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Summary

Introduction

The exact correlation of testicular microlithiasis
(TM) with benign and malignant conditions remains
unknown, especially in the paediatric population.
The potential association of TM with testicular ma-
lignancy in adulthood has led to controversy
regarding management and follow-up.

Objective

To determine the prognostic importance of TM in
children in correlation to the risk of testicular ma-
lignancy or infertility and compare the differences
between the paediatric and adult population.

Study design

We performed a literature review of the Medline,
Embase and Cochrane controlled trials databases
until November 2020 according to the Preferred
Reporting Items of Systematic Reviews and Meta-
Analyses (PRISMA) Statement. Twenty-six publica-
tions were included in the analysis.

Results
During the follow-up of 595 children with TM only
one patient with TM developed a testicular

Introduction

The clinical significance of testicular micro-
lithiasis (TM) remains unclear, thus posing a
strategic problem for clinicians. Despite an
increased incidence due to improved sensi-
tivity and availability of ultrasound equip-
ment, the natural history of TM is unknown.
TM is defined as hyperechogenic foci in the

https://doi.org/10.1016/j.jpurol.2021.06.013
1477-5131/© 2021 The Authors. Published by Elsevier Ltd on behalf of Journal of Pediatric Urology Company. This is an open access article
under the CC BY license (http://creativecommons.org/licenses/by/4.0/).

malignancy during puberty. In the other 594 no
testicular malignancy was found, even in the pres-
ence of risk factors. In the adult population, an
increased risk for testicular malignancy in the pres-
ence of TM was found in patients with history of
cryptorchidism (6% vs 0%), testicular malignancy
(22% vs 2%) or sub/infertility (11—23% vs 1.7%)
compared to TM-free. The difference between
paediatric and adult population might be explained
by the short duration of follow-up, varying between
six months and three years. With an average age at
inclusion of 10 years and testicular malignancies are
expected to develop from puberty on, testicular
malignancies might not yet have developed.

Conclusion

TM is a common incidental finding that does not
seem to be associated with testicular malignancy
during childhood, but in the presence of risk factors
is associated with testicular malignancy in the adult
population. Routine monthly self-examination of the
testes is recommended in children with contributing
risk factors from puberty onwards. When TM is still
present during transition to adulthood a more
intensive follow-up could be considered.

testicular parenchyma, in different degrees of
presence and diffusely spread throughout the
testes, often found bilaterally [1]. The echo-
genic shadow typically seen in renal lithiasis or
calcifications is lacking in TM.

The size of TM found on ultrasound is
generally 1-2 mm and has been associated
with generalized testicular dysgenesis. When
TM is associated with a testicular tumour it is
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mostly seen around or within the tumour [2—6]. TM asso-
ciated with a testicular tumour on testicular biopsy is
usually smaller in size, 25-75um [2,3]. Also, TM demon-
strated on ultrasound is not always found in the biopsy
specimen [2,6]. The discrepancy between radiological and
histological TM makes the interpretation for future impli-
cations difficult.

Although the EAU/ESPU guidelines do not recommend
routine ultrasound for undescended or non-palpable testis,
there are various reasons why ultrasound of the testis is
performed in children. TM is therefore often found as an
incidental finding without any accompanying risk factors.
TM can also be found in the presence of testicular pathol-
ogy, such as a testicular tumor or undescended testes. This
difference in presentation might be of significance when
considering clinical consequences.

In the adult population, a routine ultrasound of the
testes is indicated for infertility and suspicion of a testic-
ular mass. In adults, testicular TM has been associated with
a significantly increased risk for testicular malignancy
compared to men in whom TM was absent (risk ratio of 8.5,
95%Cl 4.5—16.1) [7]. In addition, the presence of TM is
associated with impaired sperm parameters compared to
adult men without TM [8]. However, no direct causative
association between TM and malignancy or fertility has ever
been found. The incidence of TM might be increased in
benign conditions such as Klinefelter’s Syndrome, cryptor-
chidism, hypospadias and post trauma [1]. The question
that arises therefore is; is there is a higher incidence of TM
in these patient groups, or is it because they undergo more
frequent imaging studies? The exact correlation of TM with
both benign and malignant conditions remains unknown,
especially in the paediatric population. The potential as-
sociation of TM with testicular malignancy and infertility in
adulthood has led to controversy regarding management
and follow-up. It is not clear if data on adults can simply be
extrapolated to children and adolescents.

