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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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2023 ESC Guidelines for the management of cardiovascular disease in

patients with diabetes
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2023 Focused Update of the 2021 ESC Guidelines for the diagnosis and

treatment of acute and chronic heart failure
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RS Wright

ORION-8: Long-term efficacy and safety of twice-yearly* inclisiran

in high cardiovascular risk patients’.
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HR ) a1 nnia nimw ixn i (91K 17910 178 D nryn ,0'wTIn 30 "1nX? qwnnn
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Elliott, Perry et al. “Improved long-term survival with tafamidis treatment in
patients with transthyretin amyloid cardiomyopathy and severe heart failure
symptoms.” European journal of heart failure, 10.1002/ejhf.2974. 11 Jul. 2023,
doi:10.1002/ejhf.2974

mna Long term Extension (LTE)-n1 ATTR-ACT-n "npnn 7w post hoc n1'ax
07'a 12 NNy n9NnNa 17910¥ ayni 80 1a n'zina tafamidis aonna ni'ryr nx
NT- ,6MWT nnart n™aon1o 719'0 'wTin 30 Wnx? D axxni ,placebo-a 1'"7910w
nnITnnan .tafamidis-a 7910w 1782 7nam 9182 01N 1'n KCCQ-0S-1 proBNP
45 vs 27 months; ) LTE-n 2jnn 7w interim n7ax2 2'xn NITAW AT 112V DA NRYN)
'x¥nn .(all-cause mortality HR: 0.6828 [95% CI: 0.4048-1.1517]; P=0.1526
80 na nmaian n'7ina oa tafamidis-a 719'0n NI NIA'YN DX D'YNNA DTY7NRN

.N7uni
6MWT = 6-minute walk test; NT-proBNP = N-terminal pro-B-type natriuretic
peptide; KCCQ-OS Kansas City Cardiomyopathy Questionnaire Overall

Summary

Garcia-Pavia, Pablo et al. “Tafamidis Efficacy Among Octogenarian Patients in
the Phase 3 ATTR-ACT and Ongoing Long-Term Extension Study.” JACC.
Heart failure, S2213-1779(23)00617-0. 26 Oct. 2023,
doi:10.1016/j.jchf.2023.08.032




DA91R™" X7 ] Vazkepa® (icosapent ethVI)

n"oIp 7w ["awa 7175 V'wonn kv 't Vazkepa® 1'wonnw awa? nnnw 7w 09Ik nNan

NIL'AN NNAN T IX '0I9 DI NWDI7 DA NI NIRY
AXAN NINNY 78w nivn Vazkepa® <
Vazkepa® is indicated to reduce the risk of cardiovascular events in adult statin-treated
patients at high cardiovascular risk with elevated triglycerides (= 150 mg/dL [z 1.7
mmol/L]) and
+ established cardiovascular disease, or

» diabetes, and at least one other cardiovascular risk factor

NIXIINT OXNNA 711 X 1'WON] WIN'Y NIYYYT [N ,78W2 TN NIKTING DRNNA D ,NRTA 1NAIm 4
.1986 -1"nwnin ,0'npnn NREn? 29 nagn
052-2309818 mwx |NwY7 Ix 050-7443131 "702 nnIn Ty 1" 17 N1197 N n7RW D1 <

NOINY |17y2 |"yYY7 W 1'YWONA NITIR 90N YTy
Vazkepa SPC l|srael

Neopharm Israel is Amarin's authorized distributor of Vazkepa in Israel
For further information and AE reporting, please contact Neopharm's Medical
Affairs Department, Tel: 1-800-250-255,
Fax: 03-9373716, Neopharm Building, 6 Hashiloach st., P.O. Box 7063, Petach
Tikva, Israel 4917001
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Semaglutide

% The STEP HFpEF trial was designed to assess the effects of semaglutide 2.4 mg s.c.

X/
°

X/

once-weekly on physical function, symptoms and body weight compared with placebo,
both added to SoC, in people with the obesity phenotype of HFpEF without T2D. The
primary results were presented at the ESC 2023 annual meeting, which showed the mean
change in the KCCQ-CSS was 16.6 points with semaglutide and 8.7 points with placebo
and the mean percentage change in body weight was -13.3% with semaglutide and
-2.6% with placebo.

