Nutrition Examination Survey demonstrated a signif-
icantly increased prevalence of POI in patients with lower
socioeconomic status [10]. Delay in diagnosis proves detri-
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mental to patient care, as it results in delayed treatment for
comorbidities, which can ultimately increase the risk for all-
cause mortality in women with POI [6].

In view of the above, our aim was to investigate the
time to diagnosis in a population that often faces barriers to
medical care. Our group previously demonstrated a dearth
of board-certified reproductive endocrinology and infertil-
ity subspecialists providing care for Medicaid patients in
New Jersey [11]. We assessed time from initial symptoms
to diagnosis of primary ovarian insufficiency for women
presenting to the Reproductive Endocrinology and Infer-
tility Clinic at the University Hospital Ambulatory Care
Clinic in Newark, New Jersey, a referral center which pro-
vides care for a patient population largely comprised of
Black and Hispanic women, including immigrants and un-
derserved communities who have historically faced limited
access to medical care. Herein we also provide a review
of POI etiologies, clinical implications and associated co-
morbidities, diagnosis, and management of POI.

2. Methods
This is a retrospective case series including all women

presenting to the Reproductive Endocrinology and Infertil-
ity clinic at University Hospital in Newark, New Jersey be-
tween June 2014 and June 2018. The study was approved
by the institutional review board of Rutgers Biomedical and
Health Sciences. Inclusion criteria were defined as new pa-
tients, aged less than 40 years old, presenting to the Repro-
ductive Endocrinology and Infertility clinic, diagnosedwith
POI based on oligo/amenorrhea and menopausal follicle-
stimulating hormone (FSH) levels (>25 mIU/mL). Of note,
not all patients had two FSHmeasurements, thus for our cal-
culations we used the highest FSH value for patients with
two measurements. This decision was based on data sup-
porting that the maximum FSH value is more predictive of
ovarian reserve [12]. Data obtained via retrospective chart
review included age at symptom onset, body mass index
(BMI), serum estradiol (E2), FSH and anti-mullerian hor-
mone (AMH) levels, ethnicity, race, history of smoking,
parity, symptoms of POI on presentation, hormone ther-
apy initiated prior to presentation, and etiology of POI.
Oligomenorrhea was included as a symptom and was de-
fined as cycles more than 35 days in length or less than 6
cycles a year. The primary outcome measured was time
from onset of symptoms until confirmed diagnosis of POI.
Secondary outcome was presence or absence of osteope-
nia or osteoporosis as determined by dual energy x-ray ab-
sorptiometry (DEXA). Shapiro-Wilk test was performed to
determine whether or not data were normally distributed.
Statistics were descriptive and presented as mean ± stan-
dard deviation for normally distributed data, or median +
interquartile range (IQR) for non-normally distributed data.

3. Results
A total of 524 patient charts were reviewed, of which

3.6% (n = 19) met inclusion criteria. The mean age at onset
of POI-related symptoms was 25 years. The racial/ethnic
makeup of the patients included was 57.9% Black, 10.5%
White and 31.6% other; 31.6% identified as Hispanic, an
overall similar distribution to that of our general Obstetrics
and Gynecology clinic at University Hospital. The majority
(73.6%) of the women included were nulliparous. Of the
19 patients, 12 (63.2%) had Medicaid, 6 patients (31.6%)
were uninsured, and one patient (5.3%) had private insur-
ance. Median time to diagnosis from onset of symptoms
was 48 (IQR, 23–120) months. Mean serum FSH and me-
dian estradiol levels were 82.0 ± 31.5 mIU/mL and 8.5
(IQR,<5–19) pg/mL, respectively. AMHwas undetectable
(<0.015 ng/mL) in 100% (10/10) of patients in whomAMH
was measured. Of the 19 patients included, 3 (15.8%) did
not complete the diagnostic workup for etiology of POI.
This workup included measurement of serum FSH, estra-
diol, TSH (thyroid stimulating hormone), karyotype, FMR1
premutation testing as well as antithyroid and anti-adrenal
antibody testing. A specific etiology of POI was identi-
fied in 42.1% of patients with 21.1% being diagnosed with
Turner mosaicism, 10.5% with Fragile X premutation and
10.5% having a history of previous chemotherapy. With
regards to POI-related morbidity, 73.2% (14) of patients
underwent a DEXA scan and 35.7% of screened patients
were found to have osteopenia or osteoporosis. In addition,
63.6% reported vasomotor symptoms and 31.6% reported
vaginal symptoms. With regards to fertility, 68.4% of pa-
tients reported desire for future child-bearing, however only
5 (26.3%) were actively trying to achieve pregnancy for at
least one year. Five patients (26.3%) were already on hor-
monal therapy with combined oral contraceptives prior to
presenting to our practice. Results are presented in detail in
Table 1.

