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ABSTRACT
The prevalence of  nephrolithiasis is increasing across all demographic groups. Apart from the morbidity associated 
with an acute occurrence, preventative treatment is essential for stone disease, which can become a long-term prob-
lem. Simple interventions like fluid intake optimization and dietary modification are effective for most stone types. 
However, patients with specific metabolic abnormalities may require pharmaceutical therapy if  lifestyle changes are 
insufficient to reduce the risk of  stone recurrence. The treatment of  citrates and/or pyridoxines may help eliminate 
or prevent recurrences of  kidney stones, especially when they are composed of  uric acid, calcium oxalate, calcium 
phosphate, or the latter two together. In cases of  struvite stones, which often necessitate a surgical approach, ace-
tohydroxamic acid emerges as a valuable second-line treatment option. Thiol-binding agents may be needed for 
cystinuria, as well as lifestyle modifications. Successful treatment reduces stone recurrence and the need to remove 
stones surgically.
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INTRODUCTION

Approximately 5 to 15% of  the population worldwide suffer 
from kidney stones, without a clear pattern and with an increasing 
trend in recent years [1, 2]. In the United States, kidney stones are 
experienced by at least 1 in 11 individuals during their lifetime [3]. 
Moreover, there are variations in susceptibility based on race and 
sex, with white men exhibiting a higher risk compared to Asian 
women. The incidence of  the disease peaks between the third and 
fourth decade of  life and is less prevalent before the age of  20 [4]. 

Over the past three decades, the lifetime prevalence of  kidney 
stone disease has increased to around 14%, affecting several devel-
oped countries [5]. This upward trend can be attributed to multi-
ple factors, including changes in diet and lifestyle, rising rates of  
obesity [6] and diabetes, urbanization due to migration from rural 
areas, and the effects of  global warming, which can lead to elevat-
ed calcium concentrations in the urine, thereby promoting stone 
formation [7]. 

The etiology of  kidney stones is multifactorial, influenced by ge-
netic and environmental factors. It is clear that inheritance plays a 
role in monogenic diseases such as cystinuria, Dent's disease, and 

primary hyperoxaluria [8], but also in idiopathic stone formation 
[9], although the genes involved are unknown. Diet plays a key role 
in expressing the tendency to form stones [9, 10].

There is a high incidence of  kidney stones among people with 
chronic kidney disease [11, 12]. Additionally, all the silent features 
of  the metabolic syndrome, such as type 2 diabetes, increased body 
mass index (BMI), hypertension, and dyslipidemia, have been iden-
tified as independent contributors to kidney stone formation [13]. 
Moreover, there is a significant correlation between stone formers 
and several risk factors for coronary heart disease, including smok-
ing, hypertension, hypercholesterolemia, and obesity [14].

In adults, calcium oxalate stones are more common than cal-
cium phosphate stones. Typically, the initial nidus of  most stones 
comprises calcium oxalate monohydrate (whewellite) or dihydrate 
(weddelite), often supplemented by calcium phosphate (CaP). 
About 5% to 15% of  the stones are uric acid and struvite, while 
less than 1% are cystine, ammonia-magnesium phosphates, prote-
ase inhibitor, 2,8-dihydroxyadenine (2,8-DHA), and xanthine [15]. 
Occasionally, insoluble drugs like ephedrine, triamterene, or indi-
navir can also contribute to stone formation [16]. Understanding 
the specific causes of  each stone type is crucial, as some are linked 
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to dietary and environmental factors, while others are associated 
with specific pathologies (Table 1).

The formation of  a kidney stone occurs when the concentration 
of  salts in the urine surpasses the saturation point, which is influ-
enced by the pH in the urine. Uric acid and cystine stones are more 
likely to form in acidic urine (low pH), whereas calcium phosphate 
stones are more likely to form in alkaline urine (high pH) [17].

When patients are diagnosed with urinary stones, several tech-
niques can be used for rapid results at low risk. Minimally inva-
sive surgical techniques continue to evolve, offering innovative 
approaches tailored to different pathologies, enabling personalized 

treatment options [18]. It is important to keep in mind the fact that 
a successful treatment reduces stone recurrence and the need to 
remove stones surgically.

