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Purpose While renal impairment is one of the first clinical manifestations of multiple myeloma (MM), declined renal function may
conversely be a risk factor for cancers including MM. In this study, we investigated the relationship between chronic kidney disease
and MM at a population level.
Materials and Methods A total of 9,809,376 adults who participated in a nationwide health screening program and had no MM, cancer or end-stage renal disease at baseline were investigated for incidence of MM. The impact of estimated glomerular filtration rate
(eGFR) and random urine dipstick proteinuria, and interactive associations of the two factors on the MM incidence were evaluated.
Results The general incidence of MM was 4.8 per 100,000 person-years (mean follow-up of 8.3 years). Participants with eGFR
< 60 mL/min/1.73 m2 (5.8% of participants) had higher MM incidence than those with eGFR ≥ 60 mL/min/1.73 m2 (adjusted hazard ratio, 1.29; 95% confidence interval, 1.17 to 1.43). When eGFR was graded into five levels, there was a significant inverse doseresponse relationship between eGFR level and MM incidence at the lower eGFR levels (reference: eGFR 60-89 mL/min/1.73 m2). A
dose-response relationship was also found with degree of dipstick proteinuria and incidence of MM.
Conclusion Adults with decreased renal function indicated either by decreased eGFR or presence of proteinuria are at a higher risk
of developing MM compared to those without, and there is a dose-response relationship between the severity of renal impairment
and MM incidence.
Key words Multiple myeloma, Chronic kidney disease, Glomerular filtration rate, Proteinuria, Risk factors

Introduction
Decreased renal function is among the key features of
multiple myeloma (MM). Renal failure is one of the CRAB
criteria (hypercalcemia, renal failure, anemia, and bony
lesions) that represents end organ damage and defines clinically significant MM or active MM [1]. Around 20%-30%
of myeloma patients present with renal failure (defined as
serum creatinine higher than 2.0 mg/dL) at the time of initial diagnosis [2-4]. Presence of renal failure at MM diagnosis
used to be associated with poor prognosis until novel therapies such as bortezomib changed this significantly [5-7].
Urine dipstick is an inexpensive screening tool that detects
albuminuria, an evidence of glomerular damage, although
it has low sensitivity to Bence-Jones protein, a monoclonal
immunoglobulin light chain. Bence-Jones protein is another
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important feature of MM, and the Durie-Salmon staging
system for MM includes the level of Bence-Jones protein [8].
As monoclonal gammopathy of undetermined significance
(MGUS) progresses to MM, monoclonal gammopathy-related glomerular lesions with decreased renal function and/or
proteinuria may precede active MM diagnosis.
When renal impairment is present at MM diagnosis, it is
often thought to be the result of MM. However, prior studies raised the possibility that chronic kidney disease (CKD)
may potentially facilitate development of cancers including
MM [9]. Mok et al. [10,11] showed that CKD is associated
with increased cancer mortality attributed to various types
of cancers including MM. While there was higher incidence
of MM in patients with low estimated glomerular filtration
rate (eGFR) (< 45 mL/min/1.73 m2 vs. ≥ 45 mL/min/1.73
m2) and dipstick proteinuria (1+ to 4+ vs. undetectable to
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trace), the total number of MM cases was only 107, limiting
conclusion of a dose-response relationship and joint effects of
eGFR and proteinuria.
In this study, we utilized the National Health Information
Research Database (NHIRD), which is a large-scale, national
database in South Korea, to investigate the relationship between renal impairment and future development of MM.

