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ABSTRACT

Delaying disease progression and reducing the
risk of mortality are key goals in the treatment
of chronic kidney disease (CKD). New drug
classes to augment renin-angiotensin-aldos-
terone system (RAAS) inhibitors as the standard
of care have scarcely met their primary end-
points until recently. This systematic literature
review explored treatments evaluated in
patients with CKD since 1990 to understand
what contemporary data add to the treatment
landscape. Eighty-nine clinical trials were
identified that had enrolled patients with esti-
mated glomerular filtration rate 13.9-102.8 mL/
min/1.73 m? and urinary albumin-to-creatinine
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ratio (UACR) 29.9-2911.0 mg/g, with (75.5%)
and without (20.6%) type 2 diabetes (T2D).
Clinically objective outcomes of kidney failure
and all-cause mortality (ACM) were reported in
32 and 64 trials, respectively. Significant
reductions (P < 0.05) in the risk of kidney fail-
ure were observed in seven trials: five small tri-
als published before 2008 had evaluated the
RAAS inhibitors losartan, benazepril, or ramipril
in patients with (n=751) or without
(n = 84-436) T2D; two larger trials
(n = 2152-2202) published onwards of 2019
had evaluated the sodium-glucose co-trans-
porter 2 (SGLT2) inhibitors canagliflozin (in
patients with T2D and UACR > 300-5000 mg/g)
and dapagliflozin (in patients with or without
T2D and UACR 200-5000 mg/g) added to a
background of RAAS inhibition. Significant
reductions in ACM were observed with dapa-
gliflozin in the DAPA-CKD trial. Contemporary
data therefore suggest that augmenting RAAS
inhibitors with new drug classes has the
potential to improve clinical outcomes in a
broad range of patients with CKD.

Keywords: Albuminuria; All-cause mortality;
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Key Summary Points

Why carry out this study?

Morbidity, mortality, and the economic
burden from chronic kidney disease
(CKD) are growing worldwide.

This systematic literature review examined
contemporary clinical trial data relative to
the overall CKD treatment landscape to
view the impact of novel drug classes
following 20 years of little to no
innovation.

What was learned from the study?

Augmenting the standard of care with
canagliflozin or finerenone could
significantly improve clinical outcomes in
patients with type 2 diabetes (T2D).

Augmenting the standard of care with
dapagliflozin could significantly improve
clinical outcomes regardless of T2D status
and is the only agent that has been shown
to significantly reduce all-cause mortality
risk.

Composite and surrogate endpoints in
clinical trials have varied widely over
time, likely due to changing guidelines,
and may benefit from standardization.

INTRODUCTION

An estimated 840 million people worldwide
have chronic kidney disease (CKD) [1], which
was responsible for 1.2 million deaths and
35.8 million disability-adjusted life years in
2017 [2]. However, only 12% of sufferers are
aware of their condition [3]. CKD is diagnosed
when the estimated glomerular filtration rate
(eGFR) declines below 60 mL/min/1.73 m? or
the urinary albumin-to-creatinine ratio (UACR)
equals or exceeds 30 mg/g for 3 months or
longer [4]. As CKD progresses, healthcare costs
increase and health-related quality of life

(HRQoL) diminishes, with the greatest costs and
HRQoL burden associated with kidney failure
(eGFR < 15 mL/min/1.73 m?) [5, 6]. Adverse
clinical outcomes, healthcare utilization and
costs, and disease burden also increase as albu-
minuria worsens [7-9], and UACR 30-300 mg/g
(moderately increased) and even > 300 mg/g
(severely increased) are now considered impor-
tant predictors of risk for CKD progression,
cardiovascular events, and mortality [4]. Early
identification and pharmacologic intervention

could therefore delay or prevent CKD
progression.
Current guidelines recommend using

renin-angiotensin-aldosterone system (RAAS)
inhibitors (either an angiotensin-converting
enzyme inhibitor or an angiotensin receptor
blocker) to delay or prevent CKD progression
[4]. Clinical trials of other drug classes to aug-
ment RAAS inhibitors, delay progression, and
improve outcomes have scarcely met their pri-
mary endpoints [10], except for sodium-glucose
co-transporter 2 (SGLT2) inhibitors. Initially
developed as blood glucose-lowering agents,
reports of renal and cardiovascular benefits in
patients with type 2 diabetes (T2D) [11-14] as
well as cardiovascular benefits in patients with
heart failure (HF) [15-17] have prompted the
evaluation of SGLT2 inhibitors in patients with
CKD who are already receiving standard of care
treatment with RAAS inhibitors.

This systematic literature review explored
the treatments evaluated in patients with CKD
since 1990 to allow an assessment of contem-
porary data relative to the overall treatment
landscape.

METHODS

This systematic literature review was conducted
according to the recommendations of Cochrane
[18], the Centre for Reviews and Dissemination
[19], and the National Institute for Health and
Care Excellence [20]. The protocol has been
registered on PROSPERO (CRD42020190152).

This article is based on previously conducted
studies and does not contain any new studies
with human participants or animals performed
by any of the authors.
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Data Sources and Searches

Using the terms listed in the Supplementary
Material, we searched MEDLINE, Embase, and
the Cochrane Library for peer-reviewed articles
published between 1990 and November 2, 2020,
that reported results from prospective, parallel-
design randomized controlled trials that evalu-
ated pharmacologic treatments for patients
aged 18 years or more with CKD and albumin-
uria. Search filters for MEDLINE and Embase
were obtained from the Scottish Intercollegiate
Guideline Network [21], and adapted for
Embase by Cochrane [22]. In line with guideli-
nes for the inclusion of gray literature
[18-20, 23], the proceedings of key interna-
tional conferences and trial registries were also
searched (Supplementary Material).

Non-English-language publications, reviews,
case studies, case reports, conference proceed-
ings (other than those identified in the search
described above), and animal studies were
excluded.

Trial Selection

After removing duplicates from the combined
search results, two independent reviewers
screened the identified abstracts against prede-
fined eligibility criteria (Table 1). Abstracts
deemed eligible for inclusion were then com-
pared and any discrepancies resolved mutually
or by a third reviewer. This independent dou-
ble-review process was repeated on the full-text
articles to identify a final list of trials eligible for
inclusion in this review.

Data Extraction and Quality Assessment

Data were extracted by one reviewer and vali-
dated by a second, with disagreements resolved
by a third (Supplementary Material). Binary
variables included trial population, number or
proportion of patients experiencing an event,
and incidence rates per population or person-
time. Continuous and time-to-event variables
included hazard ratio (HR), odds ratio, relative
risk, mean, median, standard deviation, stan-
dard error, range, 95% confidence interval (CI),

interquartile range, and P value. Outcomes
reported without Pvalues or 95% CIs were
assumed not to be statistically significant. Out-
comes reported with P < 0.05 or with 95% ClIs
not crossing 1.0 for a HR or relative risk were
assumed to be statistically significant.

