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Abstract

Although cannabis use is increasing in general population, their prevalence among young adults is remarkably high. In recent
years, their medical use gained a renewed interest. However, it can underline the reputation of cannabis being a harmless drug.
Between cannabinoids, uniquely found on the cannabis plant, A’-tetrahydrocannabinol (THC) is the well-studied compound. It
is responsible for the psychoactive effects via central cannabinoid receptors. Nevertheless, cannabinoids interact with other
chemical signalling systems such as the hypothalamic—pituitary—gonadal axis. THC indirectly decreases gonadotropin-
releasing hormone (GnRH) secretion by the hypothalamus. The consequences are diverse, and several key hormones are affected.
THC disturbs important reproductive events like folliculogenesis, ovulation and sperm maturation and function. Although
generally accepted that cannabinoid consumption impacts male and female fertility, prevailing evidence remains largely on
pre-clinical studies. Here, we introduce cannabinoids and the endocannabinoid system, and we review the most prominent

clinical evidence about cannabis consumption in reproductive potential and teratogenicity.
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Cannabis, Cannabinoid Receptors
and Endocannabinoid System

Cannabis has been used worldwide for many years and is still
one of the most consumed drugs. It derives from the Cannabis
sativa L. plant that has a rich chemical composition. Besides
primary metabolites (e.g., amino acids and fatty acids), can-
nabis secondary metabolites include flavonoids, terpenoids,
alkaloids and cannabinoids. Nevertheless, the well-known
class is cannabinoids of which A9-tetrahydrocannabinol
(THC) and cannabidiol (CBD) are the best-studied
components.

The first cannabinoid binding site was cloned from the rat
brain and denominated CB1 [1] that was followed by the
characterization of a peripheral cannabinoid receptor (CB2)
[2]. Despite such long history, the crystal structures of CB1
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[3, 4] and CB2 [5] have been depicted more recently. It pro-
vided important insight into the activation mechanism of can-
nabinoid receptors and gave us some light about how canna-
binoid agonists elicit biased signalling.

Besides cannabinoid receptors, the endocannabinoid sys-
tem (ECS) includes the endocannabinoids (eCBs) and the en-
zymes responsible for their biosynthesis, degradation and
transport. The ECS has emerged as an important modulatory
system, namely for homeostatic synaptic plasticity mecha-
nisms. In the periphery, the ECS has a regulatory role in en-
ergy balance, immune functions and reproductive physiology.

Endocannabinoids and Cannabinoid Receptors

The CB1 is mainly expressed in the central nervous system
(CNS) [6], whereas CB2 is predominant in immune cells [7].
So far, CB1 is not restricted to CNS as well as CB2 is also
present in the CNS, though at much lower levels [8, 9]. In that
way, functionally relevant expression of CB1 is present in
cardiovascular, endocrine and digestive tissues [10]. At the
periphery, CB2 expression extends to the liver and digestive
system [11] (Fig. 1). In addition, both receptors are also pres-
ent in reproductive tissues [12].
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Cannabinoid receptors in human’s body
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Fig. 1 The chemical structure of major endocannabinoids and
cannabinoid receptors distribution. The two major endocannabinoids
that have been discovered are anandamide (AEA) and 2-arachidonoyl
glycerol (2-AG). Distribution of CB1 and CB2 in the body. CBI is con-
centrated in the central and peripheral nervous systems and, to a lesser

The identification and cloning of the CB1 receptor encour-
aged the discovery of its first endogenous agonist, called anan-
damide (N-arachidonoylethanolamine; AEA) [13].
Subsequently, 2-arachidonoylglycerol (2-AG), another im-
portant endocannabinoid, was the discovery [14, 15].
Despite the existence of other eCBs, most studies focus on
both AEA and 2-AG. In addition, it was identified as eCB-
interacting peptides and various arachidonic acid derivatives
that can produce eCB-like effects [16]. Among those, the N-
palmitoylethanolamide (PEA) and N-oleoylethanolamide
(OEA) potentiate AEA responses (so-called entourage
effects) and the nonapeptide hemopressin, which act as a neg-
ative allosteric modulator of CB1, is best documented [17].

