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Objective: To test the hypothesis that women with unexplained infertility demonstrate evidence of diminished ovarian reserve when
compared with a population of community controls.
Design: Cross-sectional study.
Setting: Multicenter university-based clinical practices.
Patient(s): Study participants included 277 healthy, normo-ovulatory female partners with rigorously defined unexplained infertility
randomly selected from a multicenter trial (Assessment of Multiple Intrauterine Gestations from Ovarian Stimulation). Controls
included 226 healthy, normo-ovulatory women not seeking treatment for fertility from a community-based cohort (Ovarian Aging study).
Intervention(s): Serum antim€ullerian hormone (AMH) assay at a central laboratory, FSH, fasting serummetabolic testing, transvaginal
ultrasonography for antral follicle counts (AFCs), anthropometric measurements.
Main Outcome Measure(s): Average AMH, AFC, and AMH/AFC were compared between infertile and control women by age. Analyses of
covariance compared these outcomeswhile controlling for confounders, including age, race, bodymass index, smokinghistory, and study site.
Result(s): In our models, AMH, AFC, and AMH/AFC ovarian reserve indices did not differ between infertile women and community-
based controls, after controlling for age, race, body mass index, smoking history, and study site.
Conclusion(s): Currently utilized predictors of ovarian reserve do not discriminate women with rigorously defined unexplained infer-
tility from healthy community-based women of similar demographic characteristics. Contrary to our hypothesis, among women with
FSH in the normal range (%12 IU/L), women with unexplained infertility did not show evidence of decreased ovarian reserve as
measured by AMH and AFC. Ovarian reserve markers in isolation may not serve as predictors of future fertility. (Fertil Steril�
2017;108:1070–7. �2017 by American Society for Reproductive Medicine.)
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‘‘O varian reserve’’ reflects ‘‘reproductive potential
as a function of the number and quality of
remaining oocytes’’ (1). Although ovarian

reserve declines with increasing age, there is substantial vari-
ation among women, and as a result, ovarian reserve has been
widely investigated as a marker of reproductive potential. The
majority of studies on this topic investigate the use of ovarian
reserve to predict success by infertility patients during fertility
treatment. There has been minimal investigation of whether
ovarian reserve predicts reproductive potential outside of an
infertile population. The present study was designed to
compare ovarian reserve markers in women with unexplained
infertility (UI) compared to community controls (1). We
hypothesized that ovarian reserve would be reduced in infer-
tile women compared with reproductively healthy controls.

Presently, antral follicle count (AFC) and serum
antim€ullerian hormone (AMH) are regarded as the most infor-
mative markers of ovarian reserve (1). Antral follicle count is
the sum of antral follicles, typically defined as those follicles
measuring 2–10 mm in mean diameter in a 2-dimensional
plane, in both ovaries, as observed on transvaginal ultrasound
in the early follicular phase of the menstrual cycle. Antral
follicle count has good interobserver reliability (2) and is
associated with response to stimulation in IVF (3). Anti-
m€ullerian hormone is a member of the transforming growth
factor-b superfamily and is produced by granulosa cells in
preantral and small (<8 mm) antral follicles. Antim€ullerian
hormone functions in regulation of follicular recruitment
and reflects primordial follicle pool size (4, 5). Given the
gonadotropin-independent growth of these early follicles,
AMH has minimal intra- and intercycle variability and may
thus be measured at any point in the menstrual cycle (6–8).

In up to 30% of patients presenting with infertility, no
cause is identified (9, 10). The reported prevalence of UI
varies as a function of the intensity of evaluation and
factors included in the etiology (11); reports range widely
between 0 and 37% (12). The definition of UI, a diagnosis of
exclusion, is failure to achieve pregnancy after 12 months
of attempting conception in the absence of definable cause
after thorough evaluation (13). Couples with UI are afflicted
by diminished and delayed fecundity, between 2% and 4%
per cycle on average (14).

Professional guidelines of the American College of Obste-
tricians and Gynecologists recommend ovarian reserve
testing in all women aged>35 years who have not conceived
after 6 months of attempting pregnancy (15). The American
Society for Reproductive Medicine has no specific guideline.
Women with neither proven fertility nor infertility, desirous
of understanding their ‘‘fertility potential,’’ frequently request
and obtain measurements of AMH and/or AFC (16).

