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Persistence

• A higher percentage of patients who initiated inclisiran

continued therapy at 12 months compared with patients

who initiated mAbs (Figure 2B)

• Among patients who discontinued treatment, the median

time to discontinuation was 182 days for the inclisiran

cohort, compared with 100 days for both alirocumab and

evolocumab cohorts (Figure 3)

INTRODUCTION
• Despite the documented benefit of low-density

lipoprotein cholesterol (LDL-C) lowering, adherence to

treatment remains a significant obstacle in achieving

LDL-C targets and achieving subsequent reductions in

cardiovascular risks1-3

• Inclisiran is a first-in-class, small-interfering RNA that

targets PCSK9 messenger RNA and is approved as an

adjunct to diet and statin therapy for the treatment of 

adults with primary hyperlipidemia, including 

heterozygous familial hypercholesterolemia, to reduce 

LDL-C4,5

• Real-world studies assessing adherence to inclisiran

and PCSK9 monoclonal antibodies (mAbs) are limited
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OBJECTIVE
• This study evaluated treatment adherence and

persistence at 12 months among patients who newly

initiated inclisiran (initial dose, then at 3 months, then

twice yearly), alirocumab (every 2 weeks or once every

month), or evolocumab (every 2 weeks or once every

month) since 2022

RESULTS
Figure 1. Study design

Patient Demographics 

• A total of 852 patients had ≥ 12 months of continuous

enrollment before the index date and were in the inclisiran

cohort; 8878 patients were in the alirocumab cohort, and

27,171 were in the evolocumab cohort (Table 1)

• Mean age (SD) at time of initiation was 69.7 (9.8) years for

inclisiran vs 66.2 (10.5) and 64.5 (10.6) years for

alirocumab and evolocumab, respectively. The majority of

patients initiated on all therapies were female

• More patients who initiated inclisiran had a history of

clinical ASCVD than those who initiated PCSK9 mAbs

(81.1% vs 62.4% and 66.6% for alirocumab and

evolocumab, respectively)

• Patients who newly initiated inclisiran had a higher

incidence of related comorbidities (hypertension and

diabetes) than those who initiated PCSK9 mAbs

• Additionally, patients who newly initiated inclisiran had

higher mean Charlson Comorbidity Index (CCI) score (1.9)

compared with those who initiated alirocumab (1.5) and

evolocumab (1.6)

• Patients who initiated inclisiran had a lower frequency of

statin use (52.9%) compared with patients who initiated

alirocumab (59.6%) or evolocumab (63.1%)

Identification period

January 1,

2022

October 31,

2023

Index date 

Study Period (12 months after index)

Start date of inclisiran, 

alirocumab or 

evolocumab

October 31,

2022

Inclusion criteria: newly initiated inclisiran, alirocumab, or evolocumab

Patients were included if they were aged ≥ 18 years, had 12 months of 

continuous enrollment before the index date, had 12 months of continuous 

enrollment after the index date (for closed claims), and had a first claim for 

inclisiran, alirocumab, or evolocumab in the identification period (January 1, 

2022, to October 31, 2022)a

a Cohorts are mutually exclusive, the first claim determines which cohort the 

patient belongs to.

Table 1. Patient baseline characteristics

Characteristic
Inclisiran

(N = 852)

Alirocumab

(N = 8878)

Evolocumab

(N = 27,171)

Age, mean (SD), years 69.7 (9.8) 66.2 (10.5) 64.5 (10.6)

Median (Q1, Q3) 70.0 (64.0, 76.0) 67.0 (60.0, 74.0) 65.0 (58.0, 72.0)

Age at index, n (%)

< 65 years 216 (25.4) 3589 (40.4) 13,538 (49.8)

65-74 years 355 (41.7) 3314 (37.3) 8713 (32.1)

≥ 75 years 281 (33.0) 1975 (22.3) 4920 (18.1)

Sex, n (%)

Female 462 (54.2) 4888 (55.1) 13,960 (51.4)

Payer channel, n (%)

Commercial 428 (50.2) 4473 (50.4) 16,588 (61.1)

Managed Medicaid + 

Medicaid
46 (5.4) 476 (5.4) 2097 (7.7)

Medicare 165 (19.4) 762 (8.6) 1785 (6.6)

Medicare Advantage 210 (24.7) 2742 (30.9) 5459 (20.1)

Othersa 3 (0.35) 17 (0.19) 56 (0.21)

Unknown 0 408 (4.6) 1186 (4.7)

CCI score

Mean (SD) 1.9 (2.0) 1.5 (1.9) 1.6 (1.9)

Median (Q1, Q3) 2 (0, 3) 1 (0, 2) 1 (0, 3)

CCI score categories, n (%)

0 281 (33.0) 3717 (41.9) 10,888 (40.1)

1-2 306 (35.9) 3006 (33.9) 9439 (34.7)

3-4 175 (20.5) 1480 (16.7) 4682 (17.2)

5+ 90 (10.6) 675 (7.6) 2162 (8.0)

History of ASCVD at 

baseline

CADb only 432 (50.1) 3472 (39.1) 11,402 (42.0)

PAD only 25 (3.0) 215 (2.4) 772 (2.8)

CAD and PAD 103 (12.1) 717 (8.1) 2353 (8.7)

IS/TIA 19 (2.2) 246 (2.8) 784 (2.9)

Hypertension 706 (82.9) 6346 (71.5) 20,607 (75.8)

Diabetes 391 (45.9) 3566 (40.2) 11,398 (42.0)

Statin use 451 (52.9) 5290 (59.6) 17,133 (63.1)

ASCVD, atherosclerotic cardiovascular disease; CAD, coronary artery disease; 

CCI, Charlson Comorbidity Index; PAD, peripheral artery disease; Q, quartile; IS, 

ischemic stroke; TIA, transient ischemic attack. 
a Others in payer channel included dual eligible (for both Medicare and Medicaid), 

TRICARE, and workers’ compensation (employer-sponsored insurance that 

provides cash benefits and/or medical care for workers who are injured or become 

ill as a direct result of their job). 
b CAD includes myocardial infarction, unstable angina, percutaneous coronary 

intervention, coronary-artery bypass grafting, and ischemic heart disease.

