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BACEGROUND

Evolocumab is a monoclonal antibody that inhibits proprotein converta
kexin type 9 (PCSK9) and lowers low-density lipoprotein (LDL) chol
by approximately 60%. Whether it prevents cardiovascular events is 1

METHODS

We conducted a randomized, double-blind, placebo-controlled trial inv
patients with atherosclerotic cardiovascular disease and LDL cholest
70 mg per deciliter (1.8 mmol per liter) or higher who were receiving s
Patients were randomly assigned to receive evolocumab (gither 140 mg
or 420 mg monthly) or matching placebo as subcutaneous injections.

stroke, hospitalization for unstable angina, or coronary revasculariza
secondary efficacy end point was the composite of cardiovascular deat!
infarction, or stroke. The median duration of follow-up was 2.2 year
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RESULTS a
At 48 weeks, the least-squares mean percentage reduction i &?
with evolocumab, as compared with placebo, was 59%, wmnm 0
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ABSTRACT

BACKGROUND
Evolocumab is a monoclonal antibody that inhibits proprotein convertase subtilisin—
kexin type 9 (PCSK9) and !owers low-density lipoprotein (LDL) cholesterol !mﬂ.ls

by approximately 60%. Whether it prevents cardiovascular events is uncertma‘o

METHODS
We conducted a randomized, double-blind, placeb&cuntmile
patients with atherosclerotic cardiovascular dJseas

70 mg per deciliter (1.8 mmol per liter) or h1 therapy.

Patients were randomly assigned to rece ;@\?& mg every 2 weeks
@Nuﬁ?ﬁmﬂ 420 mg monthly) or matchin, i@&s s injections. The primary
andre Op ~ |::aq,r end pomtwas the of'ca

15p MACE
efficacy end point was the composite of cardiovascular death, myocard 2 3p MACE

ar death, myocardial infarction,
haspn:]:z . Or coronary revascularization. The key

stabl
ondary Eﬂ‘@@ %Cu{e composite of cardiovascular death, myocardial
arcﬂf@@r 'l%\ 1an duration of follow-up was 2.2 years.

e &E least-squares mean percentage reduction in LDL cholesterol levels
ocumab, as compared with placebo, was 59%, from a median baseline value

£92 mg per deciliter (2.4 mmol per liter) to 30 mg per deciliter (0.78 mmol per liter)
(P<0.001). Relative to placebo, evolocumab treatment significantly reduced the risk
of the primary end point (1344 patients [9.8%] vs. 1563 patignts [11.3%]; hazard
ratio, |0.85; 95% confidence interval [CI], 0.79 to 0.92; P<0.001){and the key second-
ary end point (816 [5.9%] vs. 1013 [7.4%]; hazard ratio, 0.80; 95% CI, 0.73 to 0.88;
P<0.001). The results were consistent across key subgroups, including the sub-
group of patients in the lowest quartile for baseline LDL cholesterol levels (median,
74 mg per deciliter [1.9 mmol per liter]). There was no significant difference between
the study groups with regard to adverse events (including new-onset diabetes and
neurocognitive events), with the exception of injection-site reactions, which were
more common with evolocumab (2.1% vs. 1.6%).

CONCLUSIONS

In our trial, inhibition of PCSK9 with evolocumab on a background of statin thera-
py lowered LDL cholesterol levels to a median of 30 mg per deciliter (0.78 mmo! per
liter) and reduced the risk of cardiovascular events. These findings show that patients
with atherosclerotic cardiovascular disease benefit from lowering of LDL cholesterol
levels below current targets. (Funded by Amgen; FOURIER, Clinical Trials.cov number,
NCT01764633.)

levels below current targets. (Funded by Amgen; FOURIER. Clinical Trials.gov number,

NCTO01/764633.)
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Table 2. Primary and Secondary End Points.
Evolocumab Placebo Hazard Ratio

Outcome (N=13,784) (N=13,780) (95% CI) P Value*

no. of patients (%)

Primary end point: cardiovascular death, myocardial infarction, 1344 (9.8) 1563 (11.3) 0.85 (0.79-0.92) <0.001 <'\6'
stroke, has_ pitialization for unstable angina, or coronary O\O 3- 15%
revascularization . \Oe\ A