There is thus an assumption that egg quantity predicts
reproductive trajectory. In the context of UI, when lower
than expected ovarian reserve metrics are identified, an
explanatory value is often imputed. In the context of fertility
planning, recommendations to freeze eggs or proceed with
aggressive treatments may be suggested on the basis of the
results (16). However, if low ovarian reserve is a cause of fail-
ure to conceive, one would expect UI subjects to have lower
ovarian reserve than a control population. To date there is a
VOL. 108 NO. 6 / DECEMBER 2017
paucity of data characterizing markers of ovarian reserve in
the UI population compared with the general fertile popula-
tion (17). The objective of this study was thus to test the hy-
pothesis that women with UI demonstrate evidence of
diminished ovarian reserve, when compared with a popula-
tion of community controls.
MATERIALS AND METHODS
Design

This was a cross-sectional cohort analysis of 277 women with
unexplained infertility, compared with 226 control women
from a community-based cohort. Written informed consent
was provided by all participants. Institutional review board
approval at each participating study site was secured.
Participants

Unexplained infertility cohort. The study population included
277 female patients aged 25–40 years with UI. Patients were
randomly selected from the AMIGOS (Assessment of Multiple
Intrauterine Gestations from Ovarian Stimulation) study, a
multicenter, prospective, partially blinded clinical trial
comparing gonadotropins vs. clomiphene citrate vs. aromatase
inhibitors (18). Inclusion criteria for the UI study cohort have
been previously described (18–20). Participants were
recruited between 2010 and 2013 at 12 participating
Reproductive Medicine Network clinical sites throughout the
United States. Women were included if they had 1 or more
years of infertility, were desirous of conceiving, and were
regularly ovulating, with a normal uterine cavity and at least
one patent fallopian tube. Regular ovulation was considered
as nine or more menses per year. To rigorously define UI,
normal ovarian function was required by cycle day 3
(�2 days) FSH %12 IU/L within 1 year before study
initiation. Normal uterine cavity and tubal patency were
confirmed by hysterosalpingography, sonohysterography, or
laparoscopy/hysteroscopy. Normal thyroid hormone and PRL
serum testing were required within 1 year of study initiation.
The male partner needed 5 � 106 sperm per milliliter in the
ejaculate for inclusion in the UI cohort.

Exclusion criteria for the study cohort consisted of med-
ical comorbidities, such as diabetes and heart, liver, and renal
diseases. A washout period of 2 months was required for
women taking oral contraceptives, depo-progestins, or hor-
monal implants, before initial baseline screening assessment.
Further details regarding participant selection are publicly
available (21).

Controls. The control population comprised 226 ovulatory
women aged 25–40 years not seeking fertility treatment.
Subjects were randomly selected from a community-based
cohort, the OVA (Ovarian Aging) study (22), a prospective
observational study designed to investigate reproductive
aging. The OVA subjects were evaluated at one of the
AMIGOS study sites (University of California, San Francisco).
Participants were recruited between 2006 and 2010 from a
sampling frame of all age-eligible female members of the
Kaiser Permanente of Northern California Health Plan, within
a reasonable travel distance to the research center. Kaiser
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Permanente is an integrated healthcare delivery system
covering 30% of the regional population. Inclusion criteria
for the control population included regular menses at 22- to
35-day intervals and self-identification in one of four
racial/ethnic groups categorized as Caucasian (27%), Asian
(27%), Hispanic (23%), or African American (23%). Women
reporting multiethnic origin were not enrolled.

Exclusion criteria for the OVA cohort included estrogen-
or progestin-containing medication use in the 3 months
before enrollment, history of endometriosis, or any history
of uterine or ovarian surgery. To parallel the requirement of
normal ovarian function as measured by cycle day 3 FSH in
the UI group, women with FSH >12 IU/L were excluded.
Further details regarding the study design and methodology
for OVA have been previously published (22–24).
TABLE 1

Subject baseline characteristics.