Either AEA or 2-AG is structurally distinct from
phytocannabinoids (Fig. 1), which substantiates the distinct
pharmacological activities. In fact, besides cannabinoid recep-
tors, both AEA and 2-AG interact with other receptors. It
includes the transient receptor potential vanilloid 1 (TRPV1)
[18], the orphan G-protein-coupled receptor 55 (GPRSS) [12]
and the peroxisome proliferator-activated receptors (PPARS)
family (De Petrocellis and Di Marzo), which are activated by
AEA. The interaction of 2-AG with the K rp channel in pan-
creatic [3-cells has been reported [19], as well as 2-AG ability
to potentiate GABA 4 [20] or PPAR-y receptors [21].
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Endocannabinoids

Anandamide (AEA)

2-Arachidonoylglycerol (2-AG)

degree, in the lungs, pancreas, muscle, liver and cardiovascular, repro-
ductive and digestive systems. CB2 is detected in a variety of tissues, like
bones, spleen, liver and digestive and reproductive systems, but it is
predominantly expressed in cells of the immune system

Endocannabinoid Metabolic Pathways and Related
Enzymes

The synthesis, transport and degradation of the two major eCBs
occur at target tissues. In brief, AEA synthesis is catalysed from V-
acyl-phosphatidylethanolamine (NAPE) by NAPE-specific phos-
pholipase D (NAPE-PLD) [22], while 2-AG is produced from
diacylglycerol (DAG) by either DAG lipase (DAGL) « or f3
[23]. Both AEA and 2-AG syntheses are Ca”* sensitive, though
the rate-limiting step is, however, the formation of NAPE and
DAG precursors [22]. Once synthesis of the eCBs is complete,
they are able to diffuse into the extracellular space by simple
diffusion [24] or by using specific transporters. However, conclu-
sive evidence for the existence of an “anandamide membrane
transporter” (AMT) capable of carrying ¢CBs is still lacking.

Outside the cells, eCBs may interact with local cannabinoid
receptors and then rapidly be taken up by the cells and shuttled
into intracellular targets. Fatty acid-binding proteins (FABP)-
5 [25] and -7 [25], albumin [26], heat shock protein 70 [27]
and the fatty acid amide hydrolase (FAAH)-like AEA trans-
porter protein (FLAT) [28] have been identified as intracellu-
lar carrier proteins for endocannabinoids.

Prompt eCBs hydrolysis and/or oxidation terminates
their action. The proteolytic degradation of AEA to
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arachidonic acid and ethanolamine depends upon FAAH
action [29], whereas 2-AG is mostly hydrolysed by
monoacylglycerol lipase (MAGL) into arachidonic acid
and glycerol [23]. Although less frequent, eCBs can be
also oxidized by prostaglandin-endoperoxide synthase 2
(PTGS2) and/or cyclooxygenase 2 (COX-2) enzymes
providing prostaglandin ethanolamides and
prostaglandin-glycerol esters, respectively [30].
Alternatively, oxidative metabolism may involve the N-
acylethanolamine acid amidase in AEA hydrolysis [31]
and the ab-hydrolase domain-containing (ABDH) -6 and
-12 enzymes in 2-AG hydrolysis [32]. Both ABDH-6
and ABDH-12 enzymes are expressed by the human pla-
centa, though their physiological relevance remains un-
certain [33].

Cannabinoid Signalling Pathways

Cannabinoid signalling is very complex. Besides many ligands
(plant derived, synthetic or endogenous), cannabinoids bind
and activate various targets (CB1, CB2, GRP55, TRPV1 and
others) triggering different signalling pathways, including
mitogen-activated protein kinase (MAPK) and protein kinase
A (PKA). Despite such an array of targets, the best-studied
signalling pathways involve cannabinoid receptors. They be-
long to the GPCR family, which are negatively coupled to

L, N,P/Q Ca?*

channel K* channel

i

adenylyl cyclase activity [34]. Through Gy proteins, cannabi-
noids can inhibit N- or P/Q-type Ca®* channels and activate
inwardly rectifying K* channels [35]. In addition, CB1 receptor
may be coupled to Gy, that increases intracellular Ca®* con-
centrations [36] or to G that, under pertussis toxin treatment
conditions, prevents coupling with Gj,-coupled receptors [37].
In contrast, CB2 receptor activation does not modulate the ac-
tivity of ion channels [38] or couple to G protein [37].

