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Introduction

Pediatric urolithiasis has become an important worldwide
medical concern as its incidence and prevalence have in-
creased exponentially in both adults and children [1, 2]. Its
true incidence in childhood may be higher than has previously
been observed, and 9-23% of the total pediatric urolithiasis
cases may present already during the first year of life 3, 4].

Once a stone disease is diagnosed, all efforts should be made to
identify its etiology, in order to apply nonpharmacological and as
necessary pharmacological intervention to minimize the risk of
formation of additional stones. The etiology of urolithiasis is mul-
tifactorial, and in general can be divided between genetic and
acquired causes. The latter group includes several categories,
among them dietary, lifestyle, environmental, infectious, anatom-
ical, and drug-related disorders. A significant number of patients
may have more than one risk factor, while on the other hand, no
cause can be found in a few patients [5—7]. Whereas in adults the
leading causes of stone formation are relative oliguria, hypercalci-
uria, hypocitraturia, hyperuricosuria (or changes in urine acidity
resulting in uric acid crystallization), and absorptive hyperoxaluria,
causes in school-aged children in the Western world include most-
ly relative oliguria, hypercalciuria, and hypocitraturia [1, 2, 8]. In
other parts of the world, and especially where consanguinity is still
common, a high incidence of autosomal recessive disorders like
oxaluria and cystinuria can be seen. In other places infectious
etiologies, especially when superimposed on anatomic abnormal-
ities, are a common cause of stone formation [3, 7].
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Data on urolithiasis in newborns and infants are scarce.
While extremely preterm infants are at high risk for stone
formation, often secondary to the use of furosemide for treat-
ment of their lung condition, its etiology in full-term infants is
yet not well understood [7, 9]. According to Alpay et al. [3]
and Serdaroglu et al. [7], infantile urolithiasis appears to be a
separate clinical entity in terms of both the etiological charac-
teristics and the clinical course of the disease. Nevertheless,
also among this population, hypercalciuria has been reported
as the most frequent metabolic abnormality [3, 5, 10, 11].
Additional etiologies of urolithiasis in infancy include
hypocitraturia, hyperoxaluria, hypomagnesuria, systemic dis-
eases, urinary tract anatomic abnormalities and infections, and
medications [3, 5, 12—14]. Besides genetic etiologies, one of
the more important contributors to the changes in urine bio-
chemistry leading to stone disease is dietary habits [12, 15,
16]. Within this category of nutrition, a question commonly
asked is the role of vitamin D, which involves both exposure
to sunlight and its supplementation, which could result
in hypercalciuria [12, 15, 17]. Once infantile urolithiasis
has been diagnosed, the next question asked regards its
prognosis, including the development of new stones vs.
complete recovery [5, 7, 11, 13].

In view of these questions, we were pleased to see the study
by Yilmaz et al. published in this edition of Pediatric
Nephrology [18]. The authors carried out a prospective cohort
and case-control study on 30 infants with urolithiasis and 30
healthy control infants, all 60 being exclusively breastfed and
all receiving daily standard supplementation with oral vitamin
D. Data were collected about the season of the year in which
the babies were born. Maternal milk was analyzed for stone
formation promoters and inhibitors. Infants’ serum was ana-
lyzed for kidney function, electrolytes, minerals, 25(OH)-vi-
tamin D, and parathyroid hormone (PTH), and their random
urine samples were studied for stone formation promoters and
inhibitors, and urine calcium/citrate was calculated. All sam-
ples were then compared between patients and controls. Long-
term follow-up of the infants with urolithiasis with periodic
ultrasonography allowed the authors to study the natural his-
tory of the stone disease in their patients.
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Results of Yilmaz et al. study