Risk of bias and quality of reporting were
assessed using eight questions from the PMG24
Company Evidence Submission Template (NICE
single technology appraisal process) [24],
developed based on previous recommendations
[19]. Answers of “yes,” “no,” or “unclear due to
inadequate reporting” were required. Depend-
ing on the question, answers of “yes” or “no”
could indicate a higher or lower risk of bias
(Supplementary Material).

Compliance with Ethics Guidelines

This article is based on previously conducted
studies and does not contain any new studies
with human participants or animals performed
by any of the authors.

RESULTS

Search Results

Overall, 40,550 records were identified (Fig. 1).
After removal of 20,773 duplicates, 19,777
abstracts were reviewed against eligibility crite-
ria, and 19,557 were excluded. The full texts of
220 articles were reviewed, and 121 were
excluded (Table S1). The addition of one more
article, identified during a search of conference
proceedings, resulted in 100 eligible articles
providing data for 89 randomized controlled
trials (Table 2).

Trial Characteristics

Thirty-seven trials were multinational, 18 were
conducted in Japan, and seven each were con-
ducted in China and Italy, with the remaining
trials conducted in a range of countries
worldwide.
Sixty-six trials
onwards of 2010,

(74.2%) were published
and 23 (25.8%) were
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Table 1 Eligibility criteria

Inclusion Exclusion
Population Adults aged > 18 years with CKD and  Subjects without CKD or with an acute kidney
albuminuria,*® with or without T2D injury (note that acute kidney injury in subjects

with CKD is an outcome of interest in the

DAPA-CKD trial)

According to DAPA-CKD eligibility criteria,
subjects with CKD were excluded if they met one

or more of the following criteria:
Type 1 diabetes

Organ transplantation (any organ, including
kidneys)

Receiving dialysis

Polycystic kidney disease (any type), lupus
nephritis, or anti-neutrophil cytoplasmic

antibody-associated vasculitis

New York Heart Association class IV congestive

heart failure
Malignancies
Blood-borne diseases (e.g., HIV, hepatitis)

Intervention/comparators Pharmacological agents for the treatment Treatments for secondary conditions associated
of CKD with CKD (e.g, anemia, mineral and bone
Placebo disorder)
Non-pharmacological treatments (e.g., devices,

diagnostics, transplants, dialysis)

As per DAPA-CKD eligibility criteria, cytotoxic

therapy
Outcomes Clinical outcomes (see Data extraction Pharmacokinetics
variables in the Supplementary Pharmacodynamics

Material)
Adverse events
Health-related quality of life

Patient—reported outcomes
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Table 1 continued

Inclusion Exclusion
Study type Prospective, parallel-design, phase 3-4 Any trials using a crossover design
RCTs (only publications reporting the Any trials described as pilot studies
randomization phase)

Any non-randomized studies, including (but not
limited to) parallel non-randomized clinical trials,
single-arm clinical trials, case studies and reports,
and any observational studies

Reviews, including systematic literature reviews

Editorials, letters, and commentaries

Others Language: English Other languages

Publication years: 1990 to November 2,  Older publications
2020

Study duration: > 12 weeks

> 50 patients per randomized arm

CKD chronic kidney disease, HI?” human immunodeficiency virus, RCT randomized controlled trial, 72D type 2 diabetes
“Including proxies: albumin-to-creatinine ratio, urinary protein-to-creatinine ratio, or reagent strip qualitative recording
®This was required to be reported in the trial eligibility criteria or as a bascline characteristic; trials were excluded if no
information on albuminuria was reported or if patients with severely increased albuminuria were explicitly excluded from
the trial

“Albuminuria could be reported using multiple methods

published before 2010. Forty-three trials

Records identified through
database searching
MEDLINE (n = 14,069)
Embase (n = 13,727)
Cochrane (n = 12,754)

|

Records after duplicates
removed
(n=19,777)

|

Records excluded
(n=19,557)

Records screened
(n=19,777)

!

Full-text articles assessed
for eligibility

(n = 220)

Full-text articles excluded
(n=121)
Population (n = 70)
Interventions (n = 2)
Outcomes (n = 12)
Study design (n = 33)
Other (n=4)

!

Full-text articles included in
this qualitative synthesis

Trials (n = 89)

(n = 100) N

Additional sources
(n=1)
Conference paper with
simultaneously published
full-text article

Fig. 1 Study selection PRISMA diagram

(48.3%) were phase 3 (n = 29), phase 4 (n = 10),
phase 2/3 (n = 3), or phase 3/4 (n = 1), and most
were double blind (61.8%) or open label (32.6%)
(Fig. S1a, b). Forty-six trials (51.7%) did not
report their trial phase.

Most trials enrolled 50-100 patients per arm,
although 10 conducted onwards of 2004 enrol-
led more than 1000 patients per arm
[25-27, 34, 47, 60, 73-75, 93]. Forty-three trials
(48.3%) enrolled patients with T2D, 29 enrolled
patients with or without T2D (32.6%), and 17
enrolled patients without T2D (19.1%). Across
all included trials, 75.5% of patients had T2D
(Fig. S2a, b). All patients were followed for at
least 12 weeks, although mean or median fol-
low-up extended to at least 12 months in 60
trials (67.4%) and at least 24 months in 38 trials
(42.7%).

I\ Adis



193-220

Adv Ther (2022) 39

198

[s€] 8102
Te @ 86£CTHC0.LON
LrudkGradiynuy - 0qade[] 01 urzoprSedeq -/dTl/€ VN o1d101] JAARAd
[¥€] 6107
Te @ TESL68TOLON
srufBrodiynuy - 0qe]q undyBeur] -/dTl/FT VN yposuasoy /VNITINIVO
¢z undyexes + [e€] 6102 SE6L¥STOLON
LruafBradiynuy 0qa3¥[q o1 urzopySedeq 01 urzopySedeq -/ATL/y—T VN e 3 3pofog /LHOITIA
[z€] 6102
Te @ €489¢870.LON
LrudkGradiynuy - 0qa3e[] 0¢ uzoprSexag -/ATl/€ VN 132139y /6107 m9139]y
[1€] ozoT
srwfSradiynuy - uonenn urnsuy undreury -/ATL/y-€ VN e nSodex AIN/020T njSodex
BLMUIWMA[EOINN [o€] ozot
sruwdASradiynuy - 0qade[] 1easorpedy /acl/- VN Te 3 nry AN/0Z07 ™
=0_uUE:.*
Koupry
ME:meL
4q siskpeue [67] 0z0T
- 0qade[] 001 urzogrdeuery Arepuoddg  Te 32 durpre[
[8¢] 6102
.—.m 1
- 0qadE[] 00T urzogySeue) ojur dnoiqng KoppeyeN
[£7] 6102
Te @ 16£59070.L.ON
LA Bdiynuy - 0ga3¢[ 001 uzoprSeue)) —-/dTl/€—T VN JIA0NI] /AONIATID
[92] ozoT €660¥ST0LON
ansuaradiynuy - 0ga3¢[d suouadULy LAV, ard VN e stoeg /ANA-OITdAId
[s2] ozoT
Te @ 0ST9¢0€0.LON
LrwadkSradiynuy - 0qade|] 01 urzogySedeq -/dTlL F/¥-T VN Juidsioop /AID-VIVA
sn3els uonesrqnd
€ ¢ ! enUIWNg[e/sn3eIs Axepuodas IPqUnu
SSe[O JudUNEAI ], JuduIed |, azlL/?8es @D ur spre’nq (s)1oyany (1330 30) TDON/AI ApMmIS