The SELECT trial is a landmark trial, which demonstrates the effect of once-weekly
semaglutide 2.4 mg on risk reduction of major adverse cardiovascular events (3P-MACE:
CV death, non-fatal Ml or non-fatal stroke) in a population with established CVD and
overweight or obesity, without T2D, compared to placebo, both on top of standard of
care for CV risk management. The primary results were presented at the AHA 2023 annual
meeting, and it was shown that treatment with semaglutide 2.4 mg delivered a statistically
significant 20% risk reduction in 3P-MACE compared to placebo for a mean duration of
33 months. The SELECT trial is the first CVOT in obesity to demonstrate a MACE benefit

from an active treatment.

In the PIONEER REAL Canada study assessing clinical outcomes with oral semaglutide
treatment in routine clinical practice, presented at the EASD 2023 59th annual
meeting, clinically and statistically significant reductions in HbA1c of 1.1% and of 7.2 % of

body weight were reported, with improved treatment satisfaction in a real-world setting.
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Chronic thromboembolic pulmonary hypertension (CTEPH) Adempas is
indicated for the treatment of adult patients with WHO Functional Class (FC) Il
to 1l with < inoperable CTEPH. « persistent or recurrent CTEPH after surgical

treatment, to improve exercise capacity
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Pulmonary arterial hypertension (PAH) Adempas, as monotherapy or in
combination with endothelin receptor antagonists, is indicated for the treatment]
of adult patients with pulmonary arterial hypertension (PAH) with WHO
Functional Class (FC) Il to Ill to improve exercise capacity. Efficacy has been|
shown in a PAH population including etiologies of idiopathic or heritable PAH

or PAH associated with connective tissue disease.
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Week 4*

Week 8" Week 12"

Valsalva LVOT

gradient 1. Restart on 2.5 mg if LVEF 250%
d recheck clinical stat d
Valsalva LVOT Withhold drug echomrdiogram in Aweels.
gradient <20 mmHg P and returnat ——# o i
Week 12 2. Maintain same dose for the next
Down-titrate to 8 weeks, consistent with Figure 3,
® <20 mmHg [*® 2.5mg unless LVEF <50%.
once daily
5mg 220 mmHg
once daily,
initiate = 2'5"‘8. —
- once daily
only if
LVEF 255% <20 mmHg
Maintain at SRR
“®»| 220 mmHg [* 5mg
once daily Maintain at
220 mmHg —® °ME  —p
once daily

Interrupt treatment if LYEF < 50% at any clinic visit; restart treatment after 4 weeks if LVEF 2 50%.

Week 12 + every 12 weeks

> LVEF <50% =¥ Interrupt treatment. See Figure 4.
LVEF 50%-55%, regardless
of Valsalva LVOT gradient
Current dose > LVEE >;r5% and = Maintain on the same dose and follow up 12 weeks later.
Valsalva LVOT gradient
<30 mmHg
1. Up-titration to next higher daily (mg) dose level:
2.5=p5 5=910;10=#15.
LVEF 255% and e ?
» Valsalva LVOT gradient ’ 2. Recheck dinical status and echocardiogram in 4 weeks and
230 mmHg maintain the same dose for the next 8 weeks unless LVEF <50%.

3. Further up-titration is allowed after 12 weeks of treatment an
the sarme dose level.

Interrupt treatment if LVEF is <50% at any visit

1. Interrupt treatment.

2. Recheck echocardiogram
parameters every 4 weeks
until LVEF 250%.

—

LVEF <50%
Permanently discontinue
—® treatment if LVEF <50%
twice on 2.5 mg daily.
References:

1. Restart treatment at the next lower
daily (mg) dose level:
5=92.5; 10=95; 15-#10.
« If interrupted at 2.5 mg,
restartat 2.5 mg

- LVEF 250% —

ra

. Recheck clinical status and
echocardiogram in 4 weeks, and
maintain the same dose for the
next 8 weeks unless LVEF <50%.

3. Follow Figure 3.

1.Green EM et al. Science. 2016; 351:617—-621 2. USPI, Israeli PI
BMS Israel. 18 Aharon Bart St., PO BOX 3361 Kiryat Arye Petah Tikva
4951448. Tel: +972-3-5231021, Fax: 972-3- 9018118 CV-IL-2300015
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