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Abstract
Anti-glomerular basement membrane (anti-GBM) disease is a major cause of rapidly progressive glomerulonephritis (RPGN).
On the other hand, fibrillary glomerulonephritis (GN) typically presents as proteinuria, hematuria and renal insufficiency,
but rarely as RPGN. Without electron microscopy, the diagnosis of fibrillary GN can be missed. We report a 68-year-old
white woman who presented with RPGN with kidney biopsy demonstrating diffuse crescentic GN on light microscopy.
By immunofluorescence, there was bright linear staining of the GBMs and smudgy mesangial staining for immunoglobulin
G, C3, and kappa and lambda light chain. Electronmicroscopy revealed fibrillary deposits in the GBM andmesangium. A serum
test for anti-GBM antibody was positive. To our knowledge, this is the first report of coexistence of fibrillary GN in a patient
with anti-GBM disease. Electron microscopy is critical to identify the coexistence of other GN in patients presenting with
crescentic GN.
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Introduction
Rapidly progressive glomerulonephritis (RPGN) is a clinical syn-
drome manifested by features of nephritic syndrome and rapid
loss of the kidney function overa period of a fewweeks tomonths
where themain pathologic finding is a necrotizing and crescentic
glomerulonephritis (GN) on kidney biopsy [1]. The general cat-
egories of the cause of RPGNare anti-glomerular basementmem-
brane (anti-GBM) disease, pauci-immune crescentic GN [usually

antineutrophil cytoplasmic antibody (ANCA)-associated] and im-
mune complex type crescentic GN.

Fibrillary GN (FGN) is an immune complex GN characterized
by glomerular staining by immunofluorescence for immuno-
globulin G (IgG), complement components, and usually kappa
and lambda light chains, and deposition of irregularly oriented,
elongated, nonbranching fibrils, 10–30-nm thick, in the GBMs
and mesangium [2–5] as seen by electron microscopy; focal
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tubular basement membrane deposits may be seen as well. Pa-
tients with FGN typically present with subnephrotic- or nephrot-
ic-range proteinuria associated with microscopic hematuria,
hypertension and progressively worsening renal function [5, 6].
Rarely, FGN can present as RPGN [5, 7–9]. We describe a case of
RPGNwith kidney biopsy demonstrating both anti-GBMnephritis
and FGN. To our knowledge, this is the first report of the coexist-
ence of these two glomerulonephritides.

Case report
Clinical history and initial laboratory data

A 68-year-old woman was admitted with progressive weakness
and altered mental status. Approximately 2 weeks prior to ad-
mission, the patient was diagnosed with an upper respiratory
tract infection and was prescribed a 7-day treatment course
with trimethoprim/sulfamethoxazole. Her respiratory symp-
toms improved. However, she developed progressive general-
ized weakness, nausea and altered mental status and was
brought to the hospital for evaluation. Her past medical history
was significant for diabetes mellitus type 2 on diet control,
rheumatoid arthritis in remission, dyslipidemia and gastroeso-
phageal reflux disease. Medications included pravastatin and ra-
nitidine. The patient was a former smoker. There was no family
history of kidney disease. Physical examination was unremark-
able except for 1+ pitting edema in the lower extremities. Serum
creatinine (Cr) was increased at 4.0 mg/dL (353.6 µmol/L) from a
baseline Cr of 1.0 mg/dL (88.4 µmol/L; estimated glomerular fil-
tration rate, 59 mL/min/1.73 m2 calculated by the four-variable
Modification of Diet in Renal Disease Study equation) obtained
3 months prior. Urinalysis showed 10–15 red blood cells per
high-power field and 3+ proteinuria. Urine protein to creatinine
ratio was measured at 2.8 g/g. Urine eosinophils were present
(>5%). Serologic test results for anti-nuclear antibody, anti-
double-stranded DNA antibody, rheumatoid factor, cryoglobuli-
nemia, hepatitis B and C, and ANCA were negative by both
enzyme-linked immunosorbent assay and indirect immu-
nofluorescence; serum C3 and C4 levels were normal. Serum
protein electrophoresis and immunofixation showed no mono-
clonal proteins. Renal ultrasound showed normal renal size
and echogenicity bilaterally. The presence of eosinophi-
luria raised the possibility of trimethoprim/sulfamethoxazole

(TMT/SMT)-induced acute interstitial nephritis. Thus, TMT/
SMT was discontinued and the patient was treated conserva-
tively without corticosteroids. However, renal function contin-
ued to deteriorate with Cr of 5.1 mg/dL at Day 2 of hospital
admission. At that time, an anti-GBM IgG antibody test was
positive at 272 units/mL (reference range 0–19 units/mL). A
chest X-ray revealed no pulmonary infiltration. A kidney biopsy
was performed.

