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c Sorbonne Université, UMR S 1155, Paris F-75020, France   

A R T I C L E  I N F O   

Keywords: 
Oxalate 
Kidney 
Gut 
Enteric hyperoxaluria 
Microbiota 
Calcium 

A B S T R A C T   

Enteric hyperoxaluria is a metabolic disorder resulting from conditions associated with fatty acid malabsorption 
and characterized by an increased urinary output of oxalate. Oxalate is excessively absorbed in the gut and then 
excreted in urine where it forms calcium oxalate crystals, inducing kidney stones formation and crystalline 
nephropathies. Enteric hyperoxaluria is probably underdiagnosed and may silently damage kidney function of 
patients affected by bowel diseases. Moreover, the prevalence of enteric hyperoxaluria has increased because of 
the development of bariatric surgical procedures. Therapeutic options are based on the treatment of the un
derlying disease, limitation of oxalate intakes, increase in calcium salts intakes but also increase in urine volume 
and correction of hypocitraturia. There are few data regarding the natural evolution of kidney stone events and 
chronic kidney disease in these patients, and there is a need for new treatments limiting kidney injury by calcium 
oxalate crystallization.   

Introduction 

Oxalate is a small dicarboxylic acid dianion found in large quantities 
in various plants, fruits and seeds and is considered as a metabolic end- 
product in the human body [1–4]. Dietary oxalate is partly absorbed in 
the intestinal tract but oxalate may also result from liver metabolism. 
Eventually, oxalate absorbed by intestine and produced by liver is 
excreted in urine by kidney filtration and secretion. 

Oxalate has a high affinity for calcium ions. In the intestinal tract, 
dietary calcium binds oxalate, limiting its absorption by the intestinal 
mucosa. In the urine, a mild increase in oxalate concentration may result 
in the formation of calcium oxalate crystals. 

Enteric hyperoxaluria (EH) is a metabolic disorder characterized by 
an increased output of oxalate in urine, primarily due to an increased 
absorption of dietary oxalate in the colon. This increased absorption is 
the consequence of a malabsorption syndrome, that may result from 
bowel diseases, typically Crohn’s disease complicated by ileal resection 
or short bowel syndrome, but also from pancreatic exocrine insuffi
ciency or bariatric surgery. In these conditions, fatty acid are not reab
sorbed by small intestine and bind to massive amounts of dietary 
calcium in colon. A large part of dietary oxalate is no longer bound to 
calcium, leading to an increased absorption of oxalate available in the 

colon (Fig. 1). 
This oxalate excessive load in the systemic circulation is then filtered 

and secreted by kidneys, resulting in hyperoxaluria. Hyperoxaluria may 
lead to recurrent kidney stone formation but also acute and chronic 
kidney injury due to calcium oxalate crystalline nephropathy. 

The diagnosis of EH is frequently delayed in the absence of specific 
symptoms preceding complications, e.g. kidney stones and kidney fail
ure. Laboratory tests including oxalate assays, crystalluria, stone anal
ysis and in some cases kidney biopsies are essential for diagnosis. 

The treatment of EH aims to reduce dietary oxalate absorption, in 
order to prevent kidney stone formation and kidney injury. This strategy 
includes dietary modifications, such as limiting the intake of oxalate- 
rich foods and taking oxalate-binders. In addition, increasing urine 
volume and calcification inhibitors concentration in urine, especially 
citrate, may decrease calcium oxalate supersaturation and prevent kid
ney lesions. However, these therapeutic approaches are frequently 
insufficient to prevent kidney complications. 

The purpose of this review is to provide an overview of the patho
physiology and management of EH and to discuss current research in 
this field. 
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Pathophysiology 

Oxalate absorption, synthesis and excretion 

Oxalate plays a vital role in the metabolism of many plants, fungi, 
and bacteria[1]. In humans, oxalate has no identified function and is 
considered as an end-product. 

Oxalate in the human body comes from two main sources: food and 
endogenous production by liver[2]. 

