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INTRODUCTION OBJECTIVE METHOD
= Hyperlipidemias represent one of the = Assessing the value of lipid

i  Estimate and compare the cost per responder associated to the treatments with
mOSF |mportant causal factors O.f early lowering therapies (LLTs) in LLTs used in Italiar? clinical ractFi)ce' i
manifestations of atherosclerosis and P :

organ damage, such as acute reaching LDL-C targets 1. Mlcr_osmulatlon - Bempedom acid x ezetimibe
analysis - Inclisiran

myocardial infgrction (AMI), cerebral recommended by 2019 EAS/ESC _ Alirocumab
stroke and peripheral vascular - Evolocumab

' 1 uidelines,? through a cost per
disease. d d P 2. Mean LDL-C in the

.. : : : Mean value + standard deviation [SD] : 147.6 [+ 35.2] mg/dL#
responder analysis in patients simulated population

Low-density lipoprotein cholesterol _ _ _
The analysis used a one-year time horizon

LDL-C) is a main target of ' '
( ) J with atherosclerotic It included the cost related to the drug acquisition and the efficacy data

hypolipidemic treatmen_ts |r; primary cardiovascular disease (ASCVD) 3. Cost analysis associated to the each LLTs in reaching the 2019 EAS/ESC guidelines LDL-C
and secondary prevention. targets < 40 mg/dL and < 55 mg/dL.3

and uncontrolled , . . .
New effective drugs have shown a 4. Drugs’ ex-factory price The drugs’ ex-factory price net of statutory discounts were retrieved from the

Significant reduction Of LDL-C level hypercholesterolemia after statin ltalian Medicines Agency database at JUIy 2025.5

however, a systematic assessment of therapy (an eligibility criterion for 5. Efficacy data of LLTs Efficacy data was obtained from a network meta-analysis of LLTs randomized

I 6
their value in reaching LDL-C target _ _ trials.
level indicated by international LLT per the Italian National Health 1. Treatment cost (€) per patient reaching LDL-C targets < 40 mg/dL and

guidelines is lacking. system). 6. Main outcomes 2. Treatment cost (€) per patient reaching LDL-C targets < 55 mg/dL

explored in the cost 3. A scenario analysis was conducted to test a different baseline LDL-C
analysis level (128.3 * 39.6 mg/dL) reported by the target population in another
Italian real-world study.’

RES U LTS Figure 1. Percentage of responder based on 2019 EAS/ESC guidelines

A Percentage of Patients Effectively Treated B Percentage of Patients Effectively Treated
Mean (95%CI) - %of patients achieving LDL-C = 1,0 mmol/L (40 mg/dL) Mean (95%CI) - %of patients achieving LDL-C = 1,4 mmol/L (55 mg/dL)

* In the base case analysis, the highest percentage
of responders was reported for evolocumab, as
mean (95% confidence interval [CI]) (Figure 71):

— At LDL-C target <40 mg/dL: 25% [17% - 33%]
— At LDL-C target < 55 mg/dL: 65% [53% - 76%]

It was followed by alirocumab (16% [7% - 30%)] T a0 T 20 +EE% 1 * 20%
and 51% [33% - 72%]), inclisiran (2% [0% - 5%] ﬂ :
and 20% [13% - 29%]), and bempedoic acid ﬂ 4o l » 3 l 5%

. . ¢ 0% & 0% E ¢ 0%
i ezetlmlbe (O% [O% - 1%] and 5% [1 % - 15%]), Evolocumab Alirocumab Alirocumab Alirocumab Inclisiran Bempedoic acid Bempedoic Evolocumab Alirocumab Alirocumab Alirocumab Inclisiran Bempedoic acid Bempedoic

i i 150mg 75mg 300mg acid/Ezetimibe 150mg 73mg J00mg acid/E zetimibe
(Figure 1A and 1B, respectively).

The annual treatment cost per responder was the  Table 1. Cost (€) per responder based on 2019 EAS/ESC  Table 2. Alternative scenario - Cost (€) per responder
lowest (mean [95% CI]) for evolocumab (20,618€  guidelines based on 2019 EAS/ESC guidelines
[15,261€ - 29,284€] and 7,832€ [6,717€ - 9,540€]), Cost (€) per responder | Cost (€) per responder Cost (€) per responder | Cost (€) per responder
followed by alirocumab (31,037€ [17,243€ - LLTs (LDL-C < 1.0 mmol/L (LDL(-505< 1-;1dr:)r)nollL LLTs (LDL-C < 1.0 mmol/L (LDL-;:5< 1.;1dr:mo|/L
40 mg/dL), mg

74,719€] and 9,997€ [7,049€ - 15,237€]), and Mean (95% € Moan (85% CI Mean (85% 1) Vioan (85% C1
inclisiran (278,958€ [109,282€ - 1,325,049€] and By —— g Ep—
(26.769€ [18,151€ - 42,233€]), at LDL-C < 40 Evolocumab (15.261 - 29,284) (6.717 - 9,540) Evolocumab (7.775 - 11,947) (5.525 - 6,261)
mg/dL and < 55 mg/dL, respectively (7Table 7). Alicocurmab 150 m 31.037 9.997 12,544 6.369

9 (17,243 - 74,719) (7,049 - 15,237) (8,279 - 22,822) (5,611 - 7,763)

LDL-C level (128.3 + 39.6 mg/dL) for the target Alirocumab 75 mg 73 O;g(}ggg 678) 15 o;g’?gg 475 22 422,532153 40 . 73213,?23613 256

population, all treatments reported a lower cost per
: 197,790 22,719 : 48,322 10,162
responder compared to the base case (7able 2). ~ Alirocumab 300 mg (46,485 - 10,087,296)  (12,005-46,700)  ‘Alirocumab 300 mg (16,358 - 591,948) (6,964 - 16,414)
Also in this scenario analysis evolocumab reported - 278 958 26.769 63.801 11.533
the highest val ith the | t t Inclisiran 284 mg ’ ' Inclisiran 284 mg ’ ’
e highest value wi e lowest cost per (109,282 - 1,325,049) (18,151 - 42,233) (28,933 - 242,754) (8,700 - 15,195)

responder using LDL-C < 1.0 mmol/L (40 mg/dL) = el el G NA NA - NA NA
and a lower cost per responder, similar to empedoic acl mg (NA - NA) (NA - 375,996) Bempedoic acid 180 mg (NA - NA) (NA - 53,489)

bempedoic acid + ezetimibe, using LDL-C < 1.4 Bempedoic acid 180 mg + NA 20,435 Bempedoic acid 180 mg + NA 5,192
mmol/L (55 mg/dL). ezetimibe 10 mg (NA - 144,614) (6,373 - 85,454) ezetimibe 10 mg (NA - 25,582) (2,479 - 15,349)

LLTs: lipid lowering therapies; Cl, confidence interval
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