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ABSTRACT

Background. Nephrotic-range proteinuria (NRP) is associated with rapid kidney function loss and increased cardiovascular
(CV) disease risk. We assessed the effects of linagliptin (LINA) on CV and kidney outcomes in people with Type 2 diabetes
(T2D) with or without NRP.

Methods. Cardiovascular and renal microvascular outcome study with LINA randomized participants with T2D and CV
disease and/or kidney disease to LINA 5 mg or placebo (PBO). The primary endpoint [time to first occurrence of 3-point
major adverse cardiac events (3P-MACE)], and kidney outcomes, were evaluated by NRP status [urinary albumin:creatinine
ratio (UACR)�2200 mg/g] at baseline (BL) in participants treated with one or more dose of study medication.

Results. NRP was present in 646/6979 [9.3% (LINA/PBO n¼317/n¼329); median UACR 3486 (Q1: 2746/Q3: 4941) mg/g]
participants, who compared with no-NRP were younger (62.3/66.1 years) and had lower estimated glomerular filtration rate
(eGFR) (39.9/56.1 mL/min/1.73 m2). Over a median of 2.2 years, 3P-MACE occurred with a 2.0-fold higher rate in NRP versus
no-NRP (PBO group), with a neutral LINA effect, regardless of NRP. The composite of time to renal death, end-stage kidney
disease (ESKD) or decrease of �40 or �50% in eGFR, occurred with 12.3- and 13.6-fold higher rate with NRP (PBO group);
evidence of heterogeneity of effects with LINA was observed for the former [NRP yes/no: hazard ratio 0.80 (0.63–1.01)/1.25
(1.02–1.54); P-interaction 0.005], but not the latter [0.83 (0.64–1.09)/1.17 (0.91–1.51), P-interaction 0.07]. No heterogeneity was
observed for renal death or ESKD [0.88 (0.64–1.21)/0.94 (0.67–1.31), P-interaction 0.79]. Glycated haemoglobin A1c (HbA1c)
was significantly reduced regardless of NRP, without increasing hypoglycaemia risk. Regression to normoalbuminuria [1.20
(1.07–1.34)] and reduction of UACR�50% [1.15 (1.07–1.25)] from BL, occurred more frequently with LINA, regardless of NRP
status (P-interactions >0.05).

Conclusions. Individuals with T2D and NRP have a high disease burden. LINA reduces their albuminuria burden and HbA1c,
without affecting CV or kidney risk.
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INTRODUCTION

The study of glucose-lowering medications for Type 2 diabetes
(T2D) has evolved from prioritizing glycaemic control to also
assessing the relative cardiovascular (CV) risks and benefits in
people with T2D and established CV disease [1]. As a result, there
have been important updates to treatment guidelines and recom-
mendations globally [2–4]. Yet, despite a clear advancement in CV
risk management, few studies have assessed the use of glucose-
lowering medications in those with T2D who suffer chronic kid-
ney disease (CKD), although over the last few years some dedi-
cated studies have been reported [5]. Up to 40% of people with T2D
will develop CKD [6], which is associated with reduced quality of
life [7, 8] and lower glycaemic goal attainment [9, 10]. A substantial
number of people develop nephrotic-range proteinuria (NRP) or
the nephrotic syndrome [11], and these people are at particularly
high risk of progression to end-stage kidney disease (ESKD) [12].

T2D is a common cause of NRP in adults. People with T2D and
NRP represent an understudied group [12, 13] with a particular
clinical challenge, given the graded increase in risk for most com-
plications with higher albuminuria categories [14]. The risk is fur-
ther accentuated for accelerated loss of kidney function and
increased risk for hospitalizations, and many die with NRP before
reaching ESKD requiring kidney replacement therapy [15–18].

The choice of glucose-lowering therapies is limited in lower
ranges of kidney function due to drug accumulation and side
effects, as are the data on the safety and efficacy of glucose-
lowering therapies in people with T2D and NRP, since the ma-
jority of recent CV outcome trials in T2D do not include people
with NRP [5]. Management of these concomitant comorbidities
focuses on controlling traditional risk factors for further pro-
gression of kidney disease [e.g. blood pressure (BP), weight and
glucose] [19], and use of angiotensin-converting enzyme (ACE)
inhibitors/angiotensin-receptor blockers (ARBs) [20] for addi-
tional nephroprotection and/or control of albuminuria. There
have been no new nephroprotective treatments to manage pro-
teinuria in NRP since the introduction of ARBs in the early
2000s, although mineralocorticoid-receptor antagonists appear
to be promising in NRP, with the caveat of potassium increase
[21], as well as sodium–glucose co-transporter-2 (SGLT-2) inhibi-
tors, owing to their kidney-targeted mechanism of action and
demonstrated benefits in individuals with T2D [22–25].

Linagliptin (LINA), a dipeptidyl-peptidase 4 inhibitor (DPP-4i)
approved for glycaemic management of T2D, does not require
dose adjustment in people with CKD as it is 85% eliminated via
biliary excretion [26]. Its CV and kidney safety were confirmed
in the CArdiovascular and Renal Microvascular outcomE study
with LINA (CARMELINA) trial [20, 27], in which 6979 individuals
with CKD [3000 with estimated glomerular filtration rate (eGFR)
<45 mL/min/1.73 m2; 2690 with urinary albumin creatinine ratio
(UACR) >300 mg/g] were studied. In this trial, LINA also reduced
albuminuria progression and glycated haemoglobin A1c
(HbA1c), regardless of eGFR at baseline (BL), including in those
with eGFR<30 mL/min/1.73 m2 [28]. As there was no upper limit
for UACR for inclusion in CARMELINA, it is also well positioned
to study people with NRP and T2D, and to evaluate the safety
and efficacy of LINA in this understudied group.

