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* Very low LDL-C levels — Safety

- PCSKO9I indication and Availabllity
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LDL receptor function and life cycle

LDL particle ‘\c
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SREBP-2, sterol regulatory element-binding protein-2
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LDL receptor function and life cycle
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PCSK? inhibition

mAb + PCSK9

from binding to LDL-R

PCSK9 is inhibited
l LDL receptor

PCSK9 — § LDLR— § LDL-C

PMJ* LDLR— 8 LDL-C

LDL-C particle T
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22 global trials, including more than 29,000 patients across more than 3,000 study centers

HeFH population

ODYSSEY OLE (LTS13463) N=1000
18 months [Ongoing]

ODYSSEY FH I (EFC12492) N=486
18 months

ODYSSEY FH 11 (CL1112) N=249
18 months

ODYSSEY HIGH FH (EFC12732) N=107

HC in high CV risk population

ODYSSEY OUTCOMES (EFC11570) N=18,600
Event-driven, 2 year minimum follow-up
Enrollment Completed Nov 2015 [Ongoing]

7

\

LN

ODYSSEY COMBO | (EFC11568) N=316
12 months

18 months

ODYSSEY COMBO Il (EFC11569) N=720

Additional populations/studies

ODYSSEY MONO (EFC11716) N=103
6 months

24 months

ODYSSEY EAST (EFC13389) N=600
6 months [Ongoing]

ODYSSEY KT (EFC14074) N=199

v ]
v
v

ODYSSEY LONG TERM (LTS11717) N=2,341
18 months

ODYSSEY JAPAN (EFC 13672) N=216
12 months

ODYSSEY APPRISE (LPS14245) N=1300
3 -30 months [Ongoing]

ODYSSEY ESCAPE (R727-CL-1216) N=63
4 months

v

Jesselson Integrated Heart Center
Shaare Zedek Medical Center, Jerusalem N

6 months
ODYSSEY DM — Insulin (LTS14354) N=500 /
6 months

ODYSSEY DM - Dyslipidemia (LTS14355)

6 months /

ODYSSEY ALTERNATIVE (CL1119) N=314
6 months (+OLE)

ODYSSEY OPTIONS | (CL1110) N=355
6 months

ODYSSEY OPTIONS Il (CL1118) N=305
6 months

ODYSSEY CHOICE | (CL1308)
300 mg Q4w dosing , 12 months

ODYSSEY CHOICE Il (EFC13786) N=233
150 mg Q4W dosing, 6 months (+OLE)

ODYSSEY NIPPON (EFC14305) N=159
3 months (+OLE)

Core Registrational Studies

/ Primary endpoint met; data presented
T aiwnn 20 ™In
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PCSK? inhibition =lowers LDL-C
consistently over time

All patients on background of maximally tolerated statin x other lipid-lowering therapy

=== Alirocumab ==== Placebo

_ 140 118.9 mg/dL 123.0 mg/dL
5 0.8 (+4.4%)
S 120 -
A
& 100 0
m i
‘F: Difference Difference
Q
E 80 _61.9% -61.3%
-
o 60 4 Y
—
a 53.1 mg/dL
T 40 48.3 mg/dL (-56.8%)
5 (-61.0%)
b 20
(0
($)
0
0 4 8 12 16 24 36 52

Week
Jesselson Integrated Heart Center ' IT79' Y" 17)3h] T
ShadPEZEaERMEGI2%M E-nter, Jerusalem }?-\?9 ~ Engl':llwn%' ,pgrxgl‘wszigﬁ)agrnn



PCSK? inhibition =lowers LDL-C.

Will it lower
event rates??
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PCSK? inhibition -Will it lower event rates?
Genetic evidence

LoF PCSK9 mutations are associated with
low LDL-C and low prevalence of CHD events

Mo Monsense Mutation

=0 (N = 3278) S0t Percentile
- Mean 113 mg/dL
10
u ‘
g L Ll
E- o i 100 150 200 250 300
S
E PCSK9M¥2 o pPCSKOETX
= (N=85)
* Mean 100 mg/dL
20 (-28%)
10
u ‘
| [ P | |
o 50 100 150 200 250 300
Plasma LDL Cholesterol in Black
Subjects (mg/dL)

Jesselso

ARIC=Atherosclerosis Risk in the Community
Sh aare Zﬁ.dapted from Cohen IC. N Engl ] Med 2006; 354: 1264—72.

