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Bayer | Adempas — Riociguat

Sanofi | Alirocumab (Praluent)

Sanofi | SYDNEY

Bristol Myers Squibb | Camzyos (Mavacamten)

Sanofi | Fabrazyme (agalsidase beta 35 mqg)

Astrazeneca | FORXIGA

Bayer | Kerendia-Finerenone

Novartis | Leqvio 284 mg

Boehringer Ingelheim | Jardiance

Medison | Repatha (Evolocumab)

Medison | Lojuxta (Lomitapide)

Novo nordisk | Semaglutide as Ozempic Or Rybelsus

Novo nordisk | Semaglutide as Wegovy

Neopharm Israel | Vazkepa® (lcosapent-ethyl)

Pfizer | VYNDAMAX (tafamidis) 61 mg
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Adempas — Riociguat
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REPLACE: Switching to riociguat versus maintenance therapy with phosphodiesterase-5 inhibitors in patients with

pulmonary arterial hypertension (REPLACE): a multicentre, open-label, randomised controlled trial - PubMed (nih.

gov) ; Lancet Respir Med 2021 Jun;9(6):573-584
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Alirocumab (Praluent)
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SYDNEY

The SYDNEY Device Study: A Multicenter, Randomized, Open-label Usability Study of a 2-mL Alirocumab
Autoinjector Device

Clin Ther. 2020 Jan;42(1):94-107.e5. DOI:_10.101¢/j.clinthera.2019.11.008
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Figure 1. Study design. Blue arrow indicates alirocumab 300-mg SC administration, All administrations were
self-injected, and training was given before day 1 selfiinjection. Supervised was defined as guidance
provided, unsupervised as no guidance provided and patient was alone, and observed as no guidance
provided and patient was on site. Al = autoinjector; EOS = end of study; EOT = end of treatment;
R = randomization; V = wisit.
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https://www.clinicaltherapeutics.com/article/S0149-2918(19)30569-7/fulltext
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Figure 4. Mean (SE) LDL-C over time (modified intention-to-treat population). Al = autoinjector.
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Figure 2. The 2-mL SYDNEY study device (A) and the autoinjector device (B).




Ul Bristol Myers Squibb’

Camzyos (Mavacamten)
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CAMZYOS is indicated for the treatment of adults with symptomatic New York Heart Association (NYHA)
class lI-11l obstructive hypertrophic cardiomyopathy (o0HCM) to improve functional capacity and symptoms.
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1. Camzyos prescribing information as was approved by Israeli MOH

2. Olivotto et al. Mavacamten for treatment of symptomatic obstructive hypertrophic cardiomyopathy (EXPLORER-
HCM): a randomized, double-blind, placebo-controlled, phase 3 trial. The Lancet, Volume 396, Issue 10253,
September 2020, Pages 759-769.

3. Rader et al. Mavacamten Treatment for Symptomatic Obstructive Hypertrophic Cardiomyopathy: Interim Results
from the MAVA-LTE study, EXPLORER- LTE cohort JACC:HF Volume 12, Issue 1, January 2024, Pages 164-177

Dear Physician, for further information please refer to Camzyos Israeli Prescribing Information and
Patient Leaflet

Please see Camzyos Pl at the link
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Fabrazyme (agalsidase beta 35 mg)
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Fabrazyme is indicated for long-term enzyme replacement therapy in patients with a confirmed diagnosis
of Fabry disease (d-galactosidase A deficiency).

The recommended dose of Fabrazyme is 1 mg/kg body weight administered once every 2 weeks as an
intravenous infusion.
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B Weidemann F., et al. Long-term Effects of Enzyme Replacement Therapy on Fabry
Cardiomyopathy: Evidence for a Better Outcome With Early Treatment Circulation. 2009 Feb
3;119(4) :524-9.

Long-Term Effects of Enzyme Replacement Therapy on Fabry Cardiomyopathy | Circulation
(ahajournals.org)

B Banikazemi et al. Agalsidase-beta Therapy for Advanced Fabry Disease: A Randomized Trial
Ann Intern Med. 2007 Jan 16;146(2):77-86.

Agalsidase-Beta Therapy for Advanced Fabry Disease: A Randomized Trial: Annals of Internal
Medicine: Vol 146, No 2 (acpjournals.org)
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Kerendia is indicated to reduce the risk of sustained eGFR decline, end-stage kidney disease, cardiovascular
death, nonfatal myocardial infarction, and hospitalization for heart failure in adult patients with chronic
kidney disease (CKD) associated with type 2 diabetes (T2D).
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Legvio is indicated in adults with primary hypercholesterolemia (heterozygous familial and non-familial)
or mixed dyslipidemia, as an adjunct to diet: a) in combination with a statin or statin with other lipid-
lowering therapies in patients unable to reach LDL-C goals with the maximum tolerated dose of a statin,
or b) alone or in combination with other lipid-lowering therapies in patients who are statin-intolerant, or
for whom a statin is contraindicated.
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Empagliflozin, Cardiovascular Outcomes, and Mortality in Type 2 Diabetes | New England Journal of Medicine,
2015

Cardiovascular and Renal Outcomes with Empagli-flozin in Heart Failure | New England Journal of Medicine,
2020

Empagliflozin in Heart Failure with a Preserved Ejection Fraction | New England Journal of Medicine, 2021

Empagliflozin in Patients with Chronic Kidney Disease | New England Journal of Medicin, 2023
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B FOURIER - Evolocumab and Clinical Outcomes in Patients with Cardiovascular Disease - Sabatine, Marc S.,
et al. "Evolocumab and clinical outcomes in patients with cardiovascular disease.” New England journal of
medicine 376.18 (2017): 1713-1722.