Key secondary end point: cardiovascular death, myocardial 216 (5.9) 1013 (7.4) 0.80 (0.73- RSD\Q{D N -20%
infarction, or stroke ‘ 2 6\\6

Other end points o\ \‘a(\ . @%\

Cardiovascular death 251 (1.8) 240 El (j‘ee\ja \:1\.8\’{@—01.25] 0.62 \:"‘-3
Due to acute myocardial infarction 25 (0.18) %‘{0‘52% D .34 (0.49-1.42)
Due to stroke 31 (0.22) 7 6\\6 36\@} 0.94 (0.58-1.54)
Other cardiovascular death lgt-éﬁ\) ,\.\;\ 7 [1.3) 1.10 {0.90-1.35)
Death from any cause AN @14 {3.}@@6 426 (3.1) 1.04 (0.91-1.19) 0.54
Myocardial infarction ﬁﬁ\ue@ {\’.i] 639 (4.6) 0.73 (0.65-0.82)  <0.001 < -27%
Hospitalization for unstable angina (\d(ea g\(\a\ 236 (1.7) 239 [(1.7) 0.99 (0.32-1.18) 0.289
Stroke 6'3 s e 0‘\ 207 (1.5) 262 (1.9) 0.79 (0.66-0.95) 0.01
Ischemic (6\6 (é\o(\ 171 (1.2) 226 (1.6) 0.75 (0.62-0.92)
Hemorrhagic (QQQ \6\‘6 29 (0.21) 25 (0.18) 1.16 (0.68-1.98)
Unknown, \\"\\16 \‘e( 13 (0.09) 14 (0.10) 0.93 (0.44-1.97)
Corqnarc@%culirh(‘hgbn 759 (5.5) 965 (7.0) 0.78 (0.71-0.86)  <0.001
@;‘%nt 1% © 403 (2.9) 547 (4.0) 0.73 (0.64-0.83)
Elective 420 (3.0) 504 (3.7) 0.83 (0.73-0.95)
Cardiovascular death or hospitalization for worsening heart 402 (2.9) 408 (3.0) 0.98 (0.836-1.13) 0.82
failure
Ischemic stroke or transient ischemic attack 279 (1.7) 295 [2.1) 0.77 (0.65-0.92) 0.003
CTTC composite end pointf 1271 (9.2) 1512 (11.0) 0.83 (0.77-0.90)  <0.001




Table 1. Characteristics of the Patients at Baseline.*

Evolocumab Placebo
Characteristics [N=13,784) [N=13,730)
Age—yr 62.5:9.1 62.5:89
Male sex — no. () 10,397 (75.4) 10,398 (75.5)
White race — no. (%) 11,748 (85.2) 11,710 (85.0)
Weight — kg 85.0:173 85.5:17.4
Region ‘\a .
North America 2,287 (16.6) 2,284 (16.6) O\OQ
Europe 8,666 (62.9) 8,669 (62.9) . \06\' .
Latin America 913 (6.6) 910 (6.6) . ()\6 . ‘3‘\\
Asia Pacific and South Africa 1,918 (13.9) 1,917 [13r 9) d\ . 6\\'6\\
Type of atherosclerosis CD%\
Myocardial infarction — na. (%) 11,145 (80.9) \’X@a \O )
Median time from most recent previous myocardial 3.4 [l.ﬂ—?.l} \G ‘a %

infarction (IQR) —yr

Statin use — é (\G
\% (%\0 9,585 (£9.5) 9,518 [69.1)
(e DX 4,161 (30.2) 4,731 (30.7)
. a Q @l tensity, unkno‘wn intensity, or no data 38 (0.3) 31 (0.2)
6‘\\'\\‘ . e\l%ﬁtlmlbe — no. (%) 716 (53) 714 (5.2)
. aQo ( ‘\G Other cardiovascular medications — no_ftotal no. (%)
0\ ? < Aspirin, P2Y1; inhibitor, or both 12, 766/13,772 (92.7) 12 666/13,767 (92.0)
Beta-blocker 10,441/13,772 (75.8) 10,374/13,767 (75.4)
ACE inhibitor or ARB, aldosterone antagonist, or bath 10,803/13,772 (78.4) 10,730/13,767 (77.9)
Median lipid measures (IQR])
LDL cholesterol — mg/dl 92 (80-109) 92 (80-109)
Total cholesteral — mg)/ dl 168 (151-188) 168 (151-183)
HOL cholesterol — mgjdl 44 [37-53) 44 (37-53)
Trighycerides — mg/dl 134 (101-183) 133 (99-181)
Lipoprotein(a) — nmol liter 37 [13-166) 37 (13-184)

