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ABSTRACT

Tirzepatide is a twincretin recently approved to improve glycemic control in type 2 diabetes mellitus (T2DM). More
specifically, tirzepatide is an agonist of both the glucose-dependent insulinotropic polypeptide (GIP) and the
glucagon-like peptide-1 (GLP1) receptors. In recent clinical trials in persons with obesity or overweight with associated
conditions, tirzepatide decreased body weight and other cardiorenal risk factors (blood pressure, low-density lipoprotein
cholesterol, glycated hemoglobin and albuminuria). Moreover, in a post hoc analysis of the SURPASS-4 randomized
clinical trial, tirzepatide decreased albuminuria and total estimated glomerular filtration rate (eGFR) slopes and nearly
halved the risk of a pre-specified composite kidney endpoint (eGFR decline >40%, renal death, kidney failure or
new-onset macroalbuminuria) in participants with T2DM and high cardiovascular risk when compared with insulin
glargine. Similar to other kidney-protective drugs, tirzepatide, alone or combined with sodium-glucose co-transporter 2
inhibitors, caused an early dip in eGFR. Moreover, tirzepatide also decreased eGFR slopes in participants with eGFR

>60 mL/min/1.73 m? or with normoalbuminuria. We now review the potential kidney health implications of tirzepatide,
addressing its structure and function, relationship to current GLP1 receptor agonists, impact of recent results for the
treatment and prevention of kidney disease, and expectations for the future.
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Tirzepatide and prevention of chronic kidney disease

The twincretin tirzepatide was recently approved to improve glycemic control in type 2 diabetes mellitus (T2DM) and
has been fast-tracked for approval for obesity or for overweight and SBP > 130 mmHg or DBP 2 80 mmHg.

Structure of tirzepatide and semaglutide
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Conclusion: The potential kidney protective effects of twincretins should be

characterized in detail from the points of view of both CKD prevention and CKD
treatment.
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BACKGROUND

Tirzepatide is a twincretin approved in May 2022 by the United
States Food and Drug Administration (FDA) and in November
2022 by the European Medicines Agency (EMA) to improve
glycemic control in adults with type 2 diabetes mellitus (T2DM)
[1]. Twincretins are dual agonists of the glucose-dependent
insulinotropic polypeptide (GIP) and glucagon-like peptide-1
(GLP1) receptors. In recent randomized clinical trials (RCTs)
in persons with obesity or overweight and associated condi-
tions, tirzepatide decreased body weight and improved other
cardiorenal risk factors [blood pressure, glycated hemoglobin,
low-density lipoprotein (LDL) cholesterol and albuminuria] [2].
Moreover, in the SURPASS-4 RCT in participants with T2DM and
high cardiovascular risk, tirzepatide improved a pre-specified
secondary composite kidney endpoint [estimated glomerular
filtration rate (eGFR) decline >40% from baseline, renal death,
kidney failure or new-onset macroalbuminuria] when compared
with insulin glargine, although the reduced risk was mainly
driven by macroalbuminuria. Tirzepatide also slowed the loss of
eGFR, including participants that did not meet either the eGFR

or the albuminuria KDIGO criterion for chronic kidney disease
(CKD) [3]. We now review the potential kidney health impli-
cations of tirzepatide, addressing its structure and function,
relationship to current GLP1 receptor agonists (GLP1RA), impact
of recent results for the treatment and prevention of kidney
disease, and expectations for the future.

TIRZEPATIDE

Tirzepatide is a 39 amino acid synthetic peptide that shares fea-
tures with the amino acid sequence of GIP, GLP1 and exendin-4
(Fig. 1). Its structure results in a half-life of approximately 5 days
(116.7 h), supporting once-weekly dosing, as compared with ap-
proximately 5 and 2 min for GIP and GLP1, respectively [1]. Renal
or hepatic impairment do not impact the pharmacokinetics of
tirzepatide, which can be prescribed to patients with any level
of kidney function.