B FOURIER-OLE - Long-Term Evolocumab in Patients With Established Atherosclerotic Cardiovascular Disease
- O’'Donoghue, Michelle L., et al. "Long-term evolocumab in patients with established atherosclerotic
cardiovascular disease.” Circulation 146.15 (2022): 1109-1119.

M FOURIER-OLE analysis - Association Between Achieved Low-Density Lipoprotein Cholesterol Levels and Long-
Term Cardiovascular and Safety Outcomes: An Analysis of FOURIER-OLE - Gaba, Prakriti, et al. "Association
between achieved low-density lipoprotein cholesterol levels and long-term cardiovascular and safety
outcomes: an analysis of FOURIER-OLE.” Circulation 147.16 (2023): 1192-1203.
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Cuchel, Marina, et al. "Efficacy and safety of a microsomal triglyceride transfer protein inhibitor in patients with
homozygous familial hypercholesterolaemia: a single-arm, open-label, phase 3 study.” The Lancet 381.9860 (2013):
40-46.
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Semaglutide as 0zempic Or Rybelsus
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Rybelsus/Ozempic is indicated for the treatment of adults with insufficiently controlled type 2 diabetes
mellitus to improve glycemic control as an adjunct to diet and exercise

B As monotherapy when metformin is considered inappropriate due to intolerance or contraindications

B In combination with other medicinal products for the treatment of diabetes.
NINDD: 'D7 A" 1D DIT7'Y3
131070 NNIY7 79wWna 1711 1P 3.6 + HbAIc 1.5% 7w 11" - SC semaglutide

13070 NNIY7 7pWn1 a1 1P 3.7 + HbAIC 1.1% 7w 1711 - Oral semaglutide

INII'7A NIYDIN

D'7D1UNIN 6.4-8.4% NINPIIT ,10-13.3% 71W7W , 15-19.9% NI7'N1
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Once weekly semaglutide and cardiovascular outcomes in patients with type 2 diabetes and heart
failure with reduced left ventricular ejection fraction; Rev Esp Cardiol, 16 JAN 2024

Real world Use Use of Oral and Subcutaneous Semaglutide in Routine Clinical Practice in the UK: A
Single-Centre, Retrospective Observational Study; Diabetes Therapy, 1 MARCH 2024

Semaglutide and cardiovascular outcomes by baseline HbAic in diabetes: the SUSTAIN 6 and
PIONEER 6 trials: European Heart Journal 27 FEB 2024

The effect of semaglutide on blood pressure in patients with type-2 diabetes: a systematic review
and meta-analysis; 15 DEC 2023 Endocrine
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https://www.sciencedirect.com/science/article/abs/pii/S1885585724000240?via%3Dihub
https://www.sciencedirect.com/science/article/abs/pii/S1885585724000240?via%3Dihub
https://link.springer.com/article/10.1007/s13300-024-01551-4
https://link.springer.com/article/10.1007/s13300-024-01551-4
https://academic.oup.com/eurheartj/article/45/15/1371/7615664
https://academic.oup.com/eurheartj/article/45/15/1371/7615664
https://link.springer.com/article/10.1007/s12020-023-03636-9
https://link.springer.com/article/10.1007/s12020-023-03636-9
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Semaglutide as Wegovy

Therapeutic indications

Adults: Wegovy® is indicated as an adjunct to a reduced-calorie diet and increased physical activity for
weight management, including weight loss and weight maintenance, in adults with an initial Body Mass
Index (BMI) of

B =30 kg/m? (obesity), or

B =27 kg/m? to <30 kg/m? (overweight) in the presence of at least one weight-related comorbidity e.g.
dysglycaemia (prediabetes or type 2 diabetes mellitus), hypertension, dyslipidaemia, obstructive
sleep apnoea or cardiovascular disease.

Adolescents (212 years): Wegovy® is indicated as an adjunct to a reduced-calorie diet and increased
physical activity for weight management in adolescents ages 12 years and above with obesity (BMI 295th
percentile as defined on sex- and age-specific BMI growth charts -CDC.gov), and body weight above 60 kg.

Treatment with Wegovy® should be discontinued and re-evaluated if adolescent patients have not reduced
their BMI by at least 5% after 12 weeks on the 2.4 mg or maximum tolerated dose.

