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* Z.n. Herz-Kreislauf-Stillstand 2008

* 5-fach AKB 2008 (Inselspital)

* Z.n. Hospitalisation bei
Herzinsuffizienz vor 2 Jahren

* Nichtraucher

* Keine familidren Herzleiden

* Arterielle Hypertonie (ED 2006)
* Kein Diabetes

* Dyslipiddamie

14.09.2021

79 jahriger Patient mit KHK und Hl

* Bisherige Medikation:

* Aspirin cardio 100mg 1-0-0
* Concor 2.5mg 1-0-0

e Zestril 5mg 1-0-0

* Sortis 20mg 0-0-1

* Torasemid 5mg 1-0-0

79 jahriger Patient mit KHK und Hl

* Feuchte RG’s beidseits,
Unterschenkelddeme

* BD 137/83, Puls 91/min,
regelmassig

* 2/6 decrescendo Systolicum
apical

* HIR positiv

* NT-pro-BNP 7983 ng/I

* Hs Troponin T 22ng/l, nach 1
Stunde 24 ng/I

* eGFR CKD-EPI 55 ml/min/1.73m?2
* K+ 4.4 mmol/I

* Cholesterin 4.3mmol/l, HDL
1.2mmol/l, LDL 2.7 mmol/I

* 02 Sattigung 90% bei Raumluft




79 jahriger Patient mit KHK und Hl
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79 jahriger Patient mit KHK und Hl
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79 jahriger Patient mit KHK und Hl
* 40mg Lasix i.v.
* 2 Liter O2 nasal
* Verbesserung der Symptomatik
* Stationar
11

LVEF 30 %

12
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* Keine Koronarangiographie
(schon bei letzter Hospitalisation
erfolgt)

* Rekompensation (-7kg)
* Medikamentéser Ausbau
* Demissio

79 jahriger Patient mit KHK und Hl

Austrittsmedikation:

* Aspirin cardio 100mg 1-0-0
* Concor 5mg 1-0-0

* Zestril 10mg 1-0-0

* Aldactone 100mg 1-0-0

* Sortis 40mg 0-0-1

* Torasemid 5mg 1-0-0
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Patient soll Kérpergewicht taglich
kontrollieren

Hausarzt:

Verlaufskontrolle Elektrolyte und
Kreatinin (Austritts eGFR
68ml/min/1.73m2)

Ausbau der Herzinsuffizienztherapie
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The new universal definition of heart failure classifies

the different phenotypes according to LVEF

LVEF g . |

HF with reduced EF HF with mildly reduced EF Ik HF with preserved EF i
(HFrEF) (HFmIEF) | (HFpEF)
HF with improved EF
(HFimpEF)

16
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—®&— or BNP = 35 pg/mlL
5. or if HF strongly suspected
Y or if NT-proBNP/BNP unavailable
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Management of HFrEF

To reduce mortality - for all patients:

ACE-I/ARNI MRA SGLT2i

To reduce HF hospitalization/mortality - for selected patients.

Volume overload

SR wih 1888 = 150 ms SR with L8BS 130-149 ms o nen LB8B= 150 ms
o)
T e
e

e
GEITTTITTEED  Ogexin) _PVI ) __ CABG )  Ferric carboxymahose)
doricsoss | Ml rogurgnanon | Hoortrte So70bp]  Blck .| ACEAARM ctoras
TEEMVRepek) | (- kabradine ) e Y

For selected advanced HF patients

McsaseTTRTC ) D

To reduce HF hospitalization and improve QOL - for all patients

Multi-professional disease management.

Eur Heart J, ehab368, https://dol.org/10.1093/eurhea)
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*  Loop diuretic for fluid retention
(Class |
11 v ¥
‘QRS <130 ms and therapy not indicated LVEF <35% and
where appropriate or inappropriate QRS =130 ms
ICD CRT-D¥-P
Non-ischaemic  lschat QRS 130-149 ms QRS =
(Class Ila) | (Class lla)
1 J
If symptoms persist, consider therapies
L with Class Il recommendations

Eur Heart J, ehab368, https://doi.org/10.1093/eurheartj/ehah368
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Key changes to HFrEF treatment in 2021

* New class | recommended therapy for HFrEF: the SGLT2 inhibitors

dapagliflozin and empagliflozin

* The 4 key drug therapies should be initiated as quickly and safely as

possible
* Importance of tailored management

* Primary prevention ICD in non-ischaemic cardiomyopathy now lla
* Emphasis on broad LBBB in selecting patients for CRT