S[ELI1 PopnOULl JO SOMSLIAISEIBYD JUBAI[Y ¢ 2[qe],

/

A Ad

18



199

193-220

Adv Ther (2022) 39

0¢ duoejouonds + 0¢ duoejouonds + [8%] 810¢
aarsuartadAynuy 00€ uearesaqIy 0ST ueresaqIy 00€ ueIesaqIy 0ST uearesaqay —-/ATL/€-1 VN Te 32wy MN/8T0T UdayD
[L¥] 610C
BLINUIWNG[EOIEIN Te @ TES8S8TO.LON
sasuariadAynuy - - 0qade[q urIUASEIY /dcl/€-1 VN Syurdsioapy JAVNOS
BLINUIWNG[EOIEIN [9%] oz0t 98£€ST00.LON
sarsuariadAynuy - - D0S JUSUWIEDII DAISUNIU] /ael/- VN e 3 eeyiyg Juede(-1 AN
[s¥] €102
- oqooe[] 001 urzopnSeue) 00€ urzoprSeurd VN LEESRIDS
7] p102 $IH$9010LON
ArudhBradlynuy - oqade[q 001 urzoyrSeue) 00¢ urzogySeue)y —/ATL/E  SINSAI YIM-TG Te 32 dfex /510C [eX
[e¥] ¥10T 097€9900.LON
ArudhBradlynuy - 0qgade[] ¢ urzogySede(y 01 urzogySedeq -/ATL/€-T VN T 32 ueyoy /H10T ueyoy
[e¥] ¥102 10S¥9T10.LON
LrwakiSiadiypuy - 0gaoe[d 01 urzopySedwy ¢t urzopyBedury -/AeL/y—c VN e 20 noureq /TYNDI-DTI-VINA
(13] 9102 68%029T0.LON
srwadk[Sradiynuy - - oqade[g 8'1 apnnSerry -/ATL/€ VN e 30 sameq JTYNTY-VAIT
undySeury 01
pauonisuen
oqooerd
fUOISUNXD [o¥] 8102
- - oqade[g undySrwon Jpam-(f Te 30 uey
l6€] L10T ¥$0896101ON
srwadk[SradAynuy - - 0qadE[] undySrwon -/ATL/¥y-€ VN Te 32 uoox. /AAVNDO
[8€] 10T 81ST6LI0LON
srwadk[SradAynuy - - 0qaae[q undySeury -/acl/c-1 VN e 3 dooin /ATL-VNITIVIA
[£€] 810T 8LITT9T0LON
srwodk[Sradiynuy - surdred unnsug 6£0 apnnidemnq ¢'1 apnnSemq -/ATL/¥-€ VN e g, /L- IV AV
[o€] 8107
T » $$898610.LON
PrukBadiypuy - oqa2t|q § urzopyBny o1 urzogydarg -/dTL/E VN sfnquuin /TVNAY-SLLYIA
snieas uonesrqnd
|4 € ¢ ! epnuWnge,/snels Arepuodos Joqumu
SSE[D> JUdUNIEAA ], Judunedx], azl/8es @D ur spre’sq (s)royany (#2y30 30) 1ON/AI Apmg

penunuod g Jqe,

I\ Adis



193-220

[19] 100T
o Te »
cn
~ aarsuartadfynuy - 0qa3¢[] 00T ueareso] A AV VN Tuusrg AN/TVYNTI
N
S [09] 500¢
5 aarsuaradlynuy - 0qade[] [udrurey -/dcl/- VN e P21 ANAIVOAHAVIA
=
= [6<] $00c
M uzw:uﬁu&%r__u:/\ - _t%_m:m UeLIeSIWd J, -/dcl/— VN e 30 moureq NN/TIV.LAA
(8<] 8002 L$889100.LON
uzm:utum%r__u:/x - 00T ueireso uelIBSIWR |, -/dcl/- VN Te 32 suyeq /JOAAVINY
[£s] o10T 8T€0TI00.LON
aarsusnadiynuy 0qa3¢[d $T urauasoAy 0S UBIUISOAY —-/Atl/y—¢ VN e 39 uue)y /ANIOSV
PENUWNGROIITN [o¢] 1102 €SYTHFT00LON
0>mm:vuu0&%r_ﬁ:< - OLMUNTH :.Nukmwoﬁ:o \QNYHA\I VN A.m 39 rewy \HZNH&O
0ST dpHo[y0IpLyIp 00€ PpHOTYOIPLyIp [ss] zroT
srwadk[Sradiynuy 0qade[ surwrexoprikJ SuTwexopLik g -/dcl/- VN e 33 SImaT NIN/TI0T ST
Jeiseyeny
pue 2duspHUL [%<] 9102
Amfur Te »
- udoursy + oo uelreso| 00] ueaIeso Koupry anoy Aysaoreq
PENUIWNGROITN [e<] €102 LITSSSO0LON
aarsuariadlynuy - [udousyy 4 Q[ uereso] 001 uearesoy /ATL/%~T VN e 32 paug /A-NOYHJAN VA
[cs] st0T $06¥LL00.LON
aasuanadiynuy - surdipopury 00T ueareso] -/acl/- VN Te 30 ueg /S10T ued
[1<] st0T
.ﬁ.m 2
(1) 0T-586500~L00T#
aarsuartadfynuy - 0q3e[] surigixorusg —-/dCL/y—¢ VN -OLIEAEN LO®IP/NVIATId
[og] st0T €0€T8ET0.LON
sarsuanradlynuy - 0qade[J aur[Ajxoius g -/dcl/- VN Te 39 uey /ST10T ueH
BLINUTWNG[EOIEIA [6%] 9102
aasuanadiynuy - 0qade[] 16L68%00-4d /atl/y—¢ VN e 32 9]aYdg AN/9TOT 2248
snyels uonesrqnd
m 4 I —wmh—.—ﬂm—u.:::.ﬁ\w—.-wduw bﬁﬁﬂcuum .-UJ—H-.-.—-.—
SSE[D> JUdUNIEAA ], Judunedx], azl/8es @D ur spre’sq (s)royany (#2y30 30) 1ON/AI Apmg