Tirzepatide activation of both GIPR and GLP1R differs
from current GLP1RA, such as semaglutide, liraglutide, du-
laglutide and others, which only activate GLP1R (Fig. 1) [4].
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Figure 1: Structure of GLP1, the GLP1 receptor agonist semaglutide, GIP and the dual GLP1 and GIP receptor agonist tirzepatide. Amino acids are color-coded reflecting
shared or unique amino acids. Arrows identify amino acids that are unique for the synthetic agonists. The thick arrow indicates aminoisobutyric acid (Aib) residues in
positions 2 and 13 which is shared by semaglutide and tirzepatide. Tirzepatide has a C-terminal amide, and a lysine residue at position 20 attached to 1,20-eicosanedioic
acid via a linker. The GLP1 receptor and GIP receptors are also shown (adapted from [4]).

Semaglutide and liraglutide are currently approved for the
treatment of either T2DM, overweight [body mass index (BMI)
>27 kg/m? to <30 kg/m?] when there is at least one asso-
ciated condition (prediabetes, hypertension, dyslipidemia, ob-
structive sleep apnea or cardiovascular disease) or obesity (BMI
>30 kg/m?) [2, 5] (Table 1), but only semaglutide and dulaglutide
have been compared head-to-head with tirzepatide (Table 2).

Tirzepatide closely resembles native GIP in how it activates
the GIPR, but it differs from GLP1in GLP1R activation, resulting in
less agonist-induced receptor desensitization [6]. In live-cell as-
sessments, tirzepatide induced unique spatiotemporal GLP1 and
GIP receptor signaling, trafficking and recycling dynamics rela-
tive to native peptides, semaglutide and matched mono-agonist
controls, potentially conferring a biased agonism that modu-
lates receptor trafficking and decreases ligand-induced internal-
ization of both receptors [4].

GIP and GLP1 are incretin hormones secreted by gut neu-
roendocrine cells upon food intake that increase insulin secre-
tion (Fig. 2) [7, 8]. They have additional actions, some of which
are shared by both incretins while others are specific for each
of them (Fig. 3). Both decrease appetite, favoring weight loss.
Weight loss improves the metabolic control of T2DM and is
the basis for the indication of GLP1RAs such as liraglutide and
semaglutide for overweight and obesity. However, GIP lowers
gastric acid secretion and promotes glucagon secretion while
GLP1 reduces gastric emptying and glucagon secretion. Reten-
tion of glucagon function is required to achieve an advantage
of tirzepatide over GLP1 monotherapy [9]. GIP receptor agonism
in adipocytes increases adipose tissue blood flow and promotes
adipose tissue lipid uptake, thus regulating postprandial lipid
clearance and, potentially, overall lipid homeostasis [10]. In ad-
dition, tirzepatide dose-dependently decreases apoC-III levels,
contributing to decrease triglycerides, independently of weight
loss [10].

Overall, the combined effect of both incretins may potentiate
the beneficial effect over obesity and T2DM [11]. In this regard,
in an open-label, 40-week, phase 3 trial (SURPASS-2) tirzepatide
(5, 10 or 15 mg s.c. per week) was superior to 1 mg s.c. per
week semaglutide for both weight loss and glycemic control

in patients with T2DM [12]. The dose range of semaglutide for
T2DM is 0.25 to 2 mg s.c. per week while that of tirzepatide is 2.5
to 15 mg s.c. per week. In human studies, the glycemic efficacy
of tirzepatide in T2DM resulted from concurrent improvements
in B-cell function, insulin sensitivity and glucagon secretion
[13]. In obese mice, tirzepatide improved insulin sensitivity to a
greater extent than GLP1R agonists due to GIPR activation [14].
Tirzepatide improvement of insulin sensitivity was observed in
the absence of GLP1R-induced weight loss in GLP1r-null mice
and was dependent on enhanced glucose disposal in white
adipose tissue, an action shared by other GIPR agonists [14].
This effect on insulin sensitivity was associated with reduced
branched-chain amino acids (BCAAs) and ketoacids in the
circulation and with upregulation of genes associated with the
catabolism of glucose, lipids and BCAAs in brown adipose tissue
[14]. BCAAs are known to promote endothelial dysfunction [15].