Materials and Methods
1. Study cohort
A retrospective cohort was created using the database of
the National Health Insurance Service (NHIS). The NHIS
is operated by the South Korean government, and every
Korean national (50 million) is mandated to enroll. The NHIS
is the lone insurer in the country and manages all the administrative processes of national health insurance. Medical service providers are largely private (~90%), and their medical
services are reimbursed by the NHIS mainly on a fee-for-service payment scheme. Reimbursement requires submission
of information including date of service; diagnostic codes
based on the International Classification of Diseases, 10th revision (ICD-10); tests and procedures performed; and details of
issued prescriptions.
The NHIS also provides free health screening services to
all enrollees aged 40 and above and all employees regardless of age. In addition, NHIS provides annual screenings
for workers in physical labor jobs. This screening program
is mainly focused on cardiovascular risk screening and has
included the following items since 2009: anthropometric
measurements (blood pressure, height, weight, and waist
circumference), laboratory tests (blood glucose, lipid profile,
liver enzymes, serum creatinine, and dipstick proteinuria
test from random urine), and a self-reported questionnaire
on medical history and health behaviors (smoking, alcohol
consumption, and physical activities), as previously published [12]. Blood samples were drawn after an overnight
fast, and fresh, midstream urine samples were collected in
the morning. Medical institutions and laboratories must be
certified by the NHIS for quality control procedures to be
reimbursed for their health screening programs.
2. Data source
In this study, we used the NHIRD of the NHIS, comprising a complete set of health information of all Korean people, linked by unique personal identifiers and includes an
eligibility database containing demographic information on
age, sex, place of residence, and income level; a health claims
database containing medical diagnoses and treatment information (diagnosis code, tests, procedures, and prescriptions);

and a health screening database. Mortality data are regularly
updated by linking with vital statistics from the National
Statistical Office. The NHIRD is accessible for research purposes after anonymization, with study protocol review and
approval by the NHIS and has been used for various epidemiologic studies, including those investigating risk factors of
various cancers. Detailed information about the NHIRD can
be accessed from the NHIRD website (https://www.nhiss.
nhis.or.kr), and its data structure was previously described
[13-15].
3. Study population
All people who participated in the health screening program were eligible. Among 10,505,818 subjects who participated in health screenings in 2009, subjects who were < 20
years (n=15,317); had MM (n=358), other cancers (n=157,964),
or end-stage renal disease (ESRD, n=8,127) before the screening date; and had missing or abnormal test results or questionnaire responses (n=514,676) were excluded. ESRD was
operationally defined as receipt of renal replacement therapy (i.e., peritoneal dialysis or hemodialysis) and/or renal
transplantation with the ICD-10 diagnosis code for ESRD, as
shown in a previous study [16]. The remaining 9,809,376 subjects were included in the current analysis (S1 Fig.).
4. Exposure: eGFR and dipstick proteinuria
Estimated GFR was calculated using the Modification of
Diet in Renal Disease equation [17].
Estimated GFR (mL/min/1.73 m2)=175× (Scr–1.154)×Age–0.203×
(0.742 if female)
For the analysis, eGFR was dichotomized at 60 mL/
min/1.73 m2 and was also categorized into five levels (< 30,
30-59, 60-89, 90-119, ≥ 120) based on stage of CKD [18]. Dipstick proteinuria was reported as six grades: absent, trace (±),
1+, 2+, 3+, and 4+, which correspond to urine protein levels
of undetectable, 10 mg/dL, 30 mg/dL, 100 mg/dL, 300 mg/
dL, and 1,000 mg/dL, respectively. As the numbers of participants with 3+ and 4+ proteinuria were small, they were
combined for analyses.
5. Follow-up and study outcomes
The study population was followed from health screening
date (baseline) to incidence of MM, death, or until the last follow-up date (December 31, 2017), whichever came first. Incident MM was defined as new claims for inpatient or outpatient care with diagnosis code MM (ICD-10, C90.0) linked to
registration for the copayment reduction program. In Korea,
all registered cancer patients receive additional discounts in
copayments, and most eligible patients are expected to be
captured correctly.

