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SEMAGLUTIDE IN CARDIOVASCULAR 
CONDITIONS 

[ 0001 ] The present invention relates to the GLP - 1 receptor 
agonist semaglutide for use in treating a subject having 
diabetes and high cardiovascular risk . 

BACKGROUND 
[ 0002 ] Diabetes is a metabolic disorder characterized by 
hyperglycaemia that is associated with a high risk of car 
diovascular and other serious health - related consequences . 
A person with diabetes is two to three times more likely to 
die from cardiovascular causes than people with no history 
of diabetes , even after controlling for other cardiovascular 
risk factors . They are also at very high risk of developing 
serious microvascular complications ultimately leading to 
premature death : nephropathy and renal failure , retinal dis 
ease and blindness , autonomic and peripheral neuropathy , as 
well as other conditions related to the cardiovascular system : 
hypertension , lower limb amputation , cognitive decline , and 
erectile dysfunction . 
[ 0003 ] The majority of people with diabetes have type 2 
diabetes , which is characterised by insulin resistance and 
eventually impaired insulin secretion . Optimal glycaemic 
control is the treatment goal in subjects with type 2 diabetes , 
since the risk of long - term complications is increased with 
poor glycaemic control . Despite the availability of several 
oral anti - diabetic drugs and insulin , a significant proportion 
of subjects with type 2 diabetes do not achieve the recom 
mended target levels for glycaemic control and are at high 
risk of developing cardiovascular disease or microvascular 
complications . Thus , there is an unmet medical need for 
treatment alternatives that not only provide glycaemic con 
trol but also reduce the risk of cardiovascular disease in 
subjects with type 2 diabetes . 

cal evidence of at least one cardiovascular disease . In some 
embodiments high cardiovascular risk is present if the 
subject has clinical or subclinical evidence of at least one 
cardiovascular disease . 
[ 0009 ] In some embodiments the present invention relates 
to a method of treating type 2 diabetes , comprising admin 
istering semaglutide in a therapeutically effective amount to 
a subject in need thereof , wherein said subject has clinical 
evidence of cardiovascular disease and / or subclinical evi 
dence of cardiovascular disease ; wherein said method 
reduces the risk of cardiovascular events compared to pla 
cebo . In some embodiments the clinical evidence of cardio 
vascular disease and / or subclinical evidence of cardiovas 
cular disease were present before initiation of semaglutide 
administration . 
100101 In some embodiments the present invention relates 
to a method of reducing the risk of MACE in subjects with 
type 2 diabetes mellitus and high cardiovascular risk . In 
some embodiments the present invention relates to a method 
of reducing the risk of MACE in subjects with type 2 
diabetes mellitus and high cardiovascular risk , wherein said 
MACE is selected from the group consisting of non - fatal 
MI , non - fatal stroke , CV death caused by MI , and CV death 
caused by stroke . In some embodiments said MACE is 
selected from the group consisting of non - fatal MI and CV 
death caused by MI . In some embodiments said MACE is 
selected from the group consisting of non - fatal stroke and 
CV death caused by stroke . 
[ 0011 ] In some embodiments the present invention relates 
to a method of delaying myocardial infarction or stroke in 
subjects with type 2 diabetes mellitus and high cardiovas 
cular risk . In some embodiments the terms " delaying ” as 
used herein refers to " preventing ” . In some embodiments the 
present invention relates to a method of preventing cardio 
vascular events in subjects with type 2 diabetes , wherein 
said “ cardiovascular events ” is one or more major adverse 
cardiovascular events , and wherein " major adverse cardio 
vascular event " is as defined herein . 
[ 0012 ] In some embodiments the present invention relates 
to a method of treating type 2 diabetes , comprising admin 
istering semaglutide in a therapeutically effective amount to 
a subject in need thereof , wherein said subject has clinical 
evidence of cardiovascular disease and / or subclinical evi 
dence of cardiovascular disease ; wherein said method 
reduces or delays a major adverse cardiovascular event 
( MACE ) . 
[ 0013 ] In some embodiments MACE is events selected 
from the group consisting of cardiovascular ( CV ) death , 
non - fatal MI , non - fatal stroke , revascularisation , hospital 
isation for unstable angina pectoris , and hospitalisation for 
heart failure . The term " non - fatal MI ” as used herein refers 
to non - fatal myocardial infarction . In some embodiments 
MACE is events selected from the group consisting of CV 
death , non - fatal MI , and non - fatal stroke . 
[ 0014 ] In some embodiments the method reduces or 
delays a major adverse cardiovascular event ( MACE ) . In 
some embodiments the method reduces the risk of said 
subject developing a major adverse cardiovascular event 
( MACE ) . In some embodiments the method reduces the risk 
of said subject developing its first MACE . Thus , in some 
embodiments the MACE referred to herein is first MACE , 
e . g . after initiating administration of semaglutide . The term 
“ first MACE ” as used herein refers to the first MACE event 
of a subject after initiation of semaglutide administration . 

