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Definition: Infertility is a clinical condition that is recognized by the symptom of an inability to conceive
through sexual intercourse or to sustain a pregnancy, with that symptom indicating underlying male and/or

female pathology.

METHODOLOGY

This definition of infertility was developed through a
structured, consensus-informed process involving broad
stakeholder engagement. Initially, multiple definitions
currently used by various medical professional organizations
were reviewed, and a definition document was drafted and
submitted to the Board of Directors of the International
Institute for Restorative Reproductive Medicine (IIRRM).
AIl TIRRM members were invited to provide feedback on the
draft. Approximately 2,500 individuals and 44 organizations
from 92 countries were then invited to review the proposed
document, representing clinical, scientific, patient, policy,
and advocacy perspectives. Submitted comments were
reviewed thematically, with suggested revisions evaluated
for clarity, clinical relevance, inclusiveness, and consistency
with contemporary restorative reproductive medicine.
Following this review, 3 substantive changes, 18 minor
changes, and 15 citation corrections were incorporated into
the final draft which resulted in a revised definition intended
to better reflect the medical, social, and practical realities of
modern infertility evaluation and care. Final approval by the
IIRRM Board of Directors was unanimous.

BACKGROUND

Biologically, human fertility is based on healthy reproductive
function in both the female and the male. Historically,
reduced fertility has been understood as a manifestation of
impaired reproductive function and the inability to become
pregnant, arising from underlying pathology, even when that
pathology was not clear.!> While multiple terms have been
used for reduced fertility, such as subfertility, or impaired

Received: July 9, 2026, Accepted: July 10, 2026

fecundity, the term that is most widely used and recognized
is infertility.*®

Multiple definitions of infertility are currently in use. The
World Health Organization describes infertility as "a disease
of the male or female reproductive system defined by the
failure to achieve a pregnancy after 12 months or more of
regular unprotected sexual intercourse."” Other definitions
are based on longer time periods. Clinical definitions of
infertility are designed to guide diagnosis and treatment of
individual patients, whereas epidemiologic definitions are
designed to estimate the prevalence and population burden of
infertility for research and public health.31°

In 2023, the American Society for Reproductive Medicine
(ASRM) proposed a definition that included any
circumstance in which pregnancy cannot be attained without
technological intervention.!! This was a departure from their
previous definition, which was based primarily on
reproductive  dysfunction.!*'* This framework risks
confusing reproductive dysfunction with desire for the
provision of reproductive services. Our definition, described
below, focuses on indicators of reproductive dysfunction.

From a clinical perspective, infertility is understood as
impaired reproductive function resulting from abnormalities
affecting ovulation, sperm production or function, tubal
patency, endometrial receptivity, implantation, endocrine
regulation, sexual function, or other components of human
reproduction. Such an approach aligns with other areas of
medicine, where disease is generally defined by
pathophysiology rather than only by failure to achieve a
desired outcome within a specified time, such as 12 months.

Human fecundability (the probability of clinical conception
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in one ovulation/menstrual cycle) is highly dependent on
timing of intercourse within the cycle.!> Landmark research
by Wilcox and colleagues demonstrated that the probability
of clinical conception is largely restricted to a six-day fertile
window ending on the day of ovulation; many additional
studies confirm this general finding, with some variability in
the exact duration of the fertile window.'®2° Furthermore,
there is substantial normal variability in the timing of the
fertile window, which means that simple calendar algorithms
(such as are used in most mobile cycle apps) are of limited
value to identify the fertile window.2!?* Intercourse
occurring outside this window contributes little to the
probability of conception.?®

In recent years, there has been an increased awareness of the
value of identifying ovulation and the fertile window.?6-3°
Most couples now have access to cycle charting and femtech
tools or apps that can help facilitate fertility-timed
intercourse, which is intercourse timed to the fertile window
of the female cycle. Evidence suggests that estrogenic
cervical fluid is likely the most effective biomarker to
identify the most fecund (“most fertile”) days of the
ovulation/menstrual  cycle.!®33*  Other  recognized
biomarkers can be very helpful, including urinary estrogen
metabolites, a positive urinary LH test, or the days prior to a
basal body temperature shift.>3¢ No single biomarker works
perfectly for every woman, but a biological identification of
the fertile window is sufficient to identify fertility-timed
intercourse. Fertility-timed intercourse contrasts with non-
contracepted intercourse to conceive, elsewhere referred to
as “unprotected intercourse,” which is not timed specifically
to the fertile window. Clinical data demonstrate that a
majority of women with normal fertility conceive within six
cycles of fertility-timed intercourse (in a similar proportion
to 12 months of non-contracepted intercourse without
specific  timing), making the 12-month standard
unnecessarily prolonged for couples correctly timing
intercourse to the fertile window.37#°