VOLUME 54 NUMBER 3 JULY 2022

927

928

≥ 60
(n=9,239,483)

< 60		
p-value
(n=569,893)

< 30
(n=137,896)

30-59
(n=431,997)

60-89
(n=5,326,588)

90-119
(n=3,250,090)

≥ 120
(n=662,805)

p-value

eGFR (categorized into five different levels) (mL/min/1.73 m2) 		
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(Continued to the next page)

Age group (yr)
20-49
5,522,217 (59.8)
177,102 (31.1)
< 0.001
88,648 (64.3)
88,454 (20.5) 2,944,327 (55.3) 2,134,829 (65.7) 443,061 (66.9) < 0.001
50-59
1,983,403 (21.5)
97,632 (17.1)		
30,403 (22.1)
67,229 (15.6) 1,164,919 (21.9)
701,698 (21.6) 116,786 (17.6)
60-69
1,160,900 (12.6)
154,502 (27.1)		
12,036 (8.7)
142,466 (33.0)
769,303 (14.4)
316,429 (9.7)
75,168 (11.3)
≥ 70
572,963 (6.2)
140,657 (24.7)		
6,809 (4.9)
133,848 (31.0)
448,039 (8.4)
97,134 (3.0)
27,790 (4.2)
Male sex
5,157,103 (55.8)
233,853 (41.0)
< 0.001
68,331 (49.6)
165,522 (38.3) 3,007,569 (56.5) 1,792,476 (55.2) 357,058 (53.9) < 0.001
Income level									
Highest
2,449,424 (26.5)
138,105 (24.2)
< 0.001
19,527 (14.2)
118,578 (27.5) 1,368,334 (25.7)
886,734 (27.3) 194,356 (29.3) < 0.001
High-middle
2,679,092 (29.0)
123,431 (21.7)		
31,543 (22.9)
91,888 (21.3) 1,409,082 (26.5) 1,040,776 (32.0) 229,234 (34.6)
Low-middle
2,240,104 (24.2)
146,982 (25.8)		
44,443 (32.2)
102,539 (23.7) 1,331,577 (25.0)
766,730 (23.6) 141,797 (21.4)
Lowest
1,870,863 (20.3)
161,375 (28.3)		
42,383 (30.7)
118,992 (27.5) 1,217,595 (22.9)
555,850 (17.1)
97,418 (14.7)
Dipstick proteinuria									
Absent
8,832,161 (95.6)
512,893 (90.0)
< 0.001
125,990 (91.4)
386,903 (89.6) 5,077,215 (95.3) 3,120,679 (96.0) 634,267 (95.7) < 0.001
Trace
201,236 (2.2)
20,225 (3.6)		
5,143 (3.7)
15,082 (3.5)
120,385 (2.3)
65,976 (2.0)
14,875 (2.2)
1+
143,848 (1.6)
20,525 (3.6)		
3,759 (2.7)
16,766 (3.9)
89,171 (1.7)
44,926 (1.4)
9,751 (1.5)
2+
48,892 (0.5)
11,391 (2.0)		
2,019 (1.5)
9,372 (2.2)
31,074 (0.6)
14,730 (0.5)
3,088 (0.5)
3+
11,244 (0.1)
4,031 (0.7)		
807 (0.6)
3,224 (0.8)
7,404 (0.1)
3,174 (0.1)
666 (0.1)
4+
2,102 (0.0)
828 (0.2)		
178 (0.1)
650 (0.2)
1,339 (0.0)
605 (0.0)
158 (0.0)
Cigarette smoking									
None
5,413,741 (58.6)
402,531 (70.6)
< 0.001
85,355 (61.9)
317,176 (73.4) 3,131,955 (58.8) 1,891,122 (58.2) 390,664 (58.9) < 0.001
Past
1,322,326 (14.3)
78,220 (13.7)		
20,959 (15.2)
57,261 (13.3)
823,062 (15.5)
419,183 (12.9)
80,081 (12.1)
Current
2,503,416 (27.1)
89,142 (15.6)		
31,582 (22.9)
57,560 (13.3) 1,371,571 (25.8)
939,785 (28.9) 192,060 (29.0)
Drinking									
None
4,645,211 (50.3)
377,425 (66.2)
< 0.001
66,730 (48.4)
310,695 (71.9) 2,762,863 (51.9) 1,566,758 (48.2) 315,590 (47.6) < 0.001
Mild
3,834,542 (41.5)
166,485 (29.2)		
62,454 (45.3)
104,031 (24.1) 2,153,455 (40.4) 1,397,989 (43.0) 283,098 (42.7)
Heavy
759,730 (8.2)
25,983 (4.6)		
8,712 (6.3)
17,271 (4.0)
410,270 (7.7)
285,343 (8.8)
64,117 (9.7)
Regular exercise
1,695,398 (18.4)
110,454 (19.4)
< 0.001
25,510 (18.5)
84,944 (19.7) 1,032,447 (19.4)
560,182 (17.2) 102,769 (15.5) < 0.001
Comorbidities									
Hypertension
2,242,794 (24.3)
261,464 (45.9)
< 0.001
28,953 (21.0)
232,511 (53.8) 1,437,434 (27)
667,011 (20.5) 138,349 (20.9) < 0.001
Diabetes mellitus
746,383 (8.1)
97,706 (17.1)
< 0.001
11,487 (8.3)
86,219 (20.0)
463,016 (8.7)
230,490 (7.1)
52,877 (8.0)
< 0.001
Dyslipidemia
1,613,319 (17.5)
172,689 (30.3)
< 0.001
21,646 (15.7)
151,043 (35.0) 1,047,458 (19.7)
475,977 (14.7)
89,884 (13.6) < 0.001