200

panunuod g d[qel,

/

A Ad

18



201

Adv Ther (2022) 39:193-220

[s£] 600C STO€6000LON
<mmH - Oﬂuu.ﬂ& an:a Gﬂ—ucmuﬁ.ﬂmo I\QN,H\«NIM <Z .~N 1 uumwu%nﬁ \rﬁ<§rﬁ
[¥L] T10T LSL6¥SO00LON
Suramoy poe dup - 0qoe[q UL -/aTL/s-1 VN e 9 Suiareg /AANLILTY
[€£] €10
e 39 SLITSETOION
ﬁmozv&uoﬂkrﬁ - OLuumﬁnﬁ TAJuv:_ uEO—OkOﬁuwm I\DN,H.\% <Z BSMD\N u—u \ZOU(\N&
[eL] Tioe
BLINUTWNG[EOINEIA] Te w CI£0¢T00.LON
snoquionInuUy - 0q0®[] oprxapo[ng /ACL/%—€ VYN weyydeJ JOYDVIN-Ung
BLINUIWNG[EOIIBI [14] 9002
Suasol-pidry - 20$ [0onqo1q erav VYN e opuy \AIN/900T opuq
(o]
qr10T
Suuamol-pidry - 00S ULIEISEANSOY -/ATL/t-1 VN Te 32 29y AN/(ATL +) 1102 29Y
[69] 110 €€59618S NLLOYSI
Suuamol-pidry - 01 uneaseAIoy 08 uneIsEAIOly -/del/- VN e 3 1onny /VANVd
TLNUIWNG[EOITIN [89] €102
Supamol-pidr] - 20S [oonqoxg /azl/- VN e opuy AN/VINNVS
[£9] L10T
NCSEMEBJHGOHUNE .ﬁm 1
Jueprxonuy - 0q2®[] urrewiig /ACL/%—1 VYN NUEBIUOIOA NN/LTQT NUBIUOIOA
[99] €661
ansuandiynuy - 0qa3¥lq [doadeny -/azl/- VN e s AN/E66T ST
[$9] 661
ansuadiynuy - 0qa3v|q [ndoursr -/dazl/- VN Ipaammiey) AN/AI'TONE
[¥9] €00t
Oﬂuud7~ u:ﬁ&~ﬁ0~E< OOM :muudmuﬂ.: SOWodINo >U .? » TUm
[€9] soo0t
OLUUNTM u:_&mﬁG~E< OOM Gduudmuﬂ‘: dfdﬁ@ucuﬁ .TW » m:_v_u/\
EUNUIWNG[EOITIA [29] 1002
aarsuanradlynuy oqase[] surdipojury 00€ uearesaqIp /ACL/— VYN Te 39 SIMIT NN/LNAID
snyes =oﬁmu:4=&
€ 4 I
thﬂﬂmﬁ-ﬁﬁ—d\w-ﬂw&uw bﬁﬁﬂcuum .-UJ—H-.-.—-.—
SSE[D> JUdUNIEAA ], Judunedr ], azl/8es @D ur spre’nq (#2y30 30) 1ON/AI %vam

penunuod g Jqe,

I\ Adis



Adv Ther (2022) 39:193-220

202

(88] o0z
sarsuariadlynuy - surdipojury 001 UEIESO] -/azl F/- VN Te 32 oury NN/ ILHOTI
(48] o10C
sarsuartadlynuy - surdiprupy surdipruag -/d7L F/S—€ VN e 12 2qy AN/0T10T 29V
(98] o102
uelIes[eA + (g UNRISEAN + UBIIES[EA + (7 Te 19 £7666100.LON
aarsuartadfynuy - adazeusg adazeuag -/dcl F/- VN nususddny /AAVNVTIST
papnpour
210501973
SPIZeIROIO[YR0IPAY +- ‘sshpeue (s8] o107 0S60L1001ON
aarsuartadlynuy op [udazeuag surdipojwe + (f [udazeuag -/azl F/- paymadsarg  [e 32 suyjeg JHSITANODDV
[#8]
BIT0T ¥$9T00000NINN
ansuandiynuy surdiporwry surdipruag —-/dTL F/¢-T VN Te 32 2qV /(AT F) 110T 29V
€8] €107
ansuadiynuy 00s UBIBS[EA —-/dcL F/- VN e 39 epnsex 085S06T00.LON/LAM
28] €10T
sarsuaradlynuy D0S suoeouondg -/dcl F/e-1 VN e 3 Suep MN/ET0T Suep
eLIUIUNG[ROIIA (18] €107 L5T100000NIAN
aarsuaradlynuy surdipojury surdipruiny /acl F/- VN ‘Te 32 opuy /€10T opuy
(o8]
BH10¢C €¥1700000NTNN
aarsuartadlynuy SPIZEIY1010[Y20IPAH] surdipruag -/dTL F/€-1 VN ‘e 32 opuy /AID-ONSOD
[6£] %10T TLITOT-LLO>Hde[
Supamof poe o1 oqade[g 1easoxorrdo /Al F/€ VYN e 3 ehosop] /510T ehosop]
(82] 910C
aarsuartadfynuy surdipojwre 4 uearesges uelTes[ep -/dcl F/- VYN e 3 usswry MN/9T0T usdury
[££] 810T €668S6TIN.LOYSI
sarsuaradlynuy uelIes[EA + [IIIqROES 00€ ueresaqiy -/dcl F/7-€ VN e 3 soudey JII-CIVH N
[92] ozot
Te LE0060TO.LON
ansuaradiynuy 0qaF] 0% d.LSO0T->L.L 02T d.1S00T-XY.L —-/dcL F/- VN oloWeNEN NIAdOISSVO
smyels uonesrqnd
< 1
epnuWnge,/snels Arepuodos Joqumu
SSE[D> JUSWIEIL], Judsuedx], aclL/¥%es @D ur spreq (19930 30) IDON/AI Apmas

penunuod g Jqe,

A\ Adis



203

Adv Ther (2022) 39:193-220

[to1]

8107 €¥€800000NTNN
w:_baﬁ poe oun ogade[] 1e250XNQ2,] -/AclL F/€ VN e 39 ernuwry SNAHLYAL
[ooT]
020¢ TEG6T6LO00TTITINILOV
Supamol poe dupn 0qadE]] jouindoyry -/dCL F/7-¢ VN e 3 aapeg /XT1-AMO
[66] 600
u:UL\_Owﬁm .~.m 1
SUIX01 SruwaIn) 00S 0CI-1SV -/dTL F/- VN eMRZY 6$895%00.LON/AA-dAVO
[86] st10C
Juaquospe 0qad]] 0T1-1SY VN e 9%010S00.LON/Z-O1ddd
SUIX0) J1WaIN) 0qa3E[J 0TI-1SY -/Ael. F/- VN uewnydg 78900S00.LON/T-O1ddd
uaqrospe [L6] 910T
SUIX0) J1WaIM) 20S 0TI-1SY —-/ATL F/%-¢€ VN Te 2 ¥yD 1€709800LON/IV.LS-
[96] ¥10CT
OAQUGTH E_umumﬁanvum\ <Z _d » uuUmmmm
[s6] o10C 879€690005097T0
Suaso-pidry 0qaE[] UnRIsEAIOTy -/dcL F/- VN e 30 19sse] NIDZNV/@IOT
[¥6] ¥10C
ogase[] 9qIWINAzZY + UNEBISLAWIS Ta1 e soukepy
[¢6] T10C
Suromol-pidry 0qaseld 2QIWNPZY 4 UNEISEAWIS -/dcl F/- VN e 3 usBieg €6SSTI00.LON/TAVHS
[26] €10¢ SE€6T00000NTAN
m:ﬁu\soﬁvaﬁ uonenndn uneag Aqruunazy -/AcL F/T-1 VN Te 32 mynzng /€10T Bng
[16] 10T 8/LT00000NTINN
Suamol-pidry 20S UREISPAIONY -/ATl F/€ VN e 39 ey /YONSY
[06] 6661
.ﬁm 1
oqade[] 01 _:muﬂu:um VN OTYISEJA
[68] 9661
.1 1
aarsuanradlynuy oqaoe[] 01 [udozeuag -/dcl. F/- VYN OTYISEJA NN/TIAIV
snjels =oﬁmu:4=&
(4 1
mm.:.-:mﬁ.:—a_d\w-.-wﬁuw bﬁﬁﬂcuum .-UJF-.-.—-.—
SSE[D> JUdUNIEAA ], Judunedx], azl/8es @D ur spre’sq (s)royany (#2y30 30) 1ON/AI Apmg

penunuod g Jqe,

I\ Adis



193-220

Adv Ther (2022) 39

204

[r11]