TIRZEPATIDE AND T2DM

Tirzepatide is approved for the treatment of T2DM in adults in
the USA and the European Union [1]. Three different doses of
tirzepatide (5, 10 and 15 mg s.c. per week) were evaluated in
seven clinical trials as either a stand-alone therapy or as an
add-on to other antidiabetic medications (SURPASS program,
Table 2) [3, 12, 16-21]. For some analyses reported below, all
tirzepatide doses were combined into a single group.

In T2DM patients, the maximum recommended dose of
tirzepatide (15 mg once weekly) lowered HbAlc levels by 1.5%-
1.6% more than placebo when used in combination with a
long-acting insulin or as stand-alone therapy [18, 19], by 0.5%
more than 1 mg per week semaglutide, 0.9% more than insulin
degludec and 1.0% more than insulin glargine [12, 20, 21].

Obesity was common among participants with T2DM
in tirzepatide trials (average BMI 32-34 kg/m?) [12, 18-22]
(Supplementary data, Table S1). In the efficacy measures esti-
mand, the average weight loss in 40 weeks among patients ran-
domized to 15 mg once weekly tirzepatidewas 8.8 kg (10.2%)
more than placebo in the absence of insulin and 12.6 kg (13.2%)
more when insulin was used. Additionally, the average weight
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Figure 2: Physiology of GIP and GLP1. Food ingestion triggers the release of incretins from gut neuroepithelial cells. GIP is encoded by the GIP gene and is generated by
proteolysis of a precursor peptide (PreproGIP) by K cells in the duodenum. GLP1 is encoded by the GCG gene that also encodes glucagon and GLP-2. GLP1 is generated
by proteolysis of a precursor peptide (proglucagon) by L cells from the distal small intestine. Both GIP and GLP1 have incretin effects (i.e. promote insulin release from
pancreatic beta cells) and have additional shared and unique actions as reflected in Fig. 3. Both have short half-life (approximately 5 and 2 min for GIP and GLP1,
respectively) and are metabolized by DPP-4 into inactive peptides that are filtered by glomeruli and reabsorbed and further degraded by kidney proximal tubular cells.
DPP-4 inhibitors are also antidiabetic drugs, but they degrade other peptides beyond the incretins and the clinical impact of DPP-4 inhibitors may thus differ from that

of GLP1R agonists or dual GLP1R/GIPR agonists. Adapted from [8].

loss in 40 weeks was 6.2 kg (6.6%) more than for 1 mg per week
semaglutide and in 52 weeks, 13.6-15.2 kg (15.1%-16.1%) more
than for insulin glargine or degludec, respectively. Correspond-
ing values were somewhat lower for the treatment regimen es-
timand that evaluated the full analysis dataset.

WHAT IS NEW ABOUT TIRZEPATIDE?

The results of RCTs testing tirzepatide in overweight/obesity
were recently reported [2]. They are part of a wider clinical devel-
opment program (Table 3). Additional ongoing RCT's are explor-
ing the role of tirzepatide in obstructive sleep apnea or nonalco-
holic steatohepatitis (NASH). The cardiovascular impact is being
assessed in patients with obesity and heart failure with pre-
served ejection fraction, and in participants with T2DM. While

no specific trial is yet exploring tirzepatide in patients with CKD,
and kidney-specific endpoints were investigated as secondary
outcomes, some pre-specified CKD outcomes have been or
are being explored in overweight/obesity and T2DM trials that
enrolled patients with CKD, defined as eGFR <60 mL/min/1.73
m? or urinary albumin:creatinine ratio (UACR) >30 mg/g, as well
as patients not meeting these criteria to diagnose CKD.