Characteristic

eGFRa) (binary) (mL/min/1.73 m2)

Table 1. Baseline characteristics of study participants
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Values are presented as number (%) or mean±SD. DBP, diastolic blood pressure; eGFR, estimated glomerular filtration rate; SBP, systolic blood pressure. a)Calculated according to
the Modification of Diet in Renal Disease equation.

< 0.001
< 0.001
< 0.001
< 0.001
< 0.001
< 0.001

< 0.001

147,382 (4.5)
1,370,993 (42.2)
773,274 (23.8)
848,976 (26.1)
109,465 (3.4)
121.4±14.6
75.8±9.9
95.8±22.2
191.8±35.8
0.8±0.1
100.7±8.1
Body mass index (kg/m2)
< 18.5
18.5-22.9
23.0-24.9
25.0-29.9
≥ 30
SBP (mmHg)
DBP (mmHg)
Fasting glucose (mg/dL)
Total cholesterol (mg/dL)
Creatinine (mg/dL)
eGFR (mL/min/1.73 m2)

352,949 (3.8)
3,660,594 (39.6)
2,285,160 (24.7)
2,624,336 (28.4)
316,444 (3.4)
122.2±14.8
76.3±10.0
96.8±22.5
194.8±36.4
0.9±0.2
91.3±44.0

18,192 (3.2)
< 0.001
197,731 (34.7)		
144,714 (25.4)		
186,036 (32.6)		
23,220 (4.1)		
125.7±16.2
< 0.001
77.1±10.2
< 0.001
102.2±28.1
< 0.001
199.6±39.5
< 0.001
2.86±3.0
< 0.001
42.7±20.5
< 0.001

7,449 (5.4)
62,480 (45.3)
32,770 (23.8)
31,835 (23.1)
3,362 (2.4)
121.7±15.0
75.0±9.8
96.4±21.8
190.7±35.3
7.9±1.8
7.8±4.1

10,743 (2.5)
163,894 (3.1)
135,251 (31.3) 1,991,156 (37.4)
111,944 (25.9) 1,367,331 (25.7)
154,201 (35.7) 1,619,125 (30.4)
19,858 (4.6)
185,082 (3.5)
127.0±16.3
122.8±14.9
77.8±10.3
76.6±9.9
104.1±29.6
97.5±22.4
202.4±40.4
197.6±36.4
1.2±0.2
1.0±0.2
53.8±5.9
77.0±7.7

41,673 (6.3)
298,445 (45.0)
144,555 (21.8)
156,235 (23.6)
21,897 (3.3)
121.3±14.9
75.4±10.2
95.6±24.0
187.7±36.6
0.6±0.1
159.3±139.8

p-value
≥ 120
(n=662,805)
90-119
(n=3,250,090)
60-89
(n=5,326,588)
30-59
(n=431,997)
< 60		
p-value
(n=569,893)
≥ 60
(n=9,239,483)

Characteristic

Table 1. Continued

eGFRa) (binary) (mL/min/1.73 m2)