MATERIALS AND METHODS
Study design and procedures

The study design and primary results have been reported previ-
ously [27, 29]. In brief, CARMELINA (NCT01897532) was a

multicentre, randomized, double-blind clinical outcome trial in
adults with T2D [HbA1c 6.5–10.0% (48–86 mmol/mol)] at high risk
for CV and kidney disease defined as history of CV disease and
UACR>30 mg/g (or equivalent) or eGFR 45–75 mL/min/1.73 m2 and
UACR>200 mg/g (or equivalent) or eGFR 15–45 mL/min/1.73 m2 re-
gardless of UACR. It was conducted at 605 centres in 27 countries.
Investigators were encouraged to use additional CV medications
(e.g. statins and antihypertensive therapies) and medications for
glycaemic control [except DPP-4i, glucagon-like peptide (GLP)-1 re-
ceptor agonists and SGLT-2 inhibitors] according to applicable
standards of care throughout the trial. Participants who prema-
turely discontinued study medication were followed for ascer-
tainment of CV and key secondary kidney outcome events, as
previously described [28]. Attempts were made to collect vital sta-
tus information on every randomized patient at study comple-
tion, in compliance with local law and regulations. The protocol
was approved by Institutional Review Boards or Ethics
Committees for each participating site and all participants pro-
vided written informed consent for trial participation.

Classification of NRP

UACR was measured by a central laboratory on a first-morning
void specimen, at screening; randomization (BL); at Weeks 36
and 84; then every year until the end of study visit; at the end of
study visit; and 30 days after the end of study visit. Albuminuria
categorization at BL was predefined based on KDIGO definitions
as <30, 30–300 and >300 mg/g [16]. Additionally, NRP was de-
fined as UACR>2200 mg/g creatinine with any GFR [29], a defini-
tion also used elsewhere [11].

Outcomes

CV and kidney outcomes. We compared the treatment effects of
LINA versus placebo (PBO) in participants with NRP versus with-
out NRP (no NRP) with a time to first event analysis of the pri-
mary outcome of the trial [CV death, non-fatal myocardial
infarction or non-fatal stroke (3-point major adverse cardiac
event, 3P-MACE)], CV death, all-cause mortality, hospitalization
for heart failure and all-cause hospitalization and the following
kidney outcomes: (i) the composite of renal death, sustained
ESKD or sustained decrease of�40% eGFR from BL (key secondary
kidney outcome); (ii) the composite of renal death, sustained
ESKD or sustained decrease of 50% or more in eGFR from BL; (iii)
the composite of renal death or ESKD; (iv) the composite of renal
death, ESKD or sustained eGFR<10 mL/min/1.73 m2; and (v) the
composite of renal death, ESKD or doubling of serum creatinine.
Effects on eGFR were assessed by an eGFR [Modification of Diet in
Renal Disease (MDRD)] slope analysis (change per year) from BL
to last value on-treatment (LVOT) by NRP at BL, and from BL to
Week 12 (change/4 weeks) and Week 12 to LVOT (change/year).
All data available for eGFR were used to calculate the slope.

Albuminuria endpoints. Albuminuria endpoints were pre-
defined and post hoc defined (Supplementary data, Table S1) and
analysed as time to new onset of albuminuria regression, and
improvement in albuminuria status relative to BL (reduction
�50% or �30% from BL UACR, respectively). In addition, in those
with NRP at BL, regression to no NRP was analysed. Analysis
was also conducted by applying a sustained criterion, i.e. re-
quirement of having results confirmed in two or more consecu-
tive measurements that were �28 days apart.

Efficacy and safety endpoints. Additional endpoints by NRP at
BL were change from BL in HbA1c, and occurrence of adverse
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events (AEs) in general and specifically hypoglycaemia. The lat-
ter two were captured based on investigator reported events
and coded using the Medical Dictionary for Drug Regulatory
Activities version 20.1.

Statistical analyses

P-values for association of BL characteristics between NRP groups
were obtained from Chi-square test for categorical variables and
from t-test for continuous variables (after log transformation for
UACR). Time-to-event outcomes were analysed using Cox propor-
tional hazards regression models, with randomized treatment
and geographical region as factors. For NRP subgroup analyses,
an additional factor for NRP subgroup as well as NRP subgroup-
by-treatment interaction term was included in the regression
models. Censoring was applied the day a participant was last
known to be free of the specific outcome event. All analyses were
performed using the intention-to-treat principle, modified to ex-
clude randomized participants who did not take any dose of

study medication (treated set). Handling of missing data is de-
scribed in the statistical analysis plan published elsewhere [27].

A formal test of heterogeneity of the treatment effect among
subgroups was performed for each subgroup analysis. A two-
sided P< 0.05 was considered significant for all analyses with
no adjustments made for multiple testing. The iteratively mea-
sured continuous parameter HbA1c was analysed using mixed-
effect models for repeated measures including randomized
treatment, region, week, treatment by week interaction, linear

covariates of BL measurement and BL by week interaction in
the model. Overall safety assessments were conducted using
descriptive statistics for AEs. Analyses were conducted with
SAS version 9.4 (SAS Institute, Cary, NC, USA).