Overweight/obesity

Tirzepatide decreased body weight in non-diabetic overweight
or obese participants in the phase 3 RCT SURMOUNT-1
(NCT04184622) [2]. SURMOUNT-1 randomized 2539 participants
with BMI >30 kg/m? or >27 kg/m? and at least one weight-related
complication (e.g. hypertension, dyslipidemia, obstructive sleep
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Figure 3: Shared and unique actions by GIP and GLP1 in key target organs that may be reproduced by tirzepatide.

apnea or cardiovascular disease) to once weekly s.c. tirzepatide
(5 mg, 10 mg or 15 mg) or placebo for 72 weeks, with a 20-week
dose scalation adjustment period. Of interest for the future clin-
ical use of tirzepatide, hypertension was defined as previously
recorded and treated with drugs, or systolic blood pressure (SBP)
>130 mmHg or diastolic blood pressure (DBP) >80 mmHg. In this
regard, SBP >130 mmHg or DBP >80 mmHg are not diagnostic
of hypertension according to the 2018 ESC/ESH Clinical Practice
Guidelines for the Management of Arterial Hypertension. Per-
sons with CKD G4-G5 (eGFR <30 mL/min/1.73 m?) were excluded
but there was no exclusion based on UACR. Mean baseline BMI
was 38 kg/m?, mean eGFR 98.1 + 18.0 mL/min/1.73 m?, UACR
7.6-8.0 mg/g, 32% of patients had hypertension and 30% had
dyslipidemia. At 72 weeks, UACR had decreased 9.3 + 2.69% to
-12.3 £ 2.63% in the tirzepatide groups and to -3.2 & 3.05% in the
placebo group.

Regarding the co-primary endpoints, mean % change in
weight at the end of the study ranged from -15.0% [95% confi-
dence interval (CI) -15.9 to -14.2%] with 5 mg/week tirzepatide
to -20.9% (95% CI -21.8 to —19.9%) with 15 mg/week tirzepatide,
which was more than with placebo [-3.1% (95% CI —4.3 to -1.9%),
P < .001 vs tirzepatide]. Additionally, 85% (95% CI 82%-89%) to
91% (95% CI 88%-94%) of tirzepatide patients achieved a 5% or
more decrease in weight from baseline vs 35% (95% CI 30%-39%)
with placebo. In the 10 and 15 mg/week tirzepatide groups, at
least 50% of participants had more than 20% of weight reduction
compared with 3% of participants in the placebo group (P < .001
for all comparisons with placebo).

SBP progressively decreased over the first 6 months of the
study and then remained 7-8 mmHg lower than baseline and
6-7 mmHg lower than placebo for the next year. Tirzepatide ad-
ditionally lowered glycated hemoglobin, triglycerides, total, LDL
and very-LDL cholesterol, free fatty acids and fasting insulin
levels and increased high-density lipoprotein cholesterol when
compared with placebo. Thus, tirzepatide provided a holistic

improvement in cardiovascular and kidney risk factors in non-
diabetic participants with overweight or obesity.

Cardiovascular outcomes

A pre-specified cardiovascular meta-analysis explored the time
to first occurrence of major atherosclerotic cardiovascular
events (MACE-4) in pooled tirzepatide (n = 4887) and control
groups (n = 2328) from the SURPASS RCTs in T2DM with a du-
ration of at least 26 weeks [23]. Among MACE-4 (cardiovascular
death, myocardial infarction, stroke and hospitalized unstable
angina) events, 109/142 occurred in a single trial that enrolled
participants at high cardiovascular risk. The analysis combined
all tirzepatide doses (5-15 mg/week) into one group. The haz-
ard ratios (HRs) comparing tirzepatide versus controls were 0.80
(95% CI 0.57-1.11) for MACE-4, 0.90 (95% CI 0.50-1.61) for cardio-
vascular death and 0.80 (95% CI 0.51-1.25) for all-cause death.
In summary, tirzepatide did not increase the risk of MACE in
participants with T2DM versus controls. The hypothesis that
tirzepatide may provide benefit on cardiovascular outcomes is
currently being explored. In obese participants with heart failure
with preserved ejection fraction, SUMMIT (NCT04847557) is eval-
uating the impact of tirzepatide on all-cause mortality and heart
failure events (Table 3). In T2DM, SURPASS-CVOT (NCT04255433)
is comparing tirzepatide and dulaglutide with a primary end-
point of MACE-3 (death from cardiovascular causes, myocardial
infarction or stroke). In this regard, in participants with T2DM
and high cardiovascular risk or prior cardiovascular events, du-
laglutide was previously shown to reduce MACE-3 [HR 0.88 (95%
CI 0.79-0.99); P = .026] and, in an exploratory analysis, to de-
crease the renal component of the composite microvascular out-
come (new macroalbuminuria, a sustained decline in eGFR of
30% or more from baseline, or kidney renal replacement therapy)
[24, 25]. These results are aligned with those obtained for
MACE-3 with semaglutide or liraglutide in a similar population:

€20z KBl G| uo 1senb Aq 0£88569/26.1/S/91/91911./o/wod dno-olwapede//:sdy woly papeojumod



C.Bosch et al.