< 30
(n=137,896)

eGFR (categorized into five different levels) (mL/min/1.73 m2) 		
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6. Covariates
Body mass index (BMI) was classified into underweight
(< 18.5 kg/m2), normal (18.5-22.9 kg/m2), overweight (2324.9 kg/m2), obese (25-29.9 kg/m2), and severely obese
(≥ 30 kg/m2) according to the Asia-Pacific criteria of the
World Health Organization [19]. Smoking status was classified as none, past, or current smoker, and alcohol consumption as none, mild, or heavy drinker (≥ 30 g of alcohol per
day). Regular exercise was defined as performing strenuous
physical activity for at least 20 minutes more than once a
week. Income was classified into quartiles.
Hypertension was defined as either ICD-10 codes I10-I11,
with at least one prescription of an antihypertensive agent or
systolic/diastolic blood pressure ≥ 140/90 mmHg at health
screening; diabetes as ICD-10 codes E10-14 with at least one
prescription of antidiabetic medication or fasting glucose
level ≥ 126 mg/dL; and dyslipidemia as ICD-10 code E78
with at least one prescription of lipid-lowering agent or total
cholesterol ≥ 240 mg/dL.
7. Statistical analysis
Baseline characteristics were described as mean±standard
deviation or number and percentage, and statistical differences were tested by Student’s t test and chi-square test.
Incidence rates for MM were calculated per 100,000 personyears. The Cox proportional hazards model was used to
evaluate the associations between eGFR and/or dipstick
proteinuria and incidence of MM (model 1). Multivariate
models accounted for (1) age and sex (model 2) and (2) age,
sex, income level, smoking, physical activity, hypertension,
and diabetes (model 3). Sensitivity analyses were performed
with a 2-year lag period (i.e., excluding subjects with < 2
years of follow-up) to minimize the possibility of reverse
causality (n=9,765,164).
The interactive effects of eGFR and dipstick proteinuria
were tested using the joint combination of eGFR and proteinuria categories and were presented as incidence rates
and hazard ratios based on eGFR 60-89 mL/min/1.73 m2
and no proteinuria as the reference categories. The potential
effect modifications by baseline characteristics were evaluated through stratified analysis by age, sex, smoking, BMI,
and interaction testing using a likelihood ratio test. Statistical
analyses were carried out using SAS ver. 9.4 (SAS Institute
Inc., Cary, NC).

Results
1. Participant demographics
Among a total of 9,809,376 participants, 569,893 (5.8%)
had eGFR < 60 mL/min/1.73 m2. These participants tended
VOLUME 54 NUMBER 3 JULY 2022

929

930

CANCER RESEARCH AND TREATMENT

HR

95% CI

Model 2d)
HR

95% CI

Model 3e)

CI, confidence interval; eGFR, estimated glomerular filtration rate; HR, hazard ratio. a)Person-years, b)100,000 person-year, c)Unadjusted, d)Adjusted for age and sex, e)Adjusted for
age, sex, income level, body mass index, smoking status, regular exercise, hypertension, diabetes, and dyslipidemia.

eGFR (binary) (mL/min/1.73 m2)
≥ 60
9,239,483
3,388
76,386,444
4.4
1.00
Referent
1.00
Referent
1.00
Referent
< 60
569,893
523
4,610,225
11.3
2.56
2.34-2.81
1.37
1.24-1.51
1.29
1.17-1.43
eGFR (in five levels) (mL/min/1.73 m2)										
< 30
137,896
67
1,144,237
5.9
1.14
0.89-1.45
1.47
1.15-1.87
1.49
1.16-1.89
30-59
431,997
456
3,465,988
13.2
2.58
2.33-2.85
1.30
1.17-1.45
1.24
1.11-1.38
60-89
5,326,588
2,255
44,004 853
5.1
1.00
Referent
1.00
Referent
1.00
Referent
90-119
3,250,090
925
26,919,224
3.4
0.67
0.62-0.72
0.87
0.81-0.94
0.92
0.85-0.99
≥ 120
662,805
208
5,462,368
3.8
0.74
0.65-0.86
0.96
0.83-1.11
1.01
0.87-1.16
Dipstick proteinuria										
Absent
9,345,054
3490
77,218,360
4.5
1.00
Referent
1.00
Referent
1.00
Referent
Trace
221,461
127
1,817,489
7.0
1.55
1.30-1.85
1.45
1.22-1.73
1.34
1.17-1.67
1+
164,373
163
1,335,333
12.2
2.71
2.32-3.17
2.28
1.95-2.67
2.14
1.83-2.50
2+
60,283
93
482,858
19.3
4.28
3.49-5.26
3.37
2.75-4.14
3.07
2.49-3.78
3+
15,275
29
119,891
24.2
5.40
3.75-7.79
4.04
2.80-5.82
3.59
2.49-5.19
4+
2,930
9
22,738
39.6
8.84
4.60-17.01
6.23
3.24-11.96
5.46
2.84-10.49

