Real-World Use of Inclisiran in Outpatient Physician Clinics
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Introduction Results Figure 3. History of Lipid-Lowering Therapy by Group  Conclusions:
+ Inclisiran is a novel, small interfering ribonucleic acid (SiRNA) based inhibitor of » Overall, 81 NG obese, prediabetic, and diabetic patients initiated treatment with inclisiran between January and July of 2022 at 20 outpatient physician clinics in 10 states. 100 5 mNG Obese Patients .. . . . . .
PCSK9 production in the liver o Prediabetic Patients Inclisiran is an accessible treatment option for patients with ASCVD and
. 90 - . . . - .
i iati o Diabetic Patients elevated LDL-C with normoglycemic obesity, prediabetes or diabetes.
* Inclisiran is indicated in the US as an adjunct to diet and maximally tolerated Table 1. Baseline Characteristics by Group 50 | e = All Patients
i i ili —— —— . . . o e Normoglycemic obese, prediabetic and diabetic patients who received
statin therapy for the treatment of adults with heterozygous familial Characteriet ey (oo Lot el EY AT el - The majority of patients had ASCVD (81.5%) as primary treatment indication o 5700 6% ol g yh d similar di P baseli gi P lar histori q
aracteristic atients atients atients -value . . .. . . . 1 % ° °
hypercholestherolemlg (HeEH) olrlclmlgal atherosclerotic cardm;]vascular disease bl bl i (N=81) at baseline; 17.3% had mixed hyperlipidemia, and 1 patient had genetically 65% INC I_Slran a Slml_ ar I_agnOSeS, ase Ine_ Cz?lr_ IOV&SCl_J ar nistories, _arl
(ASCVD), who require addlltlona owering of LDL-C[1]. In two phase 3 OROION-10 A 'years; mean (SD) 72145 | 682(103) | 712(84) | 707 (8.1) 0.26 confirmed HeFH. There were no differences in the distribution of treatment 2 60 - statin use. The diabetic cohort had a significantly higher comorbidity
and ORION-11 trials, inclisiran was shown to reduce LDL-C by 49.9 - 52.2% [2]. Age in years, median (IQR) 725 (69-75) | 67.5(63-75) | 71(68-75) | 71 (68-75) indications between NG obese, diabetic, and prediabetic patients. (Figure 1) 2 50 burden.
« Inclisiran is administered as a subcutaneous injection by a healthcare provider at Age in years, categories, n (%) 5
three months and then twice yearly after the initial injection [1]. This convenient o4 of younger L@ T " 192) 120145 = 40 i i i i i
ice yearly ! ] : 65-74 15 (68.2) 8 (40.0) 23 (59.0) 46 (56.8) 0.05 _ _ _ 33%329% e Prior exposure to statins and anti-PCSK9 mAbs was prevalent in this
treatment schedule potentially reduces patient burden. 75+ 6 (27.3) 5 (25.0) 12 (30.8) 23 (28.4) Flgure 1: Treatment Indications 30 4 population. Still, mean baseline LDL-C levels were more than double
. . . . . . . Sex, n (%) . 1
. .Dlabetlc patients are at an mcrease@ risk of cardlovagcular disease and thus P— 8 (36.4) 5 (25.0) 19 (48.7) 32 (39.5) .55 Hyperlipidemia* (n=14) op | the guideline recommended threshold of <70 mg/dL, leading to the
likely .to ben.eflt. from LD!_—C Iowerlng.theraply. Statlr.1 treatment has been Male ) 14 (63.6) 15 (75.0) 20 (51.3) 49 (60.5) need for further optimization of lipid-lowering therapy.
associated with increases in HbA1C patients with and without diabetes [3,4]. In Patient Region, n (%) 10 4
an ad-hoc analysis of ORION-1, inclisiran was found to effectively lower LDL-C “N/';‘:tv:]:tst 32((193;2) 10(3')?) 10(?6()3) :g:g; 0 o _ _ _ _