4. Discussion
The aim of this study was to shed light on the time to

diagnosis of POI in underserved, underrepresented minor-
ity women. Several studies outside of the U.S. have high-
lighted that women of lower socioeconomic status are at
higher risk of developing POI, but lack diversity in terms
of race/ethnicity of the population studied. More specifi-
cally, large cross sectional studies from India have shown
that women living in rural areas, who are less educated or of
lower economic status, are at greater risk of developing POI
[13,14]. A prospective study from theUnited States demon-
strated that social class and psychosocial stress are impor-
tant predictors of an earlier age at menopause in African
American women, but did not evaluate these factors in
women with POI [15]. In age-related menopause, women
of lower income and educational status experience more
menopausal symptoms, while another cross-sectional study
found that women who are homeless or uninsured reported
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Table 1. Baseline demographics, hormonal profiles and morbidity in women with POI (n = 19).
Variables Values

Follicle stimulating hormone (M ± SD) 82.0 ± 31.5 mIU/mL
Estradiol [Mdn (IQR)] 8.5 (<5–19) pg/mL
Anti-mullerian hormone (% undetectable) 100%
Age at symptom onset in years (M ± SD) 25.1 ± 10.0
Age at diagnosis in years (M ± SD) 29.9 ± 7.7
Time to diagnosis from symptom onset in months [Mdn (IQR)] 48 (23–120)
Ethnicity

Hispanic 6 (31.6)
Non-Hispanic 13 (68.4)

Race
White, n (%) 2 (10.5)
Black, n (%) 11 (57.9)
Other, n (%) 6 (31.6)

History of smoking, n (%) 4 (21.1)
BMI (M ± SD) 25.6 ± 5.4 kg/m2

Nulliparous, n (%) 14 (73.6)
Symptoms on presentation to reproductive endocrinology

Vasomotor, n (%) 12 (63.2)
Vaginal, n (%) 6 (31.6)

Hormone therapy initiated prior to referral, n (%) 5 (26.3)
Etiology identified, n (%) 8 (42.1)

Chemotherapy, n (%) 2 (10.5)
Turner mosaic, n (%) 4 (21.1)
Fragile X premutation, n (%) 2 (10.5)

DEXA completed, n (%) 14 (73.7)
Low bone mass or osteoporosis, n (%) 5 (35.7)
Hormone therapy

Combined oral contraceptive pills, n (%) 6 (31.6)
Cyclic estrogen and progestin, n (%) 12 (63.2)

DEXA, Dual energy X-Ray Absorptiometry; M, mean; SD, Standard Deviation; BMI, Body
Mass Index; Mdn, median; IQR, interquartile range.

more severe vasomotor symptoms, depression and anxiety
[16,17]. In view of the above, it was important to inves-
tigate the time to diagnosis of POI in a high risk popula-
tion, such as that of our clinic, which is mostly comprised
of underinsured minority women. Our retrospective study
showed a substantial delay from onset of symptoms to di-
agnosis (median 48 months). Importantly, more than one-
third of women in our study were diagnosed with osteope-
nia or osteoporosis, a finding that further supports the need
for timely diagnosis and management. To the best of our
knowledge, this is the first study to address delay in diagno-
sis of POI in an urban U.S. population comprised largely of
underserved, underrepresented minority women who face
multiple barriers to care. Given the significant health impli-
cations and symptomatology associated with the diagnosis
of POI, which we will review herein, a delay in diagnosis
is likely to be detrimental to the overall health and quality
of life of these patients.

4.1 Pathophysiology

Primary ovarian insufficiency occurs because of ac-
celerated depletion of follicles via apoptosis or a disruption
in normal follicular function. Follicular dysfunctionmay be
due to a number of causes, including disruption in follicu-
lar response to gonadotropins (e.g., due to FSH or luteiniz-
ing hormone (LH) receptor mutations), steroidogenic en-
zyme deficiency, or autoimmune lymphocytic infiltration
of the theca layer of antral follicles [18]. However, regard-
ing possible etiologies that contribute to the loss of follic-
ular function, idiopathic causes make up 74–90% of cases
[2]. Follicular dysfunction or loss of ovarian follicles in-
terrupts the menstrual cycle, resulting in oligo/amenorrhea,
reduced fertility, and accompanying menopausal symptoms
experienced by women with POI.

