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Dichiara altresi I/ \@&5 impegno ad astenersi, nellambito dell’evento, dal nominare,
in qualsivoglia Qro @ o forma, aziende farmaceutiche e/o denominazione commerciale
e di non far\e\(% <bllClta di qualsiasi tipo relativamente a specifici prodotti di interesse
sanitario é&rnﬁc: strumenti, dispositivi medico-chirurgici)
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E’ giusto affermare che Ie aItecé’z@\wl del profilo

lipidico rappresentano i Qfﬁ’qgipale fattore di
rischio cardiovascolare nei ﬁfa,;}%ntl diabetici?
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Risk Factors™ in Patients with Type 2 Diabetes
with Dependent Variable as Time to First Event:

UKPDS
( Coronary Artery Disease ( 7\':_280_) 1
Position in Model | variable YT p Value
First LDL Cholesterol <0.0001
Second HDL Cholesterol 0.0001
Third Hemogiobin A4 0.0022
Fourth |-Systolic Blood Pressure 0.0065
Fifth I Smoking 0.056

*Adjusted for age and sex.
Turner R@et al. BMJ 1998;316:823-828



lipidhealth.org

©2004 PPS®

CHD Events in Type 2 Diabetes
Prevention Lipid-LoweringStudies)

Control Intervention RR ARR NNT
Study (n/n) (n/n) (95% ClI) (95% ClI)
AFCAPS/TexCAPS 6/71 4/84 0.56 (0.17-1.62) 0.04 (-0.04-0.12) 27.1
ALLHAT-LLT A - 0.89 {0.71-1.10) Not reported Not reported
reported reported TN )
HHS 8/76 2/59 0.32(5.07-1.46) 0.07 (-0.01-0.15) 14.0
HPS 367/1976 276/2006 0.74 (0.64-0.85) 0.05 (0.03-0.07) 20.8
PROSPER’ 28/205 32181 1.23 (0.77-1.95) -0.03 (-0.10—0.04) -32.3
ASCOT-LLA 46/1274 38/4258 0.84 (0.55-1.29) 0.01 (-0.01-0.02) 169.5
0.78 0.03
v — — 34.5%
figo!ed (0.67-0.89) (0.01-0.04)

*Shepherd ], Blauw GJ, a‘~'lurpﬁy MB. Personal communication.

TMeta-analysis; due teo nc heterogeneity between 1°

fixed-effects mode! usea.

*Number needed :o0 ‘reat for benefit is for 4.3 years.

prevention studies (P=0.18),

Vijan S, Hayward RA. Ann Intern Med. 2004;140:650-658.



pidhealth.org CHD Events in Type 2 Eiabetes
YNLEL (2° Prevention Lipid-Lowering
Studies)
Control Intervention RR ARR
Study (n/n) (n/n) (95% Cl) (95% Cl) NNT
4S 44/97 24/105 0.50 (0.33-0.76) 0.23 (0.10-0.35) 4.4
CARE 112/304 81/282 0.78 (0.62-0/92) 0.08 (0.01-0.16) 12.3
HPS 381/1009 325/972 0.89 (6:79:1.00) 0.04 (0.00-0.09) 23.1
LIPID 88/386 76/396 0:34 (0:84-1.11) 0.04 (-0.02-0.09) 27.7
LIPS 31/82 26/120 0.53 (0.29-0.97) 0.16 (0.03-0.29) 6.2
Post-CABG 14/53 9/63 0.53 (0.18—1.60) 0.12 (-0.03-0.27) )
PROSPER’ 31/115 28/112 1.26 (0.85-1.87) -0.07 (-0.19-0.05) NA
VA-HIT 116/318 88/309 0.76 (0.57—1.01) 0.08 (0.01-0.15) 12.5
Pooledt — — 0.76 (0.59-0.93) 0.07 (0.03-0.12) 13.8¢

*Shepherd ], Blauw G2, Murphy MB. Personal communication.

TMeta-analysis; due to substantial between-study heterogeneity (P=0.026),

random-effects model used.
*Number receded to treat for benefit is for 4.9 years.