800C
aarsuanradlynuy - adereuy surdipojury —-/d¢l ou/- VN e 39 aneusy NNAIAY
auoleouorids + [o11]
uelresaqIr + 010C €€0%€00000T9CTNILLOV
aarsuardiynuy - upesseatoe + [druey unelseatore + [udruey -/dZL ou/¢-1 VN e 32 myuelg /010 youerg
[601]
210t
ansuaradiynuy - O0ga3¥[d 0S UeTaIeso] —-/dcL ou/¢ VN Te 32 wdyg AN/TI0T wdYS
[soT1]
00T uearesoy + ¥10C
aarsuardiynuy uISIyY 00] uereso UIDSIY -/d¢L ou/$-T VN Te 32 0o\ MN/F10T 00
[2o1]
9%10¢ €08T00000NTNN
sarsuaradlynuy - 0qade[] suouarady -/l ou/eg—1 VN Te 32 opuy JALVOTVAT
[901]
00T
(398183 q moy) (398181 qp ydry) Te 39 €/018STOLON
vsd - e upaodagqieq e updodaqre -/dTL ou/S—% VN 1ysede /101aEdd
[soT]
810C
Te @ $6660LT10.LON
dIVSN - 00S upidsy -/dATL F/%-¢ VN EIY903105 /AASVV
[¥o1]
1opulq 610C PHYLICC0LON
proe SLo[y20IpAH - [SNER R IOWILIDAI A -/ATL F/%—€ VN e 32 uossap /610T U0ssa X\
[€oT]
10T
Te ® 6%00090€099D
vsd - e unsody g[e unsodaqreq -/l F/- VN BreyRreqnsy, /TT0T ereyrpeqns],
[co1]
010T
.AN »
Supamo proe o1 - 00S [outndopry —-/dCL F/5-C VN EIY20105) AN/0TOT TIY20105
snaels uonesrqnd
€ (4 1
—wmh—.:—m:.:::.ﬁ\w—.-w—wuw %hﬁ.—.:.—nuuum .-UJ—H-.-.—-.—
SSE[D> JUdUNIEAA ], Judunedx], azl/8es @D ur spre’sq (s)royany (#2y30 30) 1ON/AI Apmg

penunuod g Jqe,

/

A Ad

18



205

Adv Ther (2022) 39:193-220

aarsuaradAynuy

aarsuaradAynuy

sarsuaradlynuy

aarsudrdiynuy

aarsudradlynuy

aarsuardAynuy

aarsuaradlynuy

aarsuartadfynuy

aarsuaradlynuy

007 ueareso

surdipoyag

0G UeIIEsO

00S

OLMUN?#

OAQUGTH

druey

00S

surdipojury

duey

OLOU.NTM

0% [udozeuag

surwredoq

[adrurey

[adrurey

surdipopay + udrwey

[udoursry

[udrurey

surdipopay + udruey

01 udozeuag

01 [udozeuag

—-/dCL ou/—

—-/dCL ou/%—¢

—-/dcL ou/—

—-/dCL ou/—

—-/dcL ou/—

—/dTL ou/%—¢

Aep/8 ¢ < pue

€ >¥dd
/ATL ou/s—q¢

—-/dcL ou/—

—/dcL ou/=

VN

VN

VN

VN

VN

VN

VN

VN

VN

[ozr]
9661
ﬁm 12 m:O.wUum

[611]
L661
.1 1

1ZZnuwy

[811]
6661
Am 12

nuousddmy

[11]
100T
_d 1» Num_uu:

or1]

1002
Py2on7Z
pue nyour)

[er1]
100T

‘e 32 vopoSy

[F11]
00T
.ﬁﬁ 19

nuouaddmy

[err]

900C
Te 32 nog

[e11]
L00T

Te 39 noH4

AN/9661 Tuoyag

AIN/(T wnieng)
I-NITY

MN/(T E:u«.:mv
I-NITY

MN/soydoN

AN/T00T B30urd

6£TH9CHO.LON/ISYV

AN/T-NITY

97%0L200.LON

/900C noH

AN/AvOod

SST[O JUdUNEII ],

judumneary,

snyeys
eLuIWNge/snies

acy/?8es @I

uonesrqnd
Arepuodas

ur spre’nq

(s)royany

Joqumu

(3230 30) LON/AI Apm3g

penunuod 7 dqel,

I\ Adis



193-220

Adv Ther (2022) 39

206

@ID Y suaned ur s1oaqryur 7.1 7OS jo uoneneas aya padword sey [£1-6T]

uuz—_.ﬁ uuﬂvﬂ F—U—B wuﬁumud& ur mu@uﬂvn— Hmﬂﬂvmg/O:Uu.mu se :03 se ﬁ%ﬂ\aau_ dacL Lu;D wu—.—uﬂ_d& ur mumucoﬁ .—NASUmNNrO;EﬂU mwﬂ.m ~ﬁ=0.~ wO mﬁomud?ﬂuwﬁo .muﬂvm.m WE_HM>VO~\OmOUj~m mvoomﬁ se 10&0~0>umv %——NHZEH “mm.ﬂu juaunean mﬂoguu&\%uﬂam.—@«

SHOMIIN

uonewIojuy [edIpajA [eardsop] Lstoarun N7 $232qerp 7 2dfa (71 @1ed jo prepurls HOg ‘g 19110dsuen-od as0on3-wnipos g1 7H§ 93e1r uondmdxd umold ygg Snip Lorewweyur-nue [eprois-uou (grpFgN ‘pariodar zou yar

[BL13 [EDTUI [EUOTIEU 7 )AT D[qE[IPAE J0U J/AT “IIUDY) UonewIofu] [eonnadewrey uede( 77 )dvf 1oqunN s[ei ], pa[[0I3UO)) PaSIWOpUEy] PILPUEIS [EUOREUINUT ALLDYST S[e ], [edrur])) sannoyiny SunemSay Sniq vorun ueadomny
LDv4png quafe Sunemums-sisatodoryakie gp7 ‘dnoiny reusy sueIyoo) HyH seasip AUpn druoIyd (ry) AnsiSny S[eH], [EIIUND) PurRdZ MIN URIENSNY Y [HZNF TOqUNN UONENsIZn S[er], [edIuND) Ueensny ARY.IOF

