


































































































Effect of Linagliptan vs placebo in adverse
cardiovascular outcomes in patients with T2DM
with high Cardiovascular and renal risk

PRIMARY ENDPOINT Py e KEY SECONDARY ENDPOINT

Time to first occurrence of any of the following: Time to first occurrence of any of the following:

« OV death (including fatal stroke and fatal M) » Death from kidney disease
« Non-fatal MI {excluding silent MI) « End-stage kidney disease
+ Mon-fatal stroke « Sustained =40% eGFR reduction
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Long term CV safety profile of linagliptin was confirmed

Time to first occurence of 3P MACE

.- HR 1.02 — Linagliptin — Placebo

(95% CI0.89, 1.17)

- p<0.001 for non-inferiority

- p=0.74 for superiority

E 20

o

&

2

g 1

b

w

o

0.0 0.3 1.0 1.5 210 2.5 3.0 3.5

Years
The 3P-MACE?* primary outcome occurred in 434/3494 (12.4%) and 420/3485 (12.1%)
patients in the linagliptin and placebo groups, respectively
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Hospitalisation for heart failure

15 - HR 0.90 = Linagliptin = Placebo
(95% CI 0.74, 1.08)

= p=0_26 for superiority
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No increased risk of hospitalisation for heart failure?
Rates of hospitalisation for heart failure did not differ between treatment groups:
209/3494 (6.0%) and 226/3485 (6.5%) in the linagliptin and placebo groups
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The long-term renal safety profile of linagliptin was confirmed

Time to death to kidney disease, progression to ESKD or sustained eGFR ase of =
30 - HR 1.04 = Linagliptin = Placebo
(95% C10.89, 1.22)

-, p=0.62
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The key kidney outcome occurred in 327/3494 (9.4%) and
306/3485 (8.8%) patients in the linagliptin and placebo groups, respectively
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Linagliptin, fewer patients initiated or increased insulin dose

Initiation or dose increase of insulin

w
o

HR 0.72 — Linagliptin  — Placebo

(95% CI 0.65, 0.81} 729 patients

555 patients

n
o

Participants
with event (%)
=

0 : . - . - . .
0.0 0.5 1.0 1.5 20 2.5 3.0 3.5

Years
No. at risk

Placebo,n 3,485 3,203 2913 2,263 1,590 1,024 613 220
Linagliptin, n 3,494 3,271 3,072 2411 1,746 1,140 676 242

Mejer ostimate. Hazard ratio and 85% CI based on Cox regression model .\gl\. CARMELINA
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CARMELINA study ASIAN subsets

* Linagliptin and cardiorenal outcomes in
Asians with type 2 diabetes mellitus and
established cardiovascular and/or kidney
disease: subgroup analysis of the randomized

CARMELINA® trial

* The Japan Diabetes Society 2019
* Diabetology International https://doi.org/10.1007/s13340-019-00412-x

e 555 participants from Asian countries



Time to first cardiovascular events and hospitalisation
for heart failure in Asian patients

a 3-point MACE
30 P Placebo = Linaghplin
(95% C1 0.55-1 48)

E P= 06741
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No. of patients
Placeba (n) 283 271 2063 204 151 113 T0 21
Linaghptin (n) 272 266 256 190 149 108 T8 23
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b Cardiovascular death

i0 - ~ Placebo — Im
‘ HRO.70
(95% Cl 0.30-164)

P= 04162

Patients with event [3%)

30 35

No. of patients Yoars
Placebo (n) 283 2719 215 1 159 17 T2 23
Linaghptin (n) 272 212 268 198 155 115 82 26
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C Hospitalization for heart failure

20 . — Placebo = Linaghptin
HR 047
(95% C1 0.24-0.95)
E P=00350
i 10 |
i !
00 0s 10 15 20 25 30 s 11
No. of patients Yours
Placebon) 283 210 264 201 149 110 66 7e)
Linaghptin () 272 266 260 192 150 109 n 2%
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Time to first kidney events in Asian patients

b Death due to renal failure, progression to end-stage kidney disease, or eGFR <10 mimin/1.73 m?

Patients with event (%)

No. of patients
Placebo (n)

Linagkptin (n)

30 .

-y
&n

Placebo — Li
HR 0.52 n_——
(95% C10.24-1.17)
P=0.1144
—
._l—r' ]'—
"
el
00 05 1.0 15 20 25 o 35
283 268 261 197 148 106 o5 14
212 262 247 178 131 96 o6 18
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After 12 weeks of treatment of Asian patients, the
adjusted mean difference in HbAlc level. with
linagliptin compared with placebo was 0.60% (95%
Cl-0.73to-0.47)

There was no difference in change over time in body
weight, cholesterol levels, or blood pressure with
linagliptin compared with placebo

Fewer linagliptin-treated Asian patients (77.9%) had
an adverse event compared with placebo-treated
Asian patients (84.8%)

The incidence of hypoglycemia was also slightly
lower with linagliptin than placebo, including severe
episodes
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Final recommendation

e subgroup analysis of the multinational CARMELINA®
trial indicates that linagliptin did not increase
the risk of MACE in Asian T2DM patients with
established CVD with albuminuria and/or
kidney disease.

* Furthermore, linagliptin did not increase the
risk of clinically relevant kidney complications
or heart failure.
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The best choice for this scenario is

e DPP-4 inhibitor which is Cardiovascul afe
as well as Renal safe is

* LINAGLIPTAN
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THANK YOU





