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ABSTRACT
Objectives:  this study evaluates the relationship between renal amyloid deposition burden in 
kidney biopsy and a renal staging system based on proteinuria and estimated glomerular filtration 
rate (eGFR) in al amyloidosis.
Methods:  a total of 248 patients diagnosed via renal biopsy were included. the extent of amyloid 
deposition in glomeruli, blood vessels, and tubulointerstitium were evaluated semiquantitatively. 
the total amyloid load (ta) was defined by the sum of glomerular, vascular and interstitial deposits.
Results:  Patients were categorized into three renal stages: i, ii, and iii. Findings showed that scores 
of pathological parameters increased progressive with advancing renal stage. the median ta 
values were 6 (iQR 3–8) in Stage i, 7 (iQR 5–8) in Stage ii, and 8 (iQR 7–11) in Stage iii (p < 0.001). 
Baseline eGFR was inversely correlated with ta (r = −0.363, p < 0.001), while proteinuria showed no 
significant association. Cox regression analysis identified eGFR <50 ml/min/1.73 m2 as an 
independent risk factor for renal survival (HR, 6.519; 95% Ci, 3.110–13.665; p < 0.001), whereas 
proteinuria did not show such an effect.
Conclusions:  these findings suggest that in the renal staging system, eGFR – but not proteinuria 
– is significantly associated with amyloid deposition and independently affects renal survival.

Introduction

immunoglobulin (ig) light chain (al) amyloidosis is defined 
by the accumulation of misfolded fibrillary proteins that orig-
inate from light chains or their fragments, produced by the 
clonal proliferation of plasma cells [1]. the kidneys are among 
the organs most commonly affected by al amyloidosis, lead-
ing to varying levels of proteinuria and renal dysfunction [2]. 
Renal involvement significantly contributes to morbidity, and 
renal insufficiency limits treatment options [3]. therefore, a 
staging or scoring system to predict renal outcomes is 
necessary.

Renal biopsy plays a crucial role in diagnosing amyloido-
sis, which is marked by amyloid deposits in all areas of renal 
tissue, including the glomeruli, blood vessels, and tubuloint-
erstitium [4]. Prior research has shown a link between the 
extent of amyloid deposition in renal tissue and the resulting 

outcomes in renal amyloidosis [5–8]. Consequently, Rubinstein 
et  al. proposed a new pathological scoring system to predict 
renal outcomes in al amyloidosis. they found that the 
degree of amyloid deposition, indicated by an amyloid score 
(aS), was associated with the progression to end-stage kid-
ney disease (ESKd), emphasizing the potential prognostic 
value of evaluating amyloid burden in renal biopsies [7].

a clinical renal staging system based on estimated glo-
merular filtration rate (eGFR) (≥50 or <50 ml/min/1.73 m2) 
and urine protein excretion (greater or less than 5 g/day) was 
initially proposed by Palladini et  al. in 2014 [9]. this staging 
approach allows for the prediction of progression to dialysis 
in patients with al amyloidosis at various renal stages and 
has been validated in European and Chinese cohorts [10–12]. 
However, it remains unclear whether this clinical renal stag-
ing system aligns with the amyloid deposition burden evalu-
ated through pathological scoring in renal biopsies. therefore, 
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the aim of this study was to determine the relationship 
between this renal staging system and the extent of amyloid 
deposition evaluated from kidney biopsies in patients with 
al amyloidosis.

Materials and methods

Population and study design

a total of 438 patients diagnosed with renal amyloidosis and 
confirmed by renal biopsy at our center between January 1, 
2000, and december 31, 2018, were assessed for inclusion in 
the study. Patients with non-al amyloidosis or unclassified 
amyloidosis were excluded. additionally, those lacking suit-
able tissue slides for histological reassessment, without data 
on 24-h urine protein levels and serum creatinine, or who 
met the CRaB criteria (hypercalcemia, impaired renal func-
tion, anemia, and bone disease) for active myeloma were 
also excluded. ultimately, 248 patients were included in this 
retrospective cohort study. details of the patient selection 
process are illustrated in Figure 1.

Clinical and laboratory data

Clinical and laboratory data were retrospectively collected 
from the medical records. Sex, age, history of hypertension 
and diabetes mellitus, blood pressure, hemoglobin, serum 
creatinine, eGFR, serum albumin, serum alkaline phosphatase 
(aKP), cardiac troponins (ctnt), n-terminal pro-brain natri-
uretic peptide (nt-proBnP), serum-free light chain (FlC), 
immunofixation electrophoresis (iFE) of serum and urine, 24 h 
urine protein excretion, bone marrow aspiration and/or 
biopsy examination at the time of renal biopsy variables 
were used as baseline variables for analysis.

the eGFR was determined based on the Chronic Kidney 
disease Epidemiology Collaboration equation. the definition 
of extrarenal organ involvement has been provided in previ-
ously conducted studies. Cardiac involvement was defined as 
a mean left ventricular wall thickness exceeding 12 mm in 
the absence of hypertension or other potential causes of left 
ventricular hypertrophy. Hepatic involvement was determined 
based on the presence of hepatomegaly evident on imaging 
studies (in the absence of heart failure) or a serum aKP level 
elevated to at least 1.5 times the upper limit of the institu-
tional normal range [13,14].

Renal staging is defined by the criteria put forth in 2014, 
based on the presence of two risk variables, eGFR (<50 ml/
min/1.73 m2) and proteinuria (>5 g/day), upon diagnosis; the 
renal stage can be classified as renal stage i (no risk variable), 
renal stage ii (one variable), or renal stage iii (both variables) [9].

Diagnosis and typing of renal amyloidosis

diagnosis of amyloidosis was made through renal biopsies 
showing positive Congo red staining with apple green bire-
fringence under polarized light, further validated by the pres-
ence of non-branching fibrils measuring 8–12 nm in diameter 
on electron microscopy. amyloid typing was conducted using 
immunofluorescence (iF) microscopy on frozen tissue or 
immunohistochemical (iHC) staining on paraffin sections. in 
cases where iF/iHC results were inconclusive (n = 8), immuno-
electron microscopy was utilized. additionally, laser microdis-
section and tandem mass spectrometry-based proteomics 
were employed for subtyping in some instances (n = 7).