RESULTS

Of 6979 randomized and treated participants followed for me-
dian of 2.2 years, 646 (9.3%) had NRP at BL (Table 1). People with

Table 1. BL characteristics [n (%), mean (standard deviation) unless otherwise stated] of participants with and without NRP

NRP No NRP Overall P-value NRP versus no NRP

n (%) 646 (100) 6330 (100) 6979 (100)
Age, years 62.3 (9.3) 66.1 (9.0) 65.9 (9.10) <0.001
Men, n (%) 387 (59.9) 4001 (63.2) 4390 (62.9) 0.098
Women, n (%) 259 (40.1) 2329 (36.8) 2588 (37.1)
Region, n (%)

Europe (including South Africa) 207 (32.0) 2724 (43.0) 2934 (42.0) <0.001
Latin America 273 (42.3) 2037 (32.2) 2310 (33.1)
North America 95 (14.7) 1085 (17.1) 1180 (16.9)
Asia 71 (11.0) 484 (7.6) 555 (8.0)

Smoking status
Never smoked 349 (54.0) 3402 (53.7) 3751 (53.8) 0.53
Ex-smoker 223 (34.5) 2284 (36.1) 2507 (35.9)
Currently smokes 73 (11.3) 638 (10.1) 711 (10.2)
Missing 1 (0.2) 6 (0.1) 7 (0.1)

eGFR (MDRD), mL/min/1.73 m2 39.9 (21.6) 56.1 (24.8) 54.6 (25.0) <0.001
�90 25 (3.9) 703 (11.1) 728 (10.4) <0.001
�60 to <90 82 (12.7) 1820 (28.8) 1902 (27.3)
�45 to <60 92 (14.2) 1256 (19.8) 1348 (19.3)
�30 to <45 197 (30.5) 1740 (27.5) 1937 (27.8)
�15 to <30 242 (37.5) 798 (12.6) 1040 (14.9)
<15 8 (1.2) 13 (0.2) 21 (0.3)

UACR, median (25th to 75th percentile), mg/g 3486 (2746, 4941) 129 (38, 461) 162 (44–728) <0.001
UACR, n (%)
<30 mg/g 0 1392 (22.0) 1392 (19.9) <0.001
30–300 mg/g 0 2894 (45.7) 2894 (41.5)
>300 mg/g 646 (100) 2044 (32.3) 2690 (38.5)

HbA1c, % 8.1 (1.0) 7.9 (1.0) 7.95 (1.0) <0.001
Diabetes duration, years 16.2 (8.9) 14.6 (9.5) 14.8 (9.5) <0.001
Body mass index, kg/m2 30.9 (5.5) 31.3 (5.3) 31.2 (5.3) 0.06
Systolic BP/diastolic BP, mmHg 150.7 (19.7)/

81.3 (10.9)
139.5 (17.3)/

77.5 (10.4)
140.5 (17.9)/

77.8 (10.5)
<0.001/<0.001

Insulin 459 (71.1) 3490 (55.1) 3950 (56.6) <0.001
Metformin 236 (36.5) 3569 (56.4) 3808 (54.6) <0.001
SU 151 (23.4) 2090 (33.0) 2242 (32.1) <0.001
Any antihypertensives, n (%) 627 (97.1) 6061 (95.8) 6691 (95.9) 0.11

ACE inhibitors or ARBs 530 (82.0) 5125 (81.0) 5658 (81.1) 0.50
Statins, n (%) 450 (69.7) 4566 (72.1) 5018 (71.9) 0.18
Total cholesterol, mg/dL 204.2 (61.9) 168.5 (45.4) 171.8 (48.3) <0.001
LDL-cholesterol, mg/dL 112.8 (50.8) 88.9 (37.6) 91.1 (39.6) <0.001
HDL-cholesterol, mg/dL 47.4 (15.2) 44.2 (12.7) 44.5 (12.9) <0.001

Missing albuminuria data from three participants, therefore overall not always identical to the sum of subgroups (NRP þ no NRP). P-values obtained from Chi-square

test for categorical variables and from t-test for continuous variables (after log transformation for UACR). LDL, low-density lipoprotein; HDL, high-density lipoprotein.
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NRP versus those without (Table 1) tended to be younger, had
lower mean eGFR, higher UACR, higher HbA1c and longer dura-
tion of T2D, had more often insulin therapy, and had a higher
systolic BP and low-density lipoprotein cholesterol. Despite no
stratification by NRP, randomization to either LINA or PBO was
balanced (Supplementary data, Table S2).

CV and kidney outcomes

Incidence rates for all outcomes were consistently higher in
patients with NRP at BL. Specifically, those with NRP in the PBO
group (Figure 1) showed a >2-fold higher rate for CV events, and
10- to 14-fold higher rates for kidney events. The incidence rates
did not appear to be influenced by sex (Supplementary data,
Figure S1A and B).

Overall, regardless of NRP status, there was no difference be-
tween LINA versus PBO with respect to 3P-MACE [hazard ratio
(HR) 1.02 (95% confidence interval, CI 0.89–1.17)], CV mortality
[0.96 (0.81–1.14)], all-cause mortality [0.98 (0.84–1.13)], all-cause
hospitalization [0.93 (0.85–1.00)] or hospitalization for heart fail-
ure [0.90 (0.74–1.08)]; the corresponding results do not indicate
that NRP is an effect modifier (all interaction P> 0.05) (Figure 2).
Overall, there was also no difference between the key secondary
endpoint [renal death, sustained ESKD or sustained decrease of
�40% in eGFR from BL; 1.04 (0.89–1.22)], renal death, sustained
ESKD or sustained decrease of �50% in eGFR from BL [0.98 (0.82–
1.18)], renal death or sustained ESKD [0.87 (0.69–1.10)], the com-
posite renal endpoint of renal death, ESKD or eGFR <10 mL/
min/1.73 m2 [0.84 (0.67–1.05)] or the composite renal endpoint of
renal death, ESKD or doubling of creatinine [0.92 (0.77–1.11)], for
LINA versus PBO. When assessed by NRP status (Figure 2), some
heterogeneity was observed for LINA versus PBO for the key sec-
ondary outcome of renal death, sustained ESKD or sustained de-
crease of �40% in eGFR [NRP yes/no: 0.80 (0.63–1.01)/1.25 (1.02–
1.54); P for interaction 0.005], but not for the other kidney out-
comes, including the analysis using a 50% eGFR reduction or
doubling of creatinine, in a corresponding composite endpoint
[NRP yes/no: 0.83 (0.64–1.09)/1.17 (0.91–1.51), P for interaction