Model 1c)
No. of
Incidence
Variable
No.
Follow-upa)
b)
cases		 rate
		
HR
95% CI

Table 2. Incidence of multiple myeloma by estimated glomerular filtration rate and random urinary dipstick proteinuria
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8.0
7.0
6.0
5.0
4.0
3.0
2.0
1.0
0

A

Incidence of multiple myeloma

0.6
Adjusted hazard ratio

Incidence rate,
per 1,000 peron-years
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< 30

30-59
60-89
90-119
eGFR (mL/min/1.73 m2)
Proteinuria
Absent
Trace
2+
3+ and 4+

≥ 120

Adjusted hazard ratio for multiple myeloma

B

0.5
0.4
0.3
0.2
0.1
0

< 30

30-59
60-89
90-119
eGFR (mL/min/1.73 m2)
Proteinuria
Absent
Trace
2+
3+ and 4+

1+

≥ 120

1+

Fig. 1. Interactive association of estimated glomerular filtration rate (eGFR) and dipstick proteinuria. (A) Incidence of multiple myeloma.
(B) Adjusted hazard ratio of multiple myeloma. Hazard ratio was adjusted for age, sex, income level, body mass index, smoking status,
regular exercise, hypertension, diabetes and dyslipidemia. Incidence rate is per 1,000 person-years.

to be older, female, and of lower income status. They also
showed higher prevalence of dipstick proteinuria, hypertension, diabetes mellitus, and dyslipidemia and higher BMI but
lower smoking and drinking rates than those who had eGFR
≥ 60 mL/min/1.73 m2 (Table 1).
2. Incidence of MM by eGFR and level of dipstick proteinuria
The general incidence of MM in Korea was 4.8 per 100,000
person-years, which is comparable to previous reports
[20,21]. The mean follow-up duration was 99.1 months (8.3
years). Comparing participants with eGFR below 60 mL/
min/1.73 m2 and above 60 mL/min/1.73 m2, adjusted hazard
ratio (aHR) for MM was 1.29 (95% confidence interval [CI],
1.17 to 1.43). When graded into five levels and with eGFR 6089 as a reference group, there was a significant dose-response
relationship at the lower eGFR levels: aHRs were 1.24 (95%
CI, 1.11 to 1.38) for eGFR 30-59 mL/min/1.73 m2 and 1.49
(95% CI, 1.16 to 1.89) for eGFR < 30 mL/min/1.73 m2, while
no decreased risk was observed in the higher eGFR groups
(Table 2).
A clear dose-response relationship was also found with
degree of dipstick proteinuria and incidence of MM; compared to the group with absent proteinuria, the aHRs were
for MM in the trace group was 1.34 (95% CI, 1.17 to 1.67),
and 5.46 (95% CI, 2.84 to 10.49) in the severe proteinuria
group (Table 2). Sensitivity analyses with a 2-year lag period
showed consistent results, with slight attenuation of the relative risk estimate (S2 Table).