regardless of diabetes status without increasing HbA1C [4]. The post-hoc South 16 (72.7) 19 (95) 32 (82.1) 67 (82.7) e HeFH (n=1) anﬁiscl;rﬁzﬁsgigr?ﬁz ePrior Statt(i)nl Lrg?;:ar;inaz ;rior Concurrent Statin Use ConcurreGL eEzetimibe ° leltf’it_lons _Of_ this study lnclude_ the site of c_are,_ restrlt?ted to only
analysis of ORION-11 confirmed that inclisiran decreased LDL-C in diabetic West 1(4.6) 0(0) 6 (15.4) 7(8.6) physician clinics and the study timeframe starting immediately post-
. . . . . ™ e . . . P T ,n (%
patients by 56.3%, indicating significant benefit in diabetic patients [1]. a‘g;rm;:fci;( ) 4(18.2) 6 (30.0) 6 (15.4) 16 (19.8) .rﬁt?gtr.]c?r? gfyl r?crlc;;/ii:jaer:-documented statin intolerance with discontinuation of statin therapy prior to launch.
* The early evidence suggesting inclisiran reductions in LDL-C with no change in All Medicare 18 (81.8) 14 (70.0) 33 (84.7) 65 (80.2) 0.72
: . . . . . . Medicare 16 (72.7) 13 (65.0) 29 (74.4) 58 (71.6) . . . - S . - .
HbAILC is expected to benefit obese, prediabetic, and diabetic patients. The Fificars Adveriags 5.0} p i P - e Figure 4. Statin Intensity by Group e Inclisiran can be promptly initiated in the clinic setting for the
objective of this study was to characterize the process of inclisiran initiation for Primary Treatment Indication, n (%) management of LDL-C in NG obese, prediabetic, and diabetic patients.
normoglycemic obese (NG obese), prediabetic, and diabetic patients in outpatient o [P Bl I B 0.13 100 4 mNG Obese Patients Diabetes status was not associated with time to inclisiran initiation.
physician clinics and to compare the time to initiation between obese, prediabetic, BFH ©) (5:0) @ (12) '
and diabetic patients ‘Hyperllpldemla » 3(13.6) 1(5.0) 10 (25.6) 14 (17.3) 80 m Prediabetic Patients
e e L e ASCVD (n=66) = Diabetic Patients e Prior clinical trial studies, including ORION-1, demonstrate clear
Hypertension 21 (95.5) 18 (90.0) 36 (92.3) 75 (92.6) 0.79 2 : efficacy of inclisiran in diabetic patients. We found similarities in the
M e’t h (@) d S Cardiac arrythmi 8 (36.4) 9 (45.0) 7 (18.0) 24 (29.6) 0.07 s 60 Al Patients
ardiac ar mia . 2 ; & - = H H H H H H H
ot e SR : G0 py g % (e’ o= 5 40% card_lt_JvascuIar hlstory of NG obese, predlab_etlc anql diabetic patients.
- This was a retrospective, longitudinal, multicenter cohort study of NG obese, pre- Heart failure 2(9.1) 4(20.0) 1(2.6) 7 (8.6) 0.08 ‘5 40 4 Additional research is warranted to establish equivalent, real world
. . . . . e . . .. ASCVD Risk Factors’ n (%) a a a a 3?* . . .. . _ . .
diabetic, and diabetic patients Whg |n|t|ateq treatment Wlt'h |ncI|S|rar? between AcLte coronary synerome 204) 2(10) B 7 65) B6E Prinary Treatment NG Obese | Prediabetic Diabetic 18% 18% 19% effectiveness of inclisiran in these at-risk populations.
Patient Patient Patient 15% 0
February and July of 2022 at outpatient physician clinics nationally. Patients were Goronaryartery disease 20 (90.9) 19 (95) 31 (79.5) 70 (86.4) 0.20 Indication, n (%) S S S 20 - ° 14%
identified from a central electronic medical record and a chart review performed. History of myocardial infarction 7(31.8) 9 (45) 5 (12.8) 21 (25.9) 0.02 (N=22) (N=20) (N=39)