0.07 and NRP yes/no: 0.81 (0.62–1.06)/1.09 (0.84–1.41), P for inter-
action 0.13]. Also no heterogeneity of the effect was observed
for the composite renal death or ESKD [NRP yes/no: 0.88 (0.64–
1.21)/0.94 (0.67–1.31), P for interaction 0.79].

A 3-fold greater decline in eGFR per year was seen in those
with NRP (NRP eGFR slopes: LINA �6.51 mL/min/1.73 m2 versus
PBO �7.07 mL/min/1.73 m2) relative to those without NRP (no
NRP slopes: LINA �2.10 mL/min/1.73 m2 versus PBO �1.84 mL/
min/1.73 m2), but the loss in eGFR over time was not different
between the treatment groups (Figure 3A). However, consider-
ing only the first 12 weeks (Figure 3B), a significant modest rela-
tive slope reduction was observed with LINA versus PBO in
those without NRP at BL (�0.25 6 0.08/4 weeks; P¼ 0.002), that
was attenuated for the period Week 12 to LVOT (0.04 6 0.17/
year; P¼ 0.81). No significant effects on eGFR slopes was
observed for those with NRP in either of these time windows.

Effect on albuminuria

Overall, in participants randomized to LINA, a significantly
higher proportion regressed to normoalbuminuria [1.20
(1.07–1.34)], as well manifesting an UACR reduction of �30%
from BL [1.14 (1.06–1.22)] or UACR reduction of �50% from
BL [1.15 (1.07–1.25)], with consistent treatment effects inde-
pendent of NRP (all interaction P> 0.05). Attenuated effects
for all albuminuria regression endpoints were seen when
analysis applied the sustained reduction of UACR criterion,
both overall and by NRP, e.g. HR for UACR reduction of
�50% from BL was 1.10 (1.00–1.21) with interaction P ¼ 0.43
(Figure 4).

Considering participants with NRP at BL, a numerically
higher proportion regressed to no NRP range [1.22 (0.98–1.52)],
also in the sustained analysis [1.18 (0.92–1.51)], but neither met
the statistical significance criterion (P-values 0.08 and 0.19,
respectively).

Effect on HbA1c, hypoglycaemia and AEs. Difference in HbA1c
over the full study duration based on least square means fav-
oured LINA [�0.36 (�0.42 to �0.29)%], not indicating a different
effect by NRP [�0.41 (�0.63 to �0.19)] and no NRP [�0.35 (�0.42
to �0.29)], without an increase in hypoglycaemia (Table 2). The
proportion of participants with hypoglycaemia was, however,
higher in the NRP versus no NRP in both treatment groups.
Severe hypoglycaemic AEs were observed in low numbers in
those with NRP (Supplementary data, Figure S1), with numeri-
cally more events in the LINA [20 (6.3%)] than the PBO group [10
(3.0%)]; IRR 2.03 (0.95–4.35).

AEs. Generally, AEs occurred more frequently in patients with
NRP compared with no NRP participants. However, the fre-
quency of any AEs, serious AEs and AEs leading to study drug
discontinuation was similar between the treatment groups, in-
dependent of NRP at BL (Table 2).

DISCUSSION

This analysis of 646 individuals with NRP and T2D represents
one of the largest cohorts of individuals with these conditions
studied to date. The results underscore the clinical challenge
faced by T2D complicated with NRP; younger age, longer T2D
duration and poorer glycaemic control, where when metformin
use is restricted leading to increased insulin use. Furthermore,
those with NRP had more poorly controlled systolic BP, a 2-fold
higher rate of CV complications and a 10-fold higher rate of
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kidney complications, including a 3-fold faster decline in eGFR.
The trial also demonstrated that LINA treatment was associated
with improvements in albuminuria and glycaemic control,
without increasing hypoglycaemia risk, but did not affect CV or
kidney risk among people with NRP, for whom few data have
previously been published.

As remission of proteinuria may lead to symptomatic im-
provement, as well as being a marker of risk reduction in people
with NRP [30], the observation of a significant, yet modest, in-
creased proportion with regression to normoalbuminuria, as
well as reduction of UACR�50% from BL, including in individu-
als with NRP, is interesting, and important. A previous smaller
trial indicated that regression of NRP, defined as a reduction in
albuminuria from NRP (defined as persisting albuminuria
>2500 mg/24 h) to <600 mg/24 h, sustained for at least 1 year,
was associated with both a reduction in the risk of progressing
to ESKD, and improved survival [15].

The reduction in albuminuria burden aligns with some other
results involving DPP-4i in T2D without NRP [31], but none has
previously examined individuals with severe albuminuria.

Mechanistically, it has been suggested that these effects are not
related to changes in glycaemic control [28], but rather alternate
mechanism, e.g. via attenuation of podocyte injury or inhibition
of myofibroblast transformation [32], or inhibition of
endothelial-to-mesenchymal transition and restoration of
microRNA-29s [33]. The observations of neutral effects on CV
outcomes and kidney composite outcomes, despite a significant
reduction in albuminuria burden, probably suggests that
changes in albuminuria are not strong effect-modifier for CV
disease [34] and that the magnitude of effect is too modest to
modulate risk for kidney outcome [35, 36]. Alternatively, it could
be argued that a median duration of 2.2 years is too short a time
period to be able to modulate the risk for kidney events. The po-
tential heterogeneity of effect for the key kidney outcome we
consider is a play of chance, as this was not observed for harder
kidney outcomes excluding the eGFR component, or when using
other creatinine-based measures in the same composite out-
come (like doubling of creatinine or other eGFR cut-offs).