The authors used relatively stringent criteria to identify the
participants and thus minimize possible errors in the data col-
lection and analysis. A previous study assessing serum
25(0OH)-vitamin D levels in infants was used as reference to
calculate the power analysis which was met by studying 30
infants in each group [14]. Inclusion criteria dictated that, at
the start of the study, all participants be at 1 to 6 months age
range, their birth weight > 2500 g, have normal anthropomet-
ric data, solely being breastfed supplemented by oral vitamin
D (400 IU/day), have normal kidney function, do not use any
drugs, and have no systemic disease or history of urinary tract
infection. Infants with anatomic abnormalities that may pre-
dispose to stone formation were excluded. In both groups,
maternal milk was analyzed for calcium, oxalate, uric acid,
phosphate, citrate, and magnesium. The infants’ blood sam-
ples were assessed for creatinine, urea, sodium, potassium,
chloride, bicarbonate, uric acid, calcium, phosphate, magne-
sium, venous blood gases, 25(OH)-vitamin D, and PTH.
Random urine analysis included the evaluation of calcium,
cystine, uric acid, oxalate, magnesium, and citrate, all
expressed as their ratio to creatinine, and sodium/potassium
and calcium/citrate ratios were calculated. Patients were
followed periodically clinically and by ultrasound. Statistical
tools used, as detailed in the article, were appropriate. There
was no difference between the study group and the control one
concerning age, gender, male/female ratio, or family history of
urolithiasis; however, significantly more infants with stone
disease were born during the summer months.
Biochemically, estimated glomerular filtration rate, serum so-
dium, potassium, chloride, magnesium, uric acid, and bicar-
bonate were similar in both groups. In contrast, mean serum
calcium, phosphorus, and 25(OH)-vitamin D levels were sig-
nificantly higher in patients at a time their mean serum PTH
level was significantly lower compared with controls.
Whereas all other parameters were identical in both groups,
in infants with urolithiasis, urine calcium/creatinine and
calcium/citrate ratios were significantly higher than in con-
trols. The mean follow-up lasted 56 months during which time
no new stones were reported. At last follow-up, the stones had
spontaneously resolved in 25 of 27 remaining patients. The
authors concluded that breast milk per se is not responsible for
development of stones in infants, but supplementation with
oral vitamin D, particularly during the summer months, might
be. The prognosis in this group of patients can be regarded as
exceptionally good.

Causes and prognosis of infantile urolithiasis

Newborn babies and infants are a special group in relation to
formation of urinary tract calcifications [3, 11, 12]. The
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calcifications can present as nephrocalcinosis, urolithiasis, or
a combination of the two [9, 13]. The risk factors for devel-
opment of renal calcifications include short gestation, low
birth weight, parenteral nutrition and possibly certain other
types of artificial nutrition, use of medications like furose-
mide, glucocorticoids, and nephrotoxic medications, a
prolonged oxygen supplementation or ventilation, presence
of anatomic abnormalities of the urinary tract, systemic dis-
eases and urinary tract infections [9, 13, 19]. In their study,
Yilmaz et al. [18] were careful to exclude all the above etiol-
ogies by including well-defined groups of patients and
matching controls. This allowed them to focus on
the study’s two main objectives, to identify the etiology of
stone formation in breast-fed infants and explore the outcome
of urolithiasis developed in this population.

The composition of the patient’s diet is one of the more
important risk factors for pediatric and adult urolithiasis [8,
20, 21]. The nutrients involved in the development of kidney
stones are many, including sodium, oxalate, calcium, phos-
phate, magnesium, potassium, animal protein, sugars, citrate,
and possibly others [20]. Consequently, whenever applicable,
dietary interventions are used to combat stone formation.
Indeed, implementation of the Dietary Approach to Stop
Hypertension (DASH) diet has been shown to be beneficial
in preventing urolithiasis [21]. A similar approach of de-
creased salt intake and increased potassium intake to decrease
urine calcium excretion and stone formation, was demonstrat-
ed in the pediatric population [8]. Not surprisingly, Yilmaz
and co-authors found no fault in breast milk, as shown also
to be the case by others [12, 15, 16].

Analyzing the urine, the authors found that when compared
with the healthy controls, their stone forming infants had sig-
nificantly higher calcium/creatinine and calcium/citrate
values. Concomitantly, the stone forming infants were found
to have significantly higher, albeit in many cases still within
the normal range, serum levels of 25(OH)-vitamin D, calcium,
and phosphate at a time PTH was lower, compared with con-
trols. Although neither serum albumin nor ionized calcium
concentrations were measured to assess filterable calcium,
one can assume that more calcium absorbed from the gut
was filtered in the glomeruli, and in the face of reduced
PTH, less of it being reabsorbed in the tubules, thus resulting
in hypercalciuria. As such, Yilmaz et al. concluded that it was
the combination of supplementation with vitamin D and the
time of the year the babies were born, namely, increased ex-
posure to sunlight during the summer, which led to the devel-
opment of hypercalciuria. As for the effect of sunlight, one
cannot tell from this study whether the increased exposure to it
was of mothers, their babies, or both.

The association between dietary vitamin D intake, serum
25(0OH)-vitamin D level, and hypercalciuria was already ob-
served by others, in research animals and human adults [22,
23]. A similar observation was made also in infants [12, 14].
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Fallahzadeh et al. [14] found serum levels of 25(OH)-vitamin
D to be significantly higher in the infants with urolithiasis than
in the controls, as well as positive correlation between serum
levels of 25(OH)-vitamin D and serum calcium. Milart et al.
[24], studying children with hypercalciuria, observed a rise in
serum 25(OH)-vitamin D following supplementation with vi-
tamin D but no increase in calcium excretion. An extensive
literature search concluded that the effect of oral vitamin D on
urine calcium may vary between populations [23].