The first aim of this systematic review (SR) is to deter-
mine the prognostic importance of the diagnosis of TM in
children and correlate this finding with the risk of testicular
malignancy or infertility. Subsequently we compare the
differences between the paediatric and adult population.
This comparison is based on a literature review of the SRs
and meta-analyses available in adults on the correlation
between TM and testicular malignancy as well as infertility.
Finally, we aim to provide a guideline for clinicians on the
interpretation of the incidental finding of the diagnosis of
TM and its clinical consequences in children.

Evidence acquisition

This systematic review was performed according to the
Preferred Reporting Items of Systematic Reviews and Meta-
Analyses (PRISMA) Statement [9]. The a priori protocol is
available at the PROSPERO database (CRD42020150898).
The systematic review was structured into two sections; a
systematic review about TM in the paediatric population
and a literature search about TM in the adult population.
The eligibility criteria and potential confounders (associ-
ated pathology such as cryptorchidism and testicular tu-
mours) were identified by the European Association of
Urology (EAU) Paediatric Urology guidelines panel.

Search strategy

For the first section we performed a literature search in
the Medline, Embase and Cochrane controlled trials da-
tabases and clinicaltrial.gov for all relevant publications
(no limitation for publication time and only English
language) from 1946 until November 28, 2020. The
patient group of interest were children under the age of
18 years who underwent a scrotal ultrasound for any
indication and where TM was found in at least a
proportion of the study population. Inclusion criteria
included reporting of testicular tumours or infertility.
Follow-up with any duration was included, but when no
follow-up ultrasound was performed studies were
excluded. Observational, interventional and prognostic
studies were eligible for inclusion.

In the second part, we focussed on the available sys-
tematic reviews and meta-analyses about TM in the adult
population. Again, a literature search was performed in
the Medline, Embase and Cochrane controlled trials da-
tabases and clinicaltrial.gov for all relevant publications
(no limitation for publication time and only English
language) from 1946 until November 28, 2020. The
patient group of interest were adults who underwent an
ultrasound for any indication and where TM was found in
at least part of the study population. The outcome of
interest for the study was testicular malignancy or
infertility. Systematic reviews and meta-analyses were
eligible for inclusion.

For both sections two review authors have indepen-
dently screened the titles and abstracts of identified re-
cords for eligibility. The full-text of all potentially
eligible records were retrieved and screened indepen-
dently by two review authors using a standardised form,
linking together multiple records of the same study in the
process. Any disagreements were resolved by discussion
or by consulting a third review author.

Two review authors participated in the data extraction
process. Study characteristics were extracted by one review
author and a second review author checked data extractions
for accuracy. Any disagreements have been resolved by
discussion or by consulting a third review author.

Type of outcome measures

The primary outcome of the study was the prognostic value
of TM (found on ultrasound) for testicular malignancy after 15
years of diagnosis. The secondary outcomes of interest were
the prognostic value of TM for testicular malignancy after any
follow-up, prognostic value of TM for infertility after any
follow-up duration and presence of concurrent pathology,
such as Down syndrome and McCune Albright Syndrome.

Risk of bias assessment

A risk of bias assessment was performed only for the
included studies for the paediatric population. The risk of
bias of each included study was assessed by two review
authors working independently. Any disagreements were
resolved by discussion or by consulting a third review
author. Risk of bias was assessed by using the QUIPS tool as
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Adult population

15 follow-up
4 associated
pathology

Fig 1

recommended by the Cochrane Prognosis Methods Group
[10]. This includes the assessment of risk of bias across six
domains informed by corresponding prompting items: study
participation, study attrition, prognostic factor measure-
ment, outcome measurement, study confounding (associ-
ated pathology) and statistical analysis reporting. All
domains consist of several criteria of which the combined
rating produces a classification of high, moderate, or low
risk. The overall risk of bias was considered low if < 2 do-
mains were rated a moderate risk of bias and all others
were rated a low risk of bias. The overall risk of bias was
considered moderate if > 2 domains were rated a moderate
risk of bias and all others were rated a low risk of bias. The
overall risk of bias was considered high if > 1 domain was
rated a high risk of bias, irrespective of all other domains.
The risk of bias assessment for the studies for the adult
population was already performed within the included
systematic reviews and meta-analyses.