Coronary Heart Disease (%)

88% reduction in the risk of CHD
events during 15-year follow-up

No Yes

PCSKOMx o pCSKOSTX

50 ™Dn
191 >IN



JaMa | Origiral Imvastization

Effect of Evolocumab on Progression of Coronary Disease
in Statin-Treated Patients

The GLAGOV Randomized Clinical Trial

Objective

 To test the hypothesis that LDL-C lowering with a monthly
subcutaneous injection of evolocumab 420 mg for 78 weeks will result
In a significantly greater change from baseline in percentage atheroma

volume (PAV) compared with placebo in subjects taking background
statin therapy

Design

« A 76-week, randomized, double-blind, placebo-controlled, multicenter,
phase 3 study.

« 968 Participants with angiographic coronary disease were randomized
to receive monthly evolocumab (420mg) (n = 484) or placebo (n =
484) via subcutaneous injection for 76 weeks, in addition to statins

JesselgeH il a0ss el MR atubiRRERonline ahead of print No@er 15, 2016]. _1n

Shaareudat ek dV aeh erlaft enze1slgsasadem N o DY L2 TY MYY IRID TN




GLAGOV Presentation — AHA 2016

Secondary Endpoint: Total Atheroma Volume

0 -

Ea e
P=NS
i
Change
in Total -3 -
Atheroma
Volume = &
3
(mm?)
3] P <0.0001
=T
Statin Statin-

monotherapy evolocumab



PCSK? inhibition -Will it lower event rates?
CV OUTCOMES trials

@ODYSSEY

OUTCOMES
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Main differences in study design
between FOURIER and ODYSSEY OUTCOMES

ODYSSEY
1

N=27,564 N=18,312
Established ASCVD Recent ACS = 1 year
_ ~3 yrs prior to ( median time : 2.6 months
Population randomization= prior to randomization)
(Stable CVD) LDL-C 270 mg/dL or
LDL-C 270 mg/dL or non-HDL-C 2100 mg/dL
non-HDL-C 2100 mg/dL or ApoB 280 mg/dL
1 0 0
SR ng!'n (69 /‘f) or mt?derate _ 89.5% on high-intensity statin
therapy intensity statin therapy
Median Follow-up 5
(Median, Max) 2.2 years .8 years
44% pts with follow-up >3 years
Jes: Blent 2 el Max 5years  nn

Shé&sabatine MS et al. N Engl J Med. 2017 Mar 17. doi: 10.1056/NEJM0al1615664 2. Roth EM, Diller P. Future Cardiol 2014;10:183-99 )MN



@  FOURIER Trial Design _fouriér.

27,564 high-risk, stable patients with established CV disease

most recent event

}Median time from
~3 yrs

(prior M, prior stroke, or symptomatic PAD)

Background therapy : On an effective statin dose*

High intensity (69%) statin therapy (£ 5% ezetimibe)

LDL-C 270 mg/dL or ]_ Median baseline LDL-C:
non-HDL-C 2100 mg/dL 92 mg/dl

Evolocumab Placebo
(N=13,784) (N=13,780)

140 mg Q2W or 420 mg QM Q2W or QM

Follow-up

median 26 months, Max 3 years

BIG occooms e cranrain o | *on atorvastatin 20-80 mg or rosuvastatin 5-40mg,
&/ Brigham and Women’s Hospital and Harvard Medical School SlmvaStatIn 40'80mg, pltavaStatII"I 4mg




LDL-C Reduction

et I aaa IOk

fourler

YW B W

1907 Placebo

90 V —— — 4 < — —8

80 -
g 70 59% mean reduction (95%CI| 58-60), P<0.00001
£
= 60 -
E Absolute reduction: 56 mg/dl (95%CI 55-57)
g 50 -
Q
S 40 -
-l
9 30 k -0 0 — —4

20 | Evolocumab

(median 30 mg/dl, IQR 19-46 mg/dl)
7 42% of patients < 25 mg/d|
O I I 1 I I I I I I 1 I I 1 I
0O 12 24 36 48 60 72 84 96 108 120 132 144 156 168
Weeks

Brigham and Women'’s Hospital and Harvard Medical School

Sabatine MS et al. N Engl J Med. 2017 Mar 17. doi: 10.1056/NEJM0al1615664.