Vijan S, Hayward RA. Ann Intern Med. 2004;140:650-658.
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CV risk categories in patients with DM IS @ESC
AP ) European Societ
) *\'(b\'\‘\(b@ chaaﬁiﬂlﬂq}r !
N
Very high-risk Patients with DM and established CVDcy® (b"’\

or othertargetorgandamage® (&\‘b >
or three or more major risk factg&'}%(}\
or early onset TLDM of long da@ratign (>20 years)

Qo AL
High-risk Patients with DM du ra@r 2]@%93 rs without target organ damage plus
anyother addiﬁnnal\ﬁ‘k fégst%r

\&
Moderate-risk Young patient QI%I\\Q@SS years; T2DM <50 years) with DM duration <10
years, with&_ﬂb t@aﬁisk factors

Ve %
=Proteinurea, renal impairment defined %G&Qﬁ 30mL/min/1.73mz2, left ventricular hypertrophy, or retinopathy.
sAge, hypertension, dyslipidaesmia, S@Id esity
0 3 3
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D @ @
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\ - ESC Guidelines on Diabetes, pre-diabetes and cardiovascular diseases in collakoration
mw.esfcardlu.urgfgmdelmeQ . 0@
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Questione2

&
Quale e il beneficio in term|n|<\%7’b@prote2|one
cardiovascolare che si puo ottgcﬁefé nei pazineti

diabetici mediante I'impiego cb@llgstatme?
I &
&
A. Dipende dal livello g;»?@%lo di ciascun paziente

B. In media del 30%>pe@r'°ogn| anno

C. Di circa il Zoo%’opﬁr ogni 40 mg/dl riduzione
delle LDL- C@V\é‘

D. Di circa gkeiljb% per ogni riduzione del 50% dei
livelli dmm C



Riduzione dell‘incidenza degli eventi coronarici e cardl@}?éscolari
maggiori e riduzione media del LDL-C_g°
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40 rrig/ai LDL-C

Cholest%r;o‘? 1.0 mmol/I= 39 mg/dl

 -21% ogni
40 mg/dl LDL-C

Lancet 2008; 371:117-125



Relation between LDL-C levels and incidence of CHD
in statin trials in T2DM patient

B Diabetes patients from secondary prevention trials
A Diabetes patients from primary preventiontrials

= = statindreated
P = placebo-treated
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IMPROVE-IT: Primary Endpoint

Diabetes YES vs Diabetes NO

Cardiovascular death, MI, documented unstable angina-requiring
rehospitalization, coronary rivascularization (=3¢‘days), stroke

50% - DM Present 7 yr event rate LDL-C
----- Plac/Simva 45.5% £9.9 mg/dl iy
— EZE/Simva 40.0% 53.2 mg/dl '_,x’ ‘ - 149
40% - T
? HR 0.86 (0.78-0,9%4) I /—/
’ ~30°/0
5yr Risk
. /y‘—b - 2%
20% -
No DM 7 yr event rate
----- Plac/Simva 30.8%
N H o
10% - EZE/Simva 30.2%
HR 0.98 (0.91-1.04)
!‘.
0% -L
0] 1 2 3 4 5 6 Vs

Years After Randomization  presented at 2015 ESC London



IMPROVE-IT &

. _ . - xO
Major Pre-specified Subgroups o\’§)®
§@af EZ/Simva'
N4 @%\
Male W 34.9 33.3
Female ‘ 34.0 31.0
Age < 65 years 30.8 29.9
Age = 65 years 39.9 36.4
No diabetes 30.8 30.2
Diabetes 45.5 40.0
Prior LLT 43.4 40.7
No prior LLT 30.0 28.6
LDL-C > 95 mg/dl 31.2 29.6
LDL-C < 95 mg/d| 38.4 36.0
& T7-year
2 ,\i\c’ Ezetimibe/Simva Simva event rates
& Q¢ Better Better

*p-interaction = 0.023, otherwise > 0.05



Ezetimibe beneficially influences fasting and postp@@?\dial
triglyceride-rich lipoproteins in type 2 diab\;ﬂ%g,
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Meccanismo di azione degli Ab monocloncagrb‘%
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Lipid-lowering efficacy of the PCSK9 inhibitor evolocu@% in

patients with type 2 diabetes: a meta-analysis of m@ﬁl{dual

patient data b\o q>\"’
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m@ H@ Evolocumab vs ezetimibe
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hl\.l
L]
A

ncentration i %)

fram baseine in nan-HOL

4
‘\.ll:'%

%,

-3338 -35-4

Moean change from baseline in LDL
cholesterol cancenira ion (%)
L
o
|

50 Z i
pd  -6032 ; = 60~  _cg
/0 —e50 Il Type 2 diabe X 49 582
—En- K 7o
C D
01 0
= o [ e? 4
£ ,E:' 5 - c 5
£t L
TE  _10- =5 107
== -
EE 5 c g
= = 2 -20 4
L T
= 204
EE- _%“ T -25-
i _35_ o X
= S E 301
=z i -256
= 307 = -1 “311 301
_35— —4':I—
0\0&