804

Downloaded from https://academic.oup.com/ckj/article/16/5/797/6958830 by guest on 15 May 2023

‘93 0I1S I0 uonoIejul MNN@MNUO>E ‘sasned Je[ndseAOIpIed Woif yieap g-JOVIN

sIso1qy ogaderd HSVN HSVN Wi syuedpnied
€202 961 z ON  I9AT ‘HSYN ‘opnedaziiy, HSVN Sunmiay ADYINAS ur apnedezin Jo Apnis vV €//99TH0LON
Y304 10 UI[NSUI [ESEQ 10 UIULIOJIdW
atm pafjonuod A@renbapeut
snyPW INJZ.L yatm syuedonied
oqaoerd Juadsajope pue duerpad
£z0T 06 € ON STVqH ‘spnedazi NdzL Sunmay SAId-SSVAYNS Ul apnedazin slen[ess o) Apms v 12009CS0.LON
Ayredorydau
3urussiom NdzL yym syuedonaed
10 MaU UI SJUIAS IB[NDSBAOTIPIED
“govn :yutodpus apnndernp LOAD Io(ewr uo apnnidenp yirm
%20 00S T € Krepuodag €-IOVIN ‘opnedeziil, WNacl Sunmiday -SSvddns  paiedwod epnedezin jo Apmis v  €€¥SSTHOLON
SIUDAD uonoelj uonda(e £y189q0 puEe
aIn[rej 1189y pantasaid uonoelj uonda(s paarasaid yItm
‘fyrerrowr ogaoerd UM dIn[rey aInrey 1reay yimm syuedonred
€20 00 € ON asned-[[V ‘opnedeziil, Hesy £1seq0 dunmisy LININNS ut spnedezin jo Apnis v /SS/¥8FOLDN
eaude dears aanonIsqo
xapujp m syuedodnred ut spryedszin
eaudodAH ogaoerd 318990 Sunmioail VSO Jo Apnis e :11do [0d0301d
%202 (4572 € ON -eaudy ‘opnedeziil, ‘eaude daa[sg 19610N  -LNNOWMNS 19ysews eaude deafs aAnONIISq0  $00ZTHSOLON
1YS19MI2A0
ogaoerd £1saqo gunmidaz 10 £31s990 Yym sjuedonaed
%20z 6£SC € ON  1yStom Lpog ‘opnedaziiy, ‘WBMISA0 10U ‘9ATIDY  T-LNNOWYNS uropnedszin Jo ApMIS vV 7Z9¥8TFOLON
wrexdoid ssof 3y3om
oqgaoerd 1ySemian0 Sunmioaz o13sey] B 193e syuedonied
£20C 008 3 ON  1yStom £pog ‘spnedaziy ‘15390 10U 9ABDY  E-LNNONUNS urspnedszin jo Apmis v 910/59¥0LON
sso7 ySem
JO 9DUBUSIUTEW Y} 10] 1YSIoMI2A0
oqgaoerd 1ySremiano Sunmioax 10 £318990 yim syuedonied
£20¢C 0SZ 3 ON 1ySm Lpog ‘spnedaziy ‘15390 10U 9ABDY  H-LNNONENS urspnedszin jo Apmis v €%9099%0LON
318990 1y319MI2A0 1B 10 £31S9q0
ogaoerd y31omI2A0 gunmidaz aaey oym NAzL yym syuedonaed
€20C 006 € ON 1yStem £pog ‘opnedezity, ‘NazlL 10U POATDY  Z-LNNOWMNS ut apnedeszin jo Apnis v €00£S9%0LON
ogaoerd Sunmidaz aseasip £11saqo yatm syuedonied
€20T 192 € ON 1ySrem £pog ‘opnedaziry, £f1s9q0 j0U 9ATY  (-LNNOWMNS ut apnedeazin jo Apnis v 816¥¥870.LON
1Y312MIDA0 10 A}IS9GO AR
zzoT oqaoerd 1ySremIano Sunmioal ND oym NAz.L noym syuedonied
IaquisdaQ 012 € ON  1yStom Lpog ‘spnedaziiy ‘1390 j0uU9ANdY  -LNNOWMNS  9sduryD utapnedszin jo Apnis v Z€0¥Z0S0LON
uonedwo) juswyoiug SSeyd SUW0dINO0 ASUPTY saInseawt SUOT}USAISIU] SUoOnIPUOD snjels wAuony S[ML IaquInN LON
aW02IN0
Kaxy/Arewiig

