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Abstract We describe herein a case of IgA nephropathy

in a 34-year-old woman with Crohn’s disease (CD) treated

with infliximab. CD first appeared at the age of 15 years.

An elemental diet was started for remission maintenance.

Ten years later, the patient suffered from a recto-vaginal

fistula and subtotal colectomy with stoma formation was

performed. At the age of 33 years, the patient was inves-

tigated for painless macroscopic hematuria and proteinuria.

Renal biopsy revealed IgA nephropathy. Mizoribine was

started but proteinuria persisted. Due to diarrhea she was

admitted to our hospital, and scheduled maintenance

therapy with infliximab was initiated. After the first inf-

liximab infusion, the patient presented significant clinical

improvement in both diarrhea and proteinuria with con-

comitant decrease of C-reactive protein to normal levels

and proteinuria *1 g/day. This represents the first report

of infliximab treatment in a patient with IgA nephropathy

associated with CD and clarifies the importance of tumor

necrosis factor-alpha (TNFa) in immunity to renal disease.

Further studies are needed to draw firm conclusions for the

safety of infliximab in patients with IgA nephropathy.
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Introduction

Infliximab, a chimeric anti-tumor necrosis factor-a (TNFa)

monoclonal antibody, has proven to be an effective treat-

ment for Crohn’s disease (CD). However, the safety of

infliximab has not been evaluated in patients with com-

plicated renal disease. We describe herein the case of a

34-year-old woman who suffered from IgA nephropathy

associated with CD whose proteinuria successfully

improved with infliximab.

Case report

In 1988, a 15-year-old female presented with abdominal

pain and diarrhea and was diagnosed with CD (ileocolic

type). She was started on an elemental diet (1200

kcal/day). She did not take standard mesalamine therapy

because she had an allergy to the drug. At several points

during the 9-year period after her initial diagnosis, her

symptoms were poorly controlled with regular exacerba-

tions. She was treated with prednisolone during this period

and the symptoms recurred when the dose of prednisolone

was reduced. She suffered from osteoporosis in 1997 and

the prednisolone was stopped. In January 2001, she pre-

sented with fever, diarrhea, and abdominal pain. Colon-

oscopy demonstrated severe stenotic lesions at the

transverse colon and anal ring. Computed tomography

(CT) scan showed focal wall thickening on the terminal

ileum. She underwent ileal resection at the length of 40 cm

and subcolectomy with stoma formation. The stoma was

made by residual ascending colon. In July 2004, she was

diagnosed with perianal abscess and recto-vaginal fistula,

and underwent rectal resection. She was treated only with

elemental diet because she did not want to take
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immunomodulators. In October 2007, a routine serum and

urine analysis showed high serum creatinine level

(1.82 mg/dl), microscopic hematuria, and proteinuria.

Urinalysis demonstrated numerous erythrocytes and heme-

pigmented granulocytes, with heavy proteinuria by

dipstick. Serum IgA was selectively high (858 mg/dl) with

normal IgG level. Creatinine clearance was mildly

decreased (33.9 ml/min per 1.26 m2). Renal ultrasound

showed two normal-sized, nonobstructed kidneys and urine

culture showed no infection. A renal biopsy was done,

which revealed mesangial proliferative glomerulonephritis

and diagnosed IgA nephropathy (Fig. 1). Mizoribine was

started for the nephropathy, which resulted in no

improvement of serum creatinine and proteinuria. In

January 2008, due to severe diarrhea and dehydration, she

was admitted to our hospital. Relapse of CD was confirmed

by colonoscopy from the stoma, which showed longitudi-

nal ulcers with cobblestone appearance (Fig. 2a, b). Her

serum creatinine and blood urea nitrogen (BUN) on

admission were 3.24 and 36 mg/dl, respectively. Although

the dehydration was improved by total parenteral nutrition,

severe abdominal pain persisted. Because of her history of

steroid-induced osteoporosis, the patient was started with a

scheduled maintenance infusion of infliximab (5 mg/kg)

(Remicade, Centocor, Malvern, PA) from March 2008.

Before the initiation of infliximab treatment, her Interna-

tional Organization for the Study of Inflammatory Bowel

Diseases (IOIBD) score [1] was 7, and serum CRP level

was 0.8 mg/dl. The patient showed moderate proteinuria

(1922 mg/day) with high BUN (28 mg/dl) and serum cre-

atinine (1.6 mg/dl).