CALCIUM OXALATE STONES PREVENTION

Hypercalciuria, hyperoxaluria, hyperuricosuria, hypocitraturia, 
and low urine volume are important urinary risk factors associat-
ed with stones made of  calcium oxalate [19]. Therefore, calcium 
stones can be prevented by reducing urinary calcium and oxalate 

Pathologies that 
cause primarily calci-
um oxalate stones

Pathologies that 
cause primarily 
calcium phosphate 
stones

Pathologies that 
cause either calcium 
oxalate or calcium 
phosphate stones

Pathologies that 
cause uric acid 
stones

Pathologies that cause 
cystine stones

Pathologies that 
cause struvite stones

Hyperoxaluria
Hypercalciuria with 
normocalcemia and 
metabolic acidosis

Hypocitraturia Low urine pH
Inherited gene 
defects in cystine 
transport

Urinary tract infec-
tion with urea-split-
ting organisms

Primary hyperox-
aluria – Type 1, Type 2

Distal renal tubular 
acidosis

Secondary to 
metabolic acidosis Gouty diathesis SLC3A1 (Type I or type 

A cystinuria) Proteus mirabilis

Enteric hyperox-
aluria:
-  Bariatric surgery
-  Fat malabsorption 
from any cause
-  Small bowel resec-
tion

Secondary to 
hypokalemia Diabetes

SLC7A9 (Type non-I or 
type B cystinuria) Proteus sp., Provi-

dencia, Enterobacter, 
Bordetella, Bacte-
roides, Staph aureus, 
Corynebacterium, 
Ureaplasma

Dietary hyperox-
aluria:
-  Excess vitamin C
-  Low calcium diet

Idiopathic Obesity

Serratia, Pseu-
domonas, Klebsiella, 
Aeromonas, Pasteur-
ella (occasionally)

Hyperuricosuria Hypercalciuria with 
normocalcemia

Idiopathic (metabol-
ic syndrome)

High purine diet Idiopathic
Bowel disease 
(especially colon 
resection)

Myeloproliferative 
disorder

Granulomatous 
diseases (sarcoid) Low urine volume

Low urine volume 
that persists

Hypercalciuria with 
hypercalcemia Hyperuricosuria

Diarrheal states Primary hyperparath-
yroidism High protein diet

Granulomatous 
diseases (sarcoid) Uricosuric drugs

Malignancy (rare) Myeloproliferative 
disorders

Vitamin D excess

Phosphoribosyl 
pyrophosphate 
synthetase 
superactivity

Hyperthyroidism

Hypoxanthine–
guanine phosphor-
ibosyl transferase 
deficiency

Table 1. Causes of different stone types
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with primary hyperoxaluria of  type 1, pyridoxine is prescribed 
at a starting dose of  5 mg/kg (which can be titrated up to 20 
mg/kg if  no response is observed) [17]. Pyridoxine is effective in 
about 50% of  patients with type 1, and a 3- to 6-month trial is 
recommended [25].

An individual with hyperuricosuria excretes more than 800 mg 
of  uric acid per day in men and more than 750 mg per day in 
women [37]. This excessive uric acid excretion is often associated 
with a high-protein diet for patients with calcium oxalate stones. 
Hyperuricosuria is believed to decrease the solubility of  calcium 
oxalate, thereby contributing to stone formation [38]. It is import-
ant to note that patients with hyperuricosuric calcium stones have 
a higher urinary pH as well as a higher uric acid level in their urine 
[39, 40]. In a randomized controlled trial, calcium stone recur-
rences among these patients were reduced by allopurinol, while 
lowering protein intake was also found to be beneficial [41].

Hypocitraturia is another significant risk factor for kidney stone 
formation. Adults with this pathology usually excrete less than 320 
mg/day of  citrate [17]. In the case of  citraturia, a reading below 
100 mg/day is classified as severe, and a reading between 100 and 
320 mg/day is classified as moderate-severe [42]. A hypocitratu-
ria patient is 16-63% more likely to form kidney stones containing 
calcium [43, 44]. Kidney stones with hypocitraturia are charac-
terized by calcium oxalate and calcium phosphate crystallization 
and nucleation. The presence of  potassium citrate can impede this 
step [45]. 

Various alkaline citrates are available for treating hypocitratu-
ria, with potassium citrate being preferred over sodium citrate due 
to its ability to increase urinary calcium excretion [46]. Calcium 
oxalate is lowered below the saturation point by citrate binding 
to calcium, preventing calcium crystals from forming [47]. In re-
sponse to enhanced citrate clearance, potassium citrate metabo-
lism produces high alkalinity. This process leads to increased citrate 
concentration and pH in the urine. The rise in dissociated calcium 
anions reduces the activity of  calcium ions while simultaneously 
decreasing oxalate saturation in the urine [45]. Thus, as noted by 
Prezioso et al. in the chapter “Dietary treatment of  hypocitratu-
ria", the medicinal use of  alkaline citrate salts is recommended in 
treating kidney stones with hypocitraturia and preventing their re-
currence [2].