There are also evidences that CB1 activates the PI3K/Akt
pathway [39] and modulates sphingolipid-metabolizing path-
ways by increasing the intracellular levels of ceramide [40].
The most pronounced cannabinoid-induced gene expression
changes occur through the cAMP-responsive element-binding
protein (CREB) and MAPK signalling. Figure 2 depicts the
major cannabinoid signalling pathways.

Despite such evidence, cannabinoid pharmacology is still
very intriguing. For example, cannabinoid receptors may pres-
ent conformational heterogeneity, creating a complex energy
landscape that may involve different intracellular effectors [4].
In addition, the CB1 may specifically interact with and is
regulated by several other proteins, such as the interacting
proteins, CRIP1a and CRIP1b [41], G protein receptor-
associated sorting protein 1 (GASP1) [42] and [3-arrestins
[43]. Overall, these proteins play an extra role either in intra-
cellular pathways or in receptor downregulation and desensi-
tization of CB1 receptors.

Cannabinoid receptors

K G Cell survival VERK"Z
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Fig. 2 Cannabinoid receptor signaling favours a range of receptor
conformations that can variably affect different signalling pathways.
Both CBI1 and CB2 cannabinoid receptors are associated with Gi/o-
dependent inhibition of adenylyl cyclase (AC) activity, decreased
cAMP production and less activation of cAMP-dependent protein kinase
(PKA,) culminating in the inhibition of some gene expression; cannabi-
noid receptors also activate Akt/protein kinase B, favouring cell survival
and growth and modulating gene expression; activation of the MAPK

cascade, favouring cell survival; through beta and gamma subunits, it
may inhibit of specific calcium channels and enhanced opening of G
protein-gated inwardly rectifying potassium (GIRK) channels; finally,
the stimulation of de novo synthesis of ceramide and inhibition of the
MAPK cascade, promoting apoptosis, is only associated to CB1 activa-
tion; + indicates activation of the pathway by cannabinoid agonists; —
indicates inhibition/downregulation of pathway by cannabinoid receptor
agonists
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Physiological Effects of Cannabis and Cannabinoids:
an Overview

Since 1964, when THC was isolated, it has been the primary
focus of cannabis research [44]. In the last years, the non-
psychoactive cannabinoid CBD, very common in certain
strains of cannabis, has gained clinical relevance. Besides
psychoactivity, cannabis have shown antinociceptive [45], an-
ticonvulsant [46], immunosuppressive [47], antiemetic [48],
appetite stimulation [49] and antimicrobial [50, 51] properties.
These effects result from either cannabinoid receptor activa-
tion or eCBs-metabolic enzyme competition.

In addition, THC possesses several effects beyond those
directly mediated by CB1 and/or CB2 receptors. For example,
the anti-inflammatory properties of THC involve diverse
mechanisms. It results from THC ability to inhibit prostaglan-
din E2 (PGE2) production [52], reduce platelet aggregation
[53], decrease the synthesis and secretion of pro-inflammatory
cytokines and, in some models, upregulate T-regulatory cells
response [54]. At physiological concentrations, cannabinoids
can also promote proper recycling of damaged macromole-
cules and organelles, thus helping to maintain the structural
integrity and functional balance of lysosomes. In neurons,
these abilities contribute to neuroprotection [55, 56].

Like THC, CBD presents neuroprotective effects and dis-
plays potent antioxidant [57] and antimicrobial [51] proper-
ties. CBD, in contrast to THC, may activate the TRPV1 re-
ceptor [58] and inhibit both FAAH activity and AEA reuptake
[59]. Cannabinoids can affect tumour growth directly by in-
ducing cancer cell death and/or by inhibiting cancer cell pro-
liferation [60] and, in part, indirectly via reduction in vascular
endothelial growth factor (VEGF) expression [61].