Scoring histopathological lesions and measuring renal 
amyloid deposition

the extent of glomerular amyloid (Ga) deposition was scored 
on a scale from 0 to 4 based on the percentage of amyloid 
deposits relative to the total glomerular area, categorized as 
follows: 0 (absent), 1 (1%–10%), 2 (11%–25%), 3 (26%–50%), 
and 4 (more than 50%). Similarly, the degree of amyloid 
deposition in blood vessels (Va) was rated from 0 to 4 
according to the percentage of amyloid deposits in the inter-
lobular artery section area, using the same categories. the 
extent of interstitial amyloid (ia) deposition, inflammatory 
infiltration (iinf ), interstitial fibrosis, and tubular atrophy (ifib) 
was also scored from 0 to 4 based on the percentage of 
lesion involvement [6,15]. the scores for Ga, Va, and ia were 
summed to calculate the total amyloid load (ta) [6].

all histopathologic samples were reviewed and scored by 
a single renal pathologist who was unaware of the patients’ 
clinical information. to assess intra-rater reliability, 20 biopsies 
were reevaluated by the same pathologist. additionally, a sec-
ond renal pathologist independently reviewed a random 
selection of 20 biopsies to determine inter-rater reliability. 
Quantitation of renal amyloid deposition was conducted using 
computerized image analysis (image-Pro Plus 6.0 software, 
Media Cybernetics, Md) on a random subset of 20 biopsies. 
the results from the computerized analysis were compared to 
those by the renal pathologist to assess inter-rater reliability.Figure 1. Flowchart for patient selection in the study.
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Treatment and outcome

the first-line treatment options included high-dose mel-
phalan with autologous stem cell transplantation (Hd-aSCt), 
chemotherapy without Hd-aSCt (non-Hd-aSCt), and sup-
portive care only (no treatment) [16]. Reasons for not receiv-
ing treatment included death within 1 month of diagnosis 
due to advanced disease, multiorgan failure preventing treat-
ment, and the patient’s preference. Various alternative thera-
pies were employed in the non-Hd-aSCt group, reflecting 
changing institutional policies over the study period. the 
selection criteria for Hd-aSCt were based on the Mayo Clinic 
criteria [17]. the follow-up period was defined as the time 
from diagnosis to death or the most recent follow-up [18]. 
Renal survival was assessed based on the duration from 
diagnosis to the start of hemodialysis [9]. For the purpose of 
the renal survival analysis, patients who died without begin-
ning dialysis were considered censored [19].

Statistical analysis

Continuous variables are presented as mean ± standard devi-
ation or median (interquartile range [iQR]), while categorical 
variables are shown as frequencies and percentages. the 
t-test, Mann–Whitney U test, and Pearson chi-square or 
Fisher’s exact test were utilized for comparisons between two 

groups. For comparisons among three different renal stages, 
one-way analysis of variance, Kruskal–Wallis test, and 
linear-by-linear association were applied. the correlation 
between variables was assessed using Spearman’s correlation 
coefficient. the Kaplan–Meier method was employed to gen-
erate overall survival and renal survival curves, with group 
differences analyzed using the two-tailed log-rank test. Cox 
models were used to identify baseline variables that predict 
renal survival and overall survival. the analyses were con-
ducted with iBM SPSS Statistics version 25, and all hypothesis 
tests were considered significant at a threshold of 0.05.

Results

Comparing clinical characteristics across different renal 
stages

a total of 93 (36.5%), 127 (51.2%), and 28 (11.3%) patients 
were categorized into Stages i, ii, and iii according to the 
renal staging established by Palladini et  al. [9]. the demo-
graphic and clinical characteristics of the patients are detailed 
in table 1.

in bone marrow aspirates, the median plasma cell count 
(n = 152) was recorded as 3.5 (iQR 1.5–6.5) for Stage i, 2.5 
(iQR 1–4.5) for Stage ii, and 2.5 (iQR 2–5.5) for Stage iii, with 
a p-value of 0.268. Serum levels of involved free light chains 

Table 1. Patient’s clinical characteristics.

Variable
all

n = 248
Stage i
n = 93

Stage ii
n = 127

Stage iii
n = 28 p-value

Male, n (%) 160 (64.5) 57 (61.3) 81 (63.8) 22 (78.6) 0.156
age, years, mean ± SD 59.6 ± 10.1 59.9 ± 10.3 58.4 ± 9.6 63.3 ± 11.1 0.129
plasma cell, %, median (iQR) 3.0 (1.5–5.5) 3.5 (1.5–6.5) 2.5 (1–4.5) 2.5 (2–5.5) 0.268
Serum FlC involved, mg/l, median (iQR) 136 (56.35–247) 130 (63.4–347.6) 142 (36.2–247) 172 (105.3–306) 0.765
dFlC, mg/l, median (iQR) 101.7 (46–221.8) 105 (48.7–325.6) 102 (25.7–220.7) 72.6 (66.5–274.3) 0.983
light-chain isotype (κ), n (%) 42 (16.9) 13 (14)a 19 (15)a 10 (35.7) 0.037
M protein type

Free λ 47 15 29 3
Free κ 9 3 5 1
igG λ 42 13 21 8
iga λ 21 8 11 2
igG κ 6 1 3 2
igM κ 1 0 1 0
igM λ 1 1 0 0
igG λ+ igM λ 1 0 1 0