CALCIUM PHOSPHATE STONES PREVENTION

Calcium phosphate stones form in alkaline urine (usually urine 
pH>6.0), usually as the result of  distal renal tubular acidosis 
[17]. Most patients with calcium phosphate stones do not have 
metabolic acidosis, and their persistently alkaline urine pH is not 
understood [48]. The presence of  stones composed of  calcium 
phosphate correlates with a more serious kidney condition [49, 
50]. As with calcium oxalate stones, prevention measures are 
similar.

However, alkali therapy should be used cautiously because it 
affects urinary pH and precipitates calcium phosphate crystals 
[51]. Managing patients with calcium phosphate stones and con-
current hypocitraturia can be challenging. While alkali admin-
istration may help correct hypocitraturia in such cases, it may 
also lead to higher urinary pH levels, increasing the risk of  calci-
um phosphate stone formation. It is recommended to stop alkali 
therapy when urine pH rises above 6.5 without significant chang-
es in urine citrate or urine calcium excretion [17].

concentrations, increasing urinary inhibitor levels, such as citrate, 
and increasing urine volume [20].

 Among the metabolic causes of  hypercalciuria are primary 
hyperparathyroidism and chronic acidemia. The treatment of  
primary hyperparathyroidism patients with hypercalciuria is para-
thyroidectomy [21]. Chronic metabolic acidosis can lead to hyper-
calciuria by promoting calcium loss from bones and hypocitraturia 
through increased active proximal citrate absorption. Potassium 
citrate is an effective solution for preventing stones in such patients. 
Also, potassium bicarbonate can be mentioned as an alternative 
[22].

An individual with hyperoxaluria has an excretion of  oxalate 
in the urine greater than 45 mg per day. There is no clear opti-
mal cutoff  point for hypercalciuria, nor one for urinary oxalate 
excretion. Oxalate excretion can increase the risk of  stone forma-
tion even at levels above 25 mg/day, which falls within the normal 
range [17, 23].

Increased oxalate intake can lead to higher urinary oxalate 
excretion, thereby increasing the likelihood of  nephrolithiasis. 
Following urine measurements, a reduction in oxalate excretion 
indicates the need to limit dietary oxalate intake as a preventive 
measure against stone formation [17, 24].

As a coenzyme of  alanine-glyoxylate aminotransferase (AGT), 
pyridoxine (vitamin B6) increases the conversion of  glyoxylate to 
glycine instead of  oxalate, being used in treating primary hyper-
calcemia [17, 25]. However, there is currently no randomized 
controlled trial that has assessed the effectiveness of  pyridoxine in 
preventing stones in individuals with idiopathic hyperoxaluria. Uti-
lizing pyridoxine at doses between 10 and 500 mg/day is thought 
to reduce urinary oxalate or the recurrence rate of  stones [26-28] 
in patients who produce oxalate calcium stones [28, 29] in uncon-
trolled studies. According to Curhan et al., women who consume 
high amounts of  pyridoxine are less likely to develop stones than 
men [30]. 

Enteric hyperoxaluria, characterized by the binding of  90% of  
dietary oxalate to calcium in the small intestine, results in 90% of  
oxalate excretion in the stool [17]. Furthermore, 10% is absorbed 
in the colon and excreted in the urine. Hyperoxaluria is commonly 
associated with digestive disorders like short gut syndrome, bowel 
inflammation, and bariatric surgery. In these cases, excess fat binds 
to dietary calcium, leading to increased intestinal absorption of  
free oxalate [31]. Treatment involves increasing hydration and tak-
ing calcium supplements, such as citrate or carbonate, to decrease 
intestinal oxalate absorption, leading to oxalate precipitation in 
the intestinal lumen. It is recommended that 1 to 4 grams be tak-
en with meals in divided doses three to four times daily. Patients 
with kidney stones prefer calcium citrate over calcium carbonate 
because calcium citrate is more soluble and more effective in the 
presence of  achlorhydria [17, 32].

In primary hyperoxaluria, a genetic defect in glyoxylate biosyn-
thesis leads to oxalate overproduction and urinary oxalate excre-
tion exceeding 135 to 270 mg/day [17]. There are three types of  
primary hyperoxaluria, the first accounting for 90% of  cases. In 
type 1, there is a reduction in the activity of  hepatic peroxisomal 
alanine: glyoxylate aminotransferase AGT  [33, 34]. Treatment 
for primary hyperoxaluria includes consuming enough liquid 
daily to produce 3 liters of  urine, along with the use of  potassium 
citrate (0.15 mg/kg), oral phosphate supplements (30–40 mg/kg 
of  orthophosphate), and magnesium oxide (500 mg/day/m2) to 
prevent calcium oxalate precipitation [17, 35, 36]. For patients 
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STRUVITE STONE PREVENTION