Diabetes mellitus — na
Current ugare-h:e nu}'b@‘h‘%\

Nnnmhjmﬁugic stroke _ '5{@9 - e(e 2651 (19.2)
ian time from most recent previous stroke (IQR) 63. [l.l—a\ 33(1.1-73)
—r \) S
Peripheral artery disease — no. (%) e na 8 (13.5) 1784 (12.9)
Cardiovascular risk factors \6 (eg
Hy pertension — no.{ total no. %]&6 % 11,045/13,784 (80.1) 11,039/13,779 (80.1)
G 5,054 (36.7) 5,027 (36.5)

3854/13,783 (28.0)

3973/13,779 (28.5)
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Supplementary Figure S3 — Other lipid parameters
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Table 3. Adverse Events and Laboratory Test Results. . d\a'
OV~
Evolocumab . n@&
Outcome (N=13,769) 6\0\%@1@3 )
Adverse events — no. of patients (%) . 6\'\6(\6 @5\6\
Any 1:{@5@(\!?8;(@\\6 10,644 (77.4)
Serious \2 600%@11?5(?4\.3] 3404 (24.7)
Thought to be related to the study agent and leading to 2 ° G{\\le 226 (1.6) 201 (1.5)
discontinuation of study regimen 0@6\) d\ S
Injection-site reaction* \\ Gg‘a 296 (2.1) 219 (1.6)
Allergic reaction < 7 6\8 S 420 (3.1) 393 (2.9)
Muscle-related event 2 P\(\d O{Q\(\ 682 (5.0) 656 (4.8)
Rhabdomyolysis K Jo) 8 (0.1) 11 (0.1)
AT S
Cataract (@9 \.3\\ 228 (1.7) 242 (1.8)
Adj%ﬁ@@?geﬁﬁewanset diabetest 677 (8.1) 644 (7.7)
O\@ﬂeoua@gﬁh%e event 217 (1.6) 202 (1.5)
Laboratory results — no. of patients/total no. (%6)
Aminotransferase level >3 times the upper limit of the normal 240/13,543 (1.8) 242/13,523 (1.8)
range
Creatine kinase level =5 times the upper limit of the normal range 95/13,543 (0.7) 99/13,523 (0.7)
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DISCUSSION The data from our trial provide insight into the

] . benefit of decreasing LDL cholesterol Iggels to

(2.4 mmol per liter) to 30 mg per deciliter (0.78 median levels Bl =k
mmol per liter). This effect was sustained with- Previously, significant reduM mgjor cardio-
e mridamnn AF arramaarian In thic dadicaead vascular events were fi \ivastatin or
Atorvastatin Eva Nn and Ec[mn Therapy-

o _ ) o Thrombol sas\ u rdial Infarction 22

addition of evolocumab to statin therapy signiti { '} :-md Treating to New Targets

cantly reduced the risk of cardiovascular events, gs'am which the more intensive statin

ger/f with a 15% reduction in the risk of the primary \)\0 Q\ﬂ%n%DWEIEd LDL cholesterol levels from ap-
composite end point of cardiovascular deang ad\p oximately 100 mg per deciliter (2.6 mmo! per
myocardial infarction, stroke, hﬂspltﬂllza\t\] reQ liter) to 70 mg per deciliter (1.8 mmol per li-

unstable angina, or coronary rev ter)."** More recently, the addition of ezetimibe
3 E?[ a 20% reduction in the risk %(ﬁamuaéﬁucally to statin therapy in the Improved Reduction of
Tl e nﬂnnni‘]n'—gé rpee s 6( nnnnnnnnn
Outcomes: Vytorin Efficacy International Trial
Verse events that wg@ﬁ @‘cﬁ'e nominally sig- (IMPROVE-IT) lowered LDL cholesterol levels from
nificantly m% \%NEIESDE[EIUDH with evo- 70 mg per deciliter (1.8 mmol per liter) to 54 mg
lncu b e \Eun-SJIE reactions, but these mom dneilivos (1 A4 mamal nox Hirnsd and slomifinand

re@ﬁn‘.l the rate of discontinuation of the

sl:ud}' regimen was no higher with evolocumab
than with placebo.