SBP, mmHg, median (iQR) 117 (101.5–128) 110 (100–125)a 117 (100–124)a 128 (113–143) 0.001
DBP, mmHg, median (iQR) 73 (67–80) 70 (65–80)a 73 (67.5–80)a 80 (70–88) 0.022
uPe, g/day, median (iQR) 5.36 (3.5–7.6) 3.21 (2.0–4.2)a,b 6.81 (5.4–8.2)a 9.64 (7.4–12.7) <0.001
uPe ≥5g, n (%) 137 (55.2) 0 109 (85.8) 28 (100.0)
Serum creatine, mg/dl, median (iQR) 0.87 (0.7–1.2) 0.8 (0.6–1.0)a 0.9 (0.7–1.1)a 2.3 (1.6–3.4) <0.001
eGFR, ml/min·1.73 m2, median (iQR) 89.3 (59.1–104.8) 91.3 (73.2–109.8)a 91.8 (64.9–104.6)a 28.4 (15.6–44.1) <0.001
eGFR≤ 50ml/min·1.73 m2, n (%) 46 (18.5) 0 (0) 18 (14.2) 28 (100.0)
Heart involvement, n (%) 71 (41.8) 26 (44.8) 33 (36.3) 12 (57.1) 0.727
interventricular septal thickness, mm 1.14 ± 0.28 1.19 ± 0.29 1.08 ± 0.26 1.20 ± 0.28 0.163
low voltage in limb leads, n (%) 51 (28.8) 21 (34.4) 20 (21.3) 10 (45.5) 0.038
nT-proBnP, ng/l, median (iQR) 51.1 (41.7–63.6) 49.7 (41.3–64.7) 50.9 (42–62.2) 55.3 (40.8–526.9) 0.794
liver involvement, n (%) 50 (27.9) 16 (25.4) 26 (28.0) 8 (36.4) 0.378
Treatment, n (%) 0.059

0, no treatment 44 (25.6) 17 (29.3) 18 (19.6) 9 (40.9)
1, non-HD-aSCT 102 (59.3) 33 (56.9) 56 (60.9) 13 (59.1)
2, HD-aSCT 26 (15.1) 8 (13.8) 18 (19.6) 0 (0)

SD: standard deviation; iQR: interquartile range; FlC: free light chain; dFlC: difference between involved (amyloidogenic) and uninvolved free light chain; 
SBP: systolic blood pressure; DBP: diastolic blood pressure; uPe: urinary total protein excretion; eGFR: estimated glomerular filtration rate; nT-proBnP: 
n-terminal pro-brain natriuretic peptide; non-HD-aSCT: chemotherapy treatment; HD-aSCT: high-dose melphalan with autologous stem cell 
transplantation.

aCompared with Stage iii, p < 0.05; bCompared with Stage ii, p < 0.05.
normal range for our laboratory: serum FlCλ, 5.71–26.3 mg/l; serum FlCκ, 3.3–19.4 mg/l; nT-proBnP, 0–125 ng/l.
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(iFlC) (n = 34) and the dFlC (involved FlC minus uninvolved 
FlC; n = 34) were similar across the three stages, with p-values 
of 0.765 and 0.983, respectively. the proportion of patients 
with the κ light chain isotype was 14% in Stage i, 15% in 
Stage ii, and 35.7% in Stage iii, indicating a significant 
increase with advancing renal stage (p = 0.037) (table 1).

the proteinuria levels (g/day) for Stages i, ii, and iii were 
3.21 (iQR 2.0–4.2), 6.81 (iQR 5.4–8.2), and 9.64 (iQR 7.4–12.7), 
respectively, with p < 0.001 for all comparisons. Patients in 
Stage iii had the highest serum creatinine levels (p < 0.001) 
and the lowest eGFR (p < 0.001), while renal function param-
eters were comparable between Stages i and ii (table 1).

Regarding extrarenal involvement, the rates of cardiac 
involvement (n = 170) were 44.8% in Stage i, 36.3% in Stage 
ii, and 57.1% in Stage iii, with a p-value of 0.727. the rates 
of hepatic involvement (n = 178) were 25.4% in Stage i, 28% 
in Stage ii, and 36.4% in Stage iii (p = 0.378) (table 1).

Concerning first-line treatment received (n = 172), 26 
patients, including 8 from Stage i, 18 from Stage ii, and none 
from Stage iii, underwent Hd-aSCt. Furthermore, 102 
patients, with 33 in Stage i, 56 in Stage ii, and 13 in Stage iii, 
received non-Hd-aSCt regimens (including 31 on melphalan- 
based regimens, 46 on bortezomib-based regimens, 6 on 
thalidomide-based regimens, and 19 on other regimens). 
additionally, 44 patients – 17 in Stage i, 18 in Stage ii, and 9 
in Stage iii – received no treatment.

Comparison of pathologic changes in renal biopsy across 
renal stages

the distribution of scores for Ga, Va, ia, ta, iinf, and ifib 
among all patients is presented in Supplementary table S1. 
the medians for Ga, Va, ia, ta, iinf, and ifib were 3, 3, 1, 7, 
1, and 1, respectively.

Ga was 2 (iQR 1–4) in Stage i, 3 (iQR 2–4) in Stage ii, and 
4 (iQR 3.25–4) in Stage iii, showing a significant difference 
between the groups (p < 0.001) (Figure 2(a)). the proportion 
of patients with Ga ≥ 3 (the median of Ga score) was 49.5% 
in Stage i, 70.1% in Stage ii, and 92.9% in Stage iii, indicating 
an increase with advancing renal stage (p < 0.001) (table 2).

For Va, scores were 2 (iQR 1–3) in Stage i, 2.5 (iQR 1–4) in 
Stage ii, and 3 (iQR 2–4) in Stage iii. although there was a 
trend indicating an increase in Va with advancing renal 
stage, this was not statistically significant (p = 0.075) (table 2, 
Figure 2(B)).

ia was 1 (iQR 0–1) in Stage i, 1 (iQR 1–1) in Stage ii, and 
1 (iQR 1–3) in Stage iii, with a significant difference observed 
between the groups (p < 0.001) (table 2, Figure 2(C)). the 
proportion of patients with ia ≥ 1 was 72%, 88.2%, and 
100% in Stages i, ii, and iii, respectively, indicating an increase 
with advancing renal stage (p < 0.001) (table 2). a similar 
trend was noted for ifib and iinf across the three groups, 
with both parameters reaching their highest levels in Stage 

Figure 2. Comparison of pathological scores across different renal stages.

https://doi.org/10.1080/0886022X.2025.2499230
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iii and lowest in Stage i, and the differences were statistically 
significant (table 2, Figure 2(d and E)).

ta was significantly higher in Stage iii (8 [iQR 7–11]) com-
pared to Stage i (6 [iQR 3–8], p < 0.001) and Stage ii (7 [iQR 
5–8], p = 0.004). However, the difference in ta levels between 

Stages i and ii was not significant (p = 0.064) (table 2, Figure 
3(a)). the proportion of patients with ta ≥ 7 (the median ta) 
was 40.9%, 55.1%, and 82.1% in Stages i, ii, and iii, respec-
tively, showing a statistically significant trend of increasing ta 
with advancing renal stage (p < 0.001) (table 2, Figure 4(a)).