Cumulative event rates for the

Y A AW

RRR, Rela

CV death, MlI, stroke,

. . . fourier
Primary Efficacy end point = « ™ W w
16— 14.6
Hazard ratio, 0.85 (95% Cl, 0.79-0.92)
s 147 P<0.001
> 3 124 |
c
- 5 12.6
= 2 10- Placebo
& =
% e 8- 91 Evolocumab
.
S 2 6
L o 44 RRR 15%
o X
® 5| ARR 1.5%
L
0- I I I I I I
0 6 12 18 24 30 36
No. at Risk
Placebo 13,780 13,278 12,825 11,871 7610 3690 686
Evolocumab 13,784 13,351 12,939 12,070 7771 3746 689

Moal615664.



@ Types of CV .
ourier
Outcomes e
Evolocumab Placebo
Endpoint (N=13,784) (N=13,780) HR (95% CI)
3-yr Kaplan-Meier rate
SX,%E;art:\;al\glé Stroke, 10, RRR 12,6 14.6 0.85 (0.79-0.92)
Cardiovascular death — 25 2.4 1.05 (0.88-1.25)
Ml 27% RRR 4.4 6.3 0.73 (0.65-0.82)
Stroke 21% RRR 2.2 2.6 0.79 (0.66-0.95)
Hosp for unstable angina & 22 2.3 0.99 (0.82-1.18)
Coronary revasc 22% RRR 7.0 9.2 0.78 (0.71-0.86)
Urgent 3.7 54 0.73 (0.64-0.83)
Elective 3.9 4.6 0.83 (0.73-0.95)

J P o cademic Research Organization of - Meah Sabatine MS, et al. N Engl J Med. 2017;376(18):1713-1722.

nd Women’s Ho pt I nd Harvard Medical School




Study Design K(OD\((ET?OI%

Median time from

18,924 Post-ACS patients (1 to 12 months) }most recent event
~2.6 months

~ 90% On High-intensity statin therapy*
Atorvastatin 40 to 80 mg daily or
Rosuvastatin 20 to 40 mg daily or

Maximum tolerated dose of one of these agents for 22 weeks

LDL-C 270 mg/dL or Median

Non-HDL-C 2100 mg/dL or ‘baseline LDL-C:
Apolipoprotein B 280 mg/dL 87 mg/d|

2

Alirocumab SC Q2W Placebo SC Q2W
(N=9462) (N=9462)

Follow-up*: median 2.8 years, Max 5 years
8242 (44%) patients with potential follow-up =3 years \

B

-
Schwartz GG, et al. Am Heart J 2014:168:682-689.e1. SANOFl vg  REGENERON



Treat-to-target approach (ODYSSEY

OUTCOMES

maximize the number of patients in the
target range and minimize the number
below target

Undesirably high
baseline range

(ab]
(@)]
= c
®
c) -
c 9 _
;*; Alirocumab
B
m S
730 <
(7.7
%)
0 15 25 50 70

LDL-C (mg/dL)

Schwartz GG, et al. Am Heart J 2014;168:682-689.e1. SANOFI »p REGENERON ’



LDL-C: On-Treatment Analysis

((ODYSSEY

OUTCOMES

105 96.4 Placebo 101.4
93.3 —o——— —9® A48.1
—_ L mqg/dL
g % A557 WA 5;10-'1L J
S m
£ 75 | mg/dL J —54.7%
@)
—C' —0
g 45 L\'/o—+ : 533
= 423 Alirocumab
30 . 37.6
15 -
O I I I I I I I I I 1
0O 4 8 12 16 20 24 28 32 36 44 48

Months Since Randomization

Excludes LDL-C values after premature treatment discontinuation or blinded switch to placebo
Approximately 75% of months of active treatment were at the 75 mg dose