20
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M eredin Itis recom 'tis recommended that all patients with HF are periodically
screened for anaemia and iron deficiency with a full blood

count, serum ferritin concentration, and TSAT.
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The use of Vericiguat
to provide sci
Vericiguat in p!

nal sGC stimulator

rland — these slides are meant

MA-M_VER-CH-0013_01.2021

14.09.2021

Recommendations Class®  Level®
Loop diuretics
Diuretics are recommended in patients with
HFEF with signs and/or symptoms of congestion
to alleviate HF symptoms. improve exercise

ity. and reduce HF hospitalizations.'

An ARB® is recommended to reduce the risk of

HF hospitalization and CV death in symptomatic

patients unable to tolerate an ACE-l or ARNI

(patients should also receive a beta-blocker and

an MRA).'#

Ivabradine should be considered in sympomatic

patients with LVEF <35%. in SR and a resting

heart rate 270 bpm. despite treatment with an
evidence-based dose of beta-blocker (or maxi- lia
mum tolerated dose below that), ACE-l/(or

ARNI), and an MRA, to reduce the risk of HF

hespitalization and CV death.’™

Ivabradine should be considered in sympromatic

patients with LVEF £35%, in SR and a resting

heart rate 270 bp.m. who are unable to tolerate.

or have contraindications for a beta-blocker to ia c
reduce the risk of HF hospitalization and CV

death. Patients should also receive an ACE- (or

ARNI) and an MRA'*

Vericiguat may be considered in patients in
NYHA class [l -V who have had worsening HF
despite treatment with an ACE-1 (or ARNI), a
beta-blocker and an MRA to reduce the risk of
CV mortality or HF hospitalization. ™!
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DAPA-HF: Patients in the Dapagliflozin Group Are Still at
Risk of CV Death or HF hospitalisation

DAPA-HF: Kaplan—Meier curves for components of primary outcome

20 CV death _. 20 HF hospitalisation
= IS
= i: Placebo _ _ _
§ 15 Placebo _, 8 15 -
ks HR=0.82 (95% C| 0.69-0.98); = s HR=0.70 (95% C| 0.59-0.83); R
G ARR=1.4% per year " S ARR=2.9% per year "
£ £ 10 @
= o
2 2
= [} Dapagliflozin
s 5 = 5 pag|
2 €
E =
3 o
0 T T T T T T T T T 0
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24
No. at risk Months since randomisation . Months since randomisation
- No. at risk
Placebo 2371 2330 2279 2230 = 2091 1636 1219 664 234 Placebo 2371 2264 2168 2082 1924 1483 1101 596 212

Dapaglifiozin 2373 = 2339 2293 2248 2127 1664 1242 671 232 papaglifiozin 2373 2306 2223 2153 2007 1563 1147 613 210

Primary composite outcome: 16.3% of patients in the dapagliflozin group experienced

CV death or worsening HF* over a median follow-up of 18.2 months

*Defined as hospitalisation or an urgent visit resulting in intravenous therapy for HF
24 ARR, absolute risk reduction; CI, confidence interval; CV, cardiovascular; HF, heart failure; HR, hazard ratio
McMurray JJV et al. N Engl J Med. 2019;381:1995-2008

24
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Vericiguat Increases sGC Activity to Improve
Myocardial and Vascular Function’-3

L]

Extracellular

Low NO availabilit, .
Intracellular y =6C T

Increased Increased

sGC activity cGMP
production

Heart Vasculature

| Progressive myocardial stiffening
| Myocardial thickening

| Ventricular remodelling

| Fibrosis

| Vasoconstriction
| Vascular stiffness

3. Breitenstein S et al.

Eligl iteri
HFTEF (LVEF <45%) 25mg °D

NYHA Class II-IV
BNP: 2300 pg/mL SR; 2500 pg/mL + AF
NT-proBNP: 21000 pg/mL SR; 21600 pg/mL + AF

eGFR: 215 mL/min/1.73 m?
(15% cap: 30 mL/min/1.73 m?)