Q Lancet Diabetes Endocrinol, published online February 8, 2016



O
® g\(b
Alirocumab therapy in individuals with type = (}o
2 diabetes mellitus and atherosclerotic Qé}
cardiovascular disease: analysis of the ODYSSEY O\’b
DM-DYSLIPIDEMIA and DM-INSULIN studies Q}\
XY
b\
DM-DYSLIPIDEMIA " \\(‘> @ DM-INSULIN
Non-HDL-C LDL-C  ApoB  LDL-PN  TGRL Non-HDL- Qb ?@g ApoB  LDL-PN  TGRL
N\

o 10 - DR

2 %93.6@6 05 3.6 2.3
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£ 80 -

Q

m &

@ 40+ HRY

5 N

g -50 & Q@\ ~42.6

ﬂ -47.9 6{0 @

-60 - > @
LS mean difference Q)Q R\“
(SE) vs control, %  —31.1 (gb@ -4?9(58) -28.7(39) -350(4.4) -9.6(6.3) -37.4(3.9) -48.5(4.4) -37.1(3.5) -40.8 (3.9) -17.0(6.2)
%\3 é DM-DYSLIPIDEMIA W Alirocumab (n=94) M UC (n=47)

Q DM-INSULIN  m Alirocumab (n=115) M Placebo (n=55)

N4
Cardiovasc Slabetol (2019) 18:149



PCSK9i Outcome Trials:
Are They Similar?

[t O
fourler 953 gg

Recent ACS

*non- haemnrrhaglcé&nkQ (4-52 weeks)
’b
X

Sabatine MS, ef al. N Engl J Med 2017;376:1713 Schwartz GG et al. N Engl J Med 2018 [Epub ahead of print]



PCSK9i Outcome Trials: O
. . < - xO
Baseline Patients Characteristics .\f§>"’.<\

AW A %\
fourler @@/(YSSEY

OUTCOMES

W G W

XS
Number of Pts 27,56%@?;?»@6 18,924
Mean age @@2?\@0‘\ 59
Females VQ’O?» o 25
Diabetes mellitus \?9%5\636 29
Hypertension &?(%o"} 80 64
Current smokers @\?99&0‘ 28 24
Prior Ml go@é\o 81 19
PAD ,0«‘5‘?@\’0 13 4
Any revascd‘ar@\étlon 67 72
o:,\"‘\ &

Q\(b Sabatine MS, et al. N Engl J Med 2017;376:1713
Schwartz GG et al. N Engl J Med 2018 [Epub ahead of print]



Cardiovascular safety and efficacy of the PCSK9 inhibitor iab docrinol N
evolocumab in patients with and without diabetes and the Lancet Diabetes Endocrino ZQ\W +941-50
effect of evolocumab on glycaemia and risk of new-onset

diabetes: a prespecified analysis of the FOURIER randomised
controlled trial

Key secondary efficacy enciroint (composite of
cardiovascuiar dezah, M, or stroke)

A Diabetes
30 — Evolocumab
— Placebo
N
25 =)
_ : £3 E 3 F —_— -! r
I 0’0 » .
= e —
z 204! e -
E | 84 & -
E I| ® £, Ac 2 ~ _/’/
= | < -
2 154 | \'@ UKX —~ ,f’f
g 15| Q) P
§ II 6 X — —
2 | ) 6\ 5 47 e
S | P
g1 o ~
4 L e I— _
b 3 - = e % q 2 HR 0-82 (95% Cl 0-72-0-93); p=0-0021
oc C?* KQ ; Absolute risk reduction 2.0% (95% Cl 0-2-3.9)
7 )] 4 0 T T T T T T
*, 1] 180 60 0 20 00 1030
Reduction at 48 weeks of 57% (95% CI 56-58); p<0-0001 Q ~ %\QN ber of patients 3 >4 / 9
v umber of patie
0 T T T T T T T T T T | \a Placebo 5516 5352 5200 4796 3170 1564 360
\S) @» Evolocumab 5515 5365 5239 4881 3173 1532 355
B Nodiabetes K
o 0’ . \Q B Mo diabetes
ES C) O\ 14
2.5 @ 12+
| — . . -
|
—_ £ 104
= | =
2 Sb @<O g
c
E I| X A 4 8+ o
7 sl > @ E —
g 15q| < AY ¢ g el -
il > @ £ o
: ] R : T
5 109 | K 40 3 4- ,_.—ﬂ‘_Fr/J-r"ﬂ_’
3 7 Q_ S .. . e
o~ — -
-—s 2 T )
— HR 0-78 (95% CI 0-60-0-89); p=0-0002
054 ’//-"’—‘_r’ Absolute risk reduction 2-0% (95% C1 0-7-3-3)
0
Reduction at 48 weeks 06@}35% Q% ); p<0-0001 o 130 3 ia 5:|10 - 1o o Io 1050
0 T T T T T T T 1 . Days
Number of patients
0B \(&% @ 60 B % w6 m W w Placebo 8264 8101 7948 7558 5011 2524 587
Q Weeks Evolocumab 8269 8140 8009 7629 5176 25097 577