Stones containing magnesium ammonium phosphate, known 
as struvite stones, are caused by bacteria that split urea, like Kleb-
siella, Proteus, Pseudomonas, and enterococci. Hydrolysis of  urea re-
leases hydroxyl ions, resulting in alkaline urine that promotes the 
formation of  struvite stones [17]. Known for their rapid growth 
and staghorn formation, these stones are challenging to treat and 
usually require expert urological intervention [38, 68]. When 
complete stone removal is not feasible due to complicating fac-
tors, the use of  urease inhibitors has been shown to reduce the 
growth rate of  struvite stones. Three randomized controlled tri-
als have demonstrated that acetohydroxamic acid decreases stone 
growth in this scenario [69-72]. There are side effects associated 
with the use of  this medication, including headaches, thrombo-
phlebitis, tremors, nausea, and vomiting. There is no indication 
of  citrate therapy for this kind of  stone.                                                      

CONCLUSION
Managing recurrent stone disease requires both lifestyle and 

pharmacological interventions. Treatment decisions should con-
sider the type of  stone and metabolic evaluation, as well as any 
underlying comorbid condition. Considering that all stones are 
caused by urinary supersaturation with stone matter, the goal is 
to reduce or eliminate this condition. Implementing preventive 
measures following the first stone episode is crucial to prevent 
recurrence, reduce costs, and minimize risks. In addition to fluid 
intake, alkaline citrate salts and/or pyridoxine can be useful in 
treating this condition. Given the increasing prevalence of  stone 
diseases in the population, it is necessary to advance our under-
standing of  their pathogenesis and expand our therapeutic opti
ons.                                                 

ACKNOWLEDGMENTS

Conflict of interest
The authors declare no conflict of  interest. 

Authorship
PAG and CVE contributed to the conceptualization of  the 

manuscript. MAE, CAB, and CES contributed to writing the 
original draft preparation. MAE and BFG contributed to writing 
the review and editing the original manuscript. 

REFERENCES

1. Sorokin I, Mamoulakis C, Miyazawa K, Rodgers A, et al. Epidemiology of  stone 
disease across the world. World J Urol. 2017;35(9):1301-1320. doi:10.1007/s00345-
017-2008-6.

2. Prezioso D, Strazzullo P, Lotti T, Bianchi G, et al. Dietary treatment of  urinary risk 
factors for renal stone formation. A review of  CLU Working Group. Arch Ital Urol 
Androl. 2015;87(2):105-120. doi:10.4081/aiua.2015.2.105.

3. Scales CD Jr, Smith AC, Hanley JM, Saigal CS. Prevalence of  kidney stones in the 
United States. Eur Urol. 2012;62(1):160-165. doi:10.1016/j.eururo.2012.03.052.

4. Stamatelou KK, Francis ME, Jones CA, Nyberg LM, Curhan GC. Time trends in 
reported prevalence of  kidney stones in the United States: 1976-1994. Kidney Int. 
2003;63(5):1817-1823. doi:10.1046/j.1523-1755.2003.00917.x.

5. Geavlete B, Cozma C, Geavlete P. The "no-touch" technique in the flexible 
ureteroscopic approach of  renal stones. J Med Life. 2021;14(4):481-486. 
doi:10.25122/jml-2021-0217.

6. Taylor EN, Stampfer MJ, Curhan GC. Obesity, weight gain, and the risk of  kidney 
stones. JAMA. 2005;293(4):455-462. doi:10.1001/jama.293.4.455.

URIC ACID STONE PREVENTION

Uric acid stones are associated with various conditions, includ-
ing metabolic syndrome [52], diabetes mellitus [53, 54], gout, 
chronic diarrhea illness [31], obesity [55, 56], and malignancies 
that increase tissue turnover and uric acid production [17]. In 
adults, the formation of  uric acid stones often results from a re-
duction in urine acid solubility due to a low urinary pH rather 
than hyperuricosuria, making high urine acidity a major risk fac-
tor. Uric acid stone formers typically have a defect in ammonia 
excretion at baseline and in response to an acid load [57, 58]. In 
this sense, uric acid stone formation may be a manifestation of  
metabolic syndrome [58]. 

Metabolic syndrome and diabetes mellitus lead to decreased 
ammonia production, resulting in a lower urinary pH, which 
promotes the formation of  uric acid stones [17]. Additionally, 
chronic diarrhea can cause a loss of  bicarbonate, further increas-
ing urine acidity. Similar to gout, continuous acidic urine can 
lead to the formation of  uric acid stones, often resulting from 
impaired ammonium excretion [59]. Ammonia synthesis is stim-
ulated by insulin in individuals without diabetes. In patients with 
recurrent uric acid stones who are not diabetic [58], insulin resis-
tance is associated with a tendency for acid urine excretion [52, 
60]. In low urinary pH conditions, uric acid can precipitate into 
stones even at excretion rates of  600 to 800 mg/day and urinary 
volumes of  1 to 1.5 liters [17, 61].