Characteristic

Unexplained
infertility
(n [ 277)

Control
(n [ 226)

Age (y) 32.3 (0.2) 33.1 (0.3)
BMI (kg/m2) 26.3 (0.4) 26.3 (0.5)
Waist circumference

(cm)
85.1 (0.9) 82.2 (1.0)

Income ($)
<25,000 2.9 9.7
25,000 to 49,999 10.1 35.0
50,000 to 74,999 20.6 22.6
75,000 to 100,000 22.4 11.0
>100,000 21.7 20.8
Decline to state 22.4 –

Education (%)
8th grade or less – 2.2
Some high school 2.2 1.3
Ultrasound, Anthropomorphic Measurements,
and Serum Testing

Unexplained infertility. Transvaginal ultrasonography for
AFC was performed during an index visit at 1 of the 12
participating sites between menstrual cycle day 3 and 5 using
standard clinical machines. Anthropometric baseline mea-
surements were conducted within 6 months before trial start.
Serum was obtained for assays at a core laboratory (Univer-
sity of Virginia, UVA), including AMH, FSH, fasting glucose,
insulin, lipids, and high-sensitivity C-reactive protein before
initiating ovulation induction (21).

Controls. Control patients were evaluated at one of the
AMIGOS sites for all procedures. Anthropometric measure-
ments and transvaginal ultrasound scans for AFC were per-
formed at an index visit between cycle day 2 and 4. Antral
follicle counts were determined by transvaginal ultrasound
using a Shimadzu SDU-450XLmachine with a variable trans-
ducer frequency of 4–8 mHz. Serum was collected at this
baseline visit and banked for future use. Laboratory assays
(other than AMH) were performed at a single commercial
laboratory. Insulin results were converted to the UVA assay
according to a previously published calibration curve (22, 23).
High school graduate 5.4 8.8
Some college 20.6 22.6
College graduate 44.8 43.8
Graduate degree 27.1 21.2

Race
Caucasian 73.3 43.8
African American 7.2 19.5
Hispanic 11.1 17.7
Asian 8.3 19.0

History of smoking 33.9 25.2
Fasting glucose (mg/dL) 85.0 (0.7) 86.5 (0.6)
Fasting insulin (mg/dL) 9.24 (0.80) 7.79 (0.56)
HOMA-IR 2.03 (0.19) 1.73 (0.14)
Total cholesterol (mg/dL) 168.7 (2.0) 173.0 (2.0)
Triglycerides (mg/dL) 93.3 (3.4) 85.1 (3.4)
CRP (mg/L) 2.81 (0.21) 2.76 (0.48)
FSH (mIU/mL) 6.82 (0.11) 6.45 (0.10)
AMH (ng/mL) 5.87 (0.31) 5.18 (0.26)
AFC 20.6 (0.69) 17.3 (0.62)
AMH/AFC 0.32 (0.03) 0.30 (0.01)
Note: Values are mean (standard error) or percentage prevalence for categorical vari-
ables. AFC ¼ antral follicle count; AMH ¼ antim€ullerian hormone; BMI ¼ body mass
index; CRP ¼ C-reactive protein; FSH ¼ follicle-stimulating hormone; HOMA-IR ¼ ho-
meostatic model assessment of insulin resistance.

Greenwood. Ovarian reserve in unexplained infertility. Fertil Steril 2017.
Serum AMH Measurements

Serum AMH for subjects from both cohorts was assayed at
the single central core laboratory, the Ligand Assay and
Analysis Core Laboratory at UVA, using the Ansh assay
(ELISA; lower limit of detection 23 pg/mL; intra-assay coef-
ficient of variation 3.9%; interassay coefficient of variation
6.2%; Ansh Labs) (25). Subset sizes were determined by
funding and captured roughly one-third of each study
cohort. The infertile patients were randomly selected for
UVA assay by the SAS random number system and hence
included as the study cohort. The control subset included
all patients participating in the lngitudinal component of
the study (n ¼ 106), as well as 54% selected randomly by
an SAS random number generator (n ¼ 126), who partici-
pated in the baseline visit only.

The Ansh assay is resistant to AMH degradation, with
stable AMH results demonstrated in 75 samples after 2.5 years
of frozen storage (R2¼ 0.97 forAMHat t¼ 0 vs. t¼þ2.5 years;
1072
unpublished data from the Reproductive Medicine Network
and Ligand Assay and Analytic Core Laboratory at UVA).
Statistical Analysis

The three primary endpoints considered were AMH, AFC, and
AMH/AFC ratio. Considering UI as the predictor, analyses of
covariance (ANCOVAs) were performed for the primary end-
points, while controlling for age, body mass index (BMI),
smoking history, race, and study site. Statistical analyses
were performed with SAS, version 9.4.