The observation of a modest subacute effect on eGFR in
those without NRP, i.e. in participants with a better preserved
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Renal death, sustained ESKD, or sustained
eGFR (MDRD) < 10 ml/min/1.73 m2

All patients
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  No NRP (n=6330)
Renal death, sustained ESKD, or ≥ two-fold
increase in serum creatinine‡

All patients
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decrease of ≥ 50% in eGFR
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FIGURE 2: CV, hospitalization and kidney outcomes for LINA versus PBO, overall and by NRP at BL. Renal death, sustained ESKD or sustained decrease of �40% in eGFR

from BL were predefined analysis, whereas the others were post hoc defined analysis. Point estimates on the left side of the curve indicate a positive effect for LINA.

Events and HR (95% CI). Key secondary kidney endpoints: renal death, sustained ESKD or sustained decrease of �40% in eGFR from BL. PY, patient-year. ‡Accompanied

by eGFR (MDRD) <60 mL/min/1.73 m2.
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FIGURE 4: Effects on regression of albuminuria overall and by NRP at BL. HR based on Cox regression analyses in patients treated with one or more dose of study medi-

cation. Sustained regression to normoalbuminuria and sustained regression to normoalbuminuria or microalbuminuria were predefined analysis, whereas the others

were post hoc defined analysis. Point estimates on the right side of the curve indicate a positive effect for LINA. Events and HR (95% CI). PY, patient-year.
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renal function, is consistent with previous reports of DPP-4i [28,
37, 38]. This effect might be related to remission of hyperfiltra-
tion, due to an early natriuretic effect mediated by stromal cell-
derived factor-1a [39] or indirectly via the 2- to 3-fold increase in
GLP-1 levels. The increase in GLP-1 levels induces natriuresis by
reducing the Na/H exchange transporter isoform three-
dependent sodium reabsorption in the proximal tubule and/or
via modulation of more than one of the >40 other substrates
metabolized by DPP-4, including high-mobility group protein
box 1 [40]. In toto, this did not translate into a long-term kidney
benefit, but could potentially explain in part the heterogeneity
of effects when evaluating composite kidney outcomes that in-
clude renal haemodynamic components.

These results from CARMELINA are important, as people
with NRP have limited glucose-lowering therapy options, given
a number of agents are contraindicated or require dose reduc-
tion [11, 41, 42]. This is particularly true for those with
eGFR<45 mL/min/1.73 m2. Furthermore, people with T2D and
NRP could have non-diabetic renal disease, e.g. membranous
nephropathy or immunoglobulin A nephropathy [6, 43], which
we were not able to further characterize in this analysis, as well
as being at particularly increased risk of drug-related adverse
effects [38]. It is therefore particularly important to obtain spe-
cific safety data in this population [5, 10]. Most glucose-lowering
trials of DPP-4i [37, 44–46] have included modest numbers of
participants with CKD, with very few subjects with NRP [13, 29].
In this context, the results presented here not only demonstrate
CV and kidney safety for LINA in NRP and T2D, but also demon-
strate that LINA modestly reduces progression of albuminuria
and increases regression to normoalbuminuria. We also did not
observe an increase in risk for HF in those with NRP and T2D,
which differs from a previous trial with another DPP-4i that in-
dicated an increased risk of hospitalization for HF [47]. In this

particularly frail population, LINA was well tolerated and its
safety profile was comparable to that of PBO.

SGLT-2 inhibitors are now recommended for use relatively
early in T2D, since they have been shown to prevent or slow the
progression of CV and HF events, as well as CKD [2–4, 48]. They
may also have an important role in those with NRP as indicated
in the first dedicated study in a larger proteinuric population
[24] in which 503 of 4401 participants with T2D and CKD had
UACR>3000 mg/g, and in whom the CV and kidney benefits
were consistent with the overall study population. However,
they are still mostly licensed for use in moderate-to-good renal
function, and their glucose-lowering efficacy typically dimin-
ishes with reduced eGFR. Other commonly used medications
for those with NRP and T2D, such as sulphonylureas, which are
associated with hypoglycaemia and are contraindicated in
severe renal function disorders, also require particular monitor-
ing. In this context, LINA may have an important role as
it improves glycaemic control without increasing the risk of
hypoglycaemia [2–4, 45] even in the presence of reduced GFR
and NRP. Thus, an agent such as LINA, which also might
delay insulin initiation [28], might be used to meet the KDIGO
recommendation of an individualized HbA1c target, ranging
from <6.5% to <8.0% in those with T2D and non-dialysis-
dependent CKD [16, 49].

The strengths of this analysis include the large number of
participants with NRP and a pre-specified analysis by NRP at BL.
The trial itself also prospectively captured and centrally adjudi-
cated kidney outcomes. The trial also had some limitations. The
median follow-up was only 2.2 years, many of the other analy-
ses were defined post hoc, and the trial excluded people with BL
eGFR<15 mL/min/1.73 m2 and those receiving dialysis. In addi-
tion, due to the relatively low number of women with events, in
particular in the NRP group, we were unable to perform a reli-
able outcome analysis by sex.