Management of  uric acid stone formation typically involves 
potassium citrate, which is recommended at doses of  60-80 meq/
day [62]. Adequate fluid intake also helps solubilize uric acid. 
Increasing urine pH to 6–6.5 can reduce urinary supersaturation 
with uric acid and minimize stone recurrence [58]. However, in 
individuals with diabetes, serum potassium levels should be close-
ly monitored to avoid hyperkalemia. Dietary protein restriction is 
recommended if  urine uric acid excretion is elevated [58].                                                         

CYSTINE STONE PREVENTION
Patients with inherited defects in amino acid transport in the 

kidneys and intestines tend to develop cystine stones [58]. Due to 
defective nephron reabsorption, cystine is excreted in the urine 
more frequently. Cystine's limited solubility can lead to stone for-
mation. Timely initiation of  preventive therapy is crucial upon 
diagnosis, as cystine stones have the potential to grow very large 
and tend to recur frequently. When a patient has cystinuria, their 
renal function decreases from an early age [63], and their kidney 
pathology shows diffuse interstitial fibrosis and collecting duct 
plugging [58, 64].

Diagnosing cystinuria can be achieved by examining the pa-
tient's family history, analyzing stones, or measuring urine cystine 
excretion. A healthy person excretes about 30 mg of  cystine per 
day, while a person with cystine stones excretes about 400 mg per 
day [58]. The solubility of  cysteine increases in alkaline urine, 
although at urine pH over 7, it can still range between 175 to 
360 mg/L. To achieve an average cystine concentration below 
243 mg/L (a desirable goal), high fluid intake is prescribed, both 
at bedtime and throughout the day, based on the known cystine 
excretion rates [58]. By adding potassium alkali at a rate of  10-20 
meq/tid, urine pH can be raised if  it falls below 7 [65].                                           



© 2023 JOURNAL of  MEDICINE and LIFE. VOL: 16 ISSUE: 6 JUNE 2023860

JOURNAL of MEDICINE and LIFE

37. Kaur P, Bhatt H. Hyperuricosuria. In: StatPearls. Treasure Island (FL): StatPearls 
Publishing Copyright © 2023, StatPearls Publishing LLC.; 2023.

38. Zisman AL. Effectiveness of  Treatment Modalities on Kidney Stone Recurrence. 
Clin J Am Soc Nephrol. 2017;12(10):1699-1708. doi:10.2215/cjn.11201016.

39. Pak CY, Poindexter JR, Peterson RD, Koska J, Sakhaee K. Biochemical distinction 
between hyperuricosuric calcium urolithiasis and gouty diathesis. Urology. 
2002;60(5):789-794. doi:10.1016/s0090-4295(02)01908-8.

40. York NE, Borofsky MS, Lingeman JE. Risks associated with drug treatments for 
kidney stones. Expert Opin Drug Saf. 2015;14(12):1865-1877. doi:10.1517/147403
38.2015.1100604.

41. Ettinger B, Tang A, Citron JT, Livermore B, Williams T. Randomized trial 
of  allopurinol in the prevention of  calcium oxalate calculi. N Engl J Med. 
1986;315(22):1386-1389. doi:10.1056/nejm198611273152204.

42. Pak CY, Resnick MI. Medical therapy and new approaches to management 
of  urolithiasis. Urol Clin North Am. 2000;27(2):243-253. doi:10.1016/s0094-
0143(05)70254-8.

43. Pak CY. Medical management of  urinary stone disease. Nephron Clin Pract. 
2004;98(2):c49-53. doi:10.1159/000080252.

44. Hamm LL, Hering-Smith KS. Pathophysiology of  hypocitraturic nephrolithiasis. 
Endocrinol Metab Clin North Am. 2002;31(4):885-893, viii. doi:10.1016/s0889-
8529(02)00031-2.

45. Chow K, Dixon J, Gilpin S, Kavanagh JP, Rao PN. Citrate inhibits growth of  
residual fragments in an in vitro model of  calcium oxalate renal stones. Kidney Int. 
2004;65(5):1724-1730. doi:10.1111/j.1523-1755.2004.00566.x.

46. Lemann J Jr, Gray RW, Pleuss JA. Potassium bicarbonate, but not sodium bicarbonate, 
reduces urinary calcium excretion and improves calcium balance in healthy men. 
Kidney Int. 1989;35(2):688-695. doi:10.1038/ki.1989.40.