RESULTS
The infertile women were slightly younger on average
compared with the control cohort (32.4 vs. 33.2 years). Distri-
bution of socioeconomic factors is shown in Table 1. The com-
munity control cohort was more diverse than the infertile
group (44% vs. 73% Caucasian). Mean BMI was the same in
the two groups; however, the infertile women had larger waist
circumference. Fasting glucose and total cholesterol were also
VOL. 108 NO. 6 / DECEMBER 2017



TABLE 2

Predictors of ovarian reserve outcomes in analysis of covariance
multivariate model.

Factor Coefficient
95%
CI P Value

AMH
Infertility diagnosis

(Y/N)
�1.71 �6.05, 2.64 .44

Age (y) �0.30 �0.40, �0.21 < .01
Race .02

Caucasian Referent
African American 1.41 0.13, 2.70
Hispanic 0.74 �0.48, 1.97
Asian 1.69 0.47, 2.92

BMI (kg/m2) �0.10 �0.16, �0.04 < .01
Smoking history

(Y/N)
0.01 �0.84, 0.87 .97

AFC
Infertility diagnosis

(Y/N)
�5.01 �14.32, 4.32 .29

Age (y) �0.96 �1.17, �0.75 < .01
Race .04

Caucasian Referent
African American 2.08 �0.68, 4.84
Hispanic 2.89 0.25, 5.52
Asian �1.47 �4.11, 1.17

BMI (kg/m2) �0.07 �0.20, 0.07 .35
Smoking history

(Y/N)
�0.45 �2.28, 1.39 .63

AMH/AFC
Infertility diagnosis

(Y/N)
0.01 �0.31, 0.32 .97

Age (y) �0.004 �0.011, 0.003 .27
Race .04

Caucasian Referent
African American �0.01 �0.10, 0.09
Hispanic �0.01 �0.10, 0.08
Asian 0.13 0.04, 0.22

BMI (kg/m2) �0.003 �0.007, 0.002 .24
Smoking history (Y/N) 0.05 �0.01, 0.11 .13

Note: Controlled for study site. AFC ¼ antral follicle count; AMH ¼ antim€ullerian hormone;
BMI ¼ body mass index; CI ¼ confidence interval; N ¼ no; Y ¼ yes.

Greenwood. Ovarian reserve in unexplained infertility. Fertil Steril 2017.

FIGURE 1

Antim€ullerian hormone and AFC by age. Unadjusted whisker plots of
ovarian reserve measures by age group.
Greenwood. Ovarian reserve in unexplained infertility. Fertil Steril 2017.
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slightly lower in infertile women. Smoking history was more
common in infertile women (Table 1).

In ANCOVAs controlling for age, race, BMI, smoking, and
study site, infertility was not an independent predictor of
AMH, AFC, or AMH/AFC ratio (Table 2). In this model, age
and BMI demonstrated a negative effect on AMH (coefficient
[Coeff] �0.32, 95% confidence interval [CI] �0.42, �0.22,
P< .0001; Coeff�0.10, 95% CI�0.16,�0.03, P< .01, respec-
tively). Antim€ullerian hormone also varied by race (P¼ .02).
Compared with Caucasians as the referent, African American
and Asian women had higher AMH levels (Coeff 1.30 and
1.73, respectively). Age, but not BMI or race, maintained a
statistically significant relationship with AFC (Coeff �0.99,
95% CI�1.20,�0.78, P< .0001). Race alone was an indepen-
dent predictor of AMH/AFC ratio, with Asian women having
higher AMH/AFC vs. white women (Coeff 0.13, 95% CI 0.03,
0.22, P¼ .04). Smoking history was not an independent pre-
dictor of ovarian reserve metrics in this model (Table 2).

By age, AMH and AFC demonstrated wide variation
(Fig. 1). Infertile patient ovarian reserve markers did not differ
significantly from control patients. Predictive models showed a
VOL. 108 NO. 6 / DECEMBER 2017
decline in AMH of 0.32 (95% CI�0.41,�0.22) per year (Fig. 2).
Antral follicle count declined by 1.0 by year. These rates of
decline were the same in each group. When comparing per-
follicle AMH, we again noted a wide range of values, which
did not differ between the two study groups (Fig. 2).
DISCUSSION
In a large population of women with unexplained infertility,
we demonstrate that markers of ovarian reserve do not differ
from those in a community-based cohort of reproductively
healthy controls. To our knowledge, our study is the largest
to compare such markers in the UI population with healthy
community controls.