BRAIN EFFECTS
Anxiety
s Changes in mood

Temporary paranoia

| \  Difficulty with thinking and
| : | problem-solving

Altered sense of time
Impaired memory

‘ Hallucinations, delusions
- and psychosis (in high
doses)

Fig. 3 Major central and peripheral effects of Cannabis sativa
consumption. Short-term effects on the brain include anxiety, changes
in mood, paranoia, difficulty with thinking and problem-solving, altered
sense of time and memory patterns and, when ingested in high doses,
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Nevertheless, cannabinoids are capable of inhibiting cancer
cell migration and invasion without triggering apoptosis [62].

The psychoactive properties of cannabis, mainly as a result
of THC activity, are well documented (Fig. 3). The most com-
mon short-term effects include an altered sense of time and
other senses (e.g. seeing brighter colours), memory and other
thinking problems, changes in body movements and cognitive
impairment [63]. In high doses, it may cause hallucinations,
delusions or psychosis [64]. In the long term, cannabis use
impairs memory and learning functions and affects the com-
munication between neurons associated with these functions
[65]. As eCBs are critical for normal brain development, these
effects seem to result from cannabinoid disruption of eCBs
homeostasis. Therefore, children and adolescents can be espe-
cially vulnerable to cannabis misuse.

Besides mental effects, cannabis use can cause fatigue, dry
mouth, blurred vision and increase heart and breathing rates
[66, 67] (Fig. 3). Cannabis smoke, like tobacco, produces
various carcinogens and irritates the lungs [68]. Although
controversial, some studies show that continuous use of can-
nabis is associated with reduced fertility in both male [69] and
female [70]. During pregnancy and breastfeeding, cannabis is
also contraindicated.

Cannabis in Reproduction and Fertility

Despite the perceptions of fertility and pregnancy complica-
tions, cannabis use is increasing among the general population
[71]. Although there is a significant variation between studies,
the prevalence among young adults is growing in either wom-
en or men [72, 73]. In addition, their use is also rising among

PHYSICAL EFFECTS
Increased heart rate
Increased breathing rate

Dry mouth or throat
Red eyes

Blurred vision
Increased appetite

Fatigue/tiredness

hallucinations, delusions and psychosis. The peripheral effects are more
diverse, but the major cannabis-associated physical effects are increased
breathing and heart rate, dry mouth or throat, red eyes and blurred vision,
increased appetite and fatigue
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pregnant patients. A recent study found an increase, from 2.2
to 3.3%, in the proportion of pregnant women who self-
reported cannabis use [74]. The referred proportion may be
even higher as self-reporting surveys commonly underesti-
mate the prevalence when compared with that found via tox-
icology studies [75]. Cannabinoids exert potential negative
effects on human reproduction, though there still exist some
controversies. Moreover, their use is frequently associated
with alcohol, illicit drugs and tobacco, which may increase
the risk of detrimental effects [76].

Cannabis and Female Fertility

Cannabinoids are associated with the hypothalamic—pituitary—
gonadal (HPG) axis control of reproductive function. The
CBI1 receptor is present in the hypothalamus and anterior pi-
tuitary as well as in reproductive tissues, including the ovary
[77] and endometrium [78]. Chronic exposure to cannabis
decreases the pulsatile gonadotropin-releasing hormone
(GnRH) secretion indirectly by inhibiting glutamate-
releasing (glutamatergic) neurons [79]. In humans, THC de-
creases GnRH concentrations in a dose-dependent manner
[80].

Besides plasma luteinizing hormone (LH) and follicle-
stimulating hormone (FSH) levels [81], THC also decreases
prolactin levels [82]. Consequently, cannabis users are more
likely to cause menstrual cycle disruption [83]. In addition,
animal studies demonstrated that chronic cannabis use delays
sexual maturation [84] and endometrial stromal cells exposed
to THC failed to differentiate [85].