Data analysis

Because of the lack of high quality evidence, we were un-
able to perform a meta-analysis of the data to assess the
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PRISMA flow diagram.

association between TM and testicular malignancy. We
constructed a narrative synthesis to assess the extracted
data for the paediatric population. A narrative synthesis
was also constructed for the adult population. The differ-
ences in results between the two populations are summa-
rized in text and tabulations.

Evidence synthesis
Quantity of evidence identified

The PRISMA flow diagram demonstrates the study selec-
tion process (Fig. 1). For the paediatric population a total
of 210 titles and abstract were identified and 61 publi-
cations were retrieved for full-text screening. We found
15 studies eligible for inclusion with a total of 595 chil-
dren for follow-up [11—-25] and 4 studies for associated
pathology [26—29].

For the adult population a total of 38 titles and abstracts
were identified and 11 publications were retrieved for full-
screening. We found 7 systematic reviews eligible for in-
clusion, which included a total of 168 studies [30—35].
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Fig 2 Risk of bias summary of the 15 included paediatric
follow-up studies.

Risk of bias for the included paediatric studies

Fig. 2 demonstrates the risk of bias for the paediatric studies
which also includes the confounder associated pathology. An
overall high risk of bias was found for all studies.

Characteristics of the included paediatric studies

The baseline characteristics of the included paediatric
follow-up studies are summarized in Table 1. All of the
included studies were observational studies, two prospective

studies [11,12] and 13 retrospective studies [13—25]. The
most reported mean age was an average of 10 years and the
most reported duration of follow-up was an average of 36
months, see Table 1.

The definition for the diagnosis of TM varied between
the studies. The most commonly used classifications were:
Classic TM with >5 microliths in 1 US image and Limited
TM < 5microliths in 1 image; Diffuse and Focal distribution;
either bilateral or unilateral. TM was mostly found bilat-
erally and diffuse or classic distribution patterns were more
common than limited or focal patterns.

Patients presented with different underlying pathology,
including undescended testis, varicocele, inguinal hernias,
scrotal pain or trauma, testicular masses or atrophy, Kline-
felter Syndrome, Peutz-Jehgers Syndrome, McCune Albright
Syndrome, Down Syndrome or no associated pathology.

Outcomes of the included studies

Paediatric population
The outcomes of the paediatric studies are presented in
Table 2.

Prognostic value of the diagnosis of TM for testicular
malignancy and the correlation or risk of testicular
malignancy. Our primary outcome of interest was if the
diagnosis of TM would be associated with testicular malig-
nancy, post-pubertal, at 15 years follow-up, however, none
of the studies had a follow-up exceeding 11 years.

Of the fifteen included studies with a total of 595 pa-
tients with TM only one study reported the development of
1 testicular malignancy during follow-up. This patient, aged
17 years, was diagnosed with a seminoma after 5 years of
follow-up of bilateral TM. No other associated risk factors
were reported in this patient.

From these 15 studies with 595 patients, only 20 testes
demonstrated an increased TM pattern and 33 testes a
decreased pattern or resolution of TM.

The presence of a concomitant testicular tumour and TM
was reported in four studies [11,15,19,20]. This included
seven germ cell tumours in boys all older than 13 years. In
the five pre-adolescent boys only benign or premalignant
tumours were reported, of these four had associated risk
factors, i.e. cryptorchidism and Peutz-Jeghers Syndrome.

Four studies reported the evaluation of tumour markers
[11,17,18,21] and four studies reported testicular biopsy
results [11,15,17,21]. No abnormal outcomes were reported
in association with the diagnosis of TM.

Prognostic value of TM for infertility in children. No
studies were found looking specifically to the relationship
between the diagnosis of TM in pre-pubertal boys and risk
of infertility in adulthood.

TM and associated pathology in children. We found three
studies reporting on the diagnosis of TM in association with
Down Syndrome [26—28]. In children with Down Syndrome
the prevalence of TM ranged from 22.8 to 36% vs 0—7% in
children without Down Syndrome. During the follow-up
one patient with Down Syndrome presented with a Leydig
cell tumour, he also had concomitant cryptorchidism.
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Follow-up of patients without Down Syndrome was not
performed.

