1/ ﬂ =+ Hey #NephTwitter, today we will discuss the kidney diseases associated with
inflammatory bowel disease (IBD)
Let’s begin with a quiz, what is the prevalence of the renal involvement in IBD?

- 5-10%

- 6-18%

- 4-23%

- 15-30%

2/&% The correct answer is 4-23%
Let's begin our discussion on the renal involvement in IBD. Check on the blog by
@aamirsaeed44441 and @sabarivenus at Kl reports community:

https://www.kireportscommunity.org/post/common-kindling-inflammatory-bowel-disease-associat
ed-with-kidney-disease

3/ What is IBD?
3¢ A group of chronic immune-mediated disorders of the GIT- includes Crohn’s disease
(CD) and ulcerative colitis (UC)
3¢ Driven by dysregulation of intestinal T cells; gut microbiota dysbiosis plays an
important role
3¢ Prevalence of extraintestinal manifestations: 5-50%
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Figure 1. Extraintestinal complications of inflammatory bowel disease.

4/ Coming back to our question,

IBD is frequently associated with kidney diseases (4-23%)

,{ Renal manifestations include - glomerulonephritis, acute/chronic
tubulointerstitial nephritis, and amyloidosis

@Pathogenesis- immune system dysregulation


https://www.kireportscommunity.org/post/common-kindling-inflammatory-bowel-disease-associated-with-kidney-disease
https://www.kireportscommunity.org/post/common-kindling-inflammatory-bowel-disease-associated-with-kidney-disease

VA by @deniise_am
https://www.kireports.org/action/showPdf?pii=S2468-0249%2823%2901599-1

Kidney Diseases Associated With Inflammatory Bowel Disease:
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29 (26%) patients reached kidney failure

@ Predictors of kidney failure HR (95% Cl)
Age
Common diagnoses

Impact of Chronic Histologic Damage, Treatments and Outcomes
Retrospective
Observational

o Cohort study

. Patients with
* diagnosis of IBD

45 — Ulcerative colitis
66 — Crohn’s disease

Baseline eGFR Chronicity score

Who underwent a
native kidney biopsy

Sept 1994 —
Sept 2022

22% IgAN
19% CIN
13% AIN

eGFR 30 ml/min/1.73m2

1.4

(1.02-1.07)
p=0.002

0.94

(0.91-0.98)
=0.003

4.01

(2.21-7.29)
P<0.001

i Age 4817 years

UPCR 0.8 g/g . ‘ ‘ J

IBD. inflammatory bowel disease; IgAN. IgA nephropathy: CIN, chronic interstitial nephritis; AIN, acute interstitial nephritis
LI = EERl
Yandian F et al, 2023 Conclusion One-fourth of IBD patients with kidney disease may reach kidney

failure, and the main determinants of this outcome is age, baseline eGFR and
degree of chronicity in kidney biopsy.
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5/ Renal findings:
pHematuria is frequent

pMost common glomerular pathology- IgA nephropathy

pOthers: acute and chronic tubulointerstitial nephritis, arterionephrosclerosis, acute
tubular injury, and focal segmental glomerulosclerosis


https://www.kireports.org/action/showPdf?pii=S2468-0249%2823%2901599-1
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https://www.kireports.org/action/showPdf?pii=S2468-0249%2823%2901599-1

6/ ) Let's review another wonderful infographic on renal manifestations in IBD

https://www.kireportscommunity.org/post/common-kindling-inflammatory-bowel-disease-associat
ed-with-kidney-disease



https://www.kireports.org/action/showPdf?pii=S2468-0249%2823%2901599-1
https://www.kireportscommunity.org/post/common-kindling-inflammatory-bowel-disease-associated-with-kidney-disease
https://www.kireportscommunity.org/post/common-kindling-inflammatory-bowel-disease-associated-with-kidney-disease
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Figure 2. Renal complications of inflammatory bowel disease.

7/ How do we treat glomerular diseases in IBD?

,-/ Monitor eGFR during treatment with 5-ASA, calcineurin inhibitors and/or tumor
necrosis factor-alpha inhibitors

AN
\, Additional immunosuppressive: mycophenolate mofetil, rituximab and azathioprine

8/ What is the most common glomerular disease on biopsy?
ﬁlgAN
Ef‘PrevaIence - 19-22%

&’Presence of HLA-DR1 in IgA nephropathy and HLA-DR1/DQwS5 in Crohn’s disease
links both diseases

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3913236/

9/ How to treat IgAN with IBD?
€_ Treatment with target-release budesonide in both IBD and IgAN
€ Nefigard trial on patients with IgAN: A 9-month treatment with budesonide {4eGFR
decline and a durable ﬁ in proteinuria versus placebo


https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3913236/

VA by @Glomkeeper
https://pubmed.ncbi.nlm.nih.gov/37591292/

Does targeted-release formulation of Budesonide improve
kidney function in primary IgA Nephropathy?
Part B NeflgArd trial

Time-weighted average Mean absolute
Randomization change in eGFR = change in eGFR

Multicenter from baseline from baseline

Double blinded

—2-47 -6-11 Serious TEAE

Nefecon twice as common

Biopsy confirmed mL/min per 1:73 m? mL/min per 1-73 m?

primary IgAN is_':g:d with Nefecon

3 S <0-0001 <0-0001 : : :
Persistent proteinuria P P Discontinuation
(UPCR > 0.8 g/g or L — ——— due to TEAE higher

>1gram/24 hr) with Nefecon

eGFR

> 35 to < 90 ml/min/1.73 m* Common TEAE:

Peripheral edema,

Optimized RAS hypertension, muscle
inhibition TEAE: Treatment-emergent adverse events, UPCR: Urine protein to creatinine ratio in gm/gm spasm, acne & headache
eGFR: Estimated glomerular filtration rate in mL/min per 173 m?*

Lafayette R etal. The Lancet, 2023 Conclusion: The final NeflgArd study has verified the approved clinical benefit of

) Nefecon disease-specific treatment that is able to significantly reduce the rate of kidney
Visual abstract by Anant SSP MD DM

X @Glomkeeper function decline in patients with primary IgAN

10/ What are the next frequently diagnosed kidney biopsy findings in IBD?