Dietary sources rich in oxalate include various vegetables (e.g. 
spinach, sorrel, chards, beets, rhubarb, star fruit), nuts (almonds, pea
nuts, sesame seeds), chocolate (cocoa), spices (turmeric).. [3].. Only a 
part of the dietary oxalate is directly absorbed by the small intestine[4]. 
A significant amount of oxalate is absorbed in the colon. Actually, in 
malabsorption conditions, only patients with intact colon have a sig
nificant increase in urine oxalate excretion[5]. Experimental murine 
models evidenced that net intestinal absorption of dietary oxalate results 
from passive paracellular oxalate absorption, but also from oxalate back 
secretion mediated by oxalate transporters. Some transporters may also 
participate in active intestinal absorption of oxalate[6,7]. 

The liver can produce oxalate from precursors such as, glycolate and 
glyoxylate in the peroxisomes but also from other precursors, especially 
hydroxyproline which derives from the breakdown of proteins, 
including collagen fibers[8,9]. Unlike many other metabolites, oxalate is 
not eliminated by the liver but exported to the systemic circulation and 
excreted in urine by the kidney. Primary hyperoxaluria includes a group 
of rare and severe hereditary metabolic diseases characterized by 
excessive oxalate production by the liver. These diseases are related to 
specific genetic mutations altering hepatic glyoxylate metabolism, 

increasing oxalate production and threatening renal function but stand 
beyond the scope of this review[10]. 

In addition, the breakdown of ascorbic acid results in oxalate for
mation through non-enzymatic reactions, but its contribution to global 
oxalate synthesis in the absence of massive vitamin C intakes is probably 
moderate[11]. 

Both oxalate absorbed in gut and produced by metabolism are 
eliminated by kidney filtration but also by tubular secretion, involving 
anion transporters[12]. 

Determinants of intestinal oxalate absorption 

Role of divalent cations in oxalate absorption 
Calcium and magnesium may bind oxalate, limiting its absorption by 

the gut. Actually, the amount of calcium in food intakes has a dramatic 
impact on oxalate intestinal absorption[13]. Epidemiological studies 
have shown a “counterintuitive” negative correlation between calcium 
dietary intakes and the risk to develop kidney stones[14]. The most 
likely hypothesis is that dietary calcium chelates oxalate, limiting its 
absorption, and therefore its excretion in urine, resulting in a decreased 
risk to form calcium oxalate crystals and stone formation (Fig. 1). 

Role of bile acids and fatty acids in oxalate absorption 
Bile acids play a crucial role in the emulsification and absorption of 

dietary cholesterol, triglycerides and fatty acids. Under normal condi
tions, most of fatty acids and bile salt are absorbed in small intestine, 
especially ileon. There is therefore a limited amount of fatty acids pre
sent in the large intestine while an important proportion of dietary ox
alate is present as calcium-oxalate complexes. 

Fig. 1. Main mechanism of EH 
Under physiological conditions (left panel), oxalate absorption is limited as calcium oxalate complexes are not absorbed in colon. Under malabsorption states, for 
instance short bowel syndrome or other diseases inducing malabsorption (right panel), the presence of fatty acids in the colon leads to calcium chelation (sapon
ification). Oxalate is no longer bound to calcium and may be absorbed by the colon, resulting in hyperoxaluria. 
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In malabsorption conditions, this balance is disrupted. The presence 
of large amounts of fatty acids in the intestinal lumen promotes the 
formation of calcium salts in colon (saponification). Oxalate is therefore 
“free” and absorbed through mucosa. Additionally, bile salts and fatty 
acids can damage the colonic epithelium, promoting inflammation and 
increasing permeability to oxalate[15]. 