47. Zuckerman JM, Assimos DG. Hypocitraturia: pathophysiology and medical 
management. Rev Urol. 2009;11(3):134-144.

48. Lerma E, Rosner M. Clinical Decisions in Nephrology, Hypertension and Kidney 
Transplantation; 2013. doi:10.1007/978-1-4614-4454-1.

49. Evan AP, Lingeman J, Coe F, Shao Y, et al. Renal histopathology of  stone-forming 
patients with distal renal tubular acidosis. Kidney Int. 2007;71(8):795-801. 
doi:10.1038/sj.ki.5002113.

50. Evan AP, Lingeman JE, Coe FL, Shao Y, et al. Crystal-associated nephropathy in 
patients with brushite nephrolithiasis. Kidney Int. 2005;67(2):576-591. doi:10.1111/
j.1523-1755.2005.67114.x.

51. Gault MH, Chafe LL, Morgan JM, Parfrey PS, et al. Comparison of  patients with 
idiopathic calcium phosphate and calcium oxalate stones. Medicine (Baltimore). 
1991;70(6):345-359. doi:10.1097/00005792-199111000-00001.

52. Abate N, Chandalia M, Cabo-Chan AV Jr, Moe OW, Sakhaee K. The metabolic 
syndrome and uric acid nephrolithiasis: novel features of  renal manifestation of  insulin 
resistance. Kidney Int. 2004;65(2):386-392. doi:10.1111/j.1523-1755.2004.00386.x.

53. Pak CY, Sakhaee K, Moe O, Preminger GM, et al. Biochemical profile of  stone-
forming patients with diabetes mellitus. Urology. 2003;61(3):523-527. doi:10.1016/
s0090-4295(02)02421-4.

54. Daudon M, Traxer O, Conort P, Lacour B, Jungers P. Type 2 diabetes increases the 
risk for uric acid stones. J Am Soc Nephrol. 2006;17(7):2026-2033. doi:10.1681/
ASN.2006030262.

55. Daudon M, Lacour B, Jungers P. Influence of  body size on urinary stone composition 
in men and women. Urol Res. 2006;34(3):193-199. doi:10.1007/s00240-006-0042-8.

56. 56. Ekeruo WO, Tan YH, Young MD, Dahm P, et al. Metabolic risk factors 
and the impact of  medical therapy on the management of  nephrolithiasis in obese 
patients. J Urol. 2004;172(1):159-163. doi:10.1097/01.JU.0000128574.50588.97.

57. Sakhaee K, Adams-Huet B, Moe OW, Pak CY. Pathophysiologic basis for 
normouricosuric uric acid nephrolithiasis. Kidney Int. 2002;62(3):971-979. 
doi:10.1046/j.1523-1755.2002.00508.x.

58. Worcester EM, Coe FL. Nephrolithiasis. Prim Care. 2008;35(2):369-391, vii. 
doi:10.1016/j.pop.2008.01.005.

59. Falls WF Jr. Comparison of  urinary acidification and ammonium excretion in 
normal and gouty subjects. Metabolism. 1972;21(5):433-445. doi:10.1016/0026-
0495(72)90055-8.

60. Hwang M-T, Goldfarb DS. Uric acid stones following hepatic transplantation. 
Urological Research. 2004;32(6):423-426. doi:10.1007/s00240-004-0446-2.

61. Coe FL, Parks JH, Asplin JR. The pathogenesis and treatment of  kidney stones. N 
Engl J Med. 1992;327(16):1141-1152. doi:10.1056/nejm199210153271607.

62. Pak CYC, Sakhaee K, Fuller C. Successful management of  uric acid nephrolithiasis 
with potassium citrate. Kidney International. 1986;30(3):422-428. doi:10.1038/
ki.1986.201.

63. Worcester EM, Coe FL, Evan AP, Parks JH. Reduced renal function and benefits 
of  treatment in cystinuria vs other forms of  nephrolithiasis. BJU International. 
2006;97(6):1285-1290. doi:10.1111/j.1464-410X.2006.06169.x.

64. Evan AP, Coe FL, Lingeman JE, Shao Y, et al. Renal crystal deposits and histopathology 
in patients with cystine stones. Kidney International. 2006;69(12):2227-2235. 
doi:10.1038/sj.ki.5000268.

65. Nakagawa Y, Asplin JR, Goldfarb DS, Parks JH, Coe FL. Clinical use of  cystine 
supersaturation measurements. Journal of  Urology. 2000;164(5):1481-1485.

66. Asplin DM, Asplin JR. The Interaction of  Thiol Drugs and Urine pH in the 
Treatment of  Cystinuria. Journal of  Urology. 2013;189(6):2147-2151. doi:10.1016/j.
juro.2012.12.031.