Kidney biopsy

Light microscopic evaluation showed two small cores of renal
cortex including a small portion ofmedulla. The sample included
seven glomeruli, two of which were globally sclerosed. Four
glomeruli (57%) showed crescents, including two cellular cres-
cents, one fibrocellular and one fibrous crescent. No necrotizing
lesions were identified. The uninvolved glomeruli showed mild
mesangial matrix expansion with periodic acid–Schiff positive
and silver negativematerial. No significantmesangial or endoca-
pillary hypercellularity was noted. There was minimal thicken-
ing of peripheral capillary loops.

Tissue submitted for immunofluorescence studies contained
one glomerulus, which showed linear GBM staining and segmen-
tal smudgymesangial stainingwith IgG (2–3+), C3 (2+), and kappa
(2+) and lambda (2+) light chains. Fibrinogen stained glomerular
crescents. IgG subclass staining was attempted, but additional
sections lacked glomeruli.

Ultrastructural studies showed an expanded mesangial ma-
trix with several areas of electron-dense to intermediately
dense deposits. On higher magnification, these deposits were
composed of randomly oriented fibrils, measuring mean thick-
ness of 19 nm, range 14–25 nm. The GBMs were thickened. Fibrils
were also seen within segments of glomerular capillary loops
within thickened basement membranes. Podocytes showed
moderate to severe foot process effacement. No tubular base-
ment membrane deposits were seen. Representative light, im-
munofluorescence and electron microscopy findings are shown
in Figure 1.

Diagnosis

Kidney, needle biopsy: (i) anti-GBM disease; (ii) FGN.

Fig. 1. Representative kidney biopsy findings showing FGN with anti-GBM disease. (A) Glomerulus with cellular crescent and mild mesangial matrix expansion.

Associated interstitial inflammation is noted (periodic acid–Schiff, 40×). (B) Immunofluorescence staining with IgG demonstrates linear GBM staining as well as

segmental smudgy mesangial staining. (C) Electron microscopy shows randomly oriented nonbranching fibrils distributed within mesangium as well as within the

peripheral capillary loops.
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Clinical follow-up

The patient was initiated on treatment with intravenous pulsed
methylprednisolone 500 mg daily for 3 days followed by pre-
dnisone 60 mg daily and oral cyclophosphamide 100 mg/day.
However, kidney function continued to deteriorate with Cr of
5.8 mg/dL and the patient developed hyperkalemia at 5.8 mmol/L
(reference range 3.6–5.2 mmol/L). On hospital Day 5, the patient
was started on hemodialysis. Following plasmapheresis, her cir-
culating levels of anti-GBM IgG antibodies were reduced to 173
and 70 units/mL after the first and second sessions, respectively.
On Day 7, the patient developed thrombocytopenia, oral candid-
iasis and urinary tract infectionwith sepsis. The patientwas trea-
ted with levofloxacin, and plasmapheresis was discontinued.
The patient was treated with cyclophosphamide for 3 months.
Prednisonewas gradually tapered to 10 mgdaily. At 4months fol-
lowing diagnosis, the patient remained on dialysis.

Discussion
Anti-GBM disease is an autoimmune disorder resulting from cir-
culating antibodies against an antigen intrinsic to the alpha 3
chain of type IV collagen in the GBM [10]. Emerging evidence
has demonstrated that autoreactive T cells may also play an im-
portant role in the development of anti-GBM disease [11, 12].
Anti-GBMdisease is awell-known cause of RPGN. In contrast, pa-
tients with FGN typically present with proteinuria and progres-
sive loss of kidney function [5, 6]. Nevertheless, cases of FGN
presenting as RPGN have been reported [5, 7, 8, 13, 14]. The diag-
nosis of FGN requires the pathognomonic histologic finding of
the deposition of irregularly oriented, elongated, nonbranching
microfibrils 10–30-nm thick in the mesangium and along the ca-
pillary walls on electronmicroscopy [5, 6], with negative staining
by Congo red.