We noted difference in baseline characteristics (Table 1)
between infertile and control groups. These differences are
perhaps attributable to geographic variability or differences
in the ethnic makeup of the two cohorts, rather than a direct
relationship with infertility diagnosis. The baseline differ-
ences identified have little clinical impact. There were no
differences in our main outcome variables, AMH and AFC,
while controlling for study site.

The results of our study are novel and challenge the
assumption that ovarian reserve is an indicator of fertility.
Despite being a common theory, the physiologic evidence
associating UI and ovarian reserve is relatively limited. Prior
studies in women with unexplained infertility detected eleva-
tions in early follicular serum gonadotropins relative to
1073



FIGURE 2

Antim€ullerian hormone, AFC, and AMH/AFC predicted models. Solid lines display predicted outcome effects. Models are controlled for age, race,
BMI, smoking history, and study site. The 95% confidence intervals, depicted by dotted lines, are calculated for infertility effect only.
Greenwood. Ovarian reserve in unexplained infertility. Fertil Steril 2017.
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parous controls (26, 27). This work focused on FSH, a metric
limited by substantial inter- and intracycle variability (1).
Antim€ullerian hormone and AFC exhibit less variability and
have widespread clinical use today. Although they predict
response to ovarian hyperstimulation, they have not been
shown to predict pregnancy after treatment or in natural
circumstances (1, 28, 29).
1074
Antral follicle count and AMH are common components
in the evaluation of a female infertile patient. Among IVF
populations, low AFC (threshold three to four follicles) is
highly specific for predicting cycle cancellation or recovery
of fewer than three to four oocytes (30–32). Antim€ullerian
hormone correlates well with AFC in normo-ovulatory IVF
populations (33, 34), is also strongly associated with poor
VOL. 108 NO. 6 / DECEMBER 2017
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ovarian response to stimulation when low (35–37), predicts
excessive response (38, 39), and may further convey
information regarding oocyte or embryo quality (40, 41).
Although AMH and AFC are closely correlated, some
investigators have reported further utility in the per-follicle
AMH level (AMH/AFC ratio) in predicting pregnancy (42).
Elevated per-follicle AMH production has been additionally
implicated in the ovulatory dysfunction characteristic of
polycystic ovary syndrome (43), implying potential value as
an independent biologic parameter.

Egg quality and egg quantity might vary together, and at
present we do not have a good way to measure egg quality
other than IVF; thus egg quantity is often used as a surrogate
for egg quality. The utility of AMH in differentiating between
fertile and infertile has been assumed from extrapolated con-
texts. Antim€ullerian hormone predicts age at menopause (44,
45). Given the posited fixed period of time between the end of
natural fertility and menopause (46), AMH level might thus
inform individual women about their reproductive lifespan
and current reproductive capacity. However, no prior
studies have directly compared AMH levels in couples with
unexplained infertility vs. normal controls. These data
demonstrate that AMH levels are no different between
women with unexplained infertility and healthy
community-dwelling women of similar age and BMI. Our
findings are consistent with other reports of inability of
AMH to discriminate fertility status between various infer-
tility diagnoses compared with fertile controls (47) and within
infertility diagnoses (UI vs. male factor) (48).

We did not detect a difference in AFC between infertile
and control women. This is consistent with a prior analysis
of 1,107 unstimulated timed donor insemination cycles in
549 presumably fertile women, in which AFC was not predic-
tive of pregnancy (49). Alternatively, one prior study reported
lower AFC among unexplained infertile women when
compared with community controls by 5-year age strata, sug-
gesting decreased AFC ‘‘may be amarker of both oocyte quan-
tity and quality’’ (50). The reason for our conflicting findings
is unclear. Possibly by only comparing median AFC values
between 5-year age strata, this prior study failed to account
for the potential contribution of other confounders, such as
BMI and race. Age itself might have varied between groups
using this stratified approach in a statistically meaningful
way. Our study uses an ANCOVAmodel using age as a contin-
uous predictor, negating the impact of these potential pitfalls.
An alternate explanation for our contrasting results is
perhaps that the enrollment of subjects into the AMIGOS trial
may have been biased toward patients perceived as having a
good prognosis, whereas patients perceived as having a
poorer prognosis on the basis of ovarian reserve were encour-
aged to proceed with more aggressive assisted reproductive
technology therapies. Although we are unable to confirm
these hypotheses, the findings that AMH levels did not differ
between UI and control groups on a single assay, and the
established association of AMH and AFC, suggests AFC too
is no different between groups. In our study, the AMH/AFC
outcome also did not differ, a likely consequence of the
covariance of these two outcomes.
VOL. 108 NO. 6 / DECEMBER 2017
The implications of our results have value beyond chal-
lenging the common assumption that female patients with
UI have reduced ovarian reserve. Understanding compara-
bility of ovarian reserve markers is essential for investigations
of various clinical populations. Recent interest in using AMH
as a biomarker in the diagnosis of polycystic ovary syndrome
has relied on convenience data from infertile populations as
the control (51). Selection of infertile women as control sub-
jects has been criticized on the basis of the underlying
assumption that markers of ovarian reserve should be, theo-
retically, lower in women with infertility than in their repro-
ductively healthy counterparts. However, our data suggest
that in fact women with unexplained infertility have AMH
levels and AFC values no different than in community-
based controls and may thus afford a proper comparison.