Effects of alirocumab on cardiovascular and metabolic

outcomes after acute coronary syndrome in patients with or

without diabetes: a prespecified analysis of the ODYSSEY
OUTCOMES randomised controlled trial

. \(b,’
Lancet Diabetes Endoc

2019; 7: 618-28

SRS
A i . N\
Normoglycaemia Prediabetes Diabetes N(I(;gl:f ::j: ;: \\(b' 6 — 105
(n=5234) (n=8246) (n=5444) 25— Placebo (b @ %
- =+ g0
Age, years 56 (50-63) 59 (52-65) 59 (53-66) . ~ \ -
Sex E’ z0 . é\' 6\@ 75 B
Women 1078 (20-6%) 1948 (23.6%) 1736 (31.9%) E’ e C)\ (O\ P T 5
Men 4156 (79-4%) 6298 (76-4%) 3708 (68-1%) 2 %O 178 R 5
5 — - &
BMI, kg/m? 27 (25-30) 28(2531) 29 (26-33) 2 10]a\d Do == T ® 2
E P N 2
Blood pressure, mm Hg 3 % - Q 3o &
Systolic 125(115-135) 126 (117-137) 130 (120-140) = c;-\' {\A | e -
Diastolic 78 (}'0—83] 79 {70—83) 79 (70—84} 60 0)0
Index acute coronary syndrome event 0 0 N\ T T T T T T T T T o
Non-ST-segment elevation 2478 (47.4%) 3921 (47-6%) 2776 (51-1%) o) 6 rediabetes
myocardial infarction @ g s
5 -
ST-segment elevation 1922 (36-8%) 2971 (36-1%) 1643 (303%) v KQ U 4»_90
myocardial infarction C) < = | =
Ny * = 2.0 =8
Unstable angina 826 (15-8%) 1344 (16:3%) 1012 (18-6%) ?g' %\ N E \ 7 &
= | =1
Laboratory values at randomisation \Q % 1c | II Leo ‘,::'Q,_
LDL cholesteral, mmol/L 2.23(1.92-2.69) 2.28 (1.92-2.69) 2.20 (1 69) D’ ;S II - g
_ 90 (2.51-3. §7 (25093 M \Q g | e m——— has B
Non-HDL cholesterol, 2.90 (2-51-3-47) 2.97 (259-3:52) 3 % 3, 6 2 10 e =
mmol/L 3 e 3o ‘=
HDL cholesterol, mmal/L 114 (0-98-1.35) 111 (0-96-1-32) 924) 0-5 -
15
Triglycerides, mmol/L 132 (0-98-1.85) 1-44 (1-05-2-00) ?‘ 1.6, 2.32)
HbaA,, % 54(53-55) 59 (57-6-0) @ ’@6 5-8.2) o T T T T T T T T T T 0
Fasting serum glucose, 52(4:5-55) 5:6(5:2- @K% 4(6:2-9-4) C Dpiabetes
mmelfL —105
High-intensity statin 4624 (88-3%) 7403 %& 4784 (87-9%) 5 B et
treatment” \®' _ O G * e *
= =
Ezetimibe 171 (3:3%) @ (2.8 149 (27%) E 20 _I'| s B
Fibrates 49 (0-9%) & ) 174 (3:2%) | Lso 2
o - - S
Duration of follow-up, vears 2.9(233 % (23-34) 27(23-34) X \ - T 5
Eligible for=3years of 2405 {45 9% 0(43-1%) 2287 (42.0%) 2 10 Il e - s ,é:
follow-upt 5 U |0 &
Data are n (%) or median (IQR). LDL chol as caQated via the Friedewald formula. To convert the values for = 05— =
cholesterol to mg/dL, divide by 0-025Q3 nvert the values for trigly cerides to mg/dL, divide by 0-0113. To convert 1
the values for glucose to mg/dL, -05GE. *Atorvastatin 80 mg or rosuvastatin 40 mg. tSubset of participants o °
that eitherwere or could have ollowed up for 3years or longer because they were randomly assigned on or o ZIL z 5 1 o 2'4 N 3'2 3'6 4'0 44 a8
before Nov 11, 2014 (=3 years before the common study end date). Time since randomisation (months)