HF hospitalisation within 6 months or

Placebo OD with sham up-titration at Weeks 2 and 4

Week 0 Week2 Week 4 /1
"/

Week 16

IV diuretic treatment for HF within 3 months

Secondary endpoints:
= Timeto CV death
R . . = Time to first and subsequent HF hospitalisation
Primary endpoint: Time to first occurrence of the = Time to all-cause mortality
composite of CV death and HF hospitalisation = Time to composite all-cause mortality or HF hospitalisation

Exploratory endpoints included changes in KCCQ and EQ-5D from baseline and the relationships among treatment effect, baseline
biomarkers and genetic variation

*Ifthe 10 mg OD target is not reached, up-titration should be considered at subsequent study visits
AF, atrial fbrilation; BNP, B-type natriuretic peptide; CV, cardiovascular; eGFR, estimated glomerular filration rate; EQ-5D, EuroQol 5-dimension; IV, intravenous;

KCCQ, Kansas City Cardiomyopathy Questionnaire; HF, heart failure; HFrEF, heart failure with reduced ejection fraction; LVEF, left ventricular ejection fraction; NT-

proBNP, N-terminal pro-B-type natriuretic peptide; NYHA, New York Heart Association; OD, once daily; SR, sinus rhythm 2
1. Armstrong PW et al. JACC Heart Fail. 2018;6:96-104; 2. Amstrong PW et al. N Engl J Med. 2020;382:1883-1893
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Vericiguat Significantly Reduced the Annualised Absolute Risk of
the Primary Composite Outcome by 4.2%

Time to CV death or first HF hospitalisation

0.55
0.504 — Vericiguat
8 045{ — Placebo
©
o 040
g 0.35 = Median follow-up period: 10.8 months
2 030
E 0.25 _ = Eventrate per 100 patient-years was
2 020 p=0.02 33.6% for vericiguat vs 37.8% for
® HR=0.90 (95% CI: 0.82-0.98) placebo
H ik ARR=4.2% per year
g o1 Annual NNT=24
0.05:
0.00 T T T T T T T
0 4 8 12 16 20 24 28 32
Months since randomisation
No at risk:
Vericiguat 2526 2099 1621 1154 826 577 348 125 1
Placebo 2524 2053 1555 1097 772 559 324 110 0

ARR, absolute risk reduction; Cl, confidence interval; CV, cardiovascular; HF, heart failure; HR, hazard ratio; NNT, number needed to treat
Armsirong PW et al. N Engl J Med. 2020;382:1883-1893 27
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Cumulative Incidence Rates of Primary Endpoint Components

HF hospitalisation drives primary endpoint; CV death is directionally consistent

0.55 - e s
— CV death'2 0&s . HF hospitalisation':2

0.501 — Vericiguat 0.50{ — Vericiguat
2 045{ Placebo ‘}‘.; 045] ~ Placebo
Eib 2 0
g 040 3 0.40-
£ 035 5 035
b -]
2 030 S 0.301
= 025 s 0.25]
£ 020 £ 0.201
o -
g0.15 p=0.269 g 015 p=0.048 §
5 0.10 HR=0.93 (95% CI: 0.811.06) 3 0.10 HR=0.90 (95% CI: 0.81-1.00)
© 005 RRR=7%; ARR=1% per year* 0.05- RRR=10%; ARR=3.2% per year’

0.00 : : : : : : . ; 0.00 - . . r . . :

0 4 8 12 16 20 24 28 32 0 4 8 12 16 20 24 28 32
Months since randomisation Months since randomisation

No at risk: No at risk:
Vericiguat 2526 2376 1968 1468 1070 779 487 185 1 Vericiguat 2526 2098 1620 1153 825 577 348 125 1
Placebo 2524 2370 1951 1439 1045 768 471 157 0 Pplacebo 2624 2052 1554 1096 771 558 323 10 0

*Annual ARR: 13.9-12.9=1%; tAnnual ARR: 29.1-25. 9 3 z%
ARR, absolute risk reduction; CI, it failure R, hazard ratio; RRR, relative risk reduction
1. Ammstrong PW et al. N Engl J Med. 2020:362 188&1 893 y Amstrong PW et al. Ora\ Presentation at ACC 2020 28
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The importance of screening
for albuminuria to prevent
CV disease in patients

with CKD and T2D:

The FIDELITY analysis

Rajiv Agarwal and Gerasumos F:hppatos
Bertram Pitt, Stefan D. Anker ng

Amer Joseph, Peter Kolkhol, C
Martin Gebel, Luis M. Ruilope, George L. Bakris, /
on behalf of the FIDELIO-DKD and /
FIGARO-DKD Investigators /
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Finerenone is a selective nonsteroidal MRA that interacts with

the MR in a different way to steroidal MRAs

* Finerenone blocks MR overactivation,
which contributes to inflammation and ——
fibrosis, leading to kidney and ‘inhibitioniof
CV damage'? Finerenone inflammation and

. . - fibrosis

« Finerenone has a unique binding
mechanism and distribution vs steroidal / ) | )L
MRAs, which results in high potency, i . +—MR < >
selectivity and a differential effect on MR
cofactor binding'-2 )

« In FIDELIO-DKD, finerenone slowed CKD .
progression and improved CV outcomes DNA
in patients with CKD and T2D? Modest effscts on

i ) : blood pressure
— The incidence of hyperkalaemia leading to
permanent discontinuation was low
?’\X:]mwa\R elal. Eurz:c:nm.‘/azﬂziﬂ 152-161; zvexeq:::‘ra‘ﬂ%ﬁ/;, al. Nephrol Dial Trsns:!am ZDZ% nu. 10.1093/ndv/gfaa294; 3. Bakris GB, et al. N Engl J Med 2020,383:2219-2229
31

VONFIDELITY
AU
30
CV risk in patients with CKD and T2D increases as eGFR falls
and as UACR rises
i CKD = eGFR <60 mi/min/1.73m? | and / CKD = albuminuria
® ) for >3 months' OR \E ) UACR >30 mg/g for >3 months'
Risk of CV death by eGFR*** Risk of CV death by UACR*2
4.0 0
3.0 3.0
£ £
E 2.0 E 2.0 .
315 Reference 2 "% Reference
o T /
< el T L <
0.8
e f—— : - ]
015 30 45 60 75 90 105 025 5 10 30 300 1000
eGFR (ml/min/1.73 m?) UACR (mg/g)
32
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FIDELITY is a large individual patient data pooled analysis of
FIDELIO-DKD' and FIGARO-DKD?

13,171 patients randomised 3 years’ median follow-up

€3 48 countri
Mms R Finerenone 10 or 20 mg od*
Placebo

« On single RASI
« Serum [K*] <4.8 mmol

Key eligibility criteria UACR (mg/o) Key outcomes
+ T2D CV composite
« CKD

Time to CV death, non-fatal MI, ~ &
non-fatal stroke, or HHF

A
[ |©
@O
©

57% eGFR kidney composite

GFR
(ml/min/1.73 m?)
B
=
a
©

257% decrease in eGFR from

(’9 Sympiematc tREs 15-29 baseline, or renal death

Time to kidney failure,” sustained ’

On top of optimised RAS blockade, finerenone significantly
reduced the risk of the composite CV outcome by 14%

Time to CV death, non-fatal MI, non-fatal stroke, or hospitalisation for HF

. 257 HR=0.86; 95% Cl 0.78-0.95
B =0.001
@ 20 pa0.001e Placebo: 939/6507 (14.4%)"
o
s NNT after 3 years = 46
3 15 (95% Cl 29-109)
=
2 104
k| Finerenone: 825/¢
E 5
S
o
0 T T T T T T T d
0 6 12 18 24 30 36 42 48
No. at risk Time to first event (months)
Finerenone f ) 4 7
Placebo 6507 6330 6125 5938 5184 4147 2969 2135 1082

33
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HFpEF = endlich!

14.09.2021
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Recommendations for the treatment of patients with heart failure with preserved ejection fraction

Recommendations Class® Level®

Screening for, and treatment of, aetiologies, and
cardiovascular and non-cardiovascular comor-
bidities is recommended in patients with HFpEF
(see relevant sections of this document).
Diuretics are recommended in congested

patients with HFpEF in order to alleviate symp- c
137

DESC 2021

toms and signs.

HFpEF = heart failure with preserved ejection fraction.