The dara fram nnr tral neande ineaichr inrn rthe
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events across the range of baseline LDL choles-

terol levels. Specifically, there was a 17% reduction es\o\og\6
in the risk of the key secondary end point among \0'\3\0\\.3:\\
patients in the top quartile for baseline LDL cho- ‘.a(\@d %\d\\o
lesterol level, in whom evolocumab lowered the ;a\\a\} NG

median LDL cholesterol level from 126 mg per Oc;\e\ \6\\

deciliter (3.3 mmol per liter) to 43 mg per deciliter K \1639 mg/dl = 17%

(1.1 mmol per liter) (with the achieved level sinéfb\)\@ & el

lar to that achieved with ezetimibe in pagiest§ in, 2
i .. AN\

the lowest quartile for admission ID&’&G%@EQJI 0-51 mg/dl = -22%

levels in IMPROVE-IT™), an @ﬁ%rae (gg(a@\a 22%

reduction in the risk ofyhe Q}mndary end

point among the at\?ei&\ﬁle lowest quartile

for baseﬁge%@ﬂ? @m@teml level, in whom evo-

lncume)b\\}gﬁ(i@aiethe median LDL cholesterol

le@p?rﬂ@d&'ﬂ- mg per deciliter (1.9 mmol per li-

ter) to 22 mg per deciliter (0.57 mmol per liter).
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(ﬂlagnimde of the risk reduction with regard
to the key secondary end point appeared to grow
over time, from 16% during the first year to 25%
beyond 12 months, which suggests that the trans-
lation of reductions in LDL cholesterol levels into
cardiovascular clinical benefit requires time. Over-
all, 74 patients would need to be treated over a
period of 2 years to prevent a cardiovascular death,
myocardial infarction, or stroke.
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D
e,&0\0@
Arrampicarsi therapy,’>* we found no effect of additinggﬂﬁ\g\\.a:\\
sulgli specchi ering of LDL cholesterol levels on r:\%%‘ﬂ‘ﬁ?
car-

o  mortality. The rate of use of eyid@icelx
diovascular pharma{:ﬂdlg@p‘@s.%thgﬂ g?ver cardio-
vascular mortal \g?wg);'&'e:ﬁé(%h in FOURIER, in

: \ .
which the rates) c&{dﬁvascular mortality were
one thirgd f gdtes in the Scandinavian Simv-
a%taﬁﬁ vl Study (4S).% Similar to the findings

(\(\(ﬁl ‘(@é\%md}r of the Effectiveness of Additional

' O : :

4 ‘OQd@ductmns in Cholesterol and Homocysteine

\‘e(‘f’\ (SEARCH) and IMPROVE-IT, in our trial we found

aQ(e o\ no effect on hospitalization for unstable angina.

o0 The advent of increasingly sensitive cardiac tropo-

O\6Q ?3( nin assays probably makes cardiac ischemia in-

creasingly questionable as the true cause of a

hospitalization for chest-pain symptoms without

biochemical evidence of myocyte injury.” Finally,
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Verificare ?

Given these caveats, the magnitude of benefit
of evolocumab in reducing the risk of major coro-
nary events, stroke, and urgent coronary revas-
cularization is largely consistent with the benefit
seen with statins on a per—millimole-per-liter basis
of LDL cholesterol lowering (Fig. S6 in the Sup-
plementary Appendix). These observations are in
accord with meta-analyses of data from clinical
trials of different lipid-lowering mtenrenuuns
which show consistent clinical benefits per (s
reduction in LDL cholesterol.® Lik
observartions are supported by data %
mendelian randomization sn@yq(ﬁ)'.(bﬁﬁvanants

in PCSK9 and vanants&d‘@l re associated
with nearly 1den \@s of cardiovascular

events per l{gﬁ\’s\}ech{gﬁé n in LDL cholesterol.”

in the overall rates of adverse events or in rates
of study-regimen discontinuation. 'Ihe rat D dis-
continuation of evolocumab inj {@\@ duse of
adverse events that were asc b@\ ﬁ@% ﬁ\rug was
similar to the rate with vs. 0.67%
per year) and mmR@}\s,aﬁ\ @@%’; to the rates that
\e\ 6\\'6
were I{§ ?m this trial. In contrast to
T@ cuclzumab (a humanized buc
uman monoclonal antibody against
é@%KEIJ 2 evolocumab-binding antibodies were