Table 2. AEs occurring until 7 days after treatment discontinuation in CARMELINA by NRP at BL and overall by treatment groups

NRP No NRP Overall

n (%) 646 (100) 6330 (100) 6979 (100)

LINA (317) PBO (329) LINA (3175) PBO (3155) LINA (3494) PBO (3485)
One or more AE 266 (83.9) 287 (87.2) 2429 (76.5) 2435 (77.2) 2695 (77.6) 2722 (78.1)
One or more serious AEs 174 (54.9) 180 (54.7) 1119 (35.2) 1162 (36.8) 1293 (37.2) 1342 (38.5)
AE leading to discontinuation 69 (21.8) 62 (18.8) 289 (9.1) 339 (10.7) 358 (10.3) 401 (11.5)
Aggregated SOC or single preferred terms within category ‘any adverse events’
Infections and infestationsa 99 (31.2) 119 (36.2) 894 (28.2) 988 (31.1) 993 (28.6) 1107 (31.8)
Injury, poisoning and procedural complicationa:

includes fractures
31 (9.8) 29 (8.8) 315 (9.9) 302 (9.6) 346 (10.0) 331 (9.5)

Hypotension 2 (0.6) 0 (0) 44 (1.4) 35 (1.1) 46 (1.3) 35 (1.0)
Peripheral oedema 23 (7.3) 28 (8.5) 107 (3.4) 144 (4.6) 130 (3.7) 172 (4.9)
Hyperkalaemia 10 (3.2) 24 (7.3) 75 (2.4) 74 (2.3) 85 (2.4) 98 (2.8)
Acute kidney injury 19 (6.0) 19 (5.8) 77 (2.4) 83 (2.6) 96 (2.8) 102 (2.9)
Renal impairment 18 (5.7) 26 (7.9) 68 (2.1) 67 (2.1) 86 (2.5) 93 (2.7)
ESKD 22 (6.9) 26 (7.9) 16 (0.5) 19 (0.9) 38 (1.1) 45 (1.3)
Hypoglycaemia
Any hypoglycaemia 108 (34.1) 110 (33.4) 926 (29.2) 914 (29.0) 1034 (29.8) 1024 (29.4)
PG<54 mg/dL or severe hypoglycaemiab 60 (18.9) 68 (20.7) 495 (15.6) 504 (16.0) 555 (16.0) 572 (16.4)
Severe hypoglycaemiab 20 (6.3) 10 (3.0) 86 (2.7) 98 (3.1) 106 (3.1) 108 (3.1)

Missing albuminuria data from three participants, therefore overall not always identical to the sum of subgroups (NRP þ no NRP). aBased on the totality of events

within the SOC. bSevere¼ requiring the assistance of another person to actively administer carbohydrate, glucagon or other resuscitative action.

PG, plasma glucose; SOC, system organ class.
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In conclusion, results from CARMELINA support the view
that LINA has a role in treating patients with T2D and CKD,
including in those complicated by the presence of NRP, by im-
proving glucose control and modestly reducing albuminuria
burden, without increasing CV, kidney risk or AEs, including
hypoglycaemia.
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V.P. has received research support from the Australian
National Health and Medical Research Council (Project and
Programme Grant); steering committees for trials supported by
AbbVie, Boehringer Ingelheim, Eli Lilly, Gilead,
GlaxoSmithKline, Janssen, Novartis, Novo Nordisk, Pfizer,
Retrophin and Tricida; advisory boards or speaking at scientific
meetings (or both) for AbbVie, Astellas Pharma, Astra Zeneca,
Bayer, Baxter, Bristol-Myers Squibb, Boehringer Ingelheim,
Durect Corporation, Eli Lilly and Company, Gilead Sciences,
GlaxoSmithKline, Janssen, Merck & Co, Novartis, Novo Nordisk,
Pfizer, Pharmalink, Relypsa, Roche, Sanofi, Servier and Vitae.
He has a policy of having honoraria paid to his employer. Parts
of these data were presented during a late-breaking oral pre-
sentation at ERA-EDTA 14 June 2019, Budapest, Hungary.

REFERENCES
1. McGuire DK, Marx N, Johansen OE et al. FDA guidance on

antihyperglyacemic therapies for type 2 diabetes: one de-
cade later. Diabetes Obes Metab 2019; 21: 1073–1078

2. Davies MJ, D’Alessio DA, Fradkin J et al. Management of hy-
perglycemia in type 2 diabetes, 2018. A consensus report by
the American Diabetes Association (ADA) and the European
Association for the Study of Diabetes (EASD). Diabetes Care
2018; 41: 2669–2701

3. Lipscombe L, Booth G, Butalia S et al. Pharmacologic glyce-
mic management of type 2 diabetes in adults. Can J Diabetes
2018; 42: S88–S103

4. Das SR, Everett BM, Birtcher KK et al. 2018 ACC expert con-
sensus decision pathway on novel therapies for cardiovas-
cular risk reduction in patients with type 2 diabetes and
atherosclerotic cardiovascular disease: a report of the

234 | C. Wanner et al.