Role of the gut microbiota 
Some commensal bacteria, like Oxalobacter formigenes, use oxalate as 

a carbon source[16]. Many studies focused on the potential of 
O. formigenes to degrade dietary oxalate. Actually, it was shown that 
intestinal colonization with O. formigenes was associated with a reduc
tion in the risk for being a recurrent calcium oxalate stone former[17]. 
Nowadays, other bacteria including Lactobacillus spp. have been shown 
to degrade oxalate and it seems that multi-species bacterial network 
ensures healthy oxalate homeostasis[18]. 

In addition, O. formigenes and potentially other bacteria may not only 
degrade oxalate but also promote its intestinal secretion through 
transporters, potentially influencing the net amount of oxalate absorbed 
in the intestine and excreted in the urine[19–21]. 

It has been suggested that alteration of microbiota by antibiotics 
would result in a lower intestinal degradation of oxalate by 
O. formigenes, Lactobacillus spp or Bifidobacterium spp, increasing the risk 
of kidney stones[22]. However, a recent study suggests that the appar
ently increased risk of kidney stones after antibiotic therapy may be due 
to a methodological bias[23]. 

Role of intestinal oxalate transporters 
Several oxalate transporters have been identified in the human in

testine, including colon where most of oxalate is absorbed in malab
sorption conditions. Most of studies were performed in murine models 
and their clinical relevance needs to be confirmed in human pathology. 

The SLC26A6 gene encodes a chloride-oxalate exchanger involved in 
the secretion of dietary oxalate toward the gut lumen[24]. Jiang et al. 
demonstrated that mice knockout for the SLC26A6 gene exhibit a defect 
in intestinal oxalate secretion, resulting in a significant increase in urine 
oxalate excretion and the development of calcium oxalate neph
rolithiasis[25]. Cornière et al. reported recently a family in which a rare 
heterozygous missense mutation in the SLC26A6 gene was associated 
with hyperoxaluria and calcium oxalate urolithiasis[26]. This observa
tion may be the first description of a “genetic” EH in humans and needs 
to be confirmed by further cases. 

Similarly, some mice knockout for the SLC26A1 gene develop 
hyperoxalemia and hyperoxaluria, but the role of SLC26A1 in oxalate 
homeostasis is very controversial[27–31]. 

SLC26A3 gene encodes for an anion exchanger of chloride, bicar
bonate and oxalate (DRA), implicated in the transcellular absorption of 
intestinal oxalate. Mice lacking SLC26A3 show a decrease in oxaluria 
[32]. Cil et al. discovered that selective inhibitors of DRA were effective 
in reducing intestinal oxalate absorption, preventing calcium oxalate 
deposition and renal lesions in animal models of hyperoxaluria[33]. 
However, a significant role of DRA in intestinal absorption of oxalate in 
humans has not been shown. 

The potential impact of microbiota, bile salts, or fatty acids on these 
intestinal oxalate transporters is still misunderstood. 

Other risk factors for calcium oxalate supersaturation in EH 

Low diuresis due to diarrhea 
In addition to increased oxalate output, diseases inducing EH are 

frequently associated with diarrhea and massive water losses limiting 
diuresis, as typically observed in short bowel syndrome (SBS). This low 
urine volume increases oxalate and calcium concentration, and there
fore calcium oxalate supersaturation[34]. The gastrectomy performed 
during bariatric surgeries is also a factor limiting water intake and 
thereby diuresis. 

Hypocitraturia and calcification inhibitors deficiency 
Citrate is an important inhibitor of calcium oxalate crystallization in 

urine. Loss of bicarbonate in intestinal diseases may result in metabolic 
acidosis, limiting citrate excretion in urine and increasing calcium ox
alate supersaturation[35]. To a lesser extent, intestinal magnesium loss 
results in hypomagnesuria, promoting calcium oxalate crystallization. 

Diseases causative for EH 

EH may result from intestinal or pancreatic diseases causative for 
fatty acid malabsorption, including Crohn’s disease affecting ileon or 
complicated by ileal resection, or celiac disease. SBS, especially type II 
(jejunocolic anastomosis with ileal resection and at least partly pre
served colon) is associated with severe malabsorption and EH[36]. Pa
tients with SBS type III (jejunoileotransversostomy with jejunal 
resection and at least 10 cm of terminal ileum and colon retained) have 
less severe symptoms but are also at risk to form stones. 