Baseline characteristics were measured at the time of referral and the length of Btable.oF (natabieangina 10.45.9) 5130) 10.(29.6) 26 Gzl 0.27 ASCVD 19 (86.4) 18 (90.0) 29 (74.4) 0 - Referen
ti ind f f | to inclisi initiati lculated Coronary or other arterial revascularization 16 (72.7) 16 (80) 21 (53.9) 53 (65.4) 0.10 L to Mod te Int +v Stati High nt - Stati eferences
Ime In days from referral to inclisiran initiation was calculated. Stroke 1(4.6) 1(5) 6 (15.4) 8 (9.9) 0.28 HeFH 0 (0) 1(5.0) 0 (0) ow to Moderate Intensity Statin igh Intensity Statin 1. LEQVIO (Inclisiran) Injection Label Prescribing Information. 2021.
. . . . . ient i i 0.91 ipi i . . . R . .
- Demographic characteristics were collected including age, gender, geographic ;;a:;:;lus;zj;?.;:;t::: 22122; 21 ((150)) 42((1;.13)) 96((171_;11)) o Hyperlipidemia 3 (13.6) 1(5.0) 10 (25.6) Prediabetic patients were significantly more likely to be on concurrent https.//wmjtfeglsggég.fda.qov/druqsatfda docs/label/2021/214012Ibl.pdf
regions and payor. Clinical characteristics included body mass index (BMI), Cardiac-related procedures, n (%) statins at baseline than NG obese and diabetic patients (P=0.02). 5 [Racce:ziet | Nplg 13 I\}I d. 2020- 382:1507-1519
comorbidities  including  Elixhauser = comorbidity = score, cardiovascular PCI with stent 12 (54.6) 8 (40) 18 (46.2) 38 (46.9) 0.64 Over half of patients (52%) had a history of anti-PCSK9 mAB use prior to ' ay © a.l r;]g © .I h ' . e
bidities. baseline LDL-C and hist £ lipid-I ina th . PCI without stent 291 1(5) 3(7.7) 6 (7.4) 0.88 . _ . N . . T 3. OobaN, et al. J Pharm Health Care Sci. 2016; 2:8.
comorbidities, baseline an IStory ot fipia-lowering therapies. Coronary artery bypass grafting 6 (27.3) 7 (35) 9 (23.1) 22 (27.2) 0.62 F|gure 2 Base“ne LDL'C by GI‘OUp inclisiran initiation, with no difference in prior use between groups. 4. Cui J et al. J Clin Pharm Ther. 2018; 43(4):556-570.
« Descriptive statistics (mean and standard deviation, median and interquartile Endaflerostorny 0:40) 103) 2(3-1) A (&l) 0.56 . . . ‘i o 5. Leiter LA, et al. Diabetes Care. 2018;42(1):173-176
P . ( . . . 9 . Non-coronary angioplasty with stent 2(9.1) 1(5) 1(2.6) 4(4.9) 0.53 F|gure 5 T|me tO InC||S|ran |n|t|at|0n between GI‘OUpS ( )
range for continuous variables; frequencies and percentages for categorical e A —— 0(0) 00) 1(26) 1(1.2) 0.58 350 .
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NG Obese Patients
(n=22)

Diabetic Patients
(n=39)

Prediabetic Patients
(n=20)

BMI = 30 mg/kg? and
No diagnosis of prediabetes or
diabetes

HbA1C 25.7% to <6.5% or
Diagnosis of prediabetes

HbA1C = 6.5% or
Diagnosis of diabetes

Average BMI in the cohort was 31.8 mg/kg? (SD: 5.43). There was no observed
difference in BMI between groups.

Mean HbA1C between groups was 6.5% (SD: 1.3). As expected, diabetic patients
had a significantly higher HbA1C than the other groups (Mean: 7.2%, SD 1.46,
P<0.01).

+ LDL-C was = 100 mg/dl in approximately three-fourths of patients at baseline,
with similarity between the groups (Table 1).

Time in Days

* The median time from referral to inclisiran initiation was 27 days (IQR: 16-
49).

* There was no observed difference in time from referral to inclisiran
initiation between NG obese, (median: 28.5, IQR: 17-66), prediabetic
(17.5, 15-41), and diabetic (27, 15-44) patients.
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