3. Joint effects of eGFR and dipstick proteinuria
The joint effects of eGFR and dipstick proteinuria are
depicted in Fig. 1 and S3 Table as incidence rates and aHRs.
This generally showed an independent effect on risk of MM,
and the aHR was highest (7.45; 95% CI, 2.79 to 19.85) at eGFR
< 30 mL/min/1.73 m2 and dipstick proteinuria 3+ or 4+.
4. Stratified analysis
When stratified by age, sex, smoking status, and BMI
level, there was no significant difference in the associations
between such variables and MM risk. One exception was
the statistically significant interaction between eGFR and sex
(p-value for interaction=0.04) (Figs. 2 and 3, S4 and S5
Tables).

Discussion
This population-based cohort study involving approximately 10 million participants and 3,911 incident MM cases
confirms that reduced eGFR and positive dipstick proteinuria are associated with incident MM. With the largest ever
data set, we examined dose-response relationships, explored
the joint effects of eGFR and dipstick proteinuria on MM risk,
and tested potential interactions with baseline characteristics, i.e., age, sex, smoking status, and BMI level.
Our study showed that people with low eGFR (< 60 mL/
min/1.73 m2) are 1.3 times more strongly associated with
incident MM than those with higher eGFR. However, there
was no linear dose-response relationship with higher or lower eGFR. A clearer dose-response relationship was observed
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Fig. 2. Interactions between smoking/body mass index (BMI) and estimated glomerular filtration rate (eGFR)/dipstick proteinuria.
Adjusted hazard ratios for multiple myeloma incidence according to the interactions between eGFR and smoking (A), eGFR and BMI (B),
urinary dipstick protein and smoking (C), and urine dipstick protein and BMI (D). p-values for interaction are 0.12 (A), 0.22 (B), 0.22 (C),
and 0.28 (D).

with positive dipstick proteinuria: even the trace group had
1.34 times higher aHR for MM, while in the 3+, 4+ group, the
aHR was as high as 5.46.
While the observational nature of our study excludes any
definitive answers about causality, there are two possible
interpretations. The first and the most plausible explanation
is that renal impairment caused by monoclonal gammopathy may precede diagnosis of active MM. Most MM cases
originate from progression of monoclonal gammopathy,
and active MM is diagnosed when there is evidence of end
organ damage as defined by the CRAB criteria [1,22].
Although renal impairment defined as serum creatinine
higher than 2.0 mg/dL is included in the CRAB criteria,
current guidelines only recognize renal failure caused by
light-chain cast nephropathy as a myeloma-defining event
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[23]. However, more than 70% of renal lesions in active MM
cases are associated with monoclonal protein but may be
caused via several different mechanisms such as monoclonal
immunoglobulin deposition disease (MIDD) or amyloid
light chain (AL) amyloidosis [24]. Recognition of frequent
renal impairment by monoclonal gammopathy prior to
development of MM led to definition of a new entity, monoclonal gammopathy of renal significance (MGRS) [25-27].
MGRS manifests with reduced eGFR and/or proteinuria and
requires treatment to prevent further damage to the kidneys.
The current asymptomatic screening cohort with urine dipstick positivity without diagnosis of active MM is likely to
have glomerular lesions, such as MIDD and AL amyloidosis,
rather than light-chain cast nephropathy, which manifests as
acute kidney injury and other symptoms of MM.
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Fig. 3. Interactions between age/sex and estimated glomerular filtration rate (eGFR)/dipstick proteinuria. Adjusted hazard ratios for
multiple myeloma (MM) incidence according to interactions between eGFR and age (A), eGFR and sex (B), urinary dipstick protein and
age (C), and urinary dipstick protein and sex (D). p-values for interaction are 0.55 (A), 0.04 (B), 0.22 (C), and 0.54 (D).