Although the exact mechanism is not clear, it involves dis-
ruption of multiple pathways, namely deregulation of the pi-
tuitary and ovarian hormone levels [86]. Nevertheless, accu-
mulating evidence demonstrates that cannabis effects in repro-
ductive function results, at least partially, from disturbances in
the ECS [87]. Sex steroid hormones and eCBs are closely
associated [88] and in uterine tissues, estradiol and ECS may
regulate each other’s activities [89]. During the menstrual cy-
cle, there is also a dynamic change of AEA plasmatic levels
[90]. The activity of eCB metabolic enzymes is crucial to
regulate eCBs levels, playing a part in reproductive success.
Thus, when perturbed by exogenous cannabinoids, enhanced
eCBs signalling may lead to reproductive failure. In addition,
AEA can inhibit the mouse blastocyst attachment and out-
growth [91]. Overall, there is evidence that an abnormal syn-
thesis of AEA in the ovary and/or uterus may be a determining
factor for female infertility or early pregnancy failure.

In addition, activation and overexpression of cannabinoid
receptors, especially CB1, may be involved in the pathophys-
iology of reproductive disorders. CB1 activation appears to be
associated with polycystic ovary syndrome (PCOS) through
dysregulation of energy metabolism [87]. In turn,
endometriotic lesions [92] and ectopic endometrium from

patients diagnosed with adenomyosis express less CB1 and
CB2 [93]. Although the involvement of the ECS in these
pathologies requires further elucidation, it clearly demon-
strates that eCBs importance for the reproductive function is
far beyond the HPG axis. In the same line of evidence, AEA
inhibits aromatase activity and affects estradiol signalling
[85], indicating that dysfunctions of the ECS may be impli-
cated in endometrial disease and infertility [94]; however, the
evidence is still limited in humans.

Despite substantial evidence that cannabis use can disrupt
ovulation, tubal transportation and embryo implantation,
large-scale cohort studies have failed to demonstrate reduced
fertility in women who use the drug. The American National
Survey for Family Growth, which retrospectively followed
1076 female participants, reported that neither cannabis use
nor frequency was associated with time to pregnancy [95].
Moreover, cannabis use was independently associated with
increased sexual frequency [96]. Another large observational
study, the Pregnancy Study Online (PRESTO), which follow-
ed 4194 women (1125 couples) prospectively from 2013 to
2017, reported a poor association between cannabis use and
fecundability [73]. Nonetheless, an prospective cohort study
involving patients undergoing in vitro fertilization found that
current cannabis users had more than double the adjusted
probability of pregnancy loss after fertility treatment (54%
versus 26%) when compared with those who were past can-
nabis users or had never smoked cannabis [97]. In addition,
the study also demonstrated that treatment outcomes of past
cannabis smokers did not differ significantly from those wom-
en who had never smoked marijuana [97]. However, only nine
women were included in the cannabis users’ group making it
difficult to generalize to couples from the general population.

Cannabis and Pregnancy

Several studies suggest that, during pregnancy, cannabis is the
most used illicit substance, despite it is associated with ad-
verse neonatal outcomes. THC, and its metabolites, readily
crosses the placenta [98] and are detectable in breast milk
samples up to 6 days after maternal cannabis use [99].
Recent data suggests an expansion in their use [74], which is
greater in the first trimester, and it is frequently associated
with alcohol, illicit drugs and tobacco [76]. In addition, some
women use cannabis to treat pregnancy-related nausea be-
cause they believe it is safe as it is natural.

The Screening for Pregnancy Endpoints (SCOPE) study re-
cruited a cohort of 5610 pregnant nulliparous women at low
risk of complications, from 2004 to 2011. The authors showed
that frequent cannabis users during pregnancy presented a
higher risk of spontaneous pre-term birth [100]. However, the
risk of pre-eclampsia, gestational hypertension or gestational
diabetes was not increased [100]. The authors have then
assessed adverse neonatal outcomes [101]. They reported lower
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birth weight, length and head circumference for gestational age
patterns in babies of a mother who still used cannabis compared
to babies of mothers who stopped using cannabis. Heavy users
revealed even greater differences, except for gestational age at
birth [101]. Overall, it suggests a dose-dependent effect for
cannabis detrimental effects on neonatal outcomes. Another
study, from J.E. Ehiri and collaborators, further demonstrated
that infants exposed to cannabis during pregnancy had low birth
weight and more frequently required neonatal intensive care
[102]. However, a systematic review and meta-analysis of 31
studies assessed the effects of maternal cannabis use on adverse
neonatal outcomes. The authors have concluded that the asso-
ciation between maternal cannabis use and adverse neonatal
outcomes, namely increased risk of low birth weight and pre-
mature birth, appears attributable to confounding factors, par-
ticularly tobacco use [103].