Posology
Adults

The maintenance dose of semaglutide 2.4 mg once-weekly is reached by starting with a dose of 0.25 mg. To
reduce the likelihood of gastrointestinal symptoms, the dose should be escalated over a 16-week period to
a maintenance dose of 2.4 mg once weekly (see Table 2). In case of significant gastrointestinal symptoms,
consider delaying dose escalation or lowering to the previous dose until symptoms have improved. Weekly
doses higher than 2.4 mg are not recommended.

Table 2 Dose escalation schedule

Dose escalation Weekly dose

Week 1-4 0.25 mg

Week 5-8 0.5 mg

Week 9-12 1 mg

Week 13-16 1.7mg

Maintenance dose 2.4 mg
Adolescents

For adolescents ages 12 years and above, the same dose escalation schedule as for adults should be applied
(see Table 2). The dose should be increased until 2.4 mg (maintenance dose) or maximum tolerated dose
has been reached. Weekly doses higher than 2.4 mg are not recommended.

For more information please refer to the Wegovy® SmPC approved by IL MoH




Expected efficacy

Expected weight loss of between 15-18% of total body weight at 68 weeks of treatment

Most frequent adverse events

In four phase 3a trials, 2,650 adult patients were exposed to Wegovy. The duration of the trials were
68 weeks. The most frequently reported adverse reactions were gastrointestinal disorders including
nausea, diarrhoea, constipation and vomiting. Also, headache and fatigue. The above were defined
as very common (21/10).

For more information please refer to the Wegovy® SmPC approved by IL MoH.

Contraindications: Hypersensitivity to the active substance or to any of the excipients listed in
section 6.1. of the Wegovy® SmPC approved by IL MoH

Mechanisms of action

Semaglutide is a GLP-1 analogue with 94% sequence homology to human GLP-1. Semaglutide acts
as a GLP-1 receptor agonist that selectively binds to and activates the GLP-1 receptor, the target for
native GLP-1.

GLP-1 is a physiological regulator of appetite and calorie intake, and the GLP-1 receptor is present
in several areas of the brain involved in appetite regulation.

Relevant articles

M John P.H. Wilding et al. Once-Weekly Semaglutide in Adults with Overweight or Obesity N Engl J Med
2021; 384:989-1002. DOI: 10.1056/NEJM0a2032183. Once-Weekly Semaglutide in Adults with Overweight
or Obesity | NEJM

B A. Michael Lincoff et al. Semaglutide and Cardiovascular Outcomes in Obesity without Diabetes. N Engl
J Med 2023; 389:2221-2232 DOI: 10.1056/NEJM0a2307563. Semaglutide and Cardiovascular Outcomes in
Obesity without Diabetes | NEJM [ Note: Wegovy is not indicated to reduce the risk of MACE in adults
with established CVD and overweight or obesity; for more information please refer Wegovy® SmPC
approved by IL MoH]

B Mikhail N. Kosiborod, Semaglutide in Patients with Heart Failure with Preserved Ejection Fraction and
Obesity. N Engl J Med 2023; 389:1069-1084 DOI: 10.1056/NEJM0a2306963 Semaglutide in Patients with
Heart Failure with Preserved Ejection Fraction and Obesity | NEJM [Note: Wegovy is not indicated

to improve HF symptoms and physical limitations in individuals with overweight or obesity; for more
information please refer Wegovy® SmPC approved by IL MoH]



https://www.nejm.org/doi/full/10.1056/NEJMoa2032183
https://www.nejm.org/doi/full/10.1056/NEJMoa2032183
https://www.nejm.org/doi/full/10.1056/NEJMoa2307563
https://www.nejm.org/doi/full/10.1056/NEJMoa2307563
https://www.nejm.org/doi/full/10.1056/NEJMoa2306963
https://www.nejm.org/doi/full/10.1056/NEJMoa2306963
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Vazkepa® (Icosapent-ethyl)
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To reduce the risk of cardiovascular events in adult statin-treated patients at high cardiovascular risk with
elevated triglycerides (=150 mg/dL [21.7 mmol/L]) and established cardiovascular disease or diabetes and
at least one other cardiovascular risk factor.
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B Cardiovascular Risk Reduction with Icosapent Ethyl for Hypertriglyceridemia | Bhatt DL et al. N Engl J
Med. 2019 Jan 3;380(1):11-22.

Bl Icosapent ethyl following acute coronary syndrome: the REDUCE-IT trial | Sayah N et al. Eur Heart J. 2024

Jan 22: ehadssy.

D'NDIN7 A3'AN NN'W
052-2309818 :'"IWN |INW | 050-7443131 :0NJN *TY 1"T7 NIID7 |[N'J 178W 701
7RIW' DIDIN'I NNIN DYUN D'RDINITIA'NY7 DIN'WI WIN YT1'nil

Vazkepa SPC Israel - NDIN7 [I7Y1 |"'V7 W' 1'WIN NITIR N0 Yy1'07
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VYNDAMAX (tafamidis) 61 mg
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