[cer]
€10T 18%90800.LON
10purq aeydsoyq - - SRERIIR IOWE[IAIS -/de¢lL ou/¢ VN Te 32 anyD /SOHJ-4ID
[1er]
2661
Te 39
aarsuanradlynuy - - surdipagiN adoadey -/dzl, ou/— VN jS(clie=tig AIN/T66T PYIMZ
snyels uonesrqnd
|4 € ¢ ! ernurwnge/snies Axepuodos Joqunu
SSE[D> JUdUNIEAA ], Judunedx], azl/8es @D ur spre’sq (s)royany (#2y30 30) 1ON/AI Apmg

penunuod g Jqe,

/

A Ad

18



Adv Ther (2022) 39:193-220

207

Antihypertensive agents were the most
common intervention assessed overall, but were
approximately twice as common in trials of
patients without T2D (88%) than trials of
patients with (42%), or with or without (45%)
T2D. Blood glucose-lowering agents were also
common in trials of patients with T2D (37%).
The most common comparators were placebo in
trials of patients with T2D (53%) and active
comparators in trials of patients without (53%),
or with or without (38%) T2D. Placebo was also
common in trials of patients without (35%), or
with or without (34%) T2D (Fig. S3a, b).

Baseline Patient Characteristics

In more than 80% of trials, 50-100% of patients
were male (Fig.S4). Mean age ranges were
51.0-72.1 years in trials of patients with or
without T2D (except one trial with a mean age
range of 34-35years [82]), 53.8-70.2 years in
trials of patients with T2D (except one trial with
a mean age range of 34.0-35.0 years [66], and
one trial with a median age of 33 years [65]),
and 44.4-71.0 years in trials of patients without
T2D.

While CKD etiologies other than diabetic
nephropathy were infrequently reported in tri-
als of patients with T2D, 13 trials (14.6%) of
patients without T2D and 16 (18.0%) of patients
with or without T2D reported glomeru-
lonephritis as a key CKD etiology (Table S2a, b).

Mean eGFR ranged between 13.9 and
102.8 mL/min/1.73 m? including two trials
that enrolled patients with mean
eGFR > 90 mL/min/1.73 m? (Table $3) [38, 59].
Trials most commonly reported albuminuria as
UACR (50.6%), with mean UACR ranging
between 29.9 and 2911.0 mg/g. Other trials
reported UACR via categorization into normo-,
micro-, or macroalbuminuria (16.9%), albumin
excretion rate (12.4%), protein excretion rate
(20.2%), protein-to-creatinine ratio (18.0%), or
urinary albumin value (13.5%) (Table S4a-f).

Thirty-one trials (34.8%) included patients
with prior histories of cardiovascular disease,
with the proportion of patients ranging from
1.7% to 92.0%, although cardiovascular disease
history was either inconsistently defined or not

defined at all (Table S5). Fourteen trials (15.7%)
included patients with HF, with the proportion
of patients ranging from 0.6% to 43.1%
(Table S6). Eighty-two trials (92.1%) reported
systolic and diastolic blood pressure (Table S7).

Composite Outcomes

Fifty-seven composite endpoints were identi-
fied, only 13 of which were used in more than
one trial (Fig. S5a, b). Composite outcomes are
summarized in Table S8.

Twelve trials (13.5%) reported significant
reductions in the risks of composites compris-
ing kidney failure plus one or more of doubling
of serum creatinine, eGFR reduction (> 40%
or > 50%), mortality (all-cause, renal, or car-
diovascular), myocardial infarction (MI), stroke,
albuminuria progression, or other (Table 3).
These included trials published before 2013
evaluating RAAS inhibitors losartan (RENAAL,
ROAD) [61, 112], ramipril (REIN-1, AASK)
[115, 123], irbesartan (IDNT) [62], valsartan
(KVT) [83], and benazepril (ROAD, and an
unnamed trial) [112, 113] in patients with,
without, or with or without T2D. Also included
were trials published onwards of 2019 evaluat-
ing dipeptidyl peptidase 4 inhibitor linagliptin
(CARMELINA) [34], endothelin A receptor
antagonist atrasentan (SONAR) [47], and the
non-steroidal mineralocorticoid receptor
antagonist finerenone (FIDELIO-DKD) [26] in
patients with T2D, as well as the SGLT2 inhi-
bitor canagliflozin (CREDENCE) [27] in patients
with  T2D and UACR > 300-5000 mg/g.
Another SGLT2 inhibitor, dapagliflozin, signifi-
cantly reduced the risk of composite endpoints
comprising kidney failure and at least 50%
eGFR reduction plus cardiovascular and/or renal
mortality in patients with or without T2D and
UACR 200-5000 mg/g (DAPA-CKD) [25]. Kid-
ney failure as an independent outcome is
reported below.

Four trials (4.5%) reported significant reduc-
tions in the risks of composites comprising
cardiovascular mortality without kidney failure,
plus at least one of doubling serum creatinine,
renal mortality, MI, stroke, hospitalization for
HF, or hospitalization for HF or unstable angina
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(Table 3). These included the CARMELINA [34],
FIDELIO-DKD [26], and CREDENCE [27] trials,
as well as the DAPA-CKD trial of dapagliflozin,
which significantly reduced the risk of a com-
posite endpoint comprising cardiovascular
mortality and hospitalization for HF [25]. Con-
versely, the risk of a composite endpoint com-
prising cardiovascular mortality and
hospitalization for HF or unstable angina
increased in the BEACON trial of bardoxolone
methyl, a nuclear 1 factor (erythroid-derived 2)-
related factor 2 activator, although patients in
this trial had CKD stage 4, T2D, and median
UACR 320 mg/g [73].

Renal Outcomes

Kidney Failure

Kidney failure (previously end-stage kidney
disease or end-stage renal disease [124]) ensues
when eGFR declines below 15 mL/min/1.73 m?
(CKD stage 5) and the patient requires kidney
replacement therapy (previously renal replace-
ment therapy [124]) in the form of a transplant
or dialysis [4].

Thirty-two trials (36.0%) reported numbers
of patients progressing to kidney failure
(Table S9). Significant risk reductions were
observed in seven trials (7.9%): the RENAAL
trial of losartan in patients with T2D and
UACR > 300 mg/g (P =0.002) [61], the ROAD
trial of optimal antiproteinuric doses of losartan
(P=0.046) and benazepril (P =0.042) in
patients without T2D [112], an unnamed trial of
conventionally dosed benazepril in patients
without T2D (P = 0.02) [113], the REIN-1 and
AASK trials of ramipril in patients without T2D
(both P =0.01) [115, 118], the CREDENCE trial
of canagliflozin (P = 0.002) [27], and the DAPA-
CKD trial of dapagliflozin (HR 0.64; 95% CI
0.50-0.82) [25].