The kidney biopsy findings of FGN on light microscopy are
variable and include diffuse mesangial hypercellularity and ma-
trix expansion thatmay be seenwith other types of GN [7, 13, 14].
Less commonly, lightmicroscopymay show crescents [5, 7, 8, 15].
Immunofluorescence microscopy is positive for mesangial poly-
clonal IgG and C3 staining with weaker, less often granular and
irregular, capillary wall staining [7, 14, 16]; ∼10% of FGN cases
show monotypic IgG. The texture of the immunofluorescence
staining is typically smudged without distinct linearity or granu-
larity [13]. However, the extensive fibrillary deposits of IgG can
lead to a pseudolinear staining along the GBMs, similar to that
seen in anti-GBM disease [3, 16]. For this reason, there have
been several reported cases of FGN presenting as crescentic GN
with linear IgG staining of the glomerular capillarywallsmimick-
ing anti-GBMdisease [5, 7, 8, 17] (Table 1). However, in these cases
of crescentic FGN, serum anti-GBM antibodies were consistently
absent [2–5]. In the present case, the highly elevated anti-GBM le-
vels in the serum togetherwith immunofluorescencemicroscopy
showing both linear GBM and smudgymesangial staining for IgG
and C3, along with fibrillary deposits by electron microscopy,
confirmed the coexistence of two distinct pathological processes:
anti-GBM disease and FGN.

Rupture of GBM has been well known to cause the exudation
of fibrin in the urinary space, leading to crescent formation [19].
In anti-GBM disease, which has recently been considered as an
autoimmune ‘conformeropathy’ [20], the quaternary structure
of the alpha 345 noncollagenous-1 hexamer that forms GBM
undergoes a conformational change resulting in an exposure of
pathogenic epitopes on the α-3 and α-5 subunits and develop-
ment of a pathogenic autoantibody anti-GBM response. The

GBM rupture with subsequent crescentic GN can occur due to
these anti-GBM antibodies against the α-3 chain of type IV colla-
gen in the GBM [10]. In patients with FGN, the accumulation of
intra-membranous fibrils may result in the rupture of GBM lead-
ing to the development of crescents as described in glomerular
crescents in renal amyloidosis cases [19, 21]. It is possible that fi-
bril accumulation disrupts the GBM exposing the cryptogenic
Goodpasture antigen. Anti-GBM nephritis typically shows a dif-
fuse necrotizing and crescentic GN on renal biopsy, with all of
the crescents of the same ‘age’ (in the absence of ANCA) [22].
The current case showed a histologic picture somewhat different
from typical anti-GBM nephritis: while there were diffuse cres-
cents by light microscopy, the crescents ranged from cellular to
fibrocellular to fibrous, indicative of different ‘ages’ and a more
prolonged clinical course prior to presentation with renal insuffi-
ciency. This histologic feature is an indication of a glomerular
disease concurrent with anti-GBM nephritis; in this case, FGN
was concurrent.

In contrast to the well-known finding of positivity of ANCA,
especially anti-myeloperoxidase-ANCA, in 30–38% of patients
with anti-GBM disease [23, 24], the presence of circulating anti-
GBM IgG antibody in patients with FGN has been demonstrated
only in one other recent case [18] (Table 1). Momose et al. [18] de-
scribed a patient who presented with acute kidney injury and
positive serum anti-GBM antibody; renal biopsy showed throm-
boticmicroangiopathy and ultrastructural features of FGN. Prolif-
erative GN pattern and global sclerosis were described on light
microscopy of 17 glomeruli. Unfortunately, immunofluorescence
analysiswas not performed in their case. In addition, diffuse nec-
rotizing and crescentic GN was not noted, and so the authors
could not conclude the existence of anti-GBM nephritis concur-
rent with FGN.

It is unclear whether the current case reflects an incidental
coexistence of two uncommon GNs. Electron microscopy exam-
ination is not always performed in kidney biopsy specimens for
patients presenting with RPGN [25, 26], and therefore, coexisting
FGN may be missed and underreported. It is also possible that
pre-existing deposition of fibrils in fibrillary GNmay result in ex-
posure of the cryptic antigen in anti-GBM disease, a required step
in the development of anti-GBM nephritis [27, 28]. Anti-GBM dis-
ease has been described in several conditions that may predis-
pose to exposure of cryptic GBM antigens, including infection,
inhaled hydrocarbons, cocaine use, smoking and lithotripsy [29,
30]. Similarly, anti-GBM nephritis may occur superimposed on
membranous GN, which may result in cryptic GBM antigen ex-
posure [31]. In addition to antigen exposure, genetic factors
such as human leukocyte antigen (HLA)-DR15 and DR4 have
also played an important role for an increased risk of developing
anti-GBM disease [32].