SUMMARY 
[ 0004 ] In some embodiments the present invention relates 
to a method of treating type 2 diabetes , comprising admin 
istering semaglutide in a therapeutically effective amount to 
a subject in need thereof , wherein said subject has clinical 
evidence of cardiovascular disease and / or subclinical evi 
dence of cardiovascular disease ; wherein said method delays 
or reduces development of a major adverse cardiovascular 
event ( MACE ) . 

BRIEF DESCRIPTION OF DRAWINGS 
[ 0005 ] FIG . 1 shows time from randomisation to first 
non - fatal MI following administration of semaglutide 
( Sema ) or its placebo . 
[ 0006 ] FIG . 2 shows time from randomisation to first 
revascularisation following administration of semaglutide 
( Sema ) or its placebo . 
[ 0007 ] FIG . 1 - 2 show the number of subjects at risk for the 
relevant event ( s ) at different time points after randomisation 
and are Kaplan - Meier plots of time to event . 

DESCRIPTION 
[ 0008 ] The present invention relates to methods of admin 
istering the GLP - 1 receptor agonist semaglutide to a subject 
having diabetes and high cardiovascular risk . The term “ high 
cardiovascular risk ” as used herein refers to clinical evi 
dence of at least one cardiovascular disease and / or subclini - 
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[ 0015 ] In some embodiments MACE is selected from the 
group consisting of CV death , non - fatal MI , non - fatal stroke , 
revascularisation , hospitalisation for heart failure , and hos 
pitalisation for unstable angina pectoris . In some embodi 
ments MACE ( e . g . selected from the group consisting of CV 
death , non - fatal MI , non - fatal stroke , revascularisation , hos 
pitalisation for heart failure , and hospitalisation for unstable 
angina pectoris ) is reduced or delayed by at least 1 % 
compared to placebo . In some embodiments MACE ( e . g . 
selected from the group consisting of CV death , non - fatal 
MI , non - fatal stroke , revascularisation , hospitalisation for 
heart failure , and hospitalisation for unstable angina pecto 
ris ) is reduced or delayed by from about 20 % to about 35 % 
compared to placebo . In some embodiments MACE ( e . g . 
selected from the group consisting of CV death , non - fatal 
MI , non - fatal stroke , revascularisation , hospitalisation for 
heart failure , and hospitalisation for unstable angina pecto 
ris ) is reduced about 27 % compared to placebo . In some 
embodiments the first MACE ( e . g . selected from the group 
consisting of CV death , non - fatal MI , non - fatal stroke , 
revascularisation , hospitalisation for heart failure , and hos 
pitalisation for unstable angina pectoris ) is reduced or 
delayed by at least 1 % compared to placebo . In some 
embodiments the first MACE ( e . g . selected from the group 
consisting of CV death , non - fatal MI , non - fatal stroke , 
revascularisation , hospitalisation for heart failure , and hos 
pitalisation for unstable angina pectoris ) is reduced or 
delayed by from about 20 % to about 27 % compared to 
placebo . In some embodiments the first MACE ( e . g . selected 
from the group consisting of CV death , non - fatal MI , 
non - fatal stroke , revascularisation , hospitalisation for heart 
failure , and hospitalisation for unstable angina pectoris ) is 
reduced about 27 % compared to placebo . 
[ 0016 ] In some embodiments MACE is selected from the 
group consisting of CV death , non - fatal MI , and non - fatal 
stroke . In some embodiments MACE ( e . g . selected from the 
group consisting of CV death , non - fatal MI , and non - fatal 
stroke ) is reduced or delayed by at least 10 % compared to 
placebo . In some embodiments MACE ( e . g . selected from 
the group consisting of CV death , non - fatal MI , and non 
fatal stroke ) is reduced or delayed by from about 20 % to 
about 30 % compared to placebo . In some embodiments 
MACE ( e . g . selected from the group consisting of CV death , 
non - fatal MI , and non - fatal stroke ) is reduced or delayed 
about 26 % compared to placebo . In some embodiments 
MACE ( e . g . selected from the group consisting of CV death , 
non - fatal MI , and non - fatal stroke ) has a hazard ratio of 
about 0 . 74 compared to placebo . In some embodiments 
MACE ( e . g . selected from the group consisting of CV death , 
non - fatal MI , and non - fatal stroke ) has a hazard ratio of 0 . 74 
with a 95 % CI of ( 0 . 58 ; 0 . 95 ) compared to placebo . In some 
embodiments the risk of said subject developing a MACE 
( e . g . selected from the group consisting of CV death , non 
fatal MI , and non - fatal stroke ) is reduced by at least 10 % 
compared to placebo . In some embodiments the subject 
developing its first MACE ( e . g . selected from the group 
consisting of CV death , non - fatal MI , and non - fatal stroke ) 
is reduced or delayed by at least 10 % compared to placebo . 
In some embodiments the first MACE ( e . g . selected from the 
group consisting of CV death , non - fatal MI , and non - fatal 
stroke ) is reduced or delayed by from about 20 % to about 
30 % compared to placebo . In some embodiments the first 
MACE ( e . g . selected from the group consisting of CV death , 
non - fatal MI , and non - fatal stroke ) is reduced or delayed 