The new universal definition of heart failure classifies
the different phenotypes according to LVEF

HF with preserved EF J

LVEF

(HFrEF) (HFmrEF)

HF with reduced EF
(HFpEF)

'

HF with mildly reduced EF ‘ ‘

(HFimpEF)
a baseline LVEF £40%, a 210-point increase
LVEF, and a second measurement of LVEF >40%

from ba:

HF with improved EF ‘

39
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EMPEROR-Preserved:
Inclusion and exclusion criteria
Inclusion criteria Exclusion criteria
= MI, coronary artery bypass graft surgery or
+ Age 218 years other major CV surgery, stroke or TIA
+ Chronic HF NYHA class [I-IV <90 days before visit
» LVEF >40% = Heart transplant recipient, or listed for heart
* NT-proBNP: fransplant
+ >300 pg/mLin patients without AF « Acufe decompensated HF
+ >900 pg/mL in patients with AF - SBP 2180 mmHg at randomization
» Structural changes in the heart (increases in |+ Symptomatic hypotension and/or SBP
left atrial size or left ventricular mass) or HHF <100 mmHg
within 12 months of screening = eGFR <20 mL/min/1.73 m? or requiring
dialysis
40
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EMPEROR-Preserved study design
Phase Il trial* in patients with HFpEF

Aim: To investigate the safety and efficacy of empagliflozin versus placebo in patients with HF
with preserved ejection fraction

Population: 12D and non-12D, aged 218 years, chronic HF (NYHA class [IHV)

COMPOSITE PRIMARY ENDPOINT

» Time to first event of adjudicated CV death or
adjudicated HHF

Empagliflozin 10 mg OD

EMPEROR-Preserved
LVEF >40%

CONFIRMATORY KEY SECONDARY ENDPOINTS
+ First and recumrent adjudicated HHF
« Slope of change in eGFR (CKD-EPI) from baseline

Placebo

5988 patients

Median follow-up 26.2 months

e ad frial.
pidemiciogy Coiaboration; 8GFR, ssfimated glomerular firation rate: NYHA, New York Heart Association: OD, once dally.
IR,

41

EMPEROR-Preserved is the first and only study to demonstrate a consistent,
clinically meaningful benefit across all prespecified subgroups (2/3)

Empagliflozin Placebo
n with event/N analysed HR (75% C1)

Overall 415/2997 51112991 0.79 [0.69, 0.90)
Baseline LVEF

<50% 145/995 193/988 —e— 0.71 (057, 0.88)

250% fo <40% 138/1028 173/1030 —o— 0.80 [0.64,0.99)

260% 132/974 145/973 & 0.87 {0.69, 1.10)
Baseline diabetes status

Diabetes 239/1466 29171472 —— 0.79 [0.67,0.94)

No diabetes 176/1531 22071519 —a— 0.78 [0.64,0.95)
Baseline eGFR (CKD-EPI)

240 mL/min/1 .73 mé 152/1493 18941505 —8— 0.81 {0.65, 1.00)

<60 mL/min/1.73 m?* 26371504 32171484 —a— 0.78 (0.66, 0.91)
Baseline NYHA class

" 275/2435 3612452 g 0.75 (0.64, 0.87)

/v 140/562 150/539 —— 0.86 [0.68, 1.09)
HF hospitalization in £12 months

No 258/2298 31912321 — 0.81 [0.68, 0.95)

Yes 1574699 192/670 —— 0.73 (0.59, 0.90)
Cause of HF

Ischaemic 15771079 17771038 —— 0.85 [0.69, 1.06)

Non-ischaemic 258/1917 334/1953 —@— 0.75 (0.64, 0.89)

02s os 2

NEngl J B g i
Ankor 5 et af. N Engl J Med. 2021:XX:KXX. Empaglfiozn betfer Placebo better

14.09.2021

Empagliflozin demonstrated a clinically meaningful 21% RRR
in the composite primary endpoint of CV death or HHF

- 257
B
& ol RRR ARR o
2 21% 3.3% =
g Placebo
o 157
¢
5
E 10 Empaglifiozin HR: 0.79
3 (95% C1: 0.69, 0.90)
k P<0.001
T 9]
£
)
0 — T T T T T T T T Empagliiozin:
O = 69 12 05 18 21 24 27 30 w3 415 (13.8%) patients with event
Months since randomization Rate: 6.9/100 patient-years
Patients at risk Placebo:
Placebo 2991 2888 2786 2706 2627 2424 2066 1821 1534 1278 961 681 400 511 {17.1%) patients with event

2997 2928 2843 2780 /08 2491 2134 1858 1578 1332 1005 709 402
pariod of 26 months. ARR, obsolute fisk recuc
e, 2021 XK:KXX.