D
ow

nloaded from
 https://academ

ic.oup.com
/ckj/article/14/1/226/6102818 by guest on 15 February 2021

https://academic.oup.com/ckjarticle-lookup/doi/10.1093/ckj/sfaa225#supplementary-data
https://vivli.org/


American college of cardiology task force on expert consen-
sus decision pathways. J Am Coll Cardiol 2018; 72: 3200–3223

5. Kleinaki Z, Kapnisi S, Theodorelou-Charitou S et al. Type 2
diabetes mellitus management in patients with chronic kid-
ney disease: an update. Hormones 2020 https://doi.org/10.
0007/s42000-020-00212-y

6. Alicic RZ, Rooney MT, Tuttle KR. Diabetic kidney disease:
challenges, progress, and possibilities. Clin J Am Soc Nephrol
2017; 12: 2032–2045

7. Mokdad AH, Ballestros K, Echko M et al.; The US Burden of
Disease Collaborators. The State of US health, 1990–2016:
burden of diseases, injuries, and risk factors among US
states. JAMA 2018; 319: 1444–1472

8. Nguyen NTQ, Cockwell P, Maxwell AP et al. Chronic kidney
disease, health-related quality of life and their associated
economic burden among a nationally representative sample
of community dwelling adults in England. PLoS One 2018; 13:
e0207960

9. Afkarian M, Zelnick LR, Hall YN et al. Clinical manifestations
of kidney disease among US adults with diabetes, 1988–2014.
JAMA 2016; 316: 602–610

10. Lo C, Toyama T, Wang Y et al. Insulin and glucose-lowering
agents for treating people with diabetes and chronic kidney
disease. Cochrane Database Syst Rev 2018; 9: Cd011798

11. Stoycheff N, Stevens LA, Schmid CH et al. Nephrotic syn-
drome in diabetic kidney disease: an evaluation and update
of the definition. Am J Kidney Dis 2009; 54: 840–849

12. Jha V, Garcia-Garcia G, Iseki K et al. Chronic kidney disease:
global dimension and perspectives. Lancet 2013; 382: 260–272

13. Zoccali C, Blankestijn PJ, Bruchfeld A et al. Children of a
lesser god: exclusion of chronic kidney disease patients
from clinical trials. Nephrol Dial Transplant 2019; 34:
1112–1114

14. KDIGO 2012. Clinical practice guideline for the evaluation
and management of chronic kidney disease. Kidney Int Suppl
2013; 3: 19–62

15. Rossing K, Christensen PK, Hovind P et al. Remission of
nephrotic-range albuminuria reduces risk of end-stage renal
disease and improves survival in type 2 diabetic patients.
Diabetologia 2005; 48: 2241–2247

16. Perkovic V, Agarwal R, Fioretto P et al. Management of
patients with diabetes and CKD: conclusions from a “Kidney
Disease: Improving Global Outcomes” (KDIGO) controversies
conference. Kidney Int 2016; 90: 1175–1183

17. Hallan S, Astor B, Romundstad S et al. Association of kidney
function and albuminuria with cardiovascular mortality in
older vs younger individuals: the HUNT II study. Arch Intern
Med 2007; 167: 2490–2496

18. Gerstein HC, Mann JF, Yi Q et al. Albuminuria and risk of car-
diovascular events, death, and heart failure in diabetic and
nondiabetic individuals. JAMA 2001; 286: 421–426

19. Wen CP, Chang CH, Tsai MK et al. Diabetes with early kidney
involvement may shorten life expectancy by 16 years. Kidney
Int 2017; 92: 388–396

20. McGuire DK, Alexander JH, Johansen OE et al.; on behalf of
the CARMELINA Investigators. Linagliptin effects on heart
failure and related outcomes in individuals with type 2 dia-
betes mellitus at high cardiovascular and renal risk in
CARMELINA. Circulation 2019; 139: 351–361

21. Currie G, Taylor AH, Fujita T et al. Effect of mineralocorticoid
receptor antagonists on proteinuria and progression of
chronic kidney disease: a systematic review and meta-
analysis. BMC Nephrol 2016; 17: 127

22. Cherney D, Lund SS, Perkins BA et al. The effect of sodium
glucose cotransporter 2 inhibition with empagliflozin on
microalbuminuria and macroalbuminuria in patients with
type 2 diabetes. Diabetologia 2016; 59: 1860–1870

23. Cherney DZ, Perkins BA, Soleymanlou N et al. Renal hemody-
namic effect of sodium-glucose cotransporter 2 inhibition in
patients with type 1 diabetes mellitus. Circulation 2014; 129:
587–597

24. Perkovic V, Jardine MJ, Neal B et al. Canagliflozin and renal
outcomes in type 2 diabetes and nephropathy. N Engl J Med
2019; 380: 2295–2306

25. Wanner C, Inzucchi SE, Lachin JM et al. Empagliflozin and
progression of kidney disease in type 2 diabetes. N Engl J Med
2016; 375: 323–334

26. Golightly LK, Drayna CC, McDermott MT. Comparative clini-
cal pharmacokinetics of dipeptidyl peptidase-4 inhibitors.
Clin Pharmacokinet 2012; 51: 501–514

27. Rosenstock J, Perkovic V, Johansen OE et al.; for the
CARMELINA Investigators. Effect of linagliptin vs. placebo
on major cardiovascular events in adults with type 2 diabe-
tes and high cardiovascular and renal risk: the CARMELINA
randomized clinical trial. JAMA 2019; 321: 69–79

28. Perkovic V, Toto R, Cooper ME et al. Effects of linagliptin on
cardiovascular and kidney outcomes in people with normal
and reduced kidney function: secondary analysis of the
CARMELINA randomized trial. Diabetes Care 2020; 43:
1803–1812

29. Rosenstock J, Perkovic V, Alexander JH et al.; CARMELINAVR

investigators. Rationale, design, and baseline characteristics
of the cardiovascular safety and renal microvascular out-
come study with LIN Agliptin (CARMELINA(VR )): a random-
ized, double-blind, placebo-controlled clinical trial in
patients with type 2 diabetes and high cardio-renal risk.
Cardiovasc Diabetol 2018; 17: 39

30. The GISEN group (Gruppo Italiano di Studi Epidemiologici in
Nefrologia). Randomised placebo-controlled trial of effect of
ramipril on decline in glomerular filtration rate and risk of
terminal renal failure in proteinuric, non-diabetic nephropa-
thy. Lancet 1997; 349: 1857–1863