About 10–20% of POI cases can be attributed to ge-
netic causes, thus many efforts have been made to identify
candidate genes associated with disease onset [19]. Since
no single gene has been identified as the sole cause of
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POI, it is theorized that POI is the result of multiple gene
mutations—FMR1 being among the many genes that has
been linked to the development of POI [2,20]. A premuta-
tion in the FMR1 gene is the most common single gene ab-
normality associated with the development of POI—12.9%
to 24% of women with the FMR1 premutation experience
primary ovarian insufficiency [2,3,21,22]. Chromosomal
abnormalities are a more common etiology of POI than sin-
gle gene mutations, with Turner Syndrome making up most
of the cases [2,23].

POI is associated with autoimmune diseases.
Hashimoto’s disease/autoimmune thyroiditis and au-
toimmune adrenal insufficiency are the more common
autoimmune diseases found in women with POI [2]. Iatro-
genic and environmental causes have also been implicated
in the development of POI [2,3,24–27]. Most iatrogenic
cases of POI are associated with cancer treatment and may
develop in women with a past medical history of cancer
during childhood or adolescence [2]. Chemotherapy and
radiation therapy can impede follicular development and
can also cause a decrease in primordial follicles [27].
Certain environmental factors induce toxic effects on
ovarian function and increase the risk for developing POI,
a common toxic agent being cigarette smoke. Noxious
agents found in cigarette smoke expose the follicles to
extensive damage via oxidative stress and apoptosis,
resulting in decreased follicles [28].

4.2 Clinical Presentation

Given the variable clinical presentation of POI and im-
portance of early diagnosis, the provider must recognize
symptoms and have a low threshold for screening. Amen-
orrhea is the classic clinical symptom associated with POI;
however, POI does not cause an abrupt cessation of men-
struation. Changes in menstrual regularity, especially af-
ter pregnancy or discontinuance of hormonal birth control
pills, is a relatively common presentation of POI [29–31].
Few women may present with signs of hypoestrogenism—
night sweats, hot flashes, vaginal dryness, mood distur-
bances, dyspareunia, and decreased sexual desire [29–31].
Infertility is also a common symptom of POI, and its pre-
sentation is gradual [27]. Because the disorder is progres-
sive, some women with POI can become pregnant, espe-
cially during earlier stages of the condition. When com-
pared to women experiencing age-appropriate menopause,
women with POI are more likely to experience higher lev-
els of stress as well as labile mood, depression, and anx-
iety [32]. Importantly, unlike age-appropriate menopause,
the symptoms associated with POI do not gradually subside
[32]. Women diagnosed with POI experience their symp-
toms long after diagnosis, if left untreated.

4.3 Diagnosis

Sincemenstrual irregularities can be varied and no sin-
gle presentation is necessarily specific for the diagnosis of

POI, a careful history and physical are always the first com-
ponent of the evaluation. Unfortunately, there are no uni-
versally agreed upon criteria for the diagnosis of POI, nor
universal recommendations for further workup once the di-
agnosis is confirmed. A recent review of clinical practice
guidelines (CPGs) for early menopause and primary ovar-
ian insufficiency demonstrated that most CPGs are of low
to average quality and have significant variation in their rec-
ommendations [33]. For example, with regards to diagnos-
tic criteria, the European Society of Human Reproduction
and Embryology (ESHRE) recommends FSH levels >25
IU/L at a cut-off whereas the InternationalMenopause Soci-
ety (IMS) recommends≥40 IU/L. In addition, only ESHRE
had CPG specifically for POI. This inconsistency in rec-
ommendations between different organizations is likely due
to the paucity of high-quality data available. Furthermore,
most CPGs were developed based on data from European
and North American studies, which brings into question
whether these guidelines would be applicable in other pop-
ulations.

Diagnostic criteria according to the American College
of Obstetrics and Gynecology (ACOG) include amenorrhea
or other abnormal bleeding patterns for a minimum of three
months, and menopausal levels of FSH at least a month
apart in a patient aged less than 40 years [34]. Two FSH
measurements are recommended, as the diagnosis is of par-
ticular psychological burden to the patient and it is impor-
tant to have confidence in the diagnosis, especially given
the fluctuation in clinical status and hormonal levels [23].