A

& AIN and CIN
? Treatment with 5-ASA in IBD are frequently associated with AIN (51%) and CIN (71%)

11/ 2 AIN/CIN usually present with slow subacute rise in serum creatinine; a high index of
suspicion is needed for diagnosis
% Kidney biopsy is helpful
% Discontinuing 5-ASA and addition of prednisolone may show partial improvement
in AKI

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10851004/

12/ How common is renal AA amyloidosis in IBD?
@ Rare, but fatal condition

® 1.3-10.9% (D), 0.7% (UC)
Usual presentation- nephrotic range proteinuria
ﬁCan rapidly progress to renal failure

13/ ﬁRenal biopsy- Congo red (bright apple green) positive fibril deposition within the

glomerulus @arkanalabs
https://www.arkanalabs.com/case-3-a-chameleon-in-green/



https://pubmed.ncbi.nlm.nih.gov/37591292/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10851004/
https://www.arkanalabs.com/case-3-a-chameleon-in-green/

Early diagnosis improves patient prognosis
14/ How common are urologic complications in IBD?

% 12-28% nephrolithiasis
¥ Urolithiasis, intestine-ureteral fistulas, and ureteral obstruction are common
% Predominant stone type- calcium oxalate and uric acid stones

15/ Pathophysiology of urolithiasis:

(zJHypovolemia (diarrhea)

urine supersaturation related to low urine volume and altered urine pH (uric acid
stones)

increased intestinal oxalate absorption causing hyperoxaluria (calcium oxalate stones)

https://www.kireportscommunity.org/post/common-kindling-inflammatory-bowel-disease-associat
ed-with-kiney-disease



https://www.kireportscommunity.org/post/common-kindling-inflammatory-bowel-disease-associated-with-kidney-disease
https://www.kireportscommunity.org/post/common-kindling-inflammatory-bowel-disease-associated-with-kidney-disease
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16/ ‘Increased risk of kidney stone formation

‘ Patients with IBD-related surgeries (i.e. total colectomy, intestinal bypass, small bowel
resection)

@ Extensive ileocolonic involvement

17/ How to prevent kidney stones in IBD?
(LJHydration
L4 Oxalate intake
¥4 Urinary alkalinisation

https://pubmed.ncbi.nlm.nih.gov/27453651/


https://pubmed.ncbi.nlm.nih.gov/27453651/

« Full dietary history questionnaire; \

« Periodic 24-hour urine collections
(recommended a minimum of two), regular urine
specific gravity checks;
« Stop all nephrotoxic medication;
Health « Increase fluid intake;
education + * Restrict dietary fat 40-60 g per day (if hyperoxaluria
Diet and steatorrhea - fecal fat >15 g per day);
« Increase dietary calcium and lower oxalate intake
with medium chain ftriglycerides;
* Gluten-free diet (in celiac sprue patients) j
« Thiazide diuretics if hypercalciuria caused by calcium \
supplements;
«» Sodium bicarbonate (increases solubility of uric acid, dissolves
existing stones and prevents recurrence);
« Opiates (if diarrhea);
« Cholestyramine (if hyperoxaluria);
* Gluten-free diet (in celiac sprue patients);
Medical « Pancreatic enzyme replacement (in pancreatic insufficiency
Management patients);

« Antibiotics to control bacterial overgrowth;
« Pyridoxine, which decreases oxalate synthesis;

« Potassium citrate;
* Magnesium replacement; /

« Extracorporeal Shock Wave Lithotripsy
(ESWL)

« Ureteroscopic Lithotripsy (URS)

« Percutaneous nephrolithotomy (PCNL)

Surgical
Management

18/ What are the predictors of progressive kidney failure?

p~ Older age, lower baseline eGFR, nephrotic range proteinuria, and more severe
anemia

ﬁHistoIogy does not determine prognosis

19/ There is [grisk of kidney failure with:

(LJmore glomerulosclerosis
& interstitial fibrosis tubular atrophy
Qarteriosclerosis

https://pubmed.ncbi.nim.nih.gov/26223844/

20/ To conclude,

.. Renal complications in IBD are less frequent but have grave prognosis

.. Patients with IBD should undergo routine surveillance of renal function and serum
electrolytes


https://pubmed.ncbi.nlm.nih.gov/26223844/

Active monitoring of kidney disease is recommended in all IBD patients

21/ This has been a tweetorial by @KajareeG and @DrNikhildJ1 from NephEdC 2024 Pod 1
Filtrate Firebolts ¢} Special thanks to @Sophia_Kidney, @Brian_rifkin, @NephroSeeker and
@MChanMD for their help and feedback, and to @KIReports for the opportunity.