One study described the prevalence of TM in patients
with McCune Albright Syndrome [29]. A prevalence of 24%
of TM was reported. Of the 54 patients 16 presented with
concomitant testicular tumours, 11 Leydig cell hyperplasia,
one Leydig cell and one Sertoli cell intraepithelial
neoplasia, one seminoma and one embryonal carcinoma.
During follow-up no testicular malignancies were
described.

Adult population

The outcomes of the adult studies are presented in Table 3.
For the adult population the included studies were four
systematic reviews [7,30,31] and three meta-analyses
[32—-35].

The systematic reviews and meta-analyses sub-divided
the adult population into seven groups: asymptomatic,
symptomatic, cryptorchidism, sub/infertility, unspecified,
with testicular tumour, with a positive family history and a
specific prospective cohort.

Factors not associated with an increased risk for testicular
malignancy in patients with TM. Patients who were
asymptomatic (n = 3982) or who had a positive family
history (n = 217) with TM did not show an increased risk for
the development of testicular tumours [7,32,34,35]. The
prevalence of TM was higher for the population with a
positive family history compared to asymptomatic
patients, however, these data are based on a single study.

Factors associated with an increased risk for testicular
malignancy in patients with TM. In the symptomatic pa-
tient group (n = 22,763) an increased risk for testicular
malignancy was found when TM was present [7,32,35].
Symptomatic was defined as testicular pain, testicular
edema or increased testis volume. The risk was increased
with a RR14.2 for the group with TM in one systematic
review and a significant difference of 11.2% with TM vs 1%
TM-free in another systematic review. Prevalence of TM
ranged from 0.6 to 18.1%.

In adult men with a history of cryptorchidism
(n = 1455), an increased risk for testicular malignancy of
6% was found in patients presenting with the diagnosis of
TM compared to 0% in the TM-free population [32,35]. The
prevalence of TM was reported with a wide range from 2.8
to 36.5%.

The sub/infertility group (n = 9295) also demonstrated
a higher risk for testicular tumour when TM was present on
ultrasound [7,31,32,34,35]. The risk of tumour in the group
with TM was reported to be RR 15.6, OR 18.6 and with
significant differences of 10.9—22.6% in the TM group vs
1.6—1.7% in the TM-free group. Prevalence was reported to
be between 0.9 and 20.1%.

Patients that had a history of testicular malignancy with
TM (n = 156) showed an increased risk for testicular
tumour of 22% vs 2% in the TM-free group [7,33,35]. A
prevalence of TM of 15% was reported.

Three systematic reviews reported on the risk of
testicular tumours in the presence of TM in specific pro-
spective cohorts (n = 1487) [7,33,35]. The incidence of
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testicular malignancy during follow-up in patients with TM
ranged between 1 and 7%. Only two patients did not have
known risk factors for testicular tumour, while the other
patients had infertility, cryptorchidism, testicular tumour
of testicular atrophy.

Discussion
Principal findings

With this systematic review we present the results of follow-
up in the largest group of paediatric patients, 595 form 15
studies, with the diagnosis of TM. During follow-up only one
patient with TM developed a testicular malignancy and this
was during puberty. In the other 594 patients no testicular
malignancy was found, even in the presence of other risk
factors for testicular malignancy such as cryptorchidism.
However, it is important to emphasize that the follow-up
duration mostly varied between six months and three years,
but never exceeded 11 years. Given that the average age
was about 10 years and testicular malignancies are expected
to develop from puberty on, it is very well conceivable that
testicular malignancies had not yet developed.

It was also shown that there is no additional value to
determine tumour markers or perform testicular biopsies in
children with TM, since this did not have any clinical
consequences.

TM was described according to different classifications;
classic vs limited and diffuse vs focal. This did not correlate
with change in TM during follow-up or association with
testicular malignancy. There seems to be no preferred
classification system.

In the adult population, an increased risk of testicular
malignancy in the presence of TM was observed for the
various subgroups, specifically patients with a history of
cryptorchidism, sub/infertility and a history of testicular
malignancy. While patients with TM that were asymptom-
atic or had a family history of testicular malignancy were
not at risk.