Obtaining a complete medical history, including
screening for autoimmune disease, is imperative for diagno-
sis of POI. Although Turner Syndrome, the most common
chromosome abnormality causing POI, commonly arises
from a spontaneous genetic alteration, a detailed family his-
tory remains important as a genetic cause is implicated in
10–20% of cases [19]. Physicians should note pertinent
family history of intellectual disability, ataxia, or primary
ovarian insufficiency as these could be indicative of pre-
mutations in the FMR1 gene, which is a common genetic
etiology of POI [30]. In addition, a chromosome analysis
should be performed on all women with POI.

Prolactin and thyroid stimulating hormone level test-
ing is recommended to evaluate for other causes of
oligomenorrhea. Once the diagnosis is established, themin-
imum evaluation per ACOG, in addition to karyotype anal-
ysis and testing forFMR1 premutation includes anti-thyroid
and anti-adrenal antibodies (either by 21-hydroxylase im-
munoprecipitation or indirect immunofluorescence) as well
as pelvic ultrasound [18,34]. Ultrasound may not be useful
in predicting disease progression but is important in evalua-
tion for fertility preservation andmay also aid in acceptance
of the diagnosis. Despite the potential for detection of ovar-
ian antibodies, this is a low specificity test that is not indi-
cated. In addition, an ovarian biopsy is not recommended as
it does not yield information that can help dictate manage-
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ment; biopsies indicating no follicles can be inaccurate due
to sampling error and patients may still achieve pregnancy
[35].

4.4 Morbidity/Clinical Implications

The deteriorating ovarian function and resulting hy-
poestrogenism characteristic of POI can have severe health
implications [36]. One of the major health risks that women
with POI face is osteopenia/osteoporosis and subsequent
fractures. Multiple studies have demonstrated that women
with early menopause (defined as onset prior to age 45) as
well as POI have lower bone mineral density (BMD) than
control women [5,36,37]. A cross-sectional study compar-
ing BMD between women with POI and controls found that
women with POI on average had 2–3% lower BMD as mea-
sured by dual energy x-ray absorptiometry. Importantly, it
was found that a 1-year delay in diagnosis was a significant
risk factor for low bone mass. In addition, the length of
time that the patient was not on hormone replacement ther-
apy (HRT) was also highlighted as a risk factor for reduced
bonemass [5]. Physiologic hormone replacement including
estrogen and progestin has been shown to improve BMD in
patients with POI, to become equivalent to that of women
without POI [38].

Increased risk of cardiovascular disease is another sig-
nificant clinical implication of POI. The dysregulation of
endothelial function and metabolic changes associated with
estrogen deficiency may be the etiology of the increased
risk of cardiovascular morbidity and mortality in women
with POI [6,36,37]. A systematic review and meta-analysis
of studies assessing cardiovascular disease (CVD) risk and
morbidity and age of menopause, demonstrated increased
risk of coronary heart disease, stroke, CVD mortality and
overall mortality in women with early onset menopause [6].
In view of the above, it would stand to reason that hormone
therapy would improve CVD outcomes for patients with
POI. However, this benefit has been demonstrated mostly
in studies assessing naturallymenopausal women [39]. Fur-
ther research addressing this question in women with POI
is needed.

One of the most distressing complications of POI is
infertility, often unresponsive to traditional infertility treat-
ments. A case-control study of women with POI demon-
strated that despite the presence of antral follicles, these fol-
licles did not respond appropriately to ovarian stimulation
as estrogen levels did not increase significantly after the ad-
ministration of recombinant FSH [40]. Options for women
with POI who desire children include in vitro fertilization
using donor oocytes, use of donor embryos, or adoption
[39], any of which may not be feasible for patients without
the financial means. Timely diagnosis is therefore critical.

Depression and mood disorders have also been associ-
ated with estrogen deficiency and POI. The subsequent loss
of fertility can be a particularly devastating diagnosis and a
cause of significant emotional distress to the patient. In ad-

dition to a grief-like reaction, a new or ongoing diagnosis
of POI may be a source of lower self-esteem and well as
lower perception of social support [41]. One study admin-
istering the Structured Clinical Interview for the Diagnostic
and Statistical Manual of Mental Disorders 4th edition to
women with POI showed an increased prevalence of major
and minor depression, as well as overall mood disorders,
when compared with the general community [7]. Assess-
ment and treatment for mental health disorders should be-
come a routine part of care for patients with POI.