Association of proteinuria, eGFR, and amyloid deposition 
in renal biopsy

Ga, Va, and ia were significantly higher in patients with 
eGFR <50 ml/min/1.73 m2 (table 3). ta was 8 (iQR 7–10) in 
patients with eGFR <50 ml/min/1.73m2, which was signifi-
cantly greater than the 6 (iQR 4–8) observed in patients with 
eGFR ≥50 ml/min/1.73m2 (p < 0.001) (table 3, Figure 3(B)). 
the proportion of patients with ta ≥ 7 was significantly 
higher in those with eGFR <50 ml/min/1.73 m2 (84.8% 
vs.45.5%, p < 0.001) (table 3, Figure 4(B)).eGFR showed a sig-
nificant negative correlation with all pathological parameters, 
including Ga, Va, ia, iinf, and ifib (r = −0.259, −0.283, −0.321, 
−0.558, and −0.537, all p < 0.001). there was also a significant 
negative correlation between eGFR and ta (r = −0.363, 
p < 0.001) (table 4).

Table 2. Comparison of pathological parameters in kidney biopsy across 
the renal stages.

Stage i
n = 93

Stage ii
n = 127

Stage iii
n = 28 p-value

Ga, score (iQR) 2 (1–4) 3 (2–4) 4 (3.25–4) <0.001
Ga ≥ 3, n (%) 46 (49.5) 89 (70.1) 26 (92.9) <0.001
Va, score (iQR) 2 (1–3) 2.5 (1–4) 3 (2–4) 0.075
Va ≥ 3, n (%) 43 (46.2) 63 (49.6) 19 (69.2) 0.086
ia, score (iQR) 1 (0–1) 1 (1–1) 1 (1–3) <0.001
ia ≥ 1, n (%) 67 (72.0) 112 (88.2) 28 (100) <0.001
Ta, score (iQR) 6 (3–8) 7 (5–8) 8 (7–11) <0.001
Ta ≥ 7, n (%) 38 (40.9) 70 (55.1) 23 (82.1) <0.001
ifib, score (iQR) 1 (1–1) 1 (1–2) 4 (2–4) <0.001
ifib > 1, n (%) 16 (17.2) 43 (33.9) 25 (89.3) <0.001
iinf, score (iQR) 1 (1–1) 1 (1–2) 2.5 (2–4) <0.001
iinf > 1, n (%) 12 (12.9) 38 (29.9) 22 (78.6) <0.001

iQR: interquartile range; Ga: the extent of glomerular amyloid deposition; 
Va: the extent of amyloid deposition in blood vessels; ia: the extent of 
interstitial amyloid deposition; Ta: the total renal amyloid load; ifib: the 
extent of interstitial fibrosis and tubular atrophy; iinf: the extent of 
inflammatory infiltration.

Figure 4. Comparison of the percentage of Ta ≥7 across different renal stages (a), varying levels of eGFR (B), and different levels of proteinuria (C).

Figure 3. Comparison of Ta among different renal stages (a), varying levels of eGFR (B), and different levels of proteinuria (C).



6 y. yaO Et al.

Ga and ia were higher in patients with proteinuria >5 g/
day (p = 0.003, 0.025), while Va was lower in this group 
(p = 0.112) (table 3). there was no significant difference in 
ta between patients with proteinuria >5 g/day and those 
with proteinuria ≤5 g/day (table 3, Figure 3(C)). the propor-
tion of patients with ta ≥ 7 was similar across different lev-
els of proteinuria (56.2% vs 48.6%, p = 0.236) (table 3, 
Figure 4(C)).

Spearman correlation analysis revealed a weak positive 
correlation between proteinuria and Ga (r = 0.217, p = 0.001) 
and ia (r = 0.166, p = 0.009) and a weak negative correlation 
with Va (r = −0.120, p = 0.059). there was no correlation 
between proteinuria and ta (table 4).

Renal survival

the follow-up durations for Stages i, ii, and iii were 28 months 
(range 1–163), 21 months (range 1–170), and 9 months (range 
1–125), respectively (n = 134). during the follow-up period, 32 
patients progressed to dialysis, including 6 from Stage i, 19 
from Stage ii, and 7 from Stage iii. Kaplan–Meier analysis 
revealed that the median time from diagnosis to the start of 
dialysis in Stage iii was 9.1 months (95% Ci: 5.8–12.5), which 
was significantly shorter than in Stage i (not reached [nR], 
p < 0.001) and Stage ii (nR, p = 0.003) (Figure 5(a)).

Patients with ta ≥7 experienced worse renal survival com-
pared to those with ta <7, with survival times of 62.8 months 
(75% Ci: 11.8–nR) versus nR, p = 0.004 (Figure 5(C)). 
additionally, patients with eGFR <50 ml/min/1.73 m2 had 
poorer renal survival, with survival times of 11.8 months (95% 
Ci: 6.8–16.8) versus nR, p < 0.001 (Figure 5(E)). Renal survival 
rates were similar between patients with proteinuria >5 g/day 
and those with proteinuria ≤5 g/day, nR vs nR, p = 0.649 
(Supplementary Fig. S1a).

Based on univariate Cox regression analysis, factors such 
as age, male sex, eGFR <50 ml/min/1.73 m2, heart involve-
ment, Stage iii, Ga, ia, ta, iinf, and ifib were found to be 
associated with renal survival, while proteinuria and treat-
ment were not. in the multivariate analysis, which included 
age, male sex, eGFR <50 ml/min/1.73m2, heart involvement, 
ta ≥ 7, iinf >1, and ifib >1, eGFR <50 ml/min/1.73m2 was 
identified as an independent risk factor for renal survival, 
with an HR of 6.519 (95% Ci, 3.110–13.665), p < 0.001 (table 5).

Overall survival

during the follow-up period, 56 patients died, including 20 in 
Stage i, 25 in Stage ii, and 11 in Stage iii (n = 134). the 
median overall survival for patients with Stage iii was 
8.4 months (95% Ci, 3.8–13.1), significantly shorter than that 
for Stage i (74.3 months; 95% Ci, 26.8–121.8; p = 0.02) and 
Stage ii (74.5 months; 95% Ci, 41.9–107; p = 0.003) (Figure 5(B)).