7. Romero V, Akpinar H, Assimos DG. Kidney stones: a global picture of  prevalence, 
incidence, and associated risk factors. Rev Urol. 2010;12(2-3):e86-96.

8. Coe FL, Evan A, Worcester E. Kidney stone disease. J Clin Invest. 2005;115(10):2598-
2608. doi:10.1172/jci26662.

9. Goldfarb DS, Fischer ME, Keich Y, Goldberg J. A twin study of  genetic and dietary 
influences on nephrolithiasis: a report from the Vietnam Era Twin (VET) Registry. 
Kidney Int. 2005;67(3):1053-1061. doi:10.1111/j.1523-1755.2005.00170.x.

10. Curhan GC, Willett WC, Rimm EB, Stampfer MJ. A prospective study of  dietary 
calcium and other nutrients and the risk of  symptomatic kidney stones. N Engl J Med. 
1993;328(12):833-838. doi:10.1056/nejm199303253281203.

11. Lotan Y. Economics and cost of  care of  stone disease. Adv Chronic Kidney Dis. 
2009;16(1):5-10. doi:10.1053/j.ackd.2008.10.002.

12. Shoag J, Halpern J, Goldfarb DS, Eisner BH. Risk of  chronic and end stage kidney 
disease in patients with nephrolithiasis. J Urol. 2014;192(5):1440-1445. doi:10.1016/j.
juro.2014.05.117.

13. Sakhaee K. Nephrolithiasis as a systemic disorder. Curr Opin Nephrol Hypertens. 
2008;17(3):304-309. doi:10.1097/MNH.0b013e3282f8b34d.

14. Hamano S, Nakatsu H, Suzuki N, Tomioka S, Tanaka M, Murakami S. Kidney stone 
disease and risk factors for coronary heart disease. Int J Urol. 2005;12(10):859-863. 
doi:10.1111/j.1442-2042.2005.01160.x.

15. Moe OW. Kidney stones: pathophysiology and medical management. Lancet. 
2006;367(9507):333-344. doi:10.1016/s0140-6736(06)68071-9.

16. Daudon M, Jungers P. Drug-induced renal calculi: epidemiology, prevention and 
management. Drugs. 2004;64(3):245-275. doi:10.2165/00003495-200464030-
00003.

17. Shah S, Calle JC. Dietary and medical management of  recurrent nephrolithiasis. 
Cleve Clin J Med. 2016;83(6):463-471. doi:10.3949/ccjm.83a.15089.

18. Geavlete B, Popescu R, Georgescu D, Geavlete P. Single-use ureteroscopes in ectopic 
pelvic kidney stones. J Med Life. 2021;14(4):557-564. doi:10.25122/jml-2021-0251.

19. Khan SR, Canales BK. Proposal for pathogenesis-based treatment options to 
reduce calcium oxalate stone recurrence. Asian J Urol. 2023;10(3):246-257. doi.
org/10.1016/j.ajur.2023.01.008

20. Pak CY, Britton F, Peterson R, Ward D, et al. Ambulatory evaluation of  nephrolithiasis. 
Classification, clinical presentation and diagnostic criteria. Am J Med. 1980;69(1):19-
30. doi:10.1016/0002-9343(80)90495-7

21. Corbetta S, Baccarelli A, Aroldi A, Vicentini L, et al. Risk factors associated to kidney 
stones in primary hyperparathyroidism. J Endocrinol Invest. 2005;28(2):122-128. 
doi:10.1007/bf03345354.

22. Haymann J-P. Metabolic disorders: stones as first clinical manifestation of  significant 
diseases. World J Urol. 2015;33(2):187-192. doi:10.1007/s00345-014-1391-5.

23. Curhan GC, Taylor EN. 24-h uric acid excretion and the risk of  kidney stones. 
Kidney Int. 2008;73(4):489-496. doi:10.1038/sj.ki.5002708.

24. Lieske JC, Tremaine WJ, De Simone C, O'Connor HM, et al. Diet, but not oral 
probiotics, effectively reduces urinary oxalate excretion and calcium oxalate 
supersaturation. Kidney Int. 2010;78(11):1178-1185. doi:10.1038/ki.2010.310.

25. Hoyer-Kuhn H, Kohbrok S, Volland R, Franklin J, et al. Vitamin B6 in primary 
hyperoxaluria I: first prospective trial after 40 years of  practice. Clin J Am Soc 
Nephrol. 2014;9(3):468-477. doi:10.2215/cjn.06820613.

26. Rattan V, Sidhu H, Vaidyanathan S, Thind SK, Nath R. Effect of  combined 
supplementation of  magnesium oxide and pyridoxine in calcium-oxalate stone 
formers. Urol Res. 1994;22(3):161-165. doi:10.1007/bf00571844.