Few studies have addressed children’s long-term
neurobehavioural effects. Daniel J Corsi and collaborators
performed a retrospective analysis using medical records.
The offspring of mothers who reported using marijuana dur-
ing pregnancy were at increased risk of autism spectrum dis-
order. The incidence of intellectual disability and learning
disorders was also higher, though less statistically robust
[104]. Other potential long-term health consequences of pre-
natal exposure include sleep disorders [105] and affective
symptoms [106].

The risk of prenatal exposure to cannabis or maternal can-
nabis use during lactation is unclear; however, data also sug-
gest an association of cannabis exposure with development
and behaviour [107]. Human infants exposed to cannabis in
utero exhibit decreased dopamine receptor 2 mRNA in nucle-
us accumbens, through regulation of histone lysine methyla-
tion [108]. These epigenetic modifications in individuals pre-
natally exposed to cannabis may contribute to addiction vul-
nerability later in life. Moreover, as far as we know, there are
no studies about the potential effect on infants exposed to
secondary cannabis smoke. Although some findings associate
maternal cannabis use and adverse outcomes, the whole range
of short- and long-term health effects requires further studies.

Cannabis and Sperm Function

Cannabis consumers are predominantly male, particularly at
reproductive age. A recent prospective cohort of North
American couples reports that 14.2% of males use cannabis
compared to 11.6% of females [73]. Cannabis prevalence can
even be higher among men. For example, according to the
Canadian Tobacco, Alcohol and Drugs Survey, the prevalence
of cannabis use is nearly double among males (15%) com-
pared to females (7.4%) [109].

THC crosses the blood-testis barrier and its penetration is
correlated with serum THC [110]. Like females, cannabinoids
affect the HPG axis, which are crucial to produce spermatozoa
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and sex steroids. Chronic exposure to cannabinoids results in
reduced serum LH; however, FSH levels remained unchanged
and testosterone levels are inconclusive. Primary studies con-
ducted by Kolodny et al. suggest that THC cause a dose-
dependent reduction in testosterone levels and sperm concen-
tration [111]. However, in a recent study, sperm samples from
5146 men, of which 3027 using THC, show that, despite the
fact that testosterone levels decline as THC use increases,
testosterone is higher in THC users [112]. Nevertheless, most
evidence of alterations in male fertility resulting from canna-
bis exposure is associated with semen parameters. Heavy
users present reduced sperm count and concentrations [111].
These effects are accompanied by changes in sperm morphol-
ogy and motility [113].

Studies analysing the impact of cannabis on male fecundity
have raised controversy. In couples using assisted reproduc-
tive technologies to conceive, male partners with positive can-
nabis status at the time of enrollment were associated with a
significantly higher probability of live birth compared with
former consumers or non-consumers independently of
women’s cannabis using status [97]. While cannabis may in-
crease libido in short term, in long term, regular use induces
gynecomastia, erectile disorders and reduce erectile function
[114]. Nevertheless, the impact of cannabis consumption on
male fertility is still unclear. Among the 758 male participants
of the American National Survey, neither cannabis use nor
frequency was associated with men’s fertility [95].