-apnedazin unsal 1.0y Suro3uQ :g aqel



HR 0.74 (95% CI 0.58-0.95; P < .001) for noninferiority and HR 0.87
(95% CI0.78 to 0.97; P = .01) for superiority, respectively [26, 27].

Kidney outcomes

No specific trial is available or ongoing exploring the impact of
tirzepatide in patients with CKD. However, a post hoc analysis
of pre-specified kidney endpoints was reported for SURPASS-
4 that compared tirzepatide and insulin glargine during a me-
dian follow-up of 85-104 weeks in participants with T2DM,
BMI >25 kg/m? and high cardiovascular risk or cardiovascu-
lar disease [3, 20]. From 3045 screened persons, 2002 (66%)
were randomized to tirzepatide (997 participants, distributed
1:1:1 between 5, 10 or 15 mg/week) or insulin glargine (1005
participants). There were no exclusion criteria based on eGFR,
albuminuria or dialysis but patients with a transplanted or-
gan or awaiting an organ transplant were excluded. Mean
eGFR was 81.3 + 21.1 mL/min/1.73 m?, 342 (17%) had eGFR
<60 mL/min/1.73 m?, median UACR was 15.0 mg/g (interquartile
range 5.0-55.8), 546 (28%) had A2 and 161 (8%) A3 albuminuria
categories for a total of 35% participants having albuminuria lev-
els that were diagnostic of CKD (>30 mg/g). Renin-angiotensin
system blockers were used in 81% and sodium-glucose co-
transporter 2 (SGLT2) inhibitors in 25% of participants.

Tirzepatide participants presented significantly fewer com-
posite kidney endpoints (eGFR decline >40% from baseline, re-
nal death, kidney failure or new-onset macroalbuminuria, i.e.
UACR >300 mg/g, A3) [HR 0.59 (95% CI 0.43-0.80); P < .05] (Fig. 4).
Tirzepatide kidney protection was mainly explained by a reduc-
tion in new onset of macroalbuminuria [HR 0.41 (95% CI 0.26-
0.66); P < .05] in the full population and in patients with A2 al-
buminuria (Fig. 4A and B). Interestingly, the decrease in new-
onset macroalbuminuria (and of the composite outcome that
contained it) was apparent in both patients on and off SGLT2
inhibitors, although the difference was only statistically signif-
icant for patients off SGLT2 inhibitors, which were the larger
group [HR 0.57 (95% CI 0.40-0.81) for the composite endpoint
and HR 0.37 (95% CI 0.21-0.65) for new-onset macroalbuminuria).
New-onset macroalbuminuria was decreased both in patients
with baseline UACR diagnostic of CKD (>30 mg/g) and in partic-
ipants with baseline normoalbuminuria (<30 mg/g). An alterna-
tive composite kidney outcome that lacked new-onset macroal-
buminuria was not significantly different in the full population
[HR 0.80 (95% CI 0.53-1.22)]; however, it approached statistical
significance in patients with more advanced CKD [CKD G3+:
baseline eGFR <60 mL/min/1.73 m?; HR 0.37 (95% CI 0.13-1.02)],
although the low number of patients (342/1992, 17%) and events
(a total of 21 in both groups combined) limits the interpretation
of these results. In this regard, in CKD G3+ patients, the decrease
in kidney function endpoints carried more weight in the overall
statistically significant decrease in kidney endpoints than the
decrease in new-onset A3 albuminuria (Fig. 4C).