Chronic pancreatitis and chronic biliary diseases are also classic 
causes of malabsorption resulting in EH[37]. The diagnosis of EH may be 
delayed in these conditions if pancreatic exocrine insufficiency has not 
been identified previously. Of note, the increasing use of GLP1 agonists 
is associated with an increased risk of pancreatitis and potential exocrine 
pancreatic deficiency in individuals. Special attention should be paid to 
diabetic patients who are more at risk to develop chronic kidney disease 
(CKD)[38]. In the same vein, the use of orlistat has been associated with 
cases of acute kidney injury possibly due to an increased malabsorption 
resulting from the inhibition of pancreatic and intestinal lipase by orli
stat[39]. 

Alongside these diseases, a growing cause of EH is the development 
of surgical procedures for weight loss. The Roux-en-Y gastric bypass 
(RYGB) and biliopancreatic diversion surgery are associated with 
hyperoxaluria, increased risk to form kidney stones and calcium oxalate 
nephropathy, especially after biliopancreatic diversion surgery. By 
contrast, restrictive surgery (sleeve gastrectomy) does not increase urine 
oxalate excretion and kidney stones risk or progression of CKD[40]. 

The massive development of these procedures during the past de
cades, even if restrictive surgery is more frequently used, exposes a large 
population to the risk of nephrolithiasis and CKD. 

Clinical consequences of EH 

Under standard conditions, the amount of oxalate absorbed by in
testine is usually moderate and its production by the liver remains 
limited, resulting in a normal urine oxalate excretion, e.g. <0.45 mmol/ 
day. In patients affected by EH, the massive oxalate load entering the 
systemic circulation is filtered and secreted by kidneys, increasing urine 
oxalate excretion, e.g. 0.5–0.8 mmol/day or more[41]. Even a mild in
crease in urine oxalate output is sufficient to induce calcium oxalate 
supersaturation and crystals formation in urine. Moreover, the decrease 
in urine volume due to diarrhea and hypocitraturia also increase calcium 
oxalate supersaturation. The high oxalate/calcium ratio resulting from 
EH drives the formation of calcium oxalate monohydrate (COM or 
whewellite) crystals rather than calcium oxalate dihydrate (COD or 
weddellite) crystals[42–46]. 

The repeated crystallization and aggregation of COM in urine may 
lead to the recurrent formation of calcium oxalate stones, frequently 
made exclusively of COM and presenting with specific features (see next 
chapter). In patients undergoing Roux-en-Y bypass or “malabsorptive” 
surgeries, both surgical procedures were associated with increased risk 
of stones[40]. Kidney stones may induce a renal colic if they pass in the 
urinary tract, potentially aggravated by complications: ureteral hydro
nephrosis, rupture of the fornix, hematuria, impairment of renal func
tion, infection.. [47].. 

Unlike “idiopathic” calcium oxalate stones which generally pose no 
threat to kidney function, EH is a condition characterized by a frequent 
onset and progression of CKD. Of note, the most common causes of 
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oxalate nephropathy are chronic pancreatitis and gastric bypass (48 %) 
[48]. Few series evaluated renal function in these patients, probably a 
consequence of the heterogeneous conditions associated with EH. The 
most complete data come from observations performed after bypass 
surgical procedures[40]. The risk of CKD increases significantly after 
malabsorptive procedures. 

The precipitation of calcium oxalate crystals in tubules causes acute 
kidney injury, probably due to intratubular obstruction and tubular cell 
lesions but also to an afflux of pro-inflammatory cells and the develop
ment of granuloma. Actually, crystalline plugs in the distal tubules or 
collecting ducts induce the activation of inflammasomes, especially 
NLRP3-related innate immunity pathways and eventually promote 
interstitial fibrosis and progression of CKD[49–53]. 