SANOFI vy REGENERON ’



Primary Efficacy Endpoint: MACE K(ODYSSEY

OUTCOMES

ARR* 1.6%
15+
RRR
15%
12"
MACE:
« CHD death = Placebo
 Non-fatal Ml x 97
« |Ischemic stroke 8 Alirocumab
* unstable angina % 5
. HR 0.85
req“'_””g _ (95% CI 0.78, 0.93)
hospitalization P=0.0003
3-
0 | | | 1
0 1 2 3 4
Number at Risk Years Since Randomization
+Based on cumulative Placebo 9462 8805 8201 UT1 629 \
incidence Alirocumab 9462 8846 8345 3574 653 :GENERON



Primary Efficacy and Components K(ODYO%?(EE

cncpoin. n ) RSNl i o5 ) o0 o
MACE 903 (9.5) | 1052 (11.1) 0.85 (0.78, 0.93) 1L 15%  0.0003
CHD death 205 (2.2) 222 (2.3) 0.92 (0.76, 1.11) 8% 0.38
Non-fatal Ml 626 (6.6) 722 (7.6) 0.86 (0.77,096) W 14%  0.006
Ischemic stroke | 111 (1.2) 152 (1.6) 0.73 (0.57, 0.93) 1 27% 0.01
Unstable angina| 37 (0.4) 60 (0.6) 0.61 (0.41, 0.92) 1 39% 0.02

SANOF| vy REGENERON ’



All-Cause Death K(ODY(ET?(EE

197 ARR 1 0.6%
RRR
~ 9 15%
>
L
457
0
2
5 3 Placebo HR 0.85
O - (95% C1 0.73, 0.98)
i Alirocumab P20.026"
<
151

0 | | | |
0 1 2 3 4

Nurmber at Risk Years Since Randomization
Placebo 9462 9219 8888 3898 737
Alirocumab 9462 9217 8919 3046 746

*Nominal P-value \
tBased on cumulative incidence SANOFI vy REGENERON



Overall efficacy vs subgroup with Baseline LDL-c 2100 mg/dL
(Median Baseline LDL-C 118 mg/dL)

Main Secondary Endpoints

-15%
O MACE
-24%
Overall trial population ° 8%
- 0
B Subgroup with baseline LDL-c ZlOOn-lg/dL - | CHD death*
-28%
-12%
u ) CV death*
-31%
-15%
) All-cause death®
%

05 06 07 08 09 1 11
Alirocumab betterPBO better

*Post-hoc analysis

ﬂODYSSEY

OUTCOMES

http://www.acc.org/~/media/Clinical/PDF-Files/Approved-PDFs/2018/03/05/ACC18_Slides/March10_Sat/9amET-ODYSSEY-Outcomes-acc-2018.pdf



Treatment-emergent adverse events

75.8% 77.1%
23.3% 24.9%

2.3% 2.4%
0.5% 0.5%

Alirocumab

18.8% 21.2%

9.6% 10.1%
7.9% 7.8%
5.3% 5.7%
2.1%  Significantly higher vs PBO

1.5%
1.3%
<0.1%

AA A RAAALTT 4
*HR vs. placebo 1.82 (95% CI 1.54, 2.17)
http://www.acc.org/~/media/Clinical/PDF-Files/Approved-PDFs/2018/03/05/ACC18_Slides/March10_Sat/9amET-ODYSSEY-Outcomes-acc-2018.pdf



Safety

Follow up -4 years

Event

Diabetes worsening or diabetic

Alirocumab

(N=9451)

(ODYSSEY

OUTCOMES

Placebo
(N=9443)

complications: pts w/DM at baseline, 5(2%223 8 58(2/12;)4 !
n/N (%)

New onset diabetes; pts w/o DM at 648/6763 676/6696
baseline, n/N (%) (9.6) (10.1)
General allergic reaction, n (%) 748 (7.9) 736 (7.8)
Hepatic disorder, n (%) 500 (5.3) 534 (5.7)
Local injection site reaction, n (%)* 360 (3.8) 203 (2.1)
Neurocognitive disorder, n (%) 143 (1.5) 167 (1.8)
Cataracts, n (%) 120 (1.3) 134 (1.4)
Hemorrhagic stroke, n (%) 9 (<0.1) 16 (0.2)