ﬁ e %\Q rarely detected in our trial, no neutralizing anti-

bodies developed, and the overall LDL choles-

The major limitation of this trial was a rela-
tively short duration of follow-up as compared
with that in other lipid-lowering trials, in which
follow-up periods have averaged approximately
5 years.”™ Although the median follow-up period
in FOURIER was originally planned to be approxi-
mately 4 years, an event rate that was approxi-
mately 50% higher than had been postulated
led to a shorter required duration of follow-up to
accrue the prespecified number of events. Most
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D
\O\OQ\
0’\6\06, 2\
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In conclusion, inhibition of PCSK9 '.'8@\}?8\\6\\0
locumab on a background of stann a

ered LDL cholesterol levels tt{éﬁ@d@uﬁé ﬂ mg
per deciliter (0.78 mm@bg\gr L@eﬁ and reduced

the risk of cardmi@kbﬁla{)@@ms These findings
show thart a@ﬁlt%\wﬁ\h atherosclerotic cardio-
vascul sgﬁé\(})enef' t from the lowering of

» é@ Qiﬁﬁeml levels below current targets.
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Appendix E — Supplemental Results

\
\O\OQ
A total of 1,209 (8.8%) patients allocated to evolocumab and 1,120 (8.1%) patients a]locatad \3\06 I\
la‘

placebo either switched to a less intensive statin regimen or discontinued a statin dum:t& \ 6\6\\
FOURIER. Conversely, 95 (0.7%) patients allocated to evolocumab and 141 {]\%}‘%mqg@
allocated to placebo switched to a more intensive statin regimen. Ezetue{ﬁ%s é@ﬁ@ mn 67
(0.5%) and 145 (1.1%) patients in the evolocumab and phceh\?gn@ re%t@:l@ely duning the
tnal, and 2 patients in the evolocumab arm stopped it 6\)\6 %G(\

ega
The placebo-controlled mean LDL chl(ka‘éro r@&gn at 12 weeks with evolocumab was

61.1% (95% CI 60.5-61.7) f%&%?mw%use every two week dosing and 56.9% (95% CI Dosing diff
5535B®ﬁnmmmw®a£3*@hﬁmymmmg

(’5‘ \‘6(5\0
Tl:ﬁ.?ﬁ% g@l} thfference in LDL cholesterol at 48 weeks with imputation for nussing o)

Qa\lue‘@%a the Cholesterol Treatment Trnialists Collaboration approach was 53 .4 mg/dL (1.38

(@)
C“QQ ?ﬁmmﬂJ

hsCRP
The level of C-reactive protein was 1.7 mg/L (IQR 0.9-3.6) at baseline and by 48 weeks was 1.4

mg/L (IQR 0.7-3.1) in both arms.



Licten Think and Plan

SID ACADEMY 2017

Patients disposal

:

Randomized to Evolocumab (n=13,784)
* Received at least 1 dose (n=13,769, >99%)
* Neverreceived a dose (n=15)

"

Premature permanent drug discontinuation (n=1682, 12%)
* Due b adverse event (n=628)

* Due o patent request (n=786)

* Due o physician decision (n=34)

* Due b probcol specified crileria (n=14)

* Due b sike closure/decision by sponsor (n=22)
+ Other (n=198)

\". 2 ‘\
vy A [ 0‘\9"

Died during follow up {n-%\ﬁ%yv \0(\

Wlthdrew Cons E%é\‘e(
n—
‘@Zﬁsea‘ nut listed as dead in registry (n=3)
\Qﬁun (n=2T7)

Ln@ﬁ&low -up (n=5, <0.1%)

h

Included in Primary Efficacy Analysis (n=13,784)

Included in Primary Safety Analysis (n=13,769)
* Excluded because never received study drug (n=15)

y

Died during follow up (n=426, 3.1%)

Withdrew Consent (n=105, 0.8%)

+ \ital status known (n=86)

* \ital status searched and not listed as dead inregisty (n=1)
* \ifal staius unknown (n=18)

Lost to Follow-up (n=13, <0.1%)}

h 4

Included in Primary Efficacy Analysis (n=13,780)