A few days after the infliximab infusion, the diarrhea

improved dramatically. Two weeks after the infusion, the

IOIBD score was improved to 1 and serum CRP level was

decreased to 0.2 mg/dl. Ten weeks after the first infusion,

24-h urinary protein decreased to 451 mg. Creatinine levels

later decreased to 1.28 mg/dl 22 weeks after the first

infusion. Quantitative urine analysis showed no proteinuria

but hematuria still persisted. Serum IgA level decreased

mildly to 706 mg/dl. The course of proteinuria, serum

creatinine, and serum albumin is shown in Fig. 3.

Discussion

To our knowledge, this is the first documented use of

infliximab therapy in a patient with both IgA nephropathy

Fig. 1 Renal biopsy shows mesangial proliferative glomerulonephri-

tis; periodic acid silver-methenamine (PAM) staining, 9100

Fig. 2 a Colonoscopy reveals cobblestone appearance with longitu-

dinal ulcers on the ascending colon. b Barium follow-through from

stoma showing longitudinal ulcers suggestive of active Crohn’s

disease
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and CD. Infliximab is an effective treatment for refractory

or fistulizing CD [2, 3]. Infliximab is also effective in some

extraintestinal manifestations such as psoriasis, arthritis,

and pyoderma gangrenosum [4]. However, no reports so far

have demonstrated the effectiveness of infliximab in renal

diseases complicated with CD. Here, we have demon-

strated that infliximab also improves proteinuria associated

with IgA nephropathy.

Because she suffered from active longitudinal ulcers on

the ascending colon and steroid-induced osteoporosis, we

considered using infliximab in this case, which induced

clinical remission. It has been reported that repeated infu-

sions of infliximab are effective for steroid-refractory CD

[2].

There are several reports about patients with inflam-

matory bowel diseases associated with IgA nephropathy

[5–7]. Although the relationship between CD and IgA

nephropathy remains unclear, mucosal inflammation in the

intestine may promote exposure of immune cells to various

antigens in food or bacteria, which provokes increases in

IgA, with the development of immune complexes that

accumulate in the glomerulus.

The precise mechanism by which proteinuria was

improved with infliximab is not known. Data from animal

models indicate that inhibition of TNFa decreases urinary

albumin excretion in experimental diabetic rats [8]. Raveh

et al. reported the case of a 13-year-old boy with refractory

nephrotic syndrome treated with infliximab [9]. They

showed suppression of proteinuria with infliximab with

tapering of steroids, and recommended that anti-TNFa
antibodies may be potential treatment strategies in idio-

pathic nephrotic syndrome.

In our case, there has been concomitant improvement of

proteinuria with good control of CD. Several reports

suggest that there is a causal relationship between severity

of intestinal inflammation in CD and IgA nephropathy.

Forshaw et al. reported the case of a 29-year-old man with

CD who had previously been diagnosed with IgA

nephropathy, whose proteinuria improved following hem-

icolectomy and resection of 30 cm of terminal ileum [10].

Takemura et al. described the case of a 13-year-old boy

with CD and IgA nephropathy. The patient was treated

with an elemental diet combined with oral prednisolone,

followed by maintenance therapy with salazosulfapyridine,

resulting in clinical improvement of both CD and pro-

teinuria [11]. Sakellariou et al. describe two cases of

patients with psoriatic arthritis and secondary IgA

nephropathy who were treated with infliximab [12]. In both

cases, proteinuria improved promptly after infusion of

infliximab. However, one of these cases had deterioration

of proteinuria with relapse of psoriasis. Therefore, when

the primary disease has been controlled, IgA nephropathy

appears to subside.

TNFa plays a pivotal role in the pathogenesis of IgA

nephropathy. The levels of intrarenal TNFa gene tran-

scripts are related to the severity of clinicopathological

findings, especially with the amount of proteinuria and the

degree of glomerular sclerosis and mesangial matrix

expansion [13]. When the IgA binds to its receptors on the

mesangial cells they produce TNFa, which induces apop-

tosis of podocytes and tubular epithelial cell damage [14].

No specific treatments exist for IgA nephropathy. Although

immunomodulators such as corticosteroids, cyclophospha-

mide, and mycophenolate mofetil, have been used for

inhibition of progression of the disease, about 15–30% of

patients will ultimately develop end-stage renal failure

[15]. Therefore, TNFa may be a potential target for the

treatment of proteinuria induced by IgA nephropathy.

Fig. 3 The course of

proteinuria, serum creatinine,

albumin level, and infliximab

management of this patient.

Arrows indicate times of

infliximab dosage
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TNFa plays a pivotal role in the pathogenesis of both CD

and IgA nephropathy. Although IgA nephropathy is pri-

mary or secondary, anti-TNFa therapy could be considered

as one of the potential treatments for IgA nephropathy.