*HR vs. placebo 1.82 (95% CI 1.54, 2.17)

SANOFI vy REGENERON
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ESC/EAS GUIDELINES
@ESC

European Heart Journal (2019) 00, 178 LRSS L

. . G @

European Society doi:10.1093/eurheartj/ehz455 R

of Cardiology . 3
. &

2019 ESC/EAS Guidelines for the management
of dyslipidaemias: lipid modification to reduce
cardiovascular risk

The Task Force for the management of dyslipidaemias of the
European Society of Cardiology (ESC) and European
Atherosclerosis Society (EAS)

Jesselson Integrated Heart Center «4?9 iT70!' ¢y 2aiunan 2% ™n
Shaare Zedek Medical Center, Jerusalem Z_\ , DY L2 TY MYY IRI9 TN



Secondary prevention/Very high Risk

Recommendations for treatment goals for EAS @ @ESC
low-density lipoprotein cholesterol (1) e
Recommendations Level

In secondary prevention patients at very-high risk, an LDL-C reduction of
at least 50% from baselineand an LDL-C goal of <1.4 mmol/L (<55 mg/dL)
are recommended.

In primary prevention, for individuals at very-high risk but without FH, an
LDL-C reduction of at least 50% from baseline®and an LDL-C goal of <1.4
mmol/L (<55 mg/dL) are recommended.

In primary prevention, for individuals with FH at very-high risk, an LDL-C
reduction of at least 50% from baseline and an LDL-C goal of <1.4 mmol/L lla C
(<55 mg/dL) should be considered.

The term ‘baseline’ refersto the LDL-C levelin a person not taking any LOL-C lowering medication. In people who are
taking LDL-C-lowering medication|s), the projected baseline (untrested) LOL-C levels should be estimated, basad on
the average LDL-C-lowering efficacy of the given medication or combination of medications.

MEsC

S A 2019 ESC/EAS Guidelinesforthe management of dyslipidaemias lipid modification to reduce

cardiovascular risk (European Heart Journal 2019 -doi: 10.1093/eurheartj/ehz455)

Jesselson Integrated Heart Center "/?9 iT70!' ¢y 2aiunan 2% ™n
Shaare Zedek Medical Center, Jerusalem )'-\ DY L2 TY MYY IRI9 TN



Second episode (2 years)/High risk

Recommendations for treatment goals for EAS @ @ESC |
low-density lipoprotein cholesterol (2) orcamoig Y
Recommendations Class Level

For patients with ASCVD who experience a second vascular event within
2 years (not necessarily of the same type as the first event) while taking
maximally tolerated statin therapy, an LDL-C goal of <1.0 mmol/L (<40
mg/dL) may be considered.

b B

QEC

In patients at high risk, an LDL-C reduction of at least 50% from
baseline?and an LDL-C goal of <1.8 mmol/L (<70 mg/dL) are 1
recommended.

The term ‘baseling’ referstothe LDL-C level ina personnot taking any LDL-C lowering medication. Inpeoplewho
are taking LOL-C-lowering medication(s), the projected baseline [untreated) LDL-C levels should be estimated, based
on the aversge LDL-C-lowering efficacy of the given medication or combination of medications.

- oo 2019 ESC/EAS Guidelinesfor the management of dyslipidaemias lipid modification to reduce
www.escardio.org/guidelines
cardiovascular risk (European Heart Journal 2019 -doi: 10.1093/eurheartj/ehz455)

Jesselson Integrated Heart Center «\./?9 iT70!' ¢y 2aiunan 2% ™n
Shaare Zedek Medical Center, Jerusalem Z_\ , DY L2 TY MYY IRI9 TN



Moderate/Low RISk

Recommendations for treatment goals for EAS @ @ESC
low-density lipoprotein cholesterol (3) European Soclety
Recommendations

In individuals at moderate risk®, an LDL-C goal of <2.6 mmol/L (<100 mg/dL)
should be considered.

In individuals at low risk®an LDL-C goal <3.0 mmol/L (<116 mg/dL) may be
considered.