It may be hypothesized that acute episodes of diarrhea and decreased 
diuresis may lead to repeated acute kidney injury (AKI) and ultimately 
promote the progression of CKD. Actually, diagnosis of EH in some in
dividuals is performed after the onset of an AKI due to calcium oxalate 
crystals precipitation. 

At last, as recently evidenced, patients affected by EH and advanced 
CKD may have increased circulating oxalate levels[54]. Further studies 
are required to assess whether accumulation of oxalate in these patients 
may have an impact on cardiovascular outcomes or increase the risk of 
bone fracture. 

Diagnosis of EH 

The clinical context is often highly suggestive when a patient with 
kidney stones also presents with a condition affecting intestinal func
tion. The diagnosis may be less evident if undiagnosed malabsorption 
state exists, for instance exocrine pancreatic insufficiency, or in the 
absence of renal colic. 

Four biological tests are particularly helpful to diagnose EH:  

1. Increased urine oxalate excretion  
2. The presence of COM crystals in urine, a specific feature of 

hyperoxaluria  
3. Kidney stones made exclusively of COM with a specific morphology 

(type Ie)  
4. The presence of COM crystals in renal tubules if a biopsy is 

performed 

CT-scan may be of help to discriminate uric acid stones (density 
400–800 Hounsfield units) from COM stones (density 1200–1700 
Hounsfield units)[40]. However, CT-scan will not address the original 
mechanism of COM stones formation. Moreover, small stones (≤6–8 
mm) density may be dramatically underestimated by CT-scans. 

Increased urine oxalate output 

Consensus Groups recommend to perform oxalate dosage in routine 
screenings[55]. In patients potentially affected by EH, this test is critical. 
Actually, patient affected by EH have frequently a high urine oxalate 
output (frequently ≥0.8 mmol/24 h), much higher than urine oxalate 
excretion observed in idiopathic calcium oxalate stone formers. Urine 
oxalate excretion >0.3 mmol/L or >0.45 mmol/day is associated with 
an increased lithogenic risk. 

A comprehensive blood and urine analysis should be conducted as a 
first-line investigation for every patient with kidney stones, starting 
from the first episode[55]. The objective is to identify lithogenic risk 
factors and customize management to prevent recurrence. Considering 
the high risk of CKD and stone formation, an option is to propose the 
same tests to patients potentially affected by EH, even in the absence of 
past medical history of kidney stones. These tests include a 24-hr urine 
collection to assess diuresis, and creatinine excretion is quantified to 
validate urine collection. A complete collection is indicated by creati
nine excretion within the range of 193 +/- 41 µmol/kg/day for men and 

151 +/- 38 µmol/kg/day for women[56,57]. In addition, urine calcium 
excretion is quantified as well as urine citrate output. 

The oxalate assay on a 24-hour urinary collection is pivotal for 
diagnosis and demands careful attention to pre-analytical conditions. 
Urine should be stored in a cool place and the use of a preservative is 
mandatory to assess urine citrate, as bacterial proliferation may 
decrease citrate in containers. Before analysis, the urine should be ho
mogenized for solution uniformity and acidified with concentrated hy
drochloric acid (about 1 % of the total volume to achieve a pH around 2) 
to dissolve calcium oxalate crystals[58]. The absence of appropriate 
preanalytical procedure may misdiagnose hyperoxaluria. Oxalate assay 
should be repeated in optimal conditions if urine oxalate excretion is 
lower as expected, especially in stone formers or if crystalluria evidences 
COM crystals. 

Ion chromatography is a reference method frequently used for uri
nary oxalate measurement[59]. Enzyme-based methods employing ox
alate oxidase are also used since decades and liquid chromatography 
coupled with mass spectrometry (LC-MS or LC-MS/MS) is a promising 
method[60,61]. 