Effects of alirocumab on cardiovascular and metabolic

outcomes after acute coronary syndrome in patients with 0(0

without diabetes: a prespecified analysis of the ODYSSEY Q\

O

o
N

‘b
OUTCOMES randomised controlled trial <P \g\\
RX &
> @
N ‘\\’b
\(b ‘\(b
. @ . 6\
O oy
Relative and absolute risk reduction with ahrocumal@%xbaselme glycaemic status
\\
MACE incidence Relative risk reduction &rd j Absolute risk reduction Absolute risk reduction
Pioteracion=0-08 & 5&@ Pinteractior=0-0019 (95% CI)
Alirocurmab Placebo @0 Q>
n/N (%) n/N (%) >~ .Q»Q’
Q& 4R :
Overall 903/9462 1052/9462 %Q\ 0-85 (0-78-0-93) * 1-6% (0-7t02-4)
(9-5%) (11-1%) \/O lrb.\ i
Normoglycaemia 192/2639 220/2595 Q/\Lré\i_ 0-85 (070-1.03) — et 1.2% (-03t0 27)
73%) (8:5%) Q~ o i
Prediabetes 3314130 380/41 & Q—h— 0-86 (0-74-1-00) + 1-2% (0-0to 2-4)
(8-0%) (9-2% i
Diabetes 380/2693 452@%1 ®\ — 0-84 (0:74-0-97) —a—— 23%(0-41042)
(14-1%) \@5-4@ | |
A . |
@ \@ T i | I I
R o 075 085 10 32 16 00
QK (7)) 4+“——Pp t+— —p
> \\() Favours Favours Favours Favours
,\‘\\AA Q} alirocumab placebo alirocumab  placebo
Q7 X

Lancet Diabetes Endocrinol 2019; 7: 618-28
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Combination lipid-lowering therapy as first line s%&ckgy

in very high-risk patients O\’b $
N\ \
RO
Cardiovascular risk \6
assessment \\(b' @6
X0
N\ W0
D N
LN
‘\@ CON
)
Very High Extremely high risk %
CVD Risk patient& &Q
J ) \AQ
(%
v 6& <
6\
Start statin + | ;Sta &m
timibe* ez %
eze ‘tih rap y#
; \, % L L s . . T
Reduction <50% In statin-intolerant patients consider ezetimibe +
OR @0% bempedoic acid or PCSK9 targeted therapy
C <® mmol/L
LOLC 14 mmolr"L 0 J & Extremely high risk = post ACS + history of
other vascular event/peripheral artery disease/
,t'o\ polyvascular disease/multivessel coronary artery
Add F‘CS B, disease/familial hypercholesterolemia
No further action
targeted the C"\‘rb' needed # monoclonal antibodies directed against PCSK9
bemped g | or PCSKS9 siRNA therapy Y
.4‘5 \\
NN
& R

European Heart Journal (2021) 00, 1-4
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Patients With Diabetes Have Particulariy High
Residual CVD Risk After Statin Treatment

Event Rate
(No Diabetes)

On Statin

HPS1* (CHD patients) 19.8%

CARE?f 19.4%
LIPID34 11.7%
PROSPER% 13.1%
ASCOT-LLA5: 4.9%
TNTS! 7.8%

*CHD death, nonfatal M!\stroke; revascularizations

TCHD death, nonfatal-\ii, CASG, PTCA

*CHD death and nerfatal Ml

8§ CHD death, naritatal MI, stroke

|CHD death, righfatal M, resuscitated cardiac arrest, stroke
(80 mg versus 10mg atorvastatin)

On Placebs On Statin

7z

25.75%

24.6%

15.2%

16.0%

8.7%
9.7%

Event Rate
(Diabetes)

33.4%

28.7%
19.2%
23.1%

9.6%
13.8%

On Placebo

37.8%

36.8%
22.8%

18.4%
11.4%
17.9%

"HPS Collaborative Group. Lancet. 2003;361:2005-2016.
2Sacks FM, et al. N Engl J Med. 1996;335:1001-1009.
SLIPID Study Group. N Engl J Med. 1998;339:1349-1357.
4Shepherd J, et al. Lancet. 2002;360:1623-1630.