The fact that patients with TM and additional risk factors
show an increased risk for testicular malignancies during
adulthood confirms the hypothesis that the follow-up of
paediatric patients with TM might have been too short.

A systematic review and meta-analysis was published in
2019 by Yu et al. [36], also investigating the association
between TM and testicular tumours in children. They
included 10 follow-up studies with 296 children. They
report four tumours during follow-up, however, they
included benign tumours and concurrent testicular tumours
at diagnosis of TM. In our analysis we have separated the
concomitant diagnosis testicular tumour with TM, since this
does not demonstrate what happens with TM as an inci-
dental finding. In addition, we were able to include 5 more
studies and include 199 more children to further strengthen
the results. Also, a systematic comparison to the adult
literature has now been performed.

Implications for clinical practice

Based on the current literature we would recommend that
in asymptomatic children and without risk factors; where

TM is incidentally found on ultrasound this warrants no
further investigation or follow-up.

In children where TM is found in the presence of risk
factors, such as cryptorchidism, monthly self-examination
from puberty is advised without additional routine ultra-
sound follow-up. The available data do not support the
need for earlier self-examination, which would be difficult
in the paediatric population.

An important moment arises during the transition phase
from paediatric to adult urology, especially for patients
that present with sub/infertility issues and a history of TM
and additional risk factors highlighted in this review. Based
on the EAU guidelines Sexual and Reproductive Health this
is a group of patients in whom the option of yearly US
follow-up and even testicular biopsies has to be considered
[37]. This specific group of patients might benefit from this
more intensive follow-up and a referral to the adult urol-
ogist might be indicated for children with TM and additional
risk factors when they reach the age of 18 years.

Further research

It is imperative that studies with a long-term follow-up of
children diagnosed with TM with and without risk factors
should be conducted, specifically follow-up exceeding pu-
berty. One could propose a study were children with TM are
called back for medical history and a current ultrasound
investigation at age 25 or 30 years. This will hopefully
answer the still remaining questions regarding TM:

- Is TM found during childhood the same entity as TM
found in adults with a concomitant pathology?

- What is the origin of TM? Could it be the result of
intratesticular trauma, or obstruction or inflammation?
Or is it indeed a precursor for testicular malignancy?

- Is there a correlation between TM and sub/infertility?

Future research should focus on prospective studies in
which the role of possible contributing risk factors can be
investigated and the clinical consequence of TM is more
elucidated.

Limitations and strengths of the study

In this systematic review several strengths and limitations
need to be addressed.

First, in the paediatric population only observational
studies could be included and only two of these studies
were prospectively conducted. Also, patients with various
associated pathologies were grouped together and not
controlled for, resulting in an increased risk of bias.

The second limitation of the systematic review is the
heterogeneity of the data in the adults. The prevalence of
TM is reported with a wide range for the different patient
subgroups, indicating that the original studies included in
the systematic reviews have a high risk of bias.

The third main limitation of the systematic review is
that the reported follow-up did not exceed puberty in most
studies looking at TM in children, even when risk factors
were present. Testicular malignancies are expected to
occur from puberty on and it is therefore feasible that
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testicular malignancies may have occurred after comple-
tion of the study. Especially, if the data from the paediatric
population are compared to the adult population where this
increased risk for testicular malignancy has been shown for
patients with additional risk factors.

This immediately highlights one of the strengths of this
study. A systematic approach was followed to collect the
data of both children and adults and a direct comparison
could be made between these two populations.

One of the other strengths of this study is that it repre-
sents the largest collection of follow-up data in children and
thereby best reflects the available evidence in the literature.

Conclusion

TM is a relatively common incidental finding at testicular
ultrasound. In the paediatric population TM does not seem
to be associated with testicular malignancy. In the adult
population TM in combination with a history of cryptorchi-
dism, sub/infertility or a previous history of testicular tu-
mours is associated with an increased risk for testicular
malignancy. Routine monthly self-examination of the testes
is only recommended in children with contributing risk
factors from puberty onwards. When TM is still present with
accompanying risk factors during transition to adulthood a
more intensive follow-up with ultrasound and even biopsy
could be considered.
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