The ECS also plays a role in male reproductive function.
Cannabinoid receptors and AEA have been shown to be pres-
ent and operate in testicular tissue, including Sertoli and
Leydig cells, as well as spermatozoa [115, 116].
Interestingly, within spermatozoa, CB1 and CB2 have differ-
ent locations. Although midpiece and tail express both canna-
binoid receptors, the plasma membrane of the acrosomal re-
gion expresses predominantly CB1, whereas the
postacrosomal region is CB2 [117]. Besides differently locat-
ed, cannabinoid receptors also participate in distinct manners
in regulating sperm potential. The activation of CB1 decreases
motility and viability of spermatozoa [118] as well as inhibits
the capacitation-induced acrosomal reaction [119]. Activation
of CB2 increases in the slow/sluggish progressive sperm pop-
ulation [120]. Besides CB1 and CB2 receptors, Sertoli cells
express TRPV1 receptors, which when activated triggers ap-
optosis of these cells [121]. Accordingly, seminal
endocannabinoid levels and sperm motility correlate inversely
[122]. Thus, alteration in the balance of endocannabinoids
within the seminal plasma may affect sperm production and
reduce fertility in men. DNA methylation differs in the sperm
of human users from non-users [123]. Moreover, paternal ac-
tivation of CB2 can alter the epigenome of spermatozoa [124].
Although largely unknown, these heritable changes in gene
expression highlight the potential risks induced by the father’s
pre-mating exposure to cannabinoids.
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Looking Ahead

The growing movement towards the legalization of medical
cannabis has brought a renewed interest in the effects of can-
nabinoids on reproductive function. The use of cannabis
among individuals who are on reproductive age, as well as
pregnant women is becoming more frequent, particularly in
countries that legalized medical cannabis use. Moreover, can-
nabis consumers are more likely to use tobacco, alcohol and
other addictive drugs and to have a psychiatric disorder. In
addition, the use of more potent cannabis products will cer-
tainly increase in the future.

Despite such importance, the short- and long-term effects
of cannabis use on reproductive function require further elu-
cidation. In women, cannabis users revealed reduced hormon-
al levels, which may disrupt ovulation, tubal transportation
and embryo implantation. Nevertheless, large-scale prospec-
tive cohort studies have failed to demonstrate reduced fertility
in women who use cannabis. Cannabis use during pregnancy
is associated with a higher risk of spontaneous pre-term birth
and adverse neonatal outcomes. It includes lower birth weight,
length and head circumference. In addition, current research
suggests that babies with in utero exposure to cannabis more
frequently required neonatal intensive care and, in long term,
revealed intellectual disability and learning disorders.

In men, THC, as well as its major metabolites, is present in
the semen of men who are heavy or long-term cannabis users.
Although contradictory data persists, regarding hormone plas-
ma levels in cannabis users, numerous in vitro and animal
studies demonstrate reduced sperm quality with cannabis
use. These effects, expected in human spermatozoa, are vary-
ing; cohort studies fail to provide robust conclusions that can-
nabis harms male fertility. Prospective, long-term studies,
with appropriate control of confounders, are essential for fur-
ther elucidation of these effects.

Overall, these effects need further studies to validate the
robust findings in pre-clinical models about cannabis impact
upon human fertility. Although the impact of cannabis use on
female fertility remains inconclusive, current evidence of
harm recommends patients avoid cannabis when trying to
conceive; however, there is sufficient data indicating a nega-
tive impact during pregnancy. Thus, women when pregnant or
breastfeeding may be advised about potential risks. In men,
data from pre-clinical studies suggest that sperm parameters
become altered in cannabis users; however, this data is con-
flicting and larger clinical studies are required. Nevertheless,
men should be aware of its dangers and be counselled to stop
when trying to conceive.

In addition, far more research is needed on the implications
of cannabis consumption for reproductive potential. For ex-
ample, few studies addressed the impact of CBD, which is
increasingly used in place of the psychoactive THC, on fertil-
ity and pregnancy outcomes. Likewise, pre-clinical evidence

supports a negative effect of CBD on the reproductive system,
but it is currently limited to acute and subacute dosing in
rodents and to in vitro models. Therefore, until high-quality
scientific evidence is available to show that cannabis is safe,
clinicians should be aware of the potential benefits and risks
when prescribing medical cannabis. In addition, cannabis use
should be considered in a comprehensive infertility evalua-
tion. It is also relevant to promote the development and dis-
semination of tools to raise public awareness and knowledge
of'the health risks associated with cannabis use for individuals
at reproductive age and for pregnant women.
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