It is also important to recognize that immediately after 12
months of non-contracepted intercourse, or after 6 cycles of
fertility-timed intercourse, conception without further
treatment is still possible and may occur within the following
6-12 months in about 50% of couples without further
evaluation or intervention. In other words, a diagnosis of
infertility based on time trying to conceive is not absolute,
but is based on probability.**> This fact may help guide
clinical counseling about the timing and intensity of initial
evaluation and related treatment recommendations.*

In addition to considering time trying to conceive, it is
important to consider symptoms of possible underlying
conditions--including endometriosis, polyendocrine
metabolic ovarian syndrome (PMOS, previously PCOS),
thyroid autoimmunity, male health conditions that affect
fertility, and many other conditions that should be treated
more expediently.**® These conditions do not just impair
conception and complicate pregnancy, but also indicate

serious health issues.

Male infertility is increasingly linked to increased morbidity
and mortality; women with PMOS are at higher risk for heart
disease, cancers, diabetes, eating disorders, anxiety and
depression, sleep apnea and shortened life expectancy.*’*
Endometriosis patients have an increased risk of chronic

pain, cardiovascular disease, and possibly ovarian cancer. 3%
54

It is critical that the absence of pregnancy is not the only
factor considered in decisions about diagnosis and treatment.
Thus, treatments targeted specifically for conception should
not be employed prematurely before the underlying
reproductive dysfunction has been adequately evaluated and
treated. 4 3433

A particularly important contributor to infertility is
advancing female age, especially after age 40, reflecting
progressive decline in ovarian reserve and oocyte quality.
Female fertility is highest in the late teens through the late
20s or early 30s, then declines gradually, with clinically
meaningful decline by the mid-30s and more rapid decline
after approximately age 37. By age 40, relative fertility is
reduced by at least half compared with women in their late
20s or early 30s, and fecundability continues to fall
substantially thereafter.*®

PROPOSED DEFINITION OF INFERTILITY

Infertility is a clinical condition that is recognized by the
symptom of an inability to conceive through sexual
intercourse or to sustain a pregnancy, with that symptom
indicating underlying male and/or female pathology.

The clinical diagnosis of infertility is made when couples are
found to meet one or more of these criteria:

1. have not conceived or maintained a pregnancy
despite 12 months or more of non-contracepted
intercourse;

2. have not conceived or maintained a pregnancy
despite 6 cycles or more of fertility-timed intercourse
(intercourse timed to the fertile window);

3. have had medical identification of one or more
conditions that if not corrected or resolved, make
conceiving or maintaining a  pregnancy
physiologically unlikely or impossible (for example,
amenorrhea, severe oligospermia, among others)

For the purposes of counting months or cycles of non-
contracepted intercourse, the count continues after an
intervening miscarriage (i.e., the count is cumulative and
does not reset).’’”* However, months or cycles in which non-
contracepted intercourse did not occur should be excluded
from the count.*

A couple with a clinical diagnosis of infertility based on the
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above criteria should be offered a medical fertility
investigation. In addition, any one of the following criteria
warrants a fertility investigation irrespective of whether a
clinical diagnosis of infertility has been made:

1. female, any age, with symptoms of irregular cycles
or suspected anovulation.

2. female, any age, with history or symptoms
suggestive of other fertility-impairing conditions
including, but not limited to, polyendocrine
metabolic ovarian syndrome (PMOS), metabolic
disorders, endometriosis, thyroid dysfunction,
inflammatory and immune disorders, tubal disease,
structural disorders of the reproductive organs,
chemotherapy, cervical factors, sexual dysfunction,
toxic environmental exposures.