© For definitionssee Table 1.

2019 ESC/EAS Guidelinesfor the management of dyslipidaemias lipid modification to reduce

www.escardio.org/guidelines
cardiovascular risk (European Heart Journal 2019 -doi: 10.1093/eurheartj/ehz455)

Jesselson Integrated Heart Center ‘./?9 iT70!' ¢y 2aiunan 2% ™n
Shaare Zedek Medical Center, Jerusalem )'-\ DY L2 TY MYY IRI9 TN



Older/DM

Jesselson Integrated Heart Center . iT70!' ¢y 2aiunan 2% ™n
Shaare Zedek Medical Center, Jerusalem DY L2 TY MYY IRI9 TN



More intensive reduction of LDL-C across CV risk categories

e For secondary prevention in very-high-risk patients, an LDL-C reduction of >50% from baseline and an LDL-C goal of <1.4 mmol/L (<55 mg/dL) are recommended.
e For patients with ASCVD who experience a second vascular event within 2 years (not necessarily of the same type as the first event) while taking maximally toler-

ated statin therapy, an LDL-C goal of <1.0 mmol/L (<40 mg/dL) may be considered.

e In primary prevention, for individuals at very-high risk but without FH, an LDL-C reduction of >50% from baseline and an LDL-C goal of <1.4 mmol/L
(<55 mg/dL) are recommended. For individuals at very-high risk (that is, with another risk factor but without ASCVD), in primary prevention the same
goals for LDL-C lowering should be considered.

e For patients at high risk, an LDL-C reduction of >50% from baseline and an LDL-C goal of <1.8 mmol/L (<70 mg/dL) are recommended.

e For individuals at moderate risk, an LDL-C goal of <2.6 mmol/L (<100 mg/dL) should be considered.

e Forindividuals at low risk, an LDL-C goal of <3.0 mmol/L (<116 mg/dL) may be considered.

~

Jesselson Integrated Heart Center ‘_?9 iT70!' ¢y 2aiunan 2% ™n
Shaare Zedek Medical Center, Jerusalem )'-\ DY L2 TY MYY IRI9 TN



Changes in recommendations (2) EAS @b @ESC |

2016 2019

If the LDL goal is not reached, statin
combination with a cholesterol
absorption inhibitor should be
considered.

OEC

2019 ESC/EAS Guidelinesfor the management of dyslipidaemias lipid modification to reduce

www.escardio.org/guidelines
cardiovascularrisk (European Heart Journal 2019 -doi: 10.1093/eurheartj/ehz455)

jIT7o' w'y 2iwnn 2% ™mn
DY L2 TY MYY IRI9 TN

Jesselson Integrated Heart Center
Shaare Zedek Medical Center, Jerusalem




Changes in recommendations (3) EAS QB\ @ ESC

European Society
of Cardiology

2016 2019

o
- - |
=
2019 ESC/EAS Guidelinesfor the management of dyslipidaemias lipid modification to reduce
cardiovascularrisk (European Heart Journal 2018 -doi: 10.1093/eurheartj/ehz455)

www.escardio.org/guidelines

Jesselson Integrated Heart Center ol iT70!' ¢y 2aiunan 2% ™n
Shaare Zedek Medical Center, Jerusalem : D'7vIN! L, TY MYV 'RID9T TN
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New recommendations (1) EAS @ @ESC

European Society
of Cardiology

Cardiovascular imaging for assessment of ASCVD risk
Assessment of arterial (carotid and/or femoral) plaque burden on arterial ultrasonography
should be considered as a risk modifier in individuals at low or moderate risk.

Cardiovascular imaging for assessment of ASCVD risk
CAC score assessment with CT may be considered as a risk modifier in the CV risk assessment
of asymptomatic individuals at low or moderate risk.

Lipid analyses for CVD risk estimation

Lp(a) measurement should be considered at least once in each adult person’s lifetime to
identify those with very high inherited Lp(a) levels >180 mg/dL (>430 nmol/L) who may have
a lifetime risk of ASCVD equivalent to the risk associated with heterozygous familial
hypercholesterolaemia.