If the findings of decreased renal function represented
as low eGFR and/or urine dipstick proteinuria do not lead
to workups to identify monoclonal gammopathy, MGRS
or active MM may remain undiagnosed. Thus, it is worth
mentioning light-chain MM, which is a relatively newly
described entity comprising 15% of MM. Light-chain MM
produces monoclonal protein with light chains only. Mspikes on serum protein electrophoresis and serum immunofixation are frequently negative, and light-chain MM
cannot be diagnosed without serum-free light chain assays.
The clinical challenge of light-chain MM is that a high level
of light chains is nephrotoxic and can cause renal failure.
Unfortunately, light-chain MM tends to be diagnosed late,
after renal failure [28]. In diagnosis of MM, comprehensive
myeloma lab tests including serum-free light-chain assays

based on clinical suspicion are key. Our current study convincingly shows that albuminuria and/or reduced eGFR
may be early signs of MGRS or active MM.
There has been unprecedented improvement in treatment
outcomes of MM during the last two decades, and this has
affected the disease management. Previously, because we did
not have effective myeloma therapies, watchful waiting was
the standard approach for MGUS and smoldering myeloma
(SMM). In 2014, the International Myeloma Working Group
(IMWG) published updated MM diagnostic criteria classifying some previously defined SMM patients as active MM,
for which they receive myeloma treatment. Need for SMM
treatment has been the topic of hot debates in the myeloma
field, and more evidence is amassing for treating SMM [2932]. From this perspective, if there is a suspicion that plasma
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cell neoplasm may be causing renal impairment, complete
or more aggressive workups to establish the diagnosis of
MM or MGRS should be performed, as these conditions will
require treatment initiation to potentially prevent end organ
damage and provide more favorable outcomes.
The second possible interpretation is that renal impairment itself may play a role in development of MM. To confirm our analysis results, we performed sensitivity analysis
with a 2-year lag period, and the results were similar to primary analysis. This suggests a possible causal relationship
between pre-existing renal impairment and progression of
monoclonal gammopathy to MM. Although it is not within
the scope of our study to investigate the mechanism behind
this potential causal relationship, there are several proposed
mechanisms regarding how renal impairment may facilitate
cancer development. Several studies have suggested that
chronic inflammation and oxidative stress, which are commonly seen in the microenvironment of CKD patients, may
mediate cancer development by influencing the proliferation
of cells, which eventually can lead to cancer development
[10,11,33-36]. This is particularly relevant in the pathogenesis of MM, because it is well known that pro-inflammatory
cytokines are critical in growth of myeloma cells [37,38].
Patients on immune suppression after solid organ transplantation have higher incidences of cancers [39]. Severe renal
impairment may create a weakened immune status, which
increases the risk of cancer development [40]. Elucidating the
mechanism of this potential relationship is critical for developing future strategies to slow the progression of MM from
MGUS in patients with renal impairment. For example, it
would be interesting to investigate whether interventions to
slow CKD progression or interventions to reduce the level of
proteinuria can inhibit MM development.
Synergistic action between low eGFR and proteinuria
was not observed in our study, suggesting the independent
association of each with MM. In addition, there was no interaction between eGFR or proteinuria and baseline characteristics such as age, sex, smoking, and BMI in development of
MM. This provides further evidence on the robustness of our
findings, regardless of participant characteristics.
Our study has several limitations. First, eGFR is an
imperfect measure of renal function because serum creatinine concentration is influenced by other factors such as age,
sex, muscle mass, and medications. Second, we do not have
urine dipstick specific gravity data that would help correct
urine concentration status. Third, we used single measurements of creatinine and dipstick proteinuria at the time of
health screening and did not consider their changes over
time in assessment of MM risk. Our study design does not
tell us the exact date of CKD detection or the period between
CKD detection and the MM incidence. Fourth, we do not
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have detailed information on kinds of monoclonal proteins
and cytogenetics about newly diagnosed MM cases in our
study. Lastly, findings from our study may not be generalizable to other populations because there are significant differences in clinical manifestation of MM depending on ethnic
group.
In conclusion, our study demonstrates that reduced
eGFR and positive dipstick proteinuria are associated with
incident MM. These results suggest that low eGFR and
albuminuria are either early signs of monoclonal gammopathy, which tends to be unrecognized, or facilitators of MM
development. Clinicians should screen for monoclonal protein in patients with reduced renal function and urine dipstick proteinuria to diagnose and treat monoclonal gammopathy or MM in early stages, which will potentially reduce
related organ damage and mortality.
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