Patients with ta ≥ 7 had worse overall survival compared 
to those with ta < 7, with survival times of 36.4 months (95% 
Ci, 0–93.5) versus nR (p = 0.001) (Figure 5(d)). additionally, 

Table 3. Comparison of clinical and pathological parameters according to different levels of proteinuria and eGFR.

Variable

Proteinuria, g/day

p-value

eGFR, ml/min/1.73 m2

p-value≤5 >5 ≥50 <50

n 111 137 202 46
Clinical parameter
age, years, mean ± SD 60.8 ± 10.1 58.6 ± 10.2 0.09 58.6 ± 9.9 64.0 ± 9.7 0.001
Male, n (%) 71 (64) 89 (65) 0.87 124 (61.4) 36 (78.3) 0.031
Proteinuria, g/day, median (iQR) 3.21 (1.97–4.13) 7.36 (6.0–10.0) <0.001 5.26 (3.4–7.2) 6.42 (3.9–10.7) 0.029
eGFR, ml/min/1.73 m2, median (iQR) 85.6 (60.6–106.9) 89.7 (57.6–103.7) 0.826 93.6 (75.4–107.9) 29.4 (18.1–43.4) <0.001
Heart involvement, n (%) 36 (48.0) 35 (36.8) 0.143 49 (37.1) 22 (57.9) 0.022
liver involvement, n (%) 22 (27.5) 28 (28.3) 0.908 36 (25.7) 14 (35.9) 0.210
Treatment, n (%) 0.358 0.011

0, no treatment 20 (26.7) 24 (24.7) 32 (24.1) 12 (30.8)
1, non-HD-aSCT 47 (62.7) 55 (56.7) 75 (56.4) 27 (69.2)
2, HD-aSCT 8 (10.7) 18 (18.6) 26 (19.5) 0 (0)

Pathological parameter
Ga, median (iQR) 3 (1–4) 4 (2–4) 0.003 3 (1–4) 4 (3–4) <0.001
Va, median (iQR) 3 (2–4) 2 (1–3) 0.112 2 (1–3) 4 (3–4) <0.001
ia, median (iQR) 1 (1–1) 1 (1–1) 0.025 1 (1–1) 1 (1–3) <0.001
Ta, median (iQR) 6 (4–8) 7 (5–8) 0.276 6 (4–8) 8 (7–10) <0.001
Ta ≥ 7, n (%) 54 (48.6) 77 (56.2) 0.236 92 (45.5) 39 (84.8) <0.001
ifib, median (iQR) 1 (1–2) 1 (1–2) 0.052 1 (1–1) 4 (2–4) <0.001
iinf, median (iQR) 1 (1–1) 1 (1–2) 0.220 1 (1–1) 3 (2–4) <0.001

SD: standard deviation; iQR: interquartile range; eGFR: estimated glomerular filtration rate; HD-aSCT: high-dose melphalan with autologous stem cell 
transplantation; non-HD-aSCT: chemotherapy treatment; na: indicates not applicable; Ga: the extent of glomerular amyloid deposition; Va: the extent of 
amyloid deposition in blood vessels; ia: the extent of interstitial amyloid deposition; Ta: total renal amyloid load; ifib: extent of interstitial fibrosis and 
tubular atrophy; iinf: extent of inflammatory infiltration.

Table 4. Correlation between proteinuria, eGFR, and pathological parame-
ters in kidney biopsy.

Variable

Proteinuria, g/day eGFR, ml/min/1.73 m2

r p-value r p-value

Ga 0.217 0.001 –0.259 <0.001
Va –0.120 0.059 –0.283 <0.001
ia 0.166 0.009 –0.321 <0.001
Ta 0.076 0.231 –0.363 <0.001
ifib 0.129 0.042 –0.558 <0.001
iinf 0.115 0.070 –0.537 <0.001

Ga: the extent of glomerular amyloid deposition; Va: the extent of amyloid 
deposition in blood vessels; ia: the extent of interstitial amyloid deposi-
tion; Ta: the total renal amyloid load; ifib: the extent of interstitial fibro-
sis and tubular atrophy; iinf: the extent of inflammatory infiltration.

https://doi.org/10.1080/0886022X.2025.2499230
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patients with eGFR <50 ml/min/1.73m2 had poorer overall 
survival, with 10.9 months (95% Ci, 0–34.2) compared to 
74.5 months (95% Ci, 65.4–83.6) (p = 0.005) (Figure 5(F)). 
Overall survival rates were similar for patients with protein-
uria >5 g/day and those with proteinuria ≤5 g/day, at 
74.1 months (95% Ci, 40.2–107.9) versus 74.3 months (95% Ci, 
27.8–120.8) (p = 0.884) (Supplement Figure S1B).

univariate Cox regression analysis indicated that age, 
eGFR < 50 ml/min/1.73m2, Stage iii, heart involvement, liver 
involvement, treatment, and ta ≥ 7 were factors related to 
overall survival. in the multivariate analysis, which included 

age, eGFR < 50 ml/min/1.73m2, heart involvement, liver 
involvement, treatment, and ta ≥ 7, treatment was found to 
independently affect overall survival (table 6).

Discussion

the Mayo Clinic 2012 staging system is the most commonly 
used method for predicting early mortality in patients with 
al amyloidosis. additionally, a renal staging system intro-
duced by Palladini et  al. [9] in 2014 has been established to 

Figure 5. Renal survival and overall survival based on different renal stages (a) (B), varying levels of Ta (C) (D), and different eGFR levels (e) (F).

https://doi.org/10.1080/0886022X.2025.2499230
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estimate the risk of progression to dialysis within 2 years, as 
well as the annual risk, which has been highlighted in a 
recent review article on staging systems for al amyloidosis 
published in the New England Journal of Medicine [20]. the 
renal outcome staging is based on two risk factors: protein-
uria >5 g/day and eGFR <50 ml/min/1.73m2 at diagnosis. 
Patients are categorized into Stage i (no risk factors), Stage ii 
(one risk factor), and Stage iii (both risk factors). Higher stages 
indicate an increased likelihood of ESKd, a finding validated 

in multiple clinical studies, including a cohort of Chinese 
patients [10–12]. However, this staging system has yet to be 
validated in research focusing on the pathological features of 
renal biopsies. Renal biopsy is not only crucial for diagnosing 
amyloidosis but also holds prognostic significance.