Empaaliiozn

Rate: 8.7/100 patient-years

confidence intaeval HR, hazaed rofio; NNT, numbar neaded to freat; RRR, relativa risk reduction.
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Empagliflozin protected the kidney by significantly
slowing the decline in kidney function

The rate of eGFR decline in

E 0 Early difference between empagiifiozin and placebo patients treated with

2 due to the well-known initial drop with empaglifiozin empaglifiozin was half that of

_E- 2 patients freated with placebo

£

= 1,36 mL/min/1.73 m/year

E 4 difference in eGFR slope

= (75% CI: 1.06, 1.66; 2<0.001)

?

s Empaglifiozin _Placebo

£

|

-] -8

2

E

2

= -0

‘u); e Placebo (Random Intercept Random Slope Moded]

5 {Randonm intercept Random Slope Model)

£ =2 T T T ™ T T T mean (+SE

o 402 32 s 76 100 124 s 172 19 Lo e e
Baseline Weeks . S =

@GR slope = rate of deciine (and is @ measure for long-term renal function), 8GFR slepe is analysed basad on on-freatment data using a random coefficient model including oge, baseine
@GFR and basaline LVEF os ineor covariates and sex, region, baseline diabetes siafus, and baseline by fime and freatment by fime inferactions os fixed effects; the model aliows for randomly
vanying slopa and intercept batween
eGFR, esiimoted glomerulor fifration r
Developed from dota reported in Anker S e

niricular ejaction fraction: SE, standord error,
J Med. 2021;XX:XXX.

44
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EMPEROR-Preserved: Selected adverse events of interest

85.9%
B4.5%

Any AE

mPlocebo
(n=2989)

Serious AE

Hypotension®

symptomatic hypotension .

Acute renal failure
Ketoacidosist | &%

Hypoglycaemic evenis]

un

)l infections Complice

infections

Bone fractures

Events leading to
lower limb amputation®

Hepatic injury

14.09.2021
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Transthyretin-assoziierte Amyloidose mit
Kardiomyopathie (ATTR-CM)1-2

* ATTR-CM ist lebensbedrohlich und wird oft Gibersehen?
* Verursacht durch Ablagerungen von Transthyretin (TTR)-Amyloidfibrillen?
* Verspatete oder falsche Diagnose verschlechtert Prognose der Patienten?!

» Mediane Uberlebensdauer ab Diagnose unbehandelt:2
* Hereditdre ATTR-CM (hATTR-CM): ca. 2.5 Jahre bei Val122/le-Mutation
e ATTR-CM vom Wildtyp (WtATTR-CM): ca. 3.5 Jahre

45

Recommendations for treatment of patients with HF and
amyloidosis
Tafamidis is recommended in patients with genetic testing pro-
wen hereditary hTTR-CMP and NYHA chss | or Il symptoms to I
reduce symptoms, CV hospitalization and mortality.
Tafamidis is recommended in patients with wtTTR-CA and
NYHA class | or Il symptoms to reduce symptoms, CV hospi- “
talization and mortality.

a7

48
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: _ 1 . . e o
Die Pathogenese von ATTR-CM Der Wirkmechanismus von Tafamidis'=3
* Tafamidis bindet an TTR an den
; beiden Thyroxin-Bindungsstellen und
3 stabilisiert das Tetramer.1
' e =N * Die Stabilisierung des TTR-
: '3: sg L) [ & Tetramers verhindert die Dissoziation
Leber TTR:Dissoza(ion Bildung von Intrakardiale in Monomere'ZB
Sekretion als Tetramer in Monomere Amyloidfibrillen Amyloid-
in die Biutbahn durch Fehifaltung ablagerung
und Aggregation der mit kardialer
| Monomere Dysfunktion
49 50

- . . . S
Echokardiographiet Strain-Echokardiogramme mit «Apical Sparing»

* Nachweis einer erhéhten LV-Wanddicke (>12 mm)?