Strengths of our study include the use of a rigorously
defined cohort of women with unexplained infertility and a
well-characterized community-based cohort of prospectively
recruited multiethnic, healthy, normo-ovulatory women not
seeking fertility treatment. Study subjects and controls alike
were required to abstain from hormonal contraceptives for
at least 3 months before index measurements, allowing
avoidance of this known confounder of AMH. Finally, the uti-
lization of a single, reliable AMH assay (Ansh) known for its
excellent performance (25) for all individuals in our study is a
unique strength of our design.

Limitations of our study include its retrospective ancillary
design. We were unable to send all banked serum specimens
from individuals in our study to the central laboratory for
analysis owing to funding constraints. However, random
selection among our study groups mitigated the statistical
implications of this limitation. The baseline characteristics
of our study and control cohorts differed in various ways
(Table 1). Our infertile group also had larger waist circumfer-
ence, though similar BMI. Obesity is known to adversely
affect AMH through a suspected negative effect on granulosa
cell function (52), but the impact of waist circumference, an
index of central adiposity and risk factor for insulin resis-
tance, is less clear. Nonetheless, metabolic parameters,
including fasting insulin and glucose levels, were similar
between groups and in the normal range. Differences in waist
circumference might reflect the different ethnic makeup of the
two cohorts. Smoking was more common in our infertile
group. The community-based OVA cohort is believed to
represent a sample of women with relatively normal fertility.
Although 46% of the OVA cohort were gravid, we do not
know how many had ever attempted pregnancy, a potential
limitation of the study. Subjects were excluded from the con-
trol population if they had a history of uterine or ovarian sur-
gery. Had such subjects been included it may have further
biased our results toward the null, given the association of
ovarian surgery with decreased ovarian reserve. Finally, the
measurement of AFC may vary substantially between study
sites, given differences in ultrasound machines and tech-
nique. Our regression analysis controlled for study site to
offset this potential source of bias. Further, both AMH and
AFC outcomes were similar between infertile and fertile
women, corroborating our findings.
1075



ORIGINAL ARTICLE: INFERTILITY
Another potential limitation of our study is the exclusion
of women with cycle day 3 FSH >12 IU/L. This cutoff was set
to rigorously define UI; a grossly elevated FSH level was not
considered consistent with a true ‘‘unexplained’’ diagnosis
owing to its association with premature ovarian failure,
diminished ovarian reserve, and/or abnormal ovarian func-
tion. It is possible that a study comparing women with UI
with a control population, without excluding women with
FSH>12 IU/L, might have yielded different results. Neverthe-
less, our results indicate that among women with an FSH in
the normal range, there is no difference in AMH and AFC.
The study design characterized UI in a rigorous manner and
thus may not be generalizable to a population with less rigor-
ously defined UI, nor does it apply to the broader group of
patients with infertility related to other causes.

Notably, our results do not preclude a functional differ-
ence in the follicular machinery that may relate to fertility
potential. Frequencies of genetic polymorphisms in AMH
and AMHRII, encoding the receptor, may differ between
women according to fertility status (53). Such differences
might not be captured by variation in hormone levels or fol-
licle counts.

In conclusion, to our knowledge this is the largest study
comparing predictors of ovarian reserve using a single AMH
assay in women with rigorously defined unexplained infer-
tility against a well-characterized control population.
Contrary to our hypothesis, among women with normal
FSH, women with UI did not show evidence of decreased
markers of ovarian reserve. Our findings suggest that ovarian
reserve testing in isolation may not be predictive of future
fertility. Caution should be exercised when applying results
of ovarian reserve testing to individual women.
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