27. Balcke P, Schmidt P, Zazgornik J, Kopsa H, Minar E. Pyridoxine therapy in patients 
with renal calcium oxalate calculi. Proceedings of  the European Dialysis and 
Transplant Association European Dialysis and Transplant Association. 1983;20:417-
421.

28. Mitwalli A, Ayiomamitis A, Grass L, Oreopoulos DG. Control of  hyperoxaluria 
with large doses of  pyridoxine in patients with kidney stones. Int Urol Nephrol. 
1988;20(4):353-359. doi:10.1007/bf02549567.

29. Prien EL Sr, Gershoff SF. Magnesium oxide-pyridoxine therapy for recurrent calcium 
oxalate calculi. J Urol. 1974;112(4):509-512. doi:10.1016/s0022-5347(17)59777-3.

30. Curhan GC, Willett WC, Speizer FE, Stampfer MJ. Intake of  vitamins B6 and C and 
the risk of  kidney stones in women. J Am Soc Nephrol. 1999;10(4):840-845.

31. Parks JH, Worcester EM, O'Connor RC, Coe FL. Urine stone risk factors in 
nephrolithiasis patients with and without bowel disease. Kidney Int. 2003;63(1):255-
265. doi:10.1046/j.1523-1755.2003.00725.x.

32. Hess B, Jost C, Zipperle L, Takkinen R, Jaeger P. High-calcium intake abolishes 
hyperoxaluria and reduces urinary crystallization during a 20-fold normal oxalate 
load in humans. Nephrol Dial Transplant. 1998;13(9):2241-2247. doi:10.1093/
ndt/13.9.2241.

33. Hoppe B, Beck BB, Milliner DS. The primary hyperoxalurias. Kidney Int. 
2009;75(12):1264-1271. doi:10.1038/ki.2009.32.

34. Oppici E, Montioli R, Dindo M, Maccari L, et al. The Chaperoning Activity of  
Amino-oxyacetic Acid on Folding-Defective Variants of  Human Alanine:Glyoxylate 
Aminotransferase Causing Primary Hyperoxaluria Type I. ACS Chem Biol. 
2015;10(10):2227-2236. doi:10.1021/acschembio.5b00480.

35. Cochat P, Hulton SA, Acquaviva C, Danpure CJ, et al. Primary hyperoxaluria Type 
1: indications for screening and guidance for diagnosis and treatment. Nephrol Dial 
Transplant. 2012;27(5):1729-1736. doi:10.1093/ndt/gfs078.

36. Leumann E, Hoppe B, Neuhaus T. Management of  primary hyperoxaluria: efficacy 
of  oral citrate administration. Pediatr Nephrol. 1993;7(2):207-211. doi:10.1007/
bf00864405.



© 2023 JOURNAL of  MEDICINE and LIFE. VOL: 16 ISSUE: 6 JUNE 2023 861

JOURNAL of MEDICINE and LIFE

70. Griffith DP, Khonsari F, Skurnick JH, James KE. A randomized trial of  
acetohydroxamic acid for the treatment and prevention of  infection-induced urinary 
stones in spinal cord injury patients. Journal of  Urology. 1988;140(2):318-324. 
doi:10.1016/s0022-5347(17)41592-8.

71. Griffith DP, Gleeson MJ, Lee H, Longuet R, et al. Randomized, double-blind trial 
of  Lithostat (acetohydroxamic acid) in the palliative treatment of  infection-induced 
urinary calculi. European Urology. 1991;20(3):243-247. doi:10.1159/000471707.

72. Spernat D, Kourambas J. Urolithiasis – medical therapies. BJU International. 
2011;108(s2):9-13. doi:10.1111/j.1464-410X.2011.10688.x.

67. Barbey F, Joly D, Rieu P, Méjean A, Daudon M, Jungers P. Medical treatment 
of  cystinuria: critical reappraisal of  long-term results. Journal of  Urology. 
2000;163(5):1419-1423. doi:10.1016/s0022-5347(05)67633-1.

68. Preminger GM, Assimos DG, Lingeman JE, Nakada SY, Pearle MS, Wolf  JS 
Jr. Chapter 1: AUA guideline on management of  staghorn calculi: diagnosis 
and treatment recommendations. Journal of  Urology. 2005;173(6):1991-2000. 
doi:10.1097/01.ju.0000161171.67806.2a.

69. Williams JJ, Rodman JS, Peterson CM. A randomized double-blind study of  
acetohydroxamic acid in struvite nephrolithiasis. New England Journal of  Medicine. 
1984;311(12):760-764. doi:10.1056/nejm198409203111203.