Included in Primary Safety Analysis (n=13,756)
* Excluded because never receved study drug (n=24)

Randomized 6
(n=27,564) :
)
| e
' P AR\
Randomized to Placebo (n=13,780) d\ v \ 6\
+ Received at least 1 dose (n= 137{@3@% %\6
* Neverreceived a dose‘;\%gzeka o\‘\a@
. nc;\G d\\
ﬁ?rrm Q@u?ducontmuatmn (n=1748, 13%)
,,a[% t (n=581)
6\)\'- Due bt request (n=881)
. & m physician decision (n=47)
\6\\ ) (Gq Due b profocol specifed criiria (n=11)
$2> e\ Q + Due b sike closureldecision by sponsor (n=37)
A(e .\a\e * Oter (n=189)
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Data are in a fixed cohort of 11,077 patients who had all measurements through 120 weeks, did not discontinue
study drug, and did not change concomitant background lipid lowering therapy. Shown are median values with
95% confidence intervals in the two arms. To convert the values for cholesterol to millimoles per liter, multiply
by 0.02586.
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Supplementary Figure S5 — Efficacy in Key Subgroups

O\OQ\

3-yr KM rate (%) 3-yr KM rate (%) e
Primary Endpoint Hazard Ratio HR (95% CI) Key Secondary Endpoint Hazard Ratio HR%‘%D
Subgroup Patients EvoMab Pbo {95% CI) Piteraction EWOMab  Pbo (95% Cl)
OVERALL 27564 126 146 . 0.85 (0.79-0.92) 79 99 ’ {c- 73
Age : 0.90 . ( n 79
<65 15310 126 146 - 0.86 (0.78-D.94) :r 3 \ \@ o ag)
265 12254 126 146 - 0.85 (0.76-0.95) %\6\ \\ N (.71-0. 92)
Sex ! 0.48 (5
Female 6769 98 125 - 0.81(0.69-0.95) s\d— 0.74{0.61 -n,sn)
Male 20795 135 153 - 0.86 (0.80-0.94) SQ lﬂ 2 A - 0.81(0.73-0.90}
i )Ao i 0.048
| |
111 Caucasian 23458 127 144 - 0.88 (D.81 é é\%]e - 0.83 (0.75-0.92)
e Non-Caucasian 4106 125 162 —_ 0. m{ -D@ ‘ 124 — 0.54 (0.50-0.81)
gion | ; 0.012
North America 4571 157 208 —- u 66 86 135 - 0.62 (0.51-0.76)
! | | Europe 17335 119 131 n 91 ?gp 7.6 8.9 - 0.90(0.80-1.01)
Latin America 1823 149 143 ?{D&s ~1.15) 113 108 —— 0.85(0.58-1.24)
Asia/Pacific 3835 141 135 \ e é? 0.58-0.91) 92 101 —m— 0.67 (0.51-0.88)
Type of disease a 0.19 T 038
M alone 19113 117 é& \ 0.88(0.80-0.96) 65 8.7 -» 0.80(0.71-0.90)
Stroke alone 3366 Ct.\g_; 0.70(0.54-0.90) 80 96 —a— 0.77(0.58-1.02)
PAD alone 15@ 12@ 0.67(0.47-0.96) 55 103 +—@—-— 0.57(0.38-0.88)
Polyvascular disease ‘{0 - 0.88(0.75-1.03) 16.0 16.7 ——  086(0.71-1.04)
Baseline LDL-C 0.69 ! 096
a1 (<80 %g 6(1 13.6 _q_ 0.80(0.69-0.93) 7.4 8.8 —— 0.78 (0.64-0.95)
dl) s 114 144 - 0.82 (0.71-0.96) 6.8 9.3 —— 0.79 (0.65-0.96)
% d(]e 5337 136 143 -- 0.89 (0.77-1.03) 87 103 -- 0.79 (0.66-0.94)
\\ (=103 6829 142 16.2 - 0.89 (0.77-1.02) 87 113 —- 0.83 (0.70-0.99)
6 n intensity ! 037 033
QQ 19103 127 147 - 0.87 (0.80-0.95) 80 98 - 0.82(0.74-0.92)
0\ ? G Not High 8461 129 148 - 0.80 (0.70-0.92) 80 106 - 0.74(0.63-0.88)
Ezetimibe i 0.26 076
Yes 1440 161 17.0 —_ 0.98 (0.74-1.31) 9.4 130 —®—  0.74{0.52-1.06)
No 26124 124 145 » 0.84 (0.78-0.91) 78 97 - 0.80(0.73-0.88)
Initial Dosing Regimen i 0.83 E 0.29
Every 2 weeks 24774 127 146 - 0.85 (0.79-0.92) 80 100 - 0.80(0.72-0.88)
Maonthly 2790 103 156 —.— 0.82 (0.64-1.04) 58 109 —m— 0.80(0.59-1.09)
} : -+ + : +
0.4 1.0 25 0.4 1.0 25
Evolocumab better  Placebo better Evolocumab better  Placebo better
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8%