Dialysis and Transplantation

Dialysis, kidney transplantation, or both were
reported in 17 (19.1%), seven (7.9%), and two
trials (2.2%), respectively (Table S10). Signifi-
cant outcomes were limited to three trials
(3.4%). The lipid-lowering agent probucol
lengthened mean time to starting dialysis in a

trial of patients with T2D and UACR > 300 mg/
g (P =0.009) [71], and the number of patients
starting dialysis was significantly reduced in a
trial of patients without T2D receiving the RAAS
inhibitor captopril (P < 0.005) [121], as well as
patients receiving dapagliflozin in the DAPA-
CKD trial (HR 0.66; 95% CI 0.48-0.90) [25].

Kidney Function Decline

Percentage eGFR declines, mean eGFR declines,
and final eGFR measurements at end of follow-
up were reported in 11 (12.4%), 30 (33.7%), and
25 (28.1%) trials, respectively (Table S11a-c).

The number of patients reaching an eGFR
decline of 50% was significantly reduced in four
trials (4.5%): the SONAR trial of atrasentan in
patients with T2D and UACR 300-5000 mg/g
(P =0.038) [47], the LORD trial of lipid-lower-
ing agent atorvastatin in patients with or with-
out T2D (P = 0.023) [95], and the DAPA-CKD
trial of dapagliflozin (HR 0.53; 95% CI
0.42-0.67) [25]. In the PREDICT trial of ery-
thropoiesis-stimulating agent darbepoetin alfa,
the number of patients without T2D reaching
an eGFR decline of 50% was also significantly
reduced among those targeting a higher
(11-13 g/dL) versus lower (9-11g/dL) hemo-
globin level (P = 0.008); however, targeting a
higher hemoglobin level did not improve kid-
ney outcomes overall [106]. The number of
patients reaching an eGFR decline of at least
40% was significantly reduced in the FIDELIO-
DKD trial of finerenone (HR 0.81; 95% CI
0.72-0.92) [26].

Twenty trials (22.5%) reported numbers of
patients doubling their serum creatinine
(Table §12). Significant risk reductions were
observed in seven trials (7.9%): the SONAR trial
of atrasentan (P = 0.0055) [47], the FIDELIO-
DKD trial of finerenone (HR 0.68; 95% CI
0.55-0.82) [26], the RENAAL trial of losartan
(P =0.006) [61], the ROAD trial of optimal
antiproteinuric doses of losartan (P = 0.040)
and benazepril (P = 0.041) [112], an unnamed
trial of conventional doses of benazepril
(P =0.02) [113], the IDNT trial of irbesartan
(P < 0.001 vs amlodipine, P = 0.003 vs placebo)
[62], and the CREDENCE trial of canagliflozin
(P < 0.001) [27].
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Cardiovascular Outcomes

Heart Failure

Fourteen trials (15.7%) reported incidences of
HF (Table S13), with significant reductions
observed in two trials (2.2%): the ASCEND trial
of endothelin typeA receptor antagonist
avosentan in patients with T2D (P = 0.008 with
a 25-mg dose, P = 0.05 with a 50-mg dose) [57]
and the IDNT trial of irbesantan (P = 0.004 vs
amlodipine, P = 0.048 vs placebo) [64].

Hospitalization for HF or Unstable Angina
Hospitalization for HF and hospitalization for
unstable angina were reported in 10 (11.2%)
and two trials (2.2%), respectively (Table S14).
Significant reductions in hospitalization for HF
were observed in two trials (2.2%): the RENAAL
trial of losartan (P = 0.005) [61] and the CRE-
DENCE trial of canagliflozin (P < 0.001) [27].
Conversely, bardoxolone methyl significantly
increased hospitalization for HF in the BEACON
trial (P < 0.001) [73].

MI and Stroke

Twenty-four trials (27.0%) reported acute, non-
fatal, or fatal MI, and 25 trials (28.1%) reported
non-fatal or fatal stroke (Tables S15 and S16). A
significant reduction in MI was observed in
patients receiving the calcium channel blocker
amlodipine in the IDNT trial (P = 0.021 vs pla-
cebo) [64]. A significant reduction in non-fatal
stroke was observed in the SONAR trial of
atrasentan (P =0.0021) [47], and significant
reductions in ischemic (P =0.0073) or any
stroke (P = 0.01) were observed in the SHARP
trial of a combination of lipid-lowering agents
simvastatin and ezetimibe in patients with or
without T2D [93]. Conversely, a significant
increase in fatal or non-fatal stroke was
observed in the TREAT trial of patients with
CKD stages 3-4 and T2D receiving darbepoetin
alfa (P < 0.001) [75].

Mortality Outcomes

All-Cause Mortality
Sixty-three trials (70.8%) reported all-cause
mortality (ACM) (Table S17), with a significant

reduction observed in the DAPA-CKD trial of
dapagliflozin (P = 0.004) [25].

Cardiovascular and Renal Mortality
Cardiovascular and renal mortality were repor-
ted in 18 (20.2%) and nine trials (10.1%),
respectively, with no significant outcomes
observed (Table S18).

Other Renal Outcomes

eGFR Slopes

eGFR slopes were reported in 15 trials (16.9%),
with eGFR declines significantly reduced in
three trials (3.4%): the RENAAL trial of losartan
(P =0.01) [61], an unnamed trial of benazepril
(P =0.006) [113], and the REIN-1 trial of rami-
pril (P = 0.036) [118] (Table S19).

Albuminuria

UACR changes from baseline and final UACR
measurements at end of follow-up were reported
in 20 (22.5%) and 17 (19.1%) trials, respectively
(Table S20a, b). Significant UACR decreases from
baseline were observed in eight trials (9.0%): the
GUARD, ASCEND, AWARD-7 and EMPA-REG-
RENAL trials of dipeptidyl peptidase 4 inhibitor
gemigliptin (P < 0.001) [39], avosentan 25 or
50 mg (P < 0.001) [57], glucagon-like peptide-1
receptor agonist dulaglutide 1.5 mg (P = 0.0024)
[37], and the SGLT2 inhibitor
empagliflozin 25 mg (P = 0.0257-0.0031) [42],
respectively, in patients with T2D; unnamed tri-
als of calcium channel blocker benidipine
(P < 0.0001 vs amlodipine) [84] and xanthine
oxidase inhibitor topiroxostat (P = 0.0092) [79]
in patients with or without T2D; the ACCOM-
PLISH trial of a combination of benazepril and
amlodipine (P = 0.0001 vs benazepril combined
with hydrochlorothiazide) in patients with or
without T2D [85]; and the EVALUATE trial of
selective aldosterone antagonist eplenerone in
patients without T2D (P = 0.0222) [107].

When final UACR measurements at end of
follow-up were used, significant decreases in
UACR from baseline were observed in four trials
(4.5%): an unnamed trial of lipid-lowering
agent rosuvastatin in patients with T2D
(P < 0.01 vs standard of care) [70], the AMADEO
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trial of RAAS inhibitors telmisartan and losartan
in patients with T2D (both P < 0.0001) [58], the
RENAAL trial of losartan (P < 0.001) [61], and
an unnamed trial of benidipine (P < 0.01 vs
amlodipine) in patients with or without T2D
[84].