* Ohne eindeutig feststellbare Ursache wie z.B. Hypertoniel? A nia) Sparings Hes «Bull's Eyer-Ansicht
longitudinalen Strains eines longitudinalen
Strains, der ein «Apical

Sparing» zeigt.

die eine erhdhte LV- icke zeigen:34

** Eingeschrénkter longitudina-
ler Strain im mittleren Wand-
bereich

Parasternale Langachsenansicht® Par Ki

Dieses Muster wird auch
haufig als «Cherry on Top»-

Erhdhte enddiastolische LV-
Muster bezeichnet

+- Wanddicke des interventrikularen
Septums

** Eingeschrankter longitudi-
naler Strain in den basalen
Segmenten

Erhohte enddiastolische LV-Wanddicke
*" des interventrikuléren Septums

., Erhéhte enddiastolische posteriore
LV-Wanddicke

51 52
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Tafamidis reduzierte signifikant das Mortalitatsrisiko
und die Haufigkeit
QV-bedingter-Hospitalisienung®

Haufigkeit CV-bedingter Hospitalisierungen im

Gesamtmortalitdt nach 30 Monaten Verlauf von 30 Monaten

3 i Rlatives Riskorerits:
3 Tatamidis gepoolt 2 95%CI: 0.56-0.81
Gl 5 o8
z HR.0.70 = 07
i a1 05105 §
52 g o 070
£ RRR Placebo 2 0s
£ os 30% g
J § M 0.48
2 A
H =]
¥ o2 £ o2
4 3
2 o
2
S o [ S ! s o ) | 2 oo
3 6 e 12 15 18 21 4 27 30 3 Tafamidis gepaoit Placebo
n=264 =177

Pationten (n) bei Baseline
Tafamids gegoolt 264
Placetio 7

Zoit soit arster Dosis (Monate)

14.09.2021
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Tafamidis zeigte einen signifikanten Nutzen in Bezug
auf Leistungsfahigkeit und Lebensqualitat!

Sekunddre Hauptendpunkte von ATTR-ACT

Veranderung der 6-Minuten-Gehdistanz von
Baseline bis Monat 30

Veranderung im KCCQ-OS-Score von Baseline bis
Monat 30*

Tafamidis gepoolt
n=264

Tatamidis gepoolt
n=264

vs. Baseline

76 Meter
Unterschied

p<0.001

14 Punkte
Unterschied

<0001

B
8

Placobo
n=t77

3

Durchschnittliche Anderung (Least Square)
vs. Baseline
Durchschnittliche Anderung (Loast Squaro)

2
8

CVD ist die fihrende Todesursache in der Schweiz, H
verantwortlich fir 1/3 aller Todesfille#f
10.1

Mrd
? CHF3*

Totale jahrliche
Kosten bezogen auf
kardio-vaskulare
Erkrankungen

1. Taschenstatistk Gesundheit Schweiz 2019, Bundesamt fir Statistk (BFS), #Cancer <1/3; Respiratory, infectious disease, accident. 2 Bundesar fir
Statistk (Herz- und Kreislau- Titos i bis ikenkataloge-

fiken/kataloge-
7767423 bl (online

him| (onine
3. Wieser ot al: How much does the treatment of each major disease cost? A decomposition of Swiss National Health Accounts. The Journal of Health
Ecominics (2018) 19: 1146-1161. * Cardovascular e 15.6% of total spending). Splt into 10%
heath goods produ

Mi = myocardial infarcton.

54

55

Jeder 5. MI-Patient wird ein neues Ereignis haben innerhalb

eines Jahres -3
After MI: After Stroke:
Risk of recurrence Risk of recurrence | Risk of recurrence
within a year in 5 years within a year
1in 501 1in10@ 1in 5@

O 2

Symptomatic PAD:

S

syazarial nfarction patients: naionwide real warkd dats dermars £ the importance of a long-torm g e, Cur Hisart )
i chose- N Engl J Med, 3. Steg PG, Bhatt DL, Wilson PW,
C5 Hirzzh AT. Mas JL, lkeda Y, Pencina MJ, Goto S; REACH Registry Investigators. MI = myocardial infarction

SC-CH-AMG145-00641

1. Jernberg T et al. Cardiovascular

15:36(19):1163- Pt
DAgostino R Sr, Ohman EM, Réther J,

56
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Plaque Dynamik abhangig vom Plasma- LDL-C
Wert

Atherosclerotic plaque

LDL-C > 2 mmol/L LDL-C =2 mmol/L LDL-C < approx. 1.9 mmol/L

i 1.2 i 1,3-7
Plaque progression Stable plaque? Plaque regression

Atherosclerotic plaques are dynamic8

SoRERER e SR TIR, WokeR 8 LAY UERAPERSZ° Y NP i BANRSSPES £ St Yl Bl

Assessing the Impact of PCSK9 Inhibition on Coronary Plaque
Phenotype with Optical Coherence Tomography: Primary
results of the HUYGENS Study

MONASH | [ k MONASH

57
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AR\ \
University