3. female age 35 years to 39 years, who has had 6 cycles
of non-contracepted intercourse without conception
(to facilitate identifying underlying issues prior to
the progression of age-related infertility)

4. female, age 40 or more who desires to conceive,
whether or not there has been any non-contracepted
intercourse (to facilitate identifying underlying
issues prior to the progression of age-related
infertility)

5. male, any age, with history of symptoms suggestive
of fertility-impairing factors including, but not
limited to, testicular injury or surgery,
chemotherapy, hormonal disorders, anatomic
disorders of the reproductive organs, abnormal
semen parameters, inflammatory and infectious
conditions,  ejaculatory  dysfunction,  toxic
environmental exposures.

6. couple who has experienced two or more pregnancy
losses and remains unable to achieve a live birth.

The following criterion may warrant fertility
investigation:

7. couple who has experienced one pregnancy loss

This definition of infertility and list of indications for
evaluation respect the fact that infertility typically has multiple
causes and/or contributors.®’%* The level, components,
sequence and intensity of fertility evaluation procedures that
are offered for both female and male should be customized
based on clinical judgement, considering the overall
prognosis, relative likelihood of specific underlying factors,
and concern about progression of age-related fertility decline,
as well as availability of procedures, financial issues, and
patient preferences. Ultimately, a clinical diagnosis of
infertility serves as an indication for comprehensive
evaluation of male and female patients to identify underlying
etiologic diagnoses. Contributing factors may include
anatomical, hormonal, metabolic, genetic, infectious,

autoimmune/inflammatory, gamete-related, and lifestyle-
related abnormalities, with multiple factors commonly
coexisting within the same couple.®

RATIONALE

The 12-month threshold for non-contracepted intercourse
allows most fertile couples to conceive before initiating
unnecessary evaluation. Although some couples may still
conceive without evaluation or treatment, the probability of
underlying pathology after one year is high enough to justify
initiating evaluation. Likewise, the six-cycle threshold for
couples using fertility-timed intercourse is grounded in data
demonstrating most females with normal fertility conceive
within six cycles of timed intercourse and reflects modern
advances that now give patients the tools to identify and act
on the fertile window.**3%4!-4° Inability to conceive within
either the 12-months of non-contracepted intercourse or 6-
cycles of fertility timed intercourse indicates that the
likelihood of underlying pathology is high enough to justify
initiating evaluation. Furthermore, miscarriage is an
additional indicator requiring evaluation, rather than
necessarily a random biological event. Many pregnancy
losses have underlying pathophysiologic contributors that
often overlap with contributing factors for infertility—
including sperm DNA fragmentation, antiphospholipid
syndrome, thrombophilia, luteal phase insufficiency, and
immunologic dysregulation.’”>® A pregnancy loss occurring
within the infertility evaluation window should not reset the
time- or cycle-based calculation used to identify infertility;
rather, prior qualifying months or cycles should continue to
count. This loss may provide additional evidence of
underlying reproductive dysfunction warranting timely
assessment. Delaying evaluation may prolong time to
diagnosis, expose patients to additional potentially
preventable losses, and defer treatment of identifiable
contributing conditions.

RECOMMENDATIONS

1. Clinicians should offer infertility evaluation after 12
months of non-contracepted intercourse or six cycles of
fertility-timed intercourse for patients. If the female age is 35
or more, evaluation may be offered earlier to identify
underlying issues prior to the progression of age-related
infertility. Females age 40 or more desiring pregnancy should
be able to access medical care immediately.

2. Females unable to identify a fertile window due to
irregular cycles or suspected anovulation or oligo-ovulation,
and who desire to conceive, should be offered immediate
evaluation, without regard to time seeking to conceive.

3. Females or males with identifiable conditions impairing
fertility should be offered immediate evaluation, without
regard to time seeking to conceive.

4. A pregnancy loss occurring within the infertility
evaluation window should not reset the time- or cycle-based
calculation used to identify infertility. Instead, pregnancy
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loss should be recognized as a clinically significant
reproductive event that may provide evidence of underlying
pathology warranting investigation. Early evaluation offers
the opportunity to identify potentially treatable contributors
to pregnancy loss and infertility, reduce the risk of recurrent
loss, and improve the likelihood of a healthy, full-term live
birth.

5. Payors should align reimbursement triggers with the six-
cycle standard for couples practicing fertility-timed
intercourse.
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