5Sever PS, et al. Lancet. 2003;361:1149-1158.
6Shepherd J, et al. Diabetes Care. 2006;29:1220-1226.



Atherogenic Dyslipidaemia

At optimal LDL-C impact on CVD Residual Risk
#1 target CVD Risk

+ 1T LDL-C

T Small, dense LD \ 1 TG-rich Lp(TRLs)

(fasting and PP)

L

)

Visceral obesity
Type 2 diabetes

FCHL

Chronic kidney-disease \

pos i 'y LHoLC
N1~ Small, dense HDL

PP=postprandial

Austin et al. Circulation 1990



ACCORD-Lipid Study

Diabetes and Residual Risk on Statin* (placebo group)

Previous CVD Lipid sub-groups Overall
20 - 4
18,06
17,32
15,56
=
)
>
L 11,26
=
e 10- |
7,34 l
J
0 o |
g “‘No TG2204 . L. TG<204
e e
HDL<34 3% 2204 p 534

TG =2,3, HDL-c=0,84 i mmiol/L
% events = non-fatar MI, non-fatal stroke, CV death (follow-up : 4.7 years)

*LDL-c = 2.0 I/L (80 /dL i i
¢=2.0 minolil- (80 mgfdL) on simvastatin ACCORD Study Group. NEJM 2010; 362: 1563-74
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Non HDL-C
A better marker of CVD risk than LLOL-C

CHD Increase per 10 mg/dl or 0.26 mma!/L.

6 (M- No)

L[TLC Non-HDL-C
CHD risk per 19 mig/dl of Non-HDL-C relative to LDL-C:f 26%

U.S. population frorn National Health and Nutrition Examination Survey 2005 to 2006 accounting
for complex sample design.

Sniderman A et al. Journal of Clinical Lipidology (2010) 4, 152—-155



Non-HDL Cholesteraci

- A y N
HDL~ - LDL IDL VLDL
AT TARGET (Remnants) .~ Triglycerides
<100 mg/di
<2.6 mmol/L___ VT
4g \ 7 0 ( X
oo OO @@@
~ ,f E % Jd % 7
~ A EE—. A J
—_~—
Anti DL 2130 mgldi or 3.4 mmol/L NOT AT TARGET

Atherogenic

L Atherogenic Lipoproteins



Lipid Targets and Pharmacological Approaches

—— Target LDL-C

—
Statin High intensity - " Gl
Statin + Ezetimibe (@ Q‘R (‘!

Statin + PCSK9 Inhibitors

U _/
At target LDL-C: NO

I STATIN - [ Corr!biilation statin + 2° lipid-lowering drug ]

At target LDL-C: YES,
l but.....

LDL

- o 7

Statin + Fenofibrate q!

Statin + Niacin 4
QStatin + Omegs 2 fatty acids ~ Small dense tTriglycerides

Target (HpL-c and TG) Non HDL-C @;HDL_C



Effect of fibrates in subgroups
without (A) and with (B) dyslipiciemia

A total of 2428 fibrate-treated subjects (302 events) and 2298placebo-treated
subjects (408 events) with dyslipidemia were inclugad iin the analysis

UL I 1 .
0.25 0.40 0.63 1.G? 1.5%

KB Subgroups with Dyslipidemia KA Compigme;:tary Subgroups
Study Odds Ratio (95% CI) Study f>dds Ratio (95% CI=)
ACCORD —®— J31% ACCOXD !
FIELD - J27% <ELD —.—
1P - 139% | mw -
HHS = 3 78% | HHs =
VA-HIT —=— J289% | VA-HIT — -
\Summary 0.65 (0.54-0.78) Q - 355% Cmmary 0.94 (0.84-1.05) ’ -69%0
— et .
0.16 y

T 1T 17 1T 1T 1 1 L
0.16 0.25 0.40 0.63 1.00 1.58

EIPID CRITERIA FOR DYSLIPIDEMIA

Trial Triglycerides cut-off (mg/dL) HDL cholesterol cut-off (mg/dL)
FIELD 2204 (2.2 mmol/L) <40 in men (1.0) ; <50 in women (1.3)
BIP 2200 <35

Helsinki-Heait Study >204 <42

VA-AIT >180 <40

Bruckert E et al-g,Cardiovasc PharmacolT 57:267, 2011
Lee M et al Atherosclerosis (2011), doi:10.1016/j.atherosclerosis Sacks FM et al. N Engl J Med 2010