6% -

Cumul ative Incidence (%)
-
*

B. Key Secondary endpoint

8% -

Hazard ratio 0.84
(95% Cl,0.74-0.96)

Cumulative Incidence (%)
3
®

MNo. at Risk
Placebe 13780
Ewolocumab 13784

T T T 1
90 180 270 360

Days
13617 13453 13291 13148
13636 13505 13357 13248

@
F3
L

0.
Hazard ratio 0.75 d\ 0\6\0 \‘\la ‘\\'
(95% Cl,0.66-0.85) .

S

Placebo

Sporco trucco ?



(A
AT
B Key Secondary Efficacy End Joint g DX/
100+ 1 P ™ 9.9 //0/ \e
wvHazard ratio, 0.80 (95% CI, 0.88) # A < \ (\0
g P=0.001 e ) ‘\g\
% gi Placebo - 2 /c/ e 0‘
g o e L0 |
:g f: :‘:‘ (holocumab 1\0
E 0 ol AQ/’ ~ a
Yo ) § 1 7 4 o 36
1076\\.\q<\ {’@\ EG — 6

X QQ 0 6 12
QWY ‘o e
No. at Risk
lacebo 13780 13,449 13,142 12288 7944 3893
Evolocumab 13,784 13 41 12456 8094 3935

i i 18 24 30 36

400E*100pts*12m*12y = 5.760M

Years “lost” per 100
ptsin 12 years

30*12/2=180
40*12/2= 240

240-180= 60
60/30= 2.0

12

5.760M/60= 96.000 E/y
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Ha atteso le aspettative? Hazard Ratio (95% Cl) per 1 mmol/L reduction in LDL-C

HR (95% C1) . 6\0

Major Coronary Events —L0— 0.84 (0.76-0.92)
RS , S 0.87 (0.79-0.97) \\
—— 0.78 (0.70-0.86) N \\6

—— us.o:ln'l-{mbe6 d\\.

Stroke ——

W@— (eg D.TJ'II]:ES-D:‘J*H
$a \G—&' 0.88 (0.80-0.97)

(o)
\(\ —0— 0.88 (0.78-1.00)
Elective 66 P\ O \g 00— 0.90(0.79-1.02)

@\6 \0(\ —i— 0.75 (0.67-0.84)

0.73 (0.62-0.86)
\‘a Q(GQ ééﬁ@e — 0.84 (0.73-0.98)
SN ) o0

Coronary revascularization e@
Urgent

Major Vascular Events 0.88 (0.84-0.93)

<
<:> 0.90 (0.84-0.98)

‘ 0.77(0.73-0.82) o
4.- 0.83 (0.76-0.90) :

r
05 1.0 20
Lipid-lowering therapy better Lipid-lowering therapy worse

oo oe

—f— CTTC Meta-analysis Year 0-1 —{il— CTTC Meta-analysis Year 1-2

—0— FOURIER Year 0-1 —@— FOURIER Year 1-2




38/22 = 0.57 %/mg

or Vascular Events (%)

Reduttion in Rate of Maj

e
(Y

o

504

T T
0.5 1.0

Reduction in LDL Chol

T
15

ol (mmolliter)

T
20

a: (GISSI Prevenzione)
c: (ALERT)

e: (AFCAPS/TexCAPS)
g: (LIPID)

i: (ASCOT-LLA)

k: (Post CABG)

m: (HPS)

b: (ALLHAT-LLT);

d: (LIPS)

f: (CARE)

H: (PROSPER)
J: (WOSCOPS)
L: (CARDS)38

n:(4S)

60/20 = 0.33 %/mg

0.33/0.57 = 0.57
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