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CANTOS: Despite cardiovascular benefits, anti-inflammatory drug does not impact
onset of diabetes
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The anti-inflammatory drug canakinumab had no effect on rates of newly diagnosed diabetes in people
who had prediabetes according to research presented at the American College of Cardiology's 67th
Annual Scientific Session and simultaneously published online in the Journal of the American College of
Cardiology. The research is a key secondary endpoint from the CANTOS study, a large trial that last year
reported canakinumab significantly reduced major adverse cardiovascular outcomes (the trial's primary
endpoint) in patients with a history of myocardial infarction and elevations in the inflammatory marker
high-sensitivity C-reactive protein (hsCRP).

Since diabetes is thought to be related to inflammatory processes like those involved in heart disease,
researchers hypothesized that the drug may help slow or prevent the progression from prediabetes to
diabetes.

Patients with prediabetes at the start of the study initially showed a reduction in blood sugar levels (as
indicated by a drop from 5.8 to 5.6 in median hemoglobin A1c, a measure of average blood sugar over
the previous three months) after six months of taking canakinumab. However, this effect disappeared
after about nine months and these patients were ultimately diagnosed with diabetes at a rate comparable
to those who received a placebo.

"The results were surprising, because we demonstrated there was an effect on blood glucose that didn't
translate into a reduced rate of Type 2 diabetes diagnosis," said Brendan Everett, MD, a cardiologist at
Brigham and Women's Hospital, assistant professor of medicine at Harvard Medical School and the
study's lead author. "It suggests that alternative inflammatory pathways may be more critical to the
development of diabetes than inhibition of interleukin-1 beta, which was the specific mechanism we
tested in this study.”

Canakinumab is designed to disable interleukin-1 beta, a protein that plays a role in inflammation. The
drug is approved for several autoimmune disorders and is being investigated for the management of
heart disease.

The CANTOS trial enrolled more than 10,000 patients. Of those, about 4,000 had diabetes at the start of
the trial and 1,000 had normal blood glucose levels. The new analysis focuses on the remaining 4,960
patients, who had prediabetes at the start of the trial. In general, people with prediabetes are likely to
progress to diabetes unless they adopt substantial lifestyle changes such as losing weight and getting
more exercise.

Participants were randomly assigned to receive either a placebo or canakinumab in one of three dosing
levels (50, 150 or 300 milligrams per dose). Patients were given injections of the drug (or placebo) every
three months for a median of more than 3.5 years. After the study ended and all participants stopped
receiving injections, researchers continued to follow those who had prediabetes at baseline for an
additional six months.

While there was no effect on diabetes progression, patients with prediabetes showed significant
reductions in two major markers of inflammation, hsCRP and interleukin-6. They derived the same
benefits from canakinumab as other patients in the study in terms of cardiovascular outcomes, including
reduced rates of myocardial infarction, stroke and death from cardiovascular causes.

"Canakinumab is an effective therapy to prevent major cardiovascular events in patients with and without
diabetes," Everett said. "It seems to prevent cardiovascular events without increasing the development of
Type 2 diabetes among patients who are at risk for the disorder."

In a secondary analysis, the investigators examined the effect of canakinumab on blood glucose in
patients with diabetes at the start of the study. In these patients, canakinumab led to similar changes in
glucose levels as was seen in patients with prediabetes. However, patients assigned to take
canakinumab still required a similar number of diabetes medications, including insulin, as the patients
taking the placebo.

One potential area for future research could be to investigate whether canakinumab may contribute to
glucose management among people who already have Type 2 diabetes.

The trial was funded by Novartis Pharmaceuticals, maker of canakinumab.

ACC2018%sf&

[News01]
Eﬂ)%%@ﬂi/i\ﬁﬁﬁ% V20 % EREHE 508

[News02]
RIEMFRBIIMI) 2% LRI E3

[News03]
RS BRERERMVEREDHREZHNET 5

[News04]
7)) O I TIE2 RO OME 1 N
> hNEERTS

[News05]
ERE BRSNS TE RS IHZA
FEICIFFE L7 0L

[News06]
DAREBEICE>TIYIILI VY I OFY
IFBRTHZ

[News07]
RGBS EEHRT OSSR IEN S S
[News08]

MAREIIDAEI RV EREES

[News09]
gfn?*”ﬁﬁmatPCH&@;e%%?RLL BWLWTH
RTHD

[News10]
BOEAENRISEMESTERICARI L7

[Newsl11]
ACSICBITBREF Y OO—TF 4 V4 R—X
BEISRERA R b U RO ERHDTER N

[News12] )
IIAAEEREICEVWTTNAT AV EGER%E
WET D

[News13]
HAEH ST IFEDEFMHROOHEEZ
BT 3

[News14]
FEHRTLIL/ MR AREAIIMI) X U7 &
AItE3

[News15]

FRIH EXRFBRAERNRZ U N—2F B
[News16]

Canakinumabld¥EFRIANDHETTZ FBH L 740
[News17]

M#EDOF HYJ L OJUSAEOZEMIFZOE R
JUILCRAFETHS

[News18]
BBINRE=Z42 ) > IFAFIbDERTEE 3ME
ICERTES

[News19]
LZEEIC K 2OFEEDER,
[News20]

g IR O—)USAD A DD Z (RE
3

News16