Scheduled maintenance treatment with infliximab is

reported to have improved clinical symptoms by inducing

mucosal healing in CD [16]. Could infliximab also induce

complete healing in IgA nephropathy? In our case, inflix-

imab improved proteinuria but not hematuria. This sug-

gests that infliximab is not sufficient to completely improve

the function of the glomerulus in IgA nephropathy. Uri-

nalysis and creatinine clearance should be closely moni-

tored; and larger and longer-term studies are still required.

However, our experience in this case suggests that inflix-

imab can be used as a potent therapeutic option in refrac-

tory cases of CD, even in the presence of IgA nephropathy.

References

1. Myren J, Bouchier IA, Watkinson G, Softley A, Clamp SE, de

Dombal FT. The O.M.G.E. multinational inflammatory bowel

disease survey 1976–1982. A further report on 2,657 cases. Scand

J Gastroenterol Suppl. 1984;95:1–27.

2. Hanauer SB, Feagan BG, Lichtenstein GR, Mayer LF, Schreiber

S, Colombel JF, et al. Maintenance infliximab for Crohn’s dis-

ease: the ACCENT I randomised trial. N Engl J Med.

2002;359:1541–9.

3. Sands BE, Anderson FH, Bernstein CN, Chey WY, Feagan BG,

Fedorak RN, et al. Infliximab maintenance therapy for fistulizing

Crohn’s disease. N Engl J Med. 2004;350:876–85.

4. Barrie A, Regueiro M. Biologic therapy in the management of

extraintestinal manifestations of inflammatory bowel disease.

Inflamm Bowel Dis. 2007;13:1424–9.

5. Hirsch DJ, Jindal KK, Trillo A, Cohen AD. Acute renal failure in

Crohn’s disease due to IgA nephropathy. Am J Kidney Dis.

1992;20:189–90.

6. Dabadie A, Gie S, Babut JM, Roussey M. IgA nephropathy

associated with Crohn disease. Arch Pediatr. 1996;3:884–7.

7. McCallum D, Smith L, Harley F, Yiu V. IgA nephropathy and

thin basement membrane disease in association with Crohn’s

disease. Pediatr Nephrol. 1997;11:637–40.

8. Moriwaki Y, Inokuchi T, Yamamoto A, Ka T, Tsutsumi Z,

Takahashi S, et al. Effect of TNF-a inhibition on urinary albumin

excretion in experimental diabetic rats. Acta Diabetol.

2007;44:215–8.

9. Raveh D, Shemesh O, Ashkenazi YJ, Winkler R, Barak V. Tumor

necrosis factor-a blocking agent as a treatment for nephrotic

syndrome. Pediatr Nephrol. 2004;19:1281–4.

10. Forshaw MJ, Guirguis O, Hennigan T. IgA nephropathy in

association with Crohn’s disease. Int J Colorectal Dis.

2005;20:463–5.

11. Takemura T, Okada M, Yagi K, Kuwajima H, Yanagida H. An

adolescent with IgA nephropathy and Crohn disease: pathoge-

netic implications. Pediatr Nephrol. 2002;17:863–6.

12. Sakellariou GT, Vounotrypidis P, Berberidis C. Infliximab

treatment in two patients with psoriatic arthritis and secondary

IgA nephropathy. Clin Rheumatol. 2007;26:1132–3.

13. Lim CS, Yoon HJ, Kim YS, Ahn C, Han JS, Kim S, et al.

Clinicopathological correlation of intrarenal cytokines and che-

mokines in IgA nephropathy. Nephrology. 2003;8:21–7.

14. Lai KN, Leung JC, Chan LY, Saleem MA, Mathieson PW, Lai

FM, et al. Activation of podocytes by mesangial-derived TNF-

alpha: glomerulo-podocytic communication in IgA nephropathy.

Am J Physiol Renal Physiol. 2008;294:F945–55.

15. Julian BA. Treatment of IgA nephropathy. Semin Nephrol.

2000;20:277–85.

16. D’Haens G. Mucosal healing in pediatric Crohn’s disease: the

goal of medical treatment. Inflamm Bowel Dis. 2004;10:479–80.

Clin J Gastroenterol (2009) 2:380–383 383

123


	Infliximab treatment for Crohn&rsquo;s disease in a patient with IgA nephropathy
	Abstract
	Introduction
	Case report
	Discussion
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (None)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /SyntheticBoldness 1.00
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 524288
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org?)
  /PDFXTrapped /False

  /Description <<
    /ENU <>
    /DEU <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [5952.756 8418.897]
>> setpagedevice