MESC

: e 2019 ESC/EAS Guidelinesfor the management of dyslipidaemias lipid modification to reduce
www.escardio.org/guidelines
cardiovascularrisk (European Heart Journal 2018 -doi: 10.1093/eurheartj/ehz455)

Jesselson Integrated Heart Center ?9 jIT7o' w'y 2iwnn 2% ™mn
Shaare Zedek Medical Center, Jerusalem )’-\ : DY L2 TY MYY IRI9 TN



New recommendations (2) EAS €@ @ESC
s European Society
of Cardiology

Drug treatments of patients with hypertriglyceridaemia

In high-risk (or above) patients with TG between 1.5 and 5.6 mmol/L (135 - 499 mg/dL)
despite statin treatment, n-3 PUFAs (icosapent ethyl 2 x 2g/day) should be considered in
combination with statins.

Treatment of patients with heterozygous FH
In primary prevention, for individuals with FH at very-high risk, an LDL-C reduction of 250%
from baseline and an LDL-C goal of <1.4 mmol/L (<55 mg/dL) should be considered.
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New recommendations (3) EAS @ @ESC
European Society
of Cardiology

Treatment of dyslipidaemias in DM

Intensification of statin therapy should be considered before the introduction of combination
therapy.

If the goal is not reached, statin combination with ezetimibe should be considered.
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Changes in recommendations (5) EAS @ @ESC
European Society
of Cardiology

2016 2019

Treatment should be considered to aim at
reaching an LDL-C <2.6 mmol/L

(<100 mg/dL) or in the presence of CVD <1.8
mmol/L (<70 mg/dL). If targets cannot be
reached, maximal reduction of LDL-C should
be considered using appropriate drug
combinations.
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Changes in recommendations (6) EAS @b @ESC |

2016 2019

Treatment with a PCSK9 antibody should be
considered in FH patients with CVD or with
other factors putting them at very-high risk
for CHD, such as other CV risk factors, family
history, high Lp(a), or statin intolerance.
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Changes in recommendations (7) EAS @ @ESC
' European Society
of Cardiology

2016 2019

Treatment of dyslipidaemias in older adults _

Since older people often have comorbidities
and have altered pharmacokinetics, lipid-
lowering medication should be started

at a lower dose and then titrated with
caution to achieve target lipid levels that are
the same as in younger people.
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Clinical efficacy of achieving

very low LDL-C levels

A A

fourler
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& Safety Events -1 fourier
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@ EBBINGHAUS - safety trial © . . m
Effect on cognitive function « » .«

RANDOMIZED

M MM W DOUBLE BLIND
fourier Placebo SC < ou ! N Evolocumab SC
W Q2W or QM 140 mg Q2W or 420 mg QM

= 1974 patients
~“ebbinghaus
MAJOR EXCLUSIONS
- 1. Not enrolled in FOURIER
Median follow up 2. >12 wk FOURIER visit
3. H/Q dementia, cognitive
19.8 months impairment or other conditions
* interfering with participation

Endpoints:
. Cambridge Neuropsychological
Test Automated Battery (CANTAB) “Gognitive tests performed
. Patient survey of everyday at baseline; at 6, 12, 24
Cognition at study end months; and end of study

. Investigator report of cognitive Aes

Giugliano RP et al. Late breaking clinical trial; presented at the ACC 66th Annual Scientific Session on March 18, 2017.
http://www.crtonline.org/presentation-detail/ebbinghaus-cognitive-study-of-patients-enrolled-in. Last access April 2017.
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@ Conclusions  ebbinghaus

In patients with known cardiovascular disease
on background statin followed for 20 months

1. No differences btw evolocumab vs placebo
A. A battery of cognitive tests
B. Patient-reported everyday cognition
C. Adverse cognitive events reported by MD

2. No evidence of differences in cognitive tests
by achieved nadir LDL-C, even <25 mg/dL

W An Academic Research Organization of
€y Brigham and Women’s Hospital and Harvard Medical School



No evidence of neurocognitive adverse events

assoclated with Alirocumab treatment

» 3340 patients from 14 randomized Phase 2 and 3 controlled trials:

a meta-analysis of individual patient data
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