Although there are no controlled trials to guide treatment for
FGN, high-dose glucocorticoids and cyclophosphamide have
been used as treatment for FGNwith crescentic GN [5, 9]. Its prog-
nosis, however, is poor, and all reported cases of FGN with the
clinical presentation of RPGN required renal replacement therapy
and remained dialysis dependent [5, 8, 9, 18]. Plasmapheresis
in conjunction with prednisone and cyclophosphamide have
been recommended for the treatment of anti-GBM disease
except in patients who are dialysis dependent at presentation
with 100% crescents in kidney biopsy (correlated with poor kid-
ney survival) and do not have pulmonary hemorrhage [33].
In our case presentation of coexistent anti-GBM disease with
FGN, the patient received plasmapheresis in addition to treatment
with cyclophosphamide and corticosteroids. Unfortunately,
plasmapheresis was discontinued due to thrombocytopenia
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Table 1. Characteristics and kidney biopsy findings of patients with FGN with or without anti-GBM antibody presenting as RPGN

Case
Age
(years) Gender

Anti-GBM
antibody Light microscopy Immunofluorescence Electron microscopy

Reported cases of FGN presenting as crescentic GN with linear IgG staining of the glomerular capillary mimicking anti-GBM disease
1 [5] 61 Female Negative Cellular crescents in 3 of 10 glomeruli, acute

tubular injury and mild to moderate
mononuclear interstitial infiltrate.

Linear, nearly global glomerular capillary wall
staining for IgG (3+), C3 (3+) and albumin
(1+).

Fibril deposition in the GBM.

2 [7] 50 Male Negative Cellular crescent formation with collapse of
the capillaries in 12 of 17 glomeruli,
interstitial nephritis and acute tubular
injury.

Prominent linear and pseudolinear staining
of the capillary walls for IgG and prominent
staining for fibrin in glomeruli with areas
of fibrinoid necrosis.

Fibrils predominantly in the subepithelial
areas of the capillary walls.

3 [8] 59 Male Negative Cellular crescents and fibrinoid necrosis of
glomerular tuft in 7 of 19 glomeruli,
moderate interstitial infiltrates along with
tubular injury.

4+ linear deposits of IgG with 2+ confluent
deposits of C3 along segmental mesangial
and capillary loops.

Nonbranching fibrils measuring 16 nm in
diameter electron-dense deposits in the
glomerular mesangium and capillary walls.

4 [17] 55 Male Negative Cellular crescents in ∼30% of the glomeruli.
The interstitium was infiltrated with
lymphocytes and neutrophils.

3+ linear staining of the GBM with IgG,
C3, and kappa and lambda light chains.

Abundant, fairly straight, nonbranching fibrils
with mean diameter of 26 nm in the
thickened GBM and expanded mesangial
regions.

Reported cases of FGN presenting as crescentic GN with positive anti-GBM antibody
1 [18] 54 Male Positive Proliferative GN pattern and global sclerosis

were described on light microscopy of 17
glomeruli. Renal arterioles, both afferent
and efferent, showed extensive endothelial
cell edema and swelling. Renal tubules were
atrophic.

Immunofluorescence was not performed. Extensive and dense extracellular deposition
of fibrillar components, larger in diameter
than amyloid fibers and aggregated to form
large bundles.

Our case
presentation

68 Female Positive 4 of 7 glomeruli (57%) showed crescents,
including two cellular crescents, one
fibrocellular and one fibrous crescent.

Linear GBM staining and segmental smudgy
mesangial staining with IgG (2–3+), C3 (2+),
and kappa (2+) and lambda (2+) light chains.

Randomly oriented fibrils, measuring mean
thickness of 19 nm, range 14–25 nm, within
mesangium as well as within the peripheral
capillary loops.
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and sepsis, and the patient remained dialysis dependent at
4-month follow-up despite treatment with immunosuppressive
treatment.

In summary,we present a case of coexistent anti-GBMdisease
with FGN presenting as RPGN. To the best of our knowledge, this
has not previously been reported.
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