The total slope of eGFR from baseline to 104 weeks and
change in albuminuria were also explored. Tirzepatide bene-
fit on these endpoints was independent of weight or HbA1C
changes. The mean total eGFR slope was -1.4 + 0.2 mL/min/
1.73 m? per year in the combined tirzepatide groups and -
3.6 £ 0.2 mL/min/1.73 m? per year in the insulin glargine group
[between-group difference 2.2 (95% CI 1.6 to 2.8)]. There was ev-
idence for a tirzepatide dose-response from 5 to 15 mg. Inter-
estingly, an early reversible dip (3 months) in eGFR was noted in
patients on tirzepatide, consistent with a decrease in hyperfiltra-
tion. The dip in eGFR was also observed, although it was milder,
in patients on SGLT2 inhibitors. Upon stopping tirzepatide, eGFR
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Figure 4: Key pre-specified kidney endpoints reported for SURPASS-4. SURPASS-4
compared tirzepatide 5, 10 or 15 mg/week and insulin glargine during a median
follow-up of 85-104 weeks in people with T2DM, BMI >25 kg/m? and high car-
diovascular risk with a primary endpoint of non-inferiority of tirzepatide 10 mg
or 15 mg, or both, versus glargine in HbAlc change from baseline to 52 weeks.
Kidney outcomes were secondary endpoints and for this analysis, tirzepatide
groups were combined [3]. (A) Full population (n = 1995). (B) CKD defined by
UACR >30 mg/g (n = 707/1995, 35% of the full population). (C) CKD defined by
eGFR <60 mL/min/1.73 m? (n = 342/1992, 17% of the full population). Endpoint
1: eGFR decline >40% from baseline, renal death, progression to kidney failure
or new-onset macroalbuminuria. Endpoint 2: eGFR decline >40% from baseline,
renal death, progression to kidney failure. New-onset macroalbuminuria: UACR
>300 mg/g. There were no exclusion criteria based on albuminuria or eGFR but
patients who had had a transplanted organ or were awaiting an organ trans-
plant were excluded. Horizontal line indicates HR of 1.0. Figure designed using
data reported in reference [3].

increased, suggesting a reversible hemodynamic downmodula-
tion of hyperfiltration while on the drug. In this regard, the total
slope up to104 weeks underestimated the impact on eGFR that
may have been better represented by chronic slopes from week
12 to 104 or from baseline to off-therapy follow-up. Consistent
with the combined endpoint results, the slower total eGFR slope
on tirzepatide than on glargine was more pronounced in partic-
ipants with CKD G3+ [between-group difference 3.7 (95% CI 2.4
to 5.1)] than in those with CKD G1-G2 (Fig. 5A). Preservation of
eGFR was more evident in patients with lower eGFR and was also
observed in normoalbuminuric patients (Fig. 5A and B).
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Figure 5: Changes in eGFR between baseline and end of treatment in SURPASS-4. SURPASS-4 compared tirzepatide and insulin glargine during a median follow-up of
85-104 weeks in people with T2DM, BMI >25 kg/m? and high cardiovascular risk [3]. The primary endpoint was non-inferiority of tirzepatide 10 mg or 15 mg per week,
or both, versus glargine in HbAlc change from baseline to 52 weeks. For the analysis of change in eGFR, tirzepatide groups were combined. Between-group differences
in mean eGFR slope decline and 95% CI are shown. (A) According to baseline eGFR. (B) According to baseline UACR. (C) Information was not provided for the subgroup of
patients without CKD (i.e. eGFR 60 mL/min/1.73 m?and UACR <30 mg/g) which represents the largest subgroup of participants. G and A categories are defined according
to KDIGO 2012. Horizontal line at zero indicates no difference and values above zero favor tirzepatide. Figure designed using data reported in reference [3].