31. Mosenzon O, Leibowitz G, Bhatt DL et al. Effect of saxagliptin
on renal outcomes in the SAVOR-TIMI 53 trial. Diabetes Care
2017; 40: 69–76

32. Sharkovska Y, Reichetzeder C, Alter M et al. Blood pressure
and glucose independent renoprotective effects of dipep-
tidyl peptidase-4 inhibition in a mouse model of type-2 dia-
betic nephropathy. J Hypertens 2014; 32: 2211–2223

33. Kanasaki K, Shi S, Kanasaki M et al. Linagliptin-mediated
DPP-4 inhibition ameliorates kidney fibrosis in strep
tozotocin-induced diabetic mice by inhibiting endothelial-
to-mesenchymal transition in a therapeutic regimen.
Diabetes 2014; 63: 2120–2131

34. Harrison TG, Tam-Tham H, Hemmelgarn BR et al. Change in
proteinuria or albuminuria as a surrogate for cardiovascular
and other major clinical outcomes: a systematic review and
meta-analysis. Can J Cardiol 2019; 35: 77–91

35. Levey AS, Gansevoort RT, Coresh J et al. Change in albumin-
uria and GFR as end points for clinical trials in early stages of
CKD: a scientific workshop sponsored by the National
Kidney Foundation in collaboration with the US Food and
Drug Administration and European Medicines Agency. Am J
Kidney Dis 2020; 75: 84–104

36. Schjoedt KJ, Rossing K, Juhl TR et al. Beneficial impact of spi-
ronolactone on nephrotic range albuminuria in diabetic ne-
phropathy. Kidney Int 2006; 70: 536–542

Linagliptin effect in nephrotic-range proteinuria | 235

D
ow

nloaded from
 https://academ

ic.oup.com
/ckj/article/14/1/226/6102818 by guest on 15 February 2021

https://doi.org/10.0007/s42000-020-00212-y
https://doi.org/10.0007/s42000-020-00212-y


37. White WB, Cannon CP, Heller SR et al. Alogliptin after acute
coronary syndrome in patients with type 2 diabetes. N Engl J
Med 2013; 369: 1327–1335

38. Cornel JH, Bakris GL, Stevens SR et al. Effect of sitagliptin on
kidney function and respective cardiovascular outcomes in
type 2 diabetes: outcomes from TECOS. Diabetes Care 2016;
39: 2304–2310

39. Lovshin JA, Rajasekeran H, Lytvyn Y et al. Dipeptidyl
peptidase 4 inhibition stimulates distal tubular
natriuresis and increases in circulating SDF-1a1-67 in
patients with type 2 diabetes. Diabetes Care 2017; 40:
1073–1081

40. MacIsaac RJ, Thomas MC. Effects of diabetes medications
targeting the incretin system on the kidney. Clin J Am Soc
Nephrol 2018; 13: 321–323

41. Solini A, Penno G, Bonora E et al.; Renal Insufficiency and
Cardiovascular Events Study Group. Age, renal dysfunction,
cardiovascular disease, and antihyperglycemic treatment in
type 2 diabetes mellitus: findings from the renal insuffi-
ciency and cardiovascular events Italian multicenter study.
J Am Geriatr Soc 2013; 61: 1253–1261

42. Weir MR, Fink JC. Safety of medical therapy in patients with
chronic kidney disease and end-stage renal disease. Curr
Opin Nephrol Hypertens 2014; 23: 306–313

43. Lee YH, Kim KP, Kim YG et al. Clinicopathological features of
diabetic and nondiabetic renal diseases in type 2 diabetic

patients with nephrotic-range proteinuria. Medicine
(Baltimore) 2017; 96: e8047

44. Gantz I, Chen M, Suryawanshi S et al. A randomized,
placebo-controlled study of the cardiovascular safety of the
once-weekly DPP-4 inhibitor omarigliptin in patients with
type 2 diabetes mellitus. Cardiovasc Diabetol 2017; 16: 112

45. Green JB, Bethel MA, Armstrong PW et al. Effect of sitagliptin
on cardiovascular outcomes in type 2 diabetes. N Engl J Med
2015; 373: 232–242

46. Scirica BM, Bhatt DL, Braunwald E et al. Saxagliptin and car-
diovascular outcomes in patients with type 2 diabetes melli-
tus. N Engl J Med 2013; 369: 1317–1326

47. Scirica BM, Braunwald E, Raz I et al. Heart failure, saxagliptin,
and diabetes mellitus: observations from the SAVOR-TIMI 53
randomized trial. Circulation 2014; 130: 1579–1588

48. Sarafidis P, Ferro CJ, Morales E et al. SGLT-2 inhibitors and
GLP-1 receptor agonists for nephroprotection and cardiopro-
tection in patients with diabetes mellitus and chronic kid-
ney disease. A consensus statement by the EURECA-m and
the DIABESITY working groups of the ERA-EDTA. Nephrol
Dial Transplant 2019; 34: 208–230

49. Kidney Disease: Improving Global Outcomes (KDIGO)
Diabetes Work Group. KDIGO 2020 Clinical Practice
Guideline for Diabetes Management in Chronic Kidney
Disease. Kidney Int 2020; 98(4S): S1–S115. https://kdigo.org/
guidelines/diabetes-ckd (28 August 2020, date last accessed)

236 | C. Wanner et al.

D
ow

nloaded from
 https://academ

ic.oup.com
/ckj/article/14/1/226/6102818 by guest on 15 February 2021


	tblfn1
	tblfn2
	tblfn3