in this study, it was confirmed that patients in Stage iii 
experienced worse renal survival. an analysis of pathological 
features across different renal stages revealed that this stag-
ing system correlates with the extent of amyloid deposition, 
showing a trend of increasing ta with advancing renal stage.

in this renal staging system, we found that baseline eGFR 
at the time of renal biopsy was significantly related to the 
level of amyloid deposition, whereas proteinuria was not. 
Specifically, higher ta levels were associated with lower eGFR. 
Our results closely align with Hoelbeek’s study, which demon-
strated that the aS, which encompasses mesangial, capillary, 
interstitial, vascular, and other types of amyloid involvement, 
correlated with eGFR but not with proteinuria at diagnosis [8]. 
the link between eGFR and amyloid deposition may be 
explained by the hypothesis that amyloid deposits disrupt tis-
sue architecture, leading to organ dysfunction [21].

Survival analysis in our study showed that baseline eGFR 
was a critical factor affecting renal survival, while proteinuria 
was not significant. Patients with eGFR <50 ml/min/1.73m2 
had poorer renal survival, even after adjusting for treatment, 
heart involvement, and age. this finding is consistent with 
Hoelbeek’s study, which also found a connection between aS 
and renal outcomes [8]. additionally, our study noted that 
patients with Stage iii disease exhibited worse renal and 
overall survival, likely due to their poorer renal function, as 
all Stage iii patients had eGFR <50 ml/min/1.73 m2.

Palladini et  al. found that proteinuria independently pre-
dicted the progression to dialysis in al amyloidosis, with a 
thresholds of 5 g/24 h for urinary protein loss as the best dis-
criminator for identifying patients who progressed [9]. in 
contrast, our study did not find a relationship between pro-
teinuria and renal outcomes. these discrepancies may be 
attributable to differences in the study populations. the 
Palladini scoring system has been established in patients 
with al amyloidosis cohorts receiving treatment. On the 
other hand, our cohort included a substantial proportion of 
patients who did not receive any treatment (44/172; 26%). 
Moreover, proteinuria did not correlate with ta in renal tissue 
in our study. Similar to the findings in studies by Hoelbeek’s 
and Wu’s [8,22], there was no evidence of a correlation 
between proteinuria and the aS or the composite scarring 
injury score as defined by Rubinstein et  al. [7] in patients 
with al amyloidosis.

Renal biopsy is crucial for diagnosing amyloidosis, as the 
extent of amyloid deposition in renal tissue significantly cor-
relates with renal damage and outcomes [5–7,23–25]. this 
study confirmed that the ta, which includes amyloid deposi-
tion in the glomeruli, vasculature, and interstitium, is linked 
to the progression to ESKd. Kaplan–Meier analysis indicated 
that a higher ta, above the median, associated with increased 
amyloid deposition and more advanced stages, was cor-
related with poorer renal and overall survival. Furthermore, 

Table 5. Cox regression analysis of variables predicting renal survival.

Variable HR 95%Ci p-value

univariate analysis
age, year 1.046 1.007–1.086 0.017
Male sex 2.597 1.158–5.826 0.021
Proteinuria >5g/day 1.187 0.585–2.407 0.635
eGFR <50 ml/min/1.73 

m2
6.930 3.316–14.482 <0.001

Renal stage 0.001
Renal stage i references
Renal stage ii 2.292 0.913–5.754 0.077
Renal stage iii 9.084 2.984–27.652 <0.001

Heart involved 2.454 1.160–5.191 0.019
liver involved 1.405 0.602–3.280 0.432
Treatment, n (%) 0.267

0, no treatment reference
1, non-HD-aSCT 0.887 0.298–2.639 0.830
2, HD-aSCT 0.425 0.112–1.611 0.208

Ta ≥7 2.862 1.374–5.960 0.005
ifib >1 3.810 1.842–7.879 <0.001
iinf >1 3.443 1.700–6.974 0.001
Multivariate analysis
eGFR <50 ml/min/1.73 m2 6.519 3.110–13.665 <0.001

eGFR: estimated glomerular filtration rate; non-HD-aSCT: chemotherapy 
treatment; HD-aSCT: high-dose melphalan with autologous stem cell 
transplantation; Ta: the total renal amyloid load; ifib: the extent of inter-
stitial fibrosis and tubular atrophy; iinf: the extent of inflammatory infil-
tration; HR: Hazard Ratio.

Table 6. Cox regression analysis of variables predicting overall survival.

Variable HR 95% Ci p-value

univariate analysis
age, year 1.031 1.002–1.061 0.036
Male sex 1.210 0.703–2.083 0.491
Proteinuria > 5 g/24 h 0.961 0.567–1.630 0.884
eGFR < 50 ml/min/1.73 m2 2.302 1.272–4.165 0.006

Renal stage 0.001
Renal stage i reference
Renal stage ii 0.858 0.476–1.547 0.611
Renal stage iii 2.477 1.178–5.208 0.017

Heart involved 3.033 1.735–5.304 <0.001
liver involved 1.972 1.094–3.554 0.024
Treatment, n (%) <0.001

0, no treatment reference
1, non-HD-aSCT 0.236 0.132–0.421 <0.001
2, HD-aSCT 0.058 0.019–0.176 <0.001

Ta ≥7 2.543 1.468–4.403 0.001
ifib >1 1.451 0.855–2.465 0.168
iinf >1 1.427 0.825–2.466 0.203
Multivariate analysis
Treatment, n (%) <0.001

0, no treatment reference
1, non-HD-aSCT 0.235 0.129–0.428 <0.001
2, HD-aSCT 0.055 0.018–0.170 <0.001

eGFR: estimated glomerular filtration rate; non-HD-aSCT: chemotherapy 
treatment; HD-aSCT: high-dose melphalan with autologous stem cell 
transplantation; Ta: the total renal amyloid load; ifib: the extent of inter-
stitial fibrosis and tubular atrophy; iinf: the extent of inflammatory infil-
tration; HR: Hazard Ratio.
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our study also found a significant relationship between ifib 
and baseline eGFR. Previews research has suggested that 
tubulointerstitial fibrosis is strongly associated with the risk 
of ESKd across various diseases and represents a late event 
in kidney amyloidosis [7,26–28].

this study shows that baseline eGFR is significantly asso-
ciated with the level of amyloid deposition in renal biopsy 
and is a risk factor affecting renal survival. this indicates that 
eGFR serves as a valuable clinical indicator for a worse prog-
nosis and is an important reference for managing patients 
who have not undergone renal biopsy.