Albuminuria increased from baseline to follow-up by 37%
(95% CI 26%—49%) in patients randomized to insulin glargine, but
not in those on with tirzepatide -7% (-14%-1%)] [3]. Furthermore,
the impact of tirzepatide on albuminuria was additive to that
of SGLT2 inhibitors and was also observed in normoalbumin-
uric patients. Unfortunately, upon stopping tirzepatide, UACR in-
creased by 34%, although it did appear to remain below UACR
values in the glargine group.

As it was the case for cardiovascular outcome trials of
SGLT2 inhibitors [28, 29], the ongoing SURPASS-CVOT trial pit-
ting tirzepatide against dulaglutide in T2DM also has secondary
endpoints of UACR and new or worsening nephropathy that may
be informative to develop CKD-focused trials.

SAFETY OF TIRZEPATIDE

Tirzepatide has so far proven safe from a cardiovascular point
of view. The main adverse effects were mild gastrointestinal
events, mainly on the higher dose (nausea, vomiting, diarrhea,
decreased appetite, constipation, and upper abdominal discom-
fort or pain) [2, 3]. The most common adverse effect was nausea
that decreased progressively within the first 6 months. Adverse
events were more common in patients with CKD G3+, both in the

tirzepatide and the insulin glargine arms. Treatment was discon-
tinued because of adverse events in 4.3%, 7.1%, 6.2% and 2.6% of
patients receiving 5 mg, 10 mg and 15 mg/weekly tirzepatide or
placebo, respectively [2]. Additionally, based on preclinical obser-
vations in rats, the FDA has added a boxed warning contraindi-
cation for patients with a personal or family history of medullary
thyroid cancer or at high risk of medullary thyroid cancer, such
as those with multiple endocrine neoplasia syndrome type 2 due
to pathogenic RET gene variants [1].

Towards prevention of CKD

Tirzepatide is a novel addition to the therapeutic armamen-
tarium of T2DM and soon, of treatment of obesity and of over-
weight with associated conditions of interest to nephrologists
such as SBP >130 mmHg or DBP >80 mmHg. If not imple-
mented already, BMI should be monitored in nephrology visits.
Tirzepatide provided weight reduction and T2DM control as ef-
fectively or even more effectively that at least some GLP1RAs and
improved blood pressure control. Additionally, tirzepatide may
improve albuminuria and eGFR outcomes in T2DM, even on top
of SGLT2 inhibition. The potential impact on eGFR slopes and
kidney outcomes should be confirmed in kidney-focused trials.
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Future analysis of SURPASS-4 should report kidney outcomes
for participants without baseline CKD as there was evidence of
significant eGFR preservation in participants with either eGFR
>60 mL/min/1.73 m? or normoalbuminuria (Fig. 5). These anal-
yses may guide the design of CKD prevention trials that en-
roll participants without CKD (i.e. with UACR <30 g/g and with
eGFR >60 mL/min/0.173 m?) with the aim of slowing eGFR loss
and preventing CKD. CKD prevention trials may complement the
CKD treatment trials proposed by Heerspink et al. [3].

Post hoc analyses have shown kidney protection suggestive
of primary prevention of CKD by dapagliflozin or empagliflozin
in participants with T2DM that had both eGFR >60 mL/min/
1.73 m? and normoalbuminuriain cardiovascular outcome trials
[30, 31]. Given the increasing burden of CKD, its increasing im-
pact on global deaths and the considerable residual risk in pa-
tients on the current standard of therapy, preventing CKD should
be a major goal. In this regard, the entry criteria for SURPASS-4
may have identified a T2DM population without baseline CKD at
relatively high risk of CKD progression, at least while on glargine
[3], that may benefit from primary prevention interventions.

CONCLUSION

Tirzepatide may be the first of a new generation of antidiabetic
and weight-correcting drugs. Beyond dual agonists of GLP1 and
GIP receptors, tri-agonists that combine the ganorectic and in-
sulinotropic activities of GLP1 and GIP with the energy expen-
diture effect of glucagon are under preclinical development and
normalize body weight in obese mice and enhance energy ex-
penditure in a manner superior to that of GLP1R mono-agonists
and GLP1R/GIPR dual agonists [32]. The potential kidney protec-
tive effects of this new family of drugs should be characterized in
detail from the points of view of CKD prevention and treatment.
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