Crystalluria positive for COM crystals 

Crystalluria serves as an early indicator of urine supersaturation, 
manifesting prior to stone formation. Consequently, it holds significant 
diagnostic value, particularly when stone analysis is inaccessible[62, 
63]. 

Investigating crystalluria is warranted when EH is under suspicion. 
The mere presence of COM crystals is pathognomonic for hyperoxaluria 
[43]. 

Crucial attention must be given to pre-analytical conditions when 
examining crystalluria. Ideally, this investigation should be conducted 
using the first morning urine. Moreover, the specimen should be 
promptly delivered to the laboratory within 2 to 3 h and maintained at 
room temperature[64]. 

The most typical form of COM presents as an oval structure 
measuring 8 to 12 µm, characterized by a central depression and bulges 
on the sides, leading to polarization inhomogeneity (Fig. 2A-C). In some 
cases, COM can also take on an hourglass appearance (Fig. 2D) 

When present in a very significant quantity (> 200/mm3), the 
presence of COM crystals indicates major hyperoxaluria, suggesting an 
enteric or genetic origin (Fig. 2E). Conversely, smaller amounts are more 
suggestive of a dietary origin[65]. 

In exceptional cases, caoxite crystalluria may be observed, corre
sponding to calcium oxalate trihydrate (COT). These hexagonal crystals 
exhibit thick, regular edges, signaling major hyperoxaluria coupled with 
a macromolecular inhibition issue (Fig. 2F). 

Crystalluria is not only valuable for diagnosis but also proves highly 
effective for patient monitoring. Daudon’s research demonstrated that 
when over 50 % of urine samples exhibit crystal positivity, the risk of 
recurrent stone formation surpasses 90 %[66]. 

Morphoconstitutional stone analysis 

Many calcium oxalate stones are a mix of COM and COD, and also 
frequently contain small amounts of calcium phosphates. The exclusive 
presence of COM in a stone according to physical analyzes (most 
frequently Fourier Transform Infrared Spectroscopy) suggests that 
hyperoxaluria is the predominant risk factor of stone formation. 

In addition to stone composition, stone morphology provides critical 
informations. EH is classically characterized by a specific appearance of 
stones, identified as type Ie according to Daudon’s classification 
(Fig. 3B). This subtype is an intermediate between type Ia (common 
stones) and type Ic (genetic hyperoxaluria) (Fig. 3A,C)[64]. 
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Calcium oxalate crystalline nephropathy 

The onset of AKI or CKD from unknown origin may lead to a kidney 
biopsy showing calcium oxalate nephropathy (Fig. 4A-C). This crystal
line nephropathy is characterized by the presence of strongly birefrin
gent calcium oxalate crystal deposits under polarized light within 
tubular lumens. This is often accompanied by lesions of tubulointer
stitial nephritis[67]. FTIR imaging analysis can confirm that these 

crystals are actually made of COM (Fig. 4D)[68]. 
COM crystalline nephropathy may also be observed after in

toxications (e.g. ethylene glycol[69], hair-straightening procedures with 
products containing glyoxylic acid[70]) or in primary hyperoxaluria. 

Fig. 2. Various types of calcium oxalate monohydrate (COM) crystals 
A. Typical COM crystals with a characteristic oval center, depressed edge (black arrows), not to be confused with calcium oxalate dihydrate (COD) crystals which are 
formed by two flattened pyramids joined together at their bases (black star) 
B. Typical COM crystals with a peanut-like profile view 
C. COM crystals under polarized light, showing polarization inhomogeneity with a darker central zone. 
D. COM crystal with a “hourglass” shape 
E. High number of COM crystals forming aggregates, suggestive for massive hyperoxaluria resulting from enteric or genetic conditions. 
F. Calcium oxalate trihydrate (caoxite) crystal. 