However, the study has two limitations. First, only 34 out 
of 248 patients had their FlC results available. Second, treat-
ment responses were not documented. Since these factors 
are critical predictors of prognosis for al amyloidosis, these 
limitations could impact the evaluation of prognosis.

in conclusion, a trend of increasing ta progression in the 
renal stages was noted. among the two criteria in the stag-
ing system, only eGFR was identified as the key factor signifi-
cantly related to the level of amyloid deposition and 
independently affecting renal survival.

Acknowledgement

the work described in this article has been possible thanks 
to two decades of hard work from the former and current 
members of our team. We are very thankful for all of our 
collaborators, both within Peking university First Hospital 
and in other institutions.

Statement of ethics

this research complied with the declaration of Helsinki and 
was approved by the Ethics Committee of Peking university 
First Hospital (no. 2022-448-002). Written informed consent 
was obtained from each patient, which included consent for 
publication, which can be accessed upon request.

Author contributions

ying yao and Suxia Wang conceptualized the study; ying yao, 
Shuang Wang, and Suxia Wang were responsible for the 
investigation, formal analysis and methodology; ying yao and 
Suxia Wang were responsible for validation; ying yao and 
Shuang Wang were responsible for visualization; Suxia Wang 
were responsible for the funding acquisition; Suxia Wang, 
Zhixiang Qiu and Fude Zhou provided supervision; ying yao 
and Shuang Wang wrote the original draft; all authors 
reviewed and edited the manuscript.

Disclosure statement

no potential conflict of interest was reported by the author(s).

Funding

this work was supported by the national natural Science 
Foundation of China (no. 82170724).

ORCID

Su-Xia Wang  http://orcid.org/0000-0001-7631-6464

Data availability statement

the datasets analyzed during the current study are available 
from the corresponding author on reasonable request.

References

 [1] Blancas-Mejia lM, Misra P, dick CJ, et al. immunoglobulin 
light chain amyloid aggregation. Chem Commun (Camb). 
2018;54(76):10664–10674. doi: 10.1039/c8cc04396e.

 [2] Merlini G, dispenzieri a, Sanchorawala V, et  al. Systemic 
immunoglobulin light chain amyloidosis. nat Rev dis 
Primers. 2018;4(1):38. doi: 10.1038/s41572-018-0034-3.

 [3] Merlini G, Seldin dC, Gertz Ma. amyloidosis: pathogen-
esis and new therapeutic options. J Clin Oncol. 2011;29 
(14):1924–1933. doi: 10.1200/JCO.2010.32.2271.

 [4] Gurung R, li t. Renal amyloidosis: presentation, diagno-
sis, and management. am J Med. 2022;135 Suppl 1: 
s38–S43. doi: 10.1016/j.amjmed.2022.01.003.

 [5] Kuroda t, ito y, imai n, et  al. Significant association be-
tween renal function and area of amyloid deposition in 
kidney biopsy specimens from patients with aa amyloi-
dosis associated with rheumatoid arthritis and al amy-
loidosis. amyloid. 2019;26(sup1):125–126. doi: 10.1080/ 
13506129.2019.1582512.

 [6] yao y, Wang SX, Zhang yK, et  al. a clinicopathological 
analysis in a large cohort of Chinese patients with renal 
amyloid light-chain amyloidosis. nephrol dial transplant. 
2013;28(3):689–697. doi: 10.1093/ndt/gfs501.

 [7] Rubinstein S, Cornell RF, du l, et  al. novel pathologic 
scoring tools predict end-stage kidney disease in light 
chain (al) amyloidosis. amyloid. 2017;24(3):205–211. 
doi: 10.1080/13506129.2017.1360272.

 [8] Hoelbeek JJ, Kers J, Steenbergen EJ, et  al. Renal amyloi-
dosis: validation of a proposed histological scoring sys-
tem in an independent cohort. Clin Kidney J. 
2021;14(3):855–862. doi: 10.1093/ckj/sfaa019.

 [9] Palladini G, Hegenbart u, Milani P, et  al. a staging system 
for renal outcome and early markers of renal response to 
chemotherapy in al amyloidosis. Blood. 2014;124(15):2325–
2332. doi: 10.1182/blood-2014-04-570010.

 [10] Kastritis E, Gavriatopoulou M, Roussou M, et  al. Renal 
outcomes in patients with al amyloidosis: prognostic 
factors, renal response and the impact of therapy. am J 
Hematol. 2017;92(7):632–639. doi: 10.1002/ajh.24738.

 [11] Milani P, Basset M, Russo F, et al. Patients with light-chain 
amyloidosis and low free light-chain burden have dis-
tinct clinical features and outcome. Blood. 2017;130(5): 
625–631. doi: 10.1182/blood-2017-02-767467.

 [12] Zhu Z, yue C, Sun y, et  al. light-chain amyloidosis with 
renal involvement: renal outcomes and validation of two 
renal staging systems in the Chinese population. amyloid. 
2019;26(4):186–191. doi: 10.1080/13506129.2019.1639149.

 [13] Gertz Ma, Comenzo R, Falk RH, et  al. definition of or-
gan involvement and treatment response in immuno-
globulin light chain amyloidosis (al): a consensus opin-
ion from the. 10th international Symposium on amyloid 

http://orcid.org/0000-0001-7631-6464
https://doi.org/10.1039/c8cc04396e
https://doi.org/10.1038/s41572-018-0034-3
https://doi.org/10.1200/JCO.2010.32.2271
https://doi.org/10.1016/j.amjmed.2022.01.003
https://doi.org/10.1080/13506129.2019.1582512
https://doi.org/10.1080/13506129.2019.1582512
https://doi.org/10.1093/ndt/gfs501
https://doi.org/10.1080/13506129.2017.1360272
https://doi.org/10.1093/ckj/sfaa019
https://doi.org/10.1182/blood-2014-04-570010
https://doi.org/10.1002/ajh.24738
https://doi.org/10.1182/blood-2017-02-767467
https://doi.org/10.1080/13506129.2019.1639149


10 y. yaO Et al.

and amyloidosis, tours, France, 18–22 april 2004. am J 
Hematol. 2005;79(4):319–328. doi: 10.1002/ajh.20381.