Although not one of the study’s objectives, and as such not
directly addressed by the authors, their findings bring up another
issue of importance to students of pediatric urolithiasis. Evidently,
though still higher than in controls, most if not all stone formers
had their random urine calcium/creatinine ratio well within the
normal range for age, thus questioning if this parameter can be
used to identify the individual infant to be at risk for stone forma-
tion. What did seem to be a better indicator of risk for stone
formation was urine calciumy/citrate ratio which in most infants
exceeded the upper limit of normal value of 0.33 established by
Srivastava et al. [25] and DeFoor et al. [26]. Although in both
studies the pediatric population investigated was older, urine
calciumy/citrate ratio was shown to be a more sensitive tool than
calcium/creatinine ratio in assessing the risk for stone formation.
This is possibly due to the fact that it incorporates the most com-
mon stone promoter and inhibitor, while excluding the muscle
mass-dependent creatinine [25, 27]. As such, it will be important
to establish normative urine calciumy/citrate data in infants. It will
be further interesting to leam the effect of diet, and in particular
breastmilk vs. formula, on this ratio.

Long-term follow-up, for up to 4.5 years, allowed the au-
thors to observe that their patients did not develop new stones;
no intervention, medical or surgical, was required; and the
stones resolved spontaneously in the vast majority of the pa-
tients. A similar experience of good outcome was also report-
ed by Naseri [11] who observed resolution of infantile urolith-
iasis with no need for intervention. Huynh et al. [13] followed
72 infants with nephrocalcinosis/urolithiasis and observed res-
olution of the calcifications in 73% of cases during a mean
follow-up of 12 months, but some of their patients received
pharmacological therapy. Downing et al. [22] reported that
once the offending agent is removed, in their case furosemide,
stone formation ceases. It is nevertheless important to point
out that other studies found stone recurrence and a need for
surgical intervention in some of the infants, especially when
stones exceeded 5 mm in size [5, 12, 28].

Should all infants receive vitamin D
supplementation during the summer
months?

There are three main sources of vitamin D, namely, nutrition,
exposure to sunlight, and supplemental vitamin D. The content

of vitamin D in breast milk is often too low to address the infant’s
need. Therefore, to obtain enough of the vitamin, babies must be
exposed to sunlight properly and/or receive supplementation with
vitamin D. As exposure to effective sunlight may vary by geo-
graphic location, ethnicity, cultural habits, and individual factors,
the World Health Organization recommends daily supplementa-
tion with oral vitamin D at 400 IU/day to all infants bellow age of
12 months, as was followed by the families of all study partici-
pants. Considering its level in controls, the higher serum 25(OH)-
vitamin D levels observed in the study’s stone formers cannot be
related to either nutrition or vitamin D supplementation per se.
However, when it comes to the third contributor of vitamin D,
sunlight, the authors observed that a significant majority of the
babies with urolithiasis were born in the summer, while the ma-
jority of controls were born in the winter. A similar observation
was made by Naseri [11]. An extensive review of previous studies
documents the effect of the time of the year on endogenous vita-
min D production, reaching its peak during the summer [17].
Thus, in this respect, the observation by Yilmaz et al. is confirma-
tory. As the study did not attempt to measure and compare breast
milk’s vitamin D content, we cannot tell to what extent it was
maternal vs. infant’s exposure to sunlight, which played a role in
raising serum 25(OH)-vitamin D level. In any event, the study’s
findings bring up the question of whether supplementation with
oral vitamin D to infants should be universally mandatory every-
where and all times around the globe [14, 29]. The current study
cannot shed more light on the question, as no longitudinal data
were collected, namely whether serum 25(OH)-vitamin D level
and hypercalciuria in stone formers normalized during the winter
and/or after discontinuation of supplementation with vitamin D.
Future studies will have to address this intriguing matter.

Conclusions

The article by Yilmaz et al. improves the base of our knowl-
edge and potentially our clinical practice. It has three main
messages: (a) when it comes to urolithiasis, breast milk is at
no fault, (b) the prognosis of urolithiasis in this specific pop-
ulation of breastfed infants is very good without a need for any
intervention. However, while they portray a very rosy picture,
other studies found that some infants do need either medical or
surgical intervention; hence, good practice will be to continue
to follow this population periodically and treat each case in-
dividually; (c) it is possible that the stone formation in the
study’s location is secondary to hypercalciuria which may
be due to supplementation with vitamin D during the sum-
mer months. The latter observation invites the question of
whether all breast-fed infants, with no exclusion, through-
out the world and during all seasons of the year, should be
supplemented with vitamin D, or should a more
pinpointed approach be adopted. Hopefully future studies
will address these intriguing questions.
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