JAMA Cardiology | Original Investigation ’b‘

Association of Fenofibrate Therapy With Long- tgﬁn

Cardiovascular Risk in Statin-Treated Patientgo \(b\@\

With Type 2 Diabetes ACCORDION —-9.7. y? $ollow-up

Atherogenic dyslipidemia *{b (0
[a] A 44% risk of major CV events O ‘\(g\
%01 wSMV wSMV+Fenofibrate 0T
s | 6.5% ARR & >

27% RRR

505 ...d fﬂte tBese overall neutral results, we continued to
p=0.

vi@%’ce that fenofibrate therapy effectively
®d CVD in study participants with dyslipidemia,
§QO4mg/dL and HDL_C >34mg/d|
R, 0.73; 95%Cl, 0.56-0.95)....

26.65% U

TG< 204 TG2204
and/or and/or ; K@
HDL-C >34 HDL-C<34 C)

Figure 3. Hazard Ratios for the ry Du e in Prespecified Subgroups

O in+Fenofibrate  Statin + Placebo Hazard Ratio Favors : Favors P Value for

Characteristic vents/No. (%) Events/No. (%) (95% CI) Fenofibrate Placebo Interaction
LDL-C Q/V Q‘ '
<85 C) \\ 169/925(18.27) 175/885 (19.77) 0.90 (0.73-1.11) —a—— .09
85+111 155/928 (16.70) 182/916 (19.87) 0.80 (0.65-1.00) ——
>ll®?~ Q 182/871(20.90) 179/919 (19.48) 1.11(0.91-1.37) ——
HDL
197/956 (20.61) 224/903 (24.81) 0.81 (0.67-0.98) —a— .20
4(]A® 159/852 (18.66) 157/858 (18.30) 1.01(0.81-1.26) —a—
150/916(16.38) 155/959 (16.16) 1.02(0.81-1.27) —a—
@ cerldes
K 129 146/879 (16.61) 186/930 (20.00) 0.83 (0.67-1.03) —a— 37
129-203 171/918(18.63) 160/908 (17.62) 1.04(0.84-1.29) ——
2204 189/927(20.39) 190/882 (21.54) 0.93 (0.76-1.13) ——
Dyslipidemia
\' [ No 407/2242(18.15)  415/2266(18.31) 0.99 (0.86-1.13) —a— .05 ]
6 Triglycerides >204 and HDL-C <34 99/482 (20.54) 121/454 (26.65) 0.73 (0.56-0.95) —a—

Q‘QQ O.‘S S 1.0 2.IU

Hazard Ratio (95% CI)

Elam MB et al. JAMA Cardiol. doi:10.1001/jamacardio.2016.4828, Published online December 28, 2016.
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Plasma lipoproteins in FHBL2 carriers and non-carriers controls.l\@n{\vﬁéd
within families and in the whole cohort. o gs\{b
Family study All sub'eék\' é\v
(n=225) (@ {7) ))
FHBL2 N
. (n=98) X’\\(b
Variables Non carriers O Non carriers
Homozygous / (n=127) (n=402)
Compound Heterozygous
TC 49 %09
I/L (3.1-9.5)
(mmol/L) LDL-C (n=402)
HDL-C 1.6+04
VL - 210 (0.8-2.8)
(mmolL) TG I 21% ik
TG ?; ° 1.1+07
ool HDL-C Q39% -17% et
?" ) (n=402)
LDL-C ApoB QO X48% -7% 28+09
(mmol/L) " Q’b (10-7.3)
(n=19) =N . Q)\ (n=127) (n=22) (1=93) (n=402)
ApoB 0.5 & 0,17 08@E % O 0902 0.5 & 0.17### 0.8 %0258 0.9 %02
(/L) 0.3-0.7) 1.3 0.5-1.6) 0.3-0.7) 03-1.3) 0.5-1.8)
(n=19) TN n=126 n=20 n=92 n=398
ApoAl 0.7 & 0.7 1.53 1.6 %03 0.7 £ 0.2 1.5 4045 1.6+03
(g/L) 04-1.1) &b 4@2.2) (1.0-2.4) 04-1.1) (0.7-2.2) 0.9-2.4)
n=18 AQ n=79 n=114 n=18 n=92 n=302
Lp(a) o%\fb 0.8 0.5 0.6 02 0.5 1.0
(umol/L) oxen 7  ©02-09 0.2-1.9) 02-12) (0.2-0.9) 0.1-2.1)
o 13,,\6 =70 =85 n=13 n=78 n=193

@\ OJ
*p<0.05 *"p<0.01 ***p<§§l for c@%ﬂrison between non-carriers vs homozygotes carriers.
1 f

§ p<0.05 53p<0.01555p<0N0
#p<0.05 *#pso.pm 0.001

S

O
S

%Q:ymparison between non-carriers vs heterozygotes carriers.