METHODS
• This retrospective, observational study used the US Komodo

Health database from January 1, 2021, to October 31, 2023.

Komodo Health is a nationally representative longitudinal

database that captures 330 million patients in the United

States; it is sourced from open and closed administrative

databases (Figure 1)

• Adherence was defined as the proportion of days covered

(PDC), which is the number of days covered by the drug

divided by the observational period (12 months after index

date)

• Persistence was defined as patients who remained on

therapy at month 12 without a gap of > 60 days for

alirocumab or evolocumab, and > 90 days for inclisiran

between the last day of days’ supply and the start of the next

prescription

• Inclisiran is administered subcutaneously by a healthcare

professional every 6 months after initial and 3-month doses.

If a planned dose is missed by less than 3 months, it is

recommended per prescribing information (PI) to administer

inclisiran and maintain patient’s original schedule5

• Thus, the days of supply (DOS) for inclisiran was assumed to

be 92 + 90 days for the 1st dose and 183 + 90 days for the

subsequent doses, by incorporating an allowable 90-day

window around the expected dose

• Similarly, the DOS for alirocumab and evolocumab was

assumed to be 31 + 7 days for monthly dosing (per PI)6,7

• Sensitivity analyses were conducted to assess the impact of

using various allowable windows on treatment adherence

• Propensity score matching was performed to adjust for the

differences in baseline characteristics among cohorts
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Adherence
• After propensity score matching, the average PDC (SD)

was 0.90 (0.20) for inclisiran, compared with 0.71 (0.33)

and 0.70 (0.33) for alirocumab and evolocumab,

respectively (Figure 2A)

• Among patients who initiated inclisiran, 79% were fully

adherent (PDC ≥ 0.8), compared with 56% for both

alirocumab and evolocumab

• High adherence was observed among patients with

previous coronary artery disease (CAD), peripheral artery

disease (PAD) or ischemic stroke/transient ischemic stroke

(IS/TIA) (Table 2)

Figure 2. 12-Month treatment (A) adherence and 

(B) persistence

PDC, proportion of days covered.

B

80.2% 56.6% 56.3%

Table 2. Adherence by subgroups

CAD, coronary artery disease; IS, ischemic stroke; PAD, peripheral artery disease; 

PDC, proportion of days covered; TIA, transient ischemic attack.

Variable
Inclisiran

(N = 852)

Alirocumab

(N = 8878)

Evolocumab

(N = 27,171)

CAD only, n (%) 432 (50%) 3472 (39%) 11,402 (42%)

PDC, mean (SD) 0.90 (0.19) 0.73 (0.32) 0.73 (0.32)

PAD only, n (%) 25 (3%) 215 (2%) 772 (3%)

PDC, mean (SD) 0.88 (0.22) 0.71 (0.33) 0.70 (0.33)

CAD + PAD, n (%) 103 (12%) 717 (8%) 2353 (9%)

PDC, mean (SD) 0.91 (0.18) 0.70 (0.33) 0.70 (0.33)

IS/TIA, n (%) 19 (2%) 246 (3%) 784 (3%)

PDC, mean (SD) 0.92 (0.19) 0.69 (0.34) 0.68 (0.33)

Figure 3. Time to discontinuation
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• Sensitivity analysis with various allowable windows for

DOS assumptions consistently demonstrated higher

adherence in the inclisiran cohort compared with the

alirocumab and evolocumab cohorts
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KEY FINDINGS & CONCLUSIONS

• Conclusions

– This study evaluated treatment adherence and

persistence at 12 months among patients who newly 

initiated inclisiran (initial and 3 months dose, then twice 

yearly), alirocumab (every 2 weeks or once every month), 

or evolocumab (every 2 weeks or once every month) 

between January 1, 2021 and October 31, 2022, using 

administrative claims databases

– Compared with patients who initiated PCSK9 monoclonal

antibodies (mAbs), patients who initiated inclisiran were

older, presented with more comorbidities and a higher

incidence of atherosclerotic cardiovascular disease

(ASCVD)

– Patients who initiated inclisiran had a significantly higher

proportion of days covered (PDC) at 12 months,

compared with those receiving alirocumab or

evolocumab; high adherence was observed among those

who had a previous coronary artery disease, peripheral

artery disease, or ischemic stroke/transient ischemic

attack subgroups

– Approximately 80% of patients remained on inclisiran at

12 months post-initiation, compared with 56.6% and

56.3% for patients who initiated alirocumab or

evolocumab, respectively

• Limitations

– This study was conducted using administrative claims

data collected for non-research purposes with limited

details on clinical variables and susceptibility to missing

data and coding-related errors

– Clinical characteristics and medications were captured

during the 12 months prior to the initiation period;

anything beyond the 12-month period was not observable

– PDC calculation for mAbs was based on the dispensing

records in pharmacy claims, which lack information on

whether patients truly administered the treatment, thus

PDC for mAbs may be over-estimated
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