Fig. 3. Calcium oxalate monohydrate (COM) stones related with EH 
A. Type Ia stone. This is the most common COM stone type, with a mammillary surface and a section made of concentric and compact layers with a radiating 
organization. Urine oxalate excretion is usually normal or mildly increased. 
B. Type Ie stones according to Michel Daudon’s classification are exclusively made of COM. These stones are typically observed in EH patients and result from 
massive hyperoxaluria. They have a granular and budding surface with confluent grains giving it a compact appearance. The color is usually light brown-yellow. The 
section is disorganized and loose and locally more compact with a radiating section. The aspect is an intermediate between “Ia” common COM stones and “Ic” COM 
stones due to primary hyperoxaluria. 
C. Type Ic stone. This type of stone is rare and pathognomonic for primary hyperoxaluria. These stones have a budding surface and a light color, cream to pale and 
sometimes whitish, and a poorly organized and pale section due to a rapid growth in a highly supersaturated milieu. 
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Management 

Control of the underlying disease 

In individuals with calcium oxalate nephropathy following-Roux-en- 
Y gastric bypass, Agrawal et al. demonstrated that reversing the bypass 
significantly reduced oxaluria, accompanied by improved renal function 
[71] However, this is an extreme measure that cannot be proposed to 
patients in routine practice. A better risk assessment should be carried 
out in candidates for a gastric bypass at risk to develop calcium oxalate 
nephropathy, especially kidney stone formers, and restrictive proced
ures are probably more appropriate in many cases. 

In patients affected by pancreatic exocrine insufficiency, the 
administration of pancreatic enzyme may decrease malabsorption and 
should in theory reduce the risk to develop hyperoxaluria but there is 
few evidence demonstrating this effect[72]. 

In patients affected by celiac disease, a gluten free diet improves 
urine oxalate excretion significantly[73]. 

Dietary measures 

Dietary measures are essential for EH management[74]. Initial rec
ommendations include hyperhydration to sustain optimal diuresis 
(target ≥2 liters/day), acknowledging potential limitations imposed by 
patients’ digestive tolerance and the risk of exacerbating diarrhea. 
Twenty-four urine collections are helpful to assess whether hydration is 
sufficient. The objective is to reduce oxaluria below 0.3 mmol/L, 

representing the crystalline risk threshold. Additionally, a reduction in 
oxalate intake coupled with increased calcium consumption is advised. 

Studies indicate that diminishing dietary oxalate intake correlates 
with a reduction in urinary oxalate excretion. However, in severe 
hyperoxaluria cases, the impact on oxaluria may be modest, prompting 
individuals to restrict intake of otherwise healthy foods[75–78]. Thor
ough dietary assessment is crucial to identify classic sources of oxalate: 
nuts, vegetables… In addition, indirect sources are not widely recog
nized e.g. hydroxyproline-rich gelatinous candies or vitamin C supple
ments[9,79,80]. 

Urinary oxalate excretion in EH also correlates directly with the fat 
content of stool, and limiting fat intake has been shown to reduce uri
nary oxalate but may lead to malnutrition[59,60]. A low-fat diet also 
improves steatorrhea, leading to less fecal fluid loss, which further di
minishes the risk of stone formation. 

Chelating dietary oxalate by incorporating dairy products during 
meals (or mineralized water) is proposed as a strategy to lower oxaluria 
[81–83]. 

Oxalate chelators 

In addition to dairy products, calcium medications should be pro
vided during each meal, usually calcium carbonate providing 500 mg- 
1000 mg of elemental calcium. Monitoring urinary calcium is neces
sary, though the risk of hypercalciuria in patients with intestinal 
malabsorption is minimal. Calcium citrate, exhibiting pharmacody
namic superiority over calcium carbonate, would be an alternative, 

Fig. 4. Calcium oxalate crystalline nephropathy 
A. Typical aspect of calcium oxalate monohydrate (COM) crystallites (white arrows) observed in a kidney biopsy, conventional light microscpy 
B,C: Typical aspect of COM crystallites (white arrows) observed in a kidney biopsy, polarized light microscopy 
D. Typical spectrum showing the presence of COM crystals evidenced by FTIR imaging in a kidney biopsy. 
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especially in cases of secondary hyperparathyroidism due to intestinal 
calcium malabsorption[84]. Calcium citrate may also correct hypoci
traturia secondary to acidosis induced by bicarbonate intestinal loss. 