 [14] Kumar S, dispenzieri a, Katzmann Ja, et  al. Serum im-
munoglobulin free light-chain measurement in primary 
amyloidosis: prognostic value and correlations with clin-
ical features. Blood. 2010;116(24):5126–5129. doi: 
10.1182/blood-2010-06-290668.

 [15] Sen S, Sarsik B. a proposed histopathologic classification, 
scoring, and grading system for renal amyloidosis: stan-
dardization of renal amyloid biopsy report. arch Pathol 
lab Med. 2010;134(4):532–544. doi: 10.5858/134.4.532.

 [16] nelson lM, Gustafsson F, Gimsing P. Characteristics 
and long-term outcome of patients with systemic 
 immunoglobulin light-chain amyloidosis. acta 
Haematol. 2015;133(4):336–346. doi: 10.1159/0003 
63682.

 [17] Comenzo Rl, Gertz Ma. autologous stem cell transplan-
tation for primary systemic amyloidosis. Blood. 
2002;99(12):4276–4282. doi: 10.1182/blood.v99.12.4276.

 [18] Sidana S, tandon n, dispenzieri a, et  al. Clinical 
presentation and outcomes in light chain amyloido-
sis patients with non-evaluable serum free light 
chains. leukemia. 2018;32(3):729–735. doi: 10.1038/
leu.2017.286.

 [19] Moranne O, Watier l, Rossert J, et  al. Primary glomeru-
lonephritis: an update on renal survival and determi-
nants of progression. QJM. 2008;101(3):215–224. doi: 
10.1093/qjmed/hcm142.

 [20] Sanchorawala V. Systemic light chain amyloidosis. n 
Engl J Med. 2024;390(24):2295–2307. doi: 10.1056/nEJM 
ra2304088.

 [21] dember lM. amyloidosis-associated kidney disease. J 
am Soc nephrol. 2006;17(12):3458–3471. doi: 10.1681/
aSn.2006050460.

 [22] Wu H, l’imperio V, Rossi M, et  al. differences between κ 
and λ light chain amyloidosis analyzed by a pathologic 
scoring system. am J Clin Pathol. 2023;160(2):144–149. 
doi: 10.1093/ajcp/aqad017.

 [23] Celtik a, Sen S, Keklik F, et  al. a histopathological scor-
ing and grading system to predict outcome for patients 
with aa amyloidosis. int urol nephrol. 2020;52(7):1297–
1304. doi: 10.1007/s11255-020-02505-y.

 [24] Menè P, de alexandris l, Moioli a, et  al. Monoclonal 
gammopathies of renal significance: renal biopsy and 
beyond. Cancers (Basel). 2020;12(7):1741. doi: 10.3390/
cancers12071741.

 [25] Castano E, Palmer MB, Vigneault C, et  al. Comparison of 
amyloid deposition in human kidney biopsies as predic-
tor of poor patient outcome. BMC nephrol. 2015;16(1):64. 
doi: 10.1186/s12882-015-0046-0.

 [26] Rodríguez-iturbe B, Johnson RJ, Herrera-acosta J. 
tubulointerstitial damage and progression of renal fail-
ure. Kidney int Suppl. 2005;68(99):S82–S6. doi: 10.1111/j.
1523-1755.2005.09915.x.

 [27] Gilbert RE, Cooper ME. the tubulointerstitium in pro-
gressive diabetic kidney disease: more than an after-
math of glomerular injury? Kidney int. 1999;56(5):1627–
1637. doi: 10.1046/j.1523-1755.1999.00721.x.

 [28] Walsh M, Sar a, lee d, et  al. Histopathologic features 
aid in predicting the risk for progression of iga ne-
phropathy. Clin J am Soc nephrol. 2010;5(3):425–430. 
doi: 10.2215/CJn.06530909.

https://doi.org/10.1002/ajh.20381
https://doi.org/10.1182/blood-2010-06-290668
https://doi.org/10.5858/134.4.532
https://doi.org/10.1159/000363682
https://doi.org/10.1159/000363682
https://doi.org/10.1182/blood.v99.12.4276
https://doi.org/10.1038/leu.2017.286
https://doi.org/10.1038/leu.2017.286
https://doi.org/10.1093/qjmed/hcm142
https://doi.org/10.1056/NEJMra2304088
https://doi.org/10.1056/NEJMra2304088
https://doi.org/10.1681/ASN.2006050460
https://doi.org/10.1681/ASN.2006050460
https://doi.org/10.1093/ajcp/aqad017
https://doi.org/10.1007/s11255-020-02505-y
https://doi.org/10.3390/cancers12071741
https://doi.org/10.3390/cancers12071741
https://doi.org/10.1186/s12882-015-0046-0
https://doi.org/10.1111/j.1523-1755.2005.09915.x
https://doi.org/10.1111/j.1523-1755.2005.09915.x
https://doi.org/10.1046/j.1523-1755.1999.00721.x
https://doi.org/10.2215/CJN.06530909

	Validation of a renal staging system and its association with renal amyloid deposition burden in AL amyloidosis
	ABSTRACT
	Introduction
	Materials and methods
	Population and study design
	Clinical and laboratory data
	Diagnosis and typing of renal amyloidosis
	Scoring histopathological lesions and measuring renal amyloid deposition
	Treatment and outcome
	Statistical analysis

	Results
	Comparing clinical characteristics across different renal stages
	Comparison of pathologic changes in renal biopsy across renal stages
	Association of proteinuria, eGFR, and amyloid deposition in renal biopsy
	Renal survival
	Overall survival

	Discussion
	Acknowledgement
	Statement of ethics
	Author contributions
	Disclosure statement
	Funding
	ORCID
	Data availability statement
	References