Autoimmune thyroid disease is commonly associated
with POI. Hashimoto’s disease has been linked to POI in
about 14–32.7% of cases [2]. Despite no official recom-
mendations for thyroid screening, it is reasonable to test for
thyroid disease with thyroid-stimulating hormone (TSH)
levels every 1–2 years [18,34]. Furthermore, Addison’s dis-
ease is a known autoimmune comorbidity in patients with
POI. In a study with 123 participants, 3.2% of women with
a previous POI diagnosis had occult adrenal insufficiency
[42]. Testing for adrenal auto-antibodies could therefore be
a high-yield screening test, with corticotropin stimulation
testing if adrenal antibodies are found to be present [18,34].
Other endocrinopathies and autoimmune diseases associ-
ated with POI include rheumatoid arthritis, diabetes mel-
litus, myasthenia gravis, pernicious anemia, systemic lupus
erythematosus and dry eye syndrome. Patients should be
tested for these in the case of symptoms.

4.5 Treatment

Despite the lack of consensus regarding management
guidelines, it is widely accepted that hormone therapy is a
critical component of treatment. The current regimens rec-
ommended by ACOG include transdermal or oral 17beta-
estradiol or conjugated equine estrogen, with either con-
tinuous or cyclic progestin in the form of medroxyproges-
terone or micronized progesterone [36]. In women who
prioritize contraception, replacement with combined oral
contraceptive pills is recommended. In addition, in women
who prefer physiologic estrogen dosing but desire contra-
ception, a levonorgestrel intrauterine device (IUD) may be
used instead of oral progestin [36].

High quality randomized controlled trials have shown
the benefit of hormone therapy in patients with POI with
regards to bone mass. A three-year study comparing bone
mineral density (BMD) between patients on transdermal
estradiol 100 µg/d and cyclic oral medroxyprogesterone ac-
etate (10mg/d× 12 daysmonthly) with or without transder-
mal testosterone (150 µg) showed that BMD inwomenwith
POI on estrogen and progesterone replacement was com-
parable to that of control women. The addition of testos-
terone was not shown to be beneficial in improving BMD
[38]. Low dose hormone therapywas also shown to bemore
effective in increasing BMD when compared to combined
oral contraceptive pills in a 2-year randomized trial [43].
In addition to hormone therapy, risk factors for osteopenia
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should be addressed, such as vitamin D deficiency, low cal-
cium intake, smoking and a sedentary lifestyle [5].

With regards to infertility, women with POI have a 5–
10% possibility of a spontaneous pregnancy and no treat-
ment has been shown to definitively improve this rate [44].
A single randomized, placebo-controlled study investigat-
ing the effect of pre-treatment with estrogen on ovulation
after ovarian stimulation in patients with POI showed a sig-
nificant increase in ovulation rates in the treatment group as
opposed to placebo. The authors suggested that the mech-
anism of this improvement in ovulatory function was due
to down-regulation in gonadotropin levels [45]. Future di-
rections regarding infertility treatment for women with POI
include research into activation of primordial follicles. This
so far includes animal and human in vitro studies to iden-
tify (and potentially harness) signaling pathways, transcrip-
tion factors, growth factors and other molecules that regu-
late follicle activation [46].

5. Conclusions
POI is frequently under-diagnosed due to either low

suspicion on the part of the physician or limited patient ac-
cess to a qualified specialist. Our study illustrates a sub-
stantial delay in diagnosis, specifically in an underserved
community consisting of largely underrepresented minority
women who lack easy access to a reproductive endocrinol-
ogist. To our knowledge, this study is the first to assess time
to diagnosis of POI specifically in a population of underin-
sured, underrepresented minority women who face multi-
ple barriers to care. Median time to diagnosis in our patient
population was 48 months, a disheartening result given the
lost opportunity for early treatment, especially since 35.7%
of patients that underwent DEXA screening had osteope-
nia or osteoporosis and 73.6% of total patients were nulli-
parous.

It is critical that obstetrician/gynecologists and other
providers of primary care are educated to have a high in-
dex of suspicion for POI in women with menstrual irreg-
ularities and a low threshold for referral to a reproductive
endocrinologist. Further research is warranted with joint
efforts from major scientific organizations to develop high
quality, agreed upon, guidelines. Equally important is pa-
tient education as a vital part of patient advocacy, allowing
women to make appropriate decisions regarding their own
health and wellbeing. Educating women on POI and pro-
viding them with information and resources is important to
reduce the time between onset of symptoms and diagno-
sis. In particular, access to reproductive endocrinologists
should be facilitated for underserved patients, in order to
secure timely care for them and minimize the risk of long-
term comorbidities.
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