Non-calcic chelators have been proposed, such as sevelamer and 
fosrenol, which are classically used as phosphate binders[85,86]. Their 
efficiency is controversial and these drugs may induce hypo
phosphatemia, limiting their use in clinical practice in patients affected 
by malabsorption. 

Citrate and alkaline therapies 

Considering the low urine citrate excretion observed in patients 
affected by EH, the administration of oral citrate or bicarbonate seems a 
reasonable option to reduce urine calcium oxalate supersaturation but 
the effect of alkali on calcium oxalate supersaturation seems limited[84, 
87]. 

Bile acid sequestrants 

Cholestyramine, a bile acid sequestrant, has no significant impact on 
oxalate intestinal absorption in patients affected by EH[88,89]. 

Oxalate decarboxylase 

Oxalate decarboxylase, catalyzing the conversion of oxalate into 
carbon dioxide and formate in gut, emerges as a potential intervention 
for hyperoxaluria. The treatment reloxaliase (recombinant oxalate 
decarboxylase from Bacillus subtilis) significantly reduced oxaluria 
compared to placebo early studies[90]. Quintero et al. observed a 23.87 
% reduction in 24-hour oxalate excretion with oxalate decarboxylase 
(Recombinant oxalate decarboxylase from Synechoccus elongates) 
compared to placebo[91]. A pilot study by Pfau et al. demonstrated that 
reloxaliase administration led to a significant reduction in oxalemia and 
oxaluria[92]. 

URIROX-1, a double-blind, placebo-controlled randomized trial, 
showed a reduction in oxalate excretion after 4 weeks of reloxaliase 
treatment in EH patients[93]. The long-term phase 3 randomized trial 
URIROX-2 terminated earlier than expected and intermediate results 
have not been published yet (NCT03847090). 

Modification of intestinal microbiota 

The intestinal microbiota plays an important role in oxalate meta
bolism. O. formigenes, by degrading dietary oxalate and stimulating in
testinal oxalate secretion, leads to a decrease in urinary oxalate output 
[20,94]. Verhulst et al. showed that administration of O. formigenes to 
ethylene glycol-intoxicated rats reduced oxalemia and the risk of 
nephrocalcinosis, but had no effect on oxaluria[95]. A phase I/II clinical 
trial did not evidence an effect of O. formigenes administration in pri
mary hyperoxaluria[96]. There is no evidence to date that administra
tion of O. formigenes in EH would reduce urine oxalate excretion in 
humans. 

SYNB8802, a modified probiotic derived from Escherichia coli Nissle, 
effectively reduced urinary oxalate excretion in murine and primate 
models of hyperoxaluria by metabolizing oxalate into formate in the 
gastrointestinal tract[97]. 

Conclusion 

The pathophysiology of EH encompasses multiple factors, including 
dietary oxalate intake, hepatic and intestinal metabolism, bile acid in
teractions, gut microbiota, calcium intakes and the role of specific 
transporters in the intestine. The natural history of EH is still poorly 
understood, and requires patient registries and long-term follow-up 
studies. 

The assessment of 24-hr urine oxalate excretion, crystalluria, stone 

analysis and in some cases kidney biopsy are essential and cost-effective 
tools providing a nuanced understanding of the patient’s lithogenic risk 
and aid in tailoring a precise management strategy. The collaboration 
between experts, especially gastroenterologists, dietitians, nephrolo
gists, and urologists is essential to provide adapted care to EH patients. 

Management of EH remains multifaceted, focusing on dietary mea
sures, controlling the underlying disease, and potential interventions 
targeting oxalate metabolism. The emerging treatments, such as oxalate 
decarboxylase and modulation of the intestinal microbiota, hold prom
ise for refining therapeutic approaches in the future. 
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