Health-Related Quality of Life

Five trials (5.6%) [75, 97, 99, 100] reported
HRQoL during treatment. In one trial (1.1%),
Kidney Disease and Quality of Life physical
function score improved significantly from
baseline (P < 0.0001) in patients with CKD and
metabolic acidosis treated with veverimer, a
first-in-class hydrochloric acid binder [104].

Early Trial Discontinuation

Ten trials (11.8%) were stopped early due to low
recruitment or low event rates (n = 2) [47, 100],
safety concerns (n=135) [53, 57, 73, 74, 113],
negative results reported in a sister trial (n = 1)
[72], other reasons (n = 1) [61], or for reasons
not provided (n=1) [113]. On the advice of
independent data monitoring committees, the
CREDENCE [27] and DAPA-CKD [25] trials were
stopped early after meeting prespecified efficacy
criteria for early cessation and after demon-
strating overwhelming efficacy, respectively.

Risk of Bias Assessment

For seven of eight questions, 65-100% of trials
had a “lower” or “unclear” risk of bias, while
35% of trials were not double blind and there-
fore at a “higher” risk of bias. Potential conflicts
of interest were identified in 57% of trials
(Fig. Sé6a, b).

Safety

Key safety outcomes are provided in Table S21.

The highest overall incidence of treatment-
related adverse events (AEs) was reported in a
trial of phosphodiesterase type S inhibition for
patients with diabetic nephropathy (active arm,
54.7%; placebo arm, 56.3%) [49]. In this trial,

the most common treatment-related AEs
occurred in the placebo arm, and included
headache (7.8%), diarrhea (3.6%), dyspepsia
(3.6%), and peripheral edema (1.6%) [49].

The highest overall incidence of serious AEs
was reported in the TREAT trial of darbepoetin
alfa (active arm, 61.6%; placebo arm, 60.4%),
which was stopped early due to safety concerns
[75]. The most common serious AE, reported in
the placebo arm, was hypertension (24.5%)
[75].

DISCUSSION

The 89 clinical trials identified by this system-
atic literature review included a broad range of
patients with any stage of CKD (eGFR
13.9-102.8 mL/min/1.73 m?) and albuminuria
(UACR 29.9-2911.0 mg/g), with (75.5%) or
without (20.6%) T2D.

Many trials evaluated the impact of treat-
ment on one or more composite endpoints, and
16 trials reported significant reductions in risks
of composites comprising kidney failure
(n=12) or cardiovascular mortality without
kidney failure (n =4) while evaluating RAAS
inhibitors, SGLT2 inhibitors, finerenone, or
other drug classes. However, these composites
were diverse and assessed in a broad range of
patients, hindering comparisons.

Clinically objective independent outcomes,
such as kidney failure and ACM, were more
consistently defined. Of 32 trials reporting
incidences of kidney failure, seven observed
significant risk reductions following treatment.
These included a small trial of losartan (n = 751)
in patients with T2D [61] and four smaller trials
of losartan, Dbenazepril, and ramipril
(n=84-436) in patients without T2D
[112, 113, 115, 118], all published before 2008.
Consequently, RAAS inhibition became the
standard of care for patients with CKD [4].
However, there had been a lack of success in
developing new agents to augment RAAS inhi-
bitors, delay progression, and improve out-
comes, with trials of other drug classes scarcely
meeting their primary endpoints until recently.
Two large trials (n = 2152 and 2202) published
onwards of 2019 demonstrated significant
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reductions in the risk of kidney failure among
patients with UACR > 200 mg/g treated with
SGLT2 inhibitors [25, 27]. While the CRE-
DENCE trial of canagliflozin only enrolled
patients with T2D, the DAPA-CKD trial of
dapagliflozin showed that kidney-protective
effects from SGLT2 inhibition could be exten-
ded to patients with or without T2D [25]. A
significant reduction in ACM observed in the
same trial of dapagliflozin is the only example
of a marked prolongation of survival reported to
date in patients with CKD [25], and evidence
from a recent systematic review confirms that
well-designed clinical trials are required to
optimize existing treatments to meet this
unmet need [125].

Kidney failure and other clinical outcomes
develop late in CKD, requiring trials with rela-
tively long durations to enroll large patient
populations [10]. Surrogate endpoints can be
used to monitor disease progression and evalu-
ate treatments in earlier stages of CKD
[10, 126-129]. However, this review identified a
diverse range of surrogate endpoints, including
specific eGFR changes from baseline (33.7%),
final eGFR values at end of follow-up (28.1%),
eGFR slopes (16.9%), and percentage eGFR
declines from baseline (12.4%). Future clinical
trials evaluating new treatments for patients in
the earlier stages of CKD may therefore benefit
from the standardization of surrogate
endpoints.

While it has been shown elsewhere that
HRQoL diminishes with progression of CKD
[S, 6], this review highlights the paucity of data
showing that improvements with treatment are
accompanied by improvements in HRQoL.
Only five trials (5.6%) were identified that
assessed HRQoL during treatment, with signifi-
cant improvements limited to a trial of a
hydrochloric acid binder for patients with
metabolic acidosis [104]. Difficulties capturing
changes in HRQoL, including the number of
instruments used and differences in their sen-
sitivities, have been highlighted recently [6].

This review has several limitations, including
the exclusion of non-English-language publica-
tions and of trials enrolling patients without
albuminuria. Phase was not reported in 51.7%
of trials, and it is possible that some phase 2

trials were included against eligibility criteria. A
“higher” risk of bias was identified for 35% of
trials that were not double blind. Finally, eligi-
bility criteria were broad and this review inclu-
ded patients with any stage of CKD, with or
without T2D, and treated with any drug class
since 1990. CKD etiologies differed markedly
between patients with T2D and without T2D,
and a diverse range of comparators was also
identified. Surrogate and clinically objective
measurements of declining kidney function and
treatment efficacy have also evolved over time,
and 57 different composite outcomes were
identified. Given the breadth and diversity of
the data acquired, the performance of a meta-
analysis was considered to be infeasible.

CONCLUSION

Until recently, only RAAS inhibitors had shown
that they could delay CKD progression and
reduce the risk of kidney failure; however, this
evidence was generated in just one small trial of
patients with T2D and four smaller trials of
patients without T2D. Contemporary data from
the CREDENCE, DAPA-CKD, and FIDELIO-DKD
trials suggest that adding an appropriate SGLT2
inhibitor or finerenone on top of standard of
care RAAS inhibition can significantly improve
a range of both kidney and cardiovascular out-
comes in patients with or without T2D. More-
over, data from DAPA-CKD suggest that
dapagliflozin added to standard of care RAAS
inhibition can significantly decrease all-cause
mortality in patients with or without T2D.
Given the morbidity and mortality burden of
CKD, the impact of CKD progression on HRQoL
and healthcare costs, and the increasing preva-
lence of risk factors such as hypertension and
diabetes in aging populations, these new drug
classes potentially have an important role in the
future treatment and management of CKD.
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