)

comparison between homozygotes vs heterozygotes carriers.

Minicocci et al. JLR 2013




ANGPTL3/ANGPTLS: -
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proposed mechanism of action on Ilpoproteg\@ @
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The complete absence of Angpti3 is assomatego%wth a
marked reduction of post-prandial Ilpgﬁu\a
(&\

£\ omozigoti % B eterozigoti A @ con ( \6 .
z A f,#f; (&\%6 %
N ‘\\’b
250 - oo . 180 - Oc’\ é\b 3900 1 _
200 S° o ~ 600 T
3 0 @ 00
200 - 400 (R\2 T
Os{b c}\ 0
8
150 N (%) q(b' [
= O &
3 i i\
2 100 v Q_&
o g O » 60 -
SRR S
*## 0\
50 - KA’&—Q-& o
%@\& W
0 | |€)Q)A®‘:o | 0 - | | | |
0 %}@Q’ @ 6 0 2o 4 6
Q@
*"P<0.001 e "P<0.01 omozigoti \an‘r &
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Q Minicocci |, et al,J Lipid Res. 2016 Jun;57(6):1097-107
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Evinacumab: mAb anti ANGRTES
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umanizzato con alta affinita verso
ANGPTL3 diverse specie (topo, ratto,
scimmia, e umano).

ASGR i C)Q/ O’\\
| CS-E ??' &
(ANGPTLs-LRx @

D &
& &
@ Y
Q@ o
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> O
A‘OQ \\O N Engl J Med 2020, 377:211-221
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Methods o°
DBTP (12 weeks) SBTP (12 weeks) X Sa@olm@ period (20 weeks)
g per ] @
Screening period N=35 Evinacumab Evinacumab 7 N \\
(up to 37 days) 15 mg/kg Q4W x 3 15 mg/kg Q4W x 3 IR A\\,U'
NABXe)
Placebo run-in Evinacumak
(4 weeks) Placebo Q4W x 3 15 pagig Q4% x 3
(@)
C -
S B QN 4
0 4 8 12 Q

Evinacumab or placebo administered vis%@veek

« The primary endpoint was to determine &traﬂa%hent change in serum TGs from baseline following 12
weeks of infravenous evinacumab tre &&mblnahon of DBTP and SBTP) in Cohort 3 patients*

*Patients with MCS and without LPL pathway mutations
DBTP, double-blind treatment period; Q4W, every 4 weeks;

@'&ng@hmﬂ treatment period; TG, triglyceride.



Results

A. Actual Cohort 1

-~ Actual Cohort 1 placebo [V Q4W
-o- Actual Cohort 1 evinacumab IV 15 mg/kg Q4W

-4~ Actual Cohort 2 placebo IV Q4W

Actual Cohort 2 evinacumab IV 15 mgfk&é\‘v

O
O
‘OQ’
Kt
&%
> &
PO
N
B. Actual Cohort 2 N AN cty@ohorw

\ Actual Cohort 3 placebo IV Q4W
6’\\1— Actual Cohort 3 evinacumab IV 15 mg/kg Q4W

140 4 P-value [ Y-valu P-value
0.9495 . 0.0418
120 ~ B (b E
g o 100 1 N é
€. 804 - % . A 4
SE 60 1 D N 1
Se ¥ S
5] g 40 7 % B
G2 20 . : .
S5 o - -
gp 0] : > & :
2 o
= = _ . .
o0 ] 1 QS) \QK |
-100 A S v (%) ]
T T T T T T T ‘ T T T T T T T T T T T
Baseline 2 4 6 8 12 Baglye NG 4 6 8 12 Baseline 2 4 6 8 12
(%
Number of patients Week \}l ’\Q Week Week
Placebo IV Q4W 5 5 3 4 4 4C)Q/ O"\ 6 6 6 6 6 5 5 5 5 4 4
ngr?;;;a.ﬂw 12 i il f il ?9‘ Q@ 14 1 12 fl 2 12
§§ 0\0
P ¥
IV, intravenous; Q4W, every 4 weeks; TG, tn'gly;gl . 4@
/ X\

&
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