about 26 % compared to placebo . In some embodiments the 
subject developing its first MACE ( e . g . selected from the 
group consisting of CV death , non - fatal MI , and non - fatal 
stroke ) has a hazard ratio of about 0 . 74 compared to placebo . 
In some embodiments the subject developing its first MACE 
( e . g . selected from the group consisting of CV death , non 
fatal MI , and non - fatal stroke ) has a hazard ratio of 0 . 74 with 
a 95 % CI of ( 0 . 58 ; 0 . 95 ) compared to placebo . 
[ 0017 ] In some embodiments the MACE is non - fatal MI . 
In some embodiments the non - fatal MI is reduced or delayed 
by at least 10 % compared to placebo . In some embodiments 
the non - fatal MI is reduced or delayed by from about 15 % 
to about 35 % compared to placebo . In some embodiments 
the non - fatal MI is reduced or delayed by about 26 % 
compared to placebo . 
[ 0018 ] In some embodiments the MACE is non - fatal 
stroke . In some embodiments the non - fatal stroke is reduced 
or delayed by at least 10 % compared to placebo . In some 
embodiments the non - fatal stroke is reduced or delayed by 
from about 20 % to about 60 % compared to placebo . In some 
embodiments the non - fatal stroke is reduced or delayed by 
from about 30 % to about 50 % compared to placebo . In some 
embodiments the non - fatal stroke is reduced or delayed by 
about 39 % compared to placebo . 
[ 0019 ] In some embodiments the MACE is revascularisa 
tion . In some embodiments the revascularisation is reduced 
or delayed by at least 10 % compared to placebo . In some 
embodiments the revascularisation is reduced or delayed by 
from about 20 % to about 60 % compared to placebo . In some 
embodiments the revascularisation is reduced or delayed by 
from about 30 % to about 50 % compared to placebo . In some 
embodiments the revascularisation is reduced or delayed by 
about 38 % compared to placebo . Revascularisation may be 
coronary revascularisation or peripheral revascularisation . 
[ 0020 ] In some embodiments the MACE is hospitalisation 
for unstable angina pectoris . In some embodiments the 
hospitalisation for unstable angina pectoris is reduced or 
delayed by at least 10 % compared to placebo . In some 
embodiments the hospitalisation for unstable angina pectoris 
is reduced or delayed by from about 10 % to about 30 % 
compared to placebo . In some embodiments the hospital 
isation for unstable angina pectoris is reduced or delayed by 
about 18 % compared to placebo . 
[ 0021 ] In some embodiments the administration of sema 
glutide is a chronic treatment in which semaglutide is 
administered for at least 16 months ( such as at least 30 
months , and optionally up to 54 months ) , and wherein said 
method reduces or delays non - fatal myocardial infarction 
( MI ) . 
[ 0022 In some embodiments the administration of sema 
glutide is a chronic treatment in which semaglutide is 
administered for at least 18 months ( such as at least 30 
months , and optionally up to 54 months ) , and wherein said 
method reduces the need or risk of requiring revascularisa 
tion . 
[ 0023 ] In some embodiments the MACE is CV death . In 
some embodiments the CV death is reduced by at least 1 % 
compared to placebo . In some embodiments the CV death is 
reduced or delayed by from about 1 % to about 3 % compared 
to placebo . In some embodiments the CV death is reduced 
or delayed by about 2 % compared to placebo . 
[ 0024 ] The term “ placebo " as used herein refers to a 
formulation identical to the semaglutide formulation except 
not comprising semaglutide and the placebo was adminis 

MPI EXHIBIT 1295 PAGE 5
f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Real-Time Litigation Alerts
  Keep your litigation team up-to-date with real-time  

alerts and advanced team management tools built for  
the enterprise, all while greatly reducing PACER spend.

  Our comprehensive service means we can handle Federal, 
State, and Administrative courts across the country.

Advanced Docket Research
  With over 230 million records, Docket Alarm’s cloud-native 

docket research platform finds what other services can’t. 
Coverage includes Federal, State, plus PTAB, TTAB, ITC  
and NLRB decisions, all in one place.

  Identify arguments that have been successful in the past 
with full text, pinpoint searching. Link to case law cited  
within any court document via Fastcase.

Analytics At Your Fingertips
  Learn what happened the last time a particular judge,  

opposing counsel or company faced cases similar to yours.

  Advanced out-of-the-box PTAB and TTAB analytics are  
always at your fingertips.

Docket Alarm provides insights to develop a more  

informed litigation strategy and the peace of mind of 

knowing you’re on top of things.

Explore Litigation 
Insights

®

WHAT WILL YOU BUILD?  |  sales@docketalarm.com  |  1-866-77-FASTCASE

API
Docket Alarm offers a powerful API 
(application programming inter-
face) to developers that want to 
integrate case filings into their apps.

LAW FIRMS
Build custom dashboards for your 
attorneys and clients with live data 
direct from the court.

Automate many repetitive legal  
tasks like conflict checks, document 
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks 
for companies and debtors.

E-DISCOVERY AND  
LEGAL VENDORS
Sync your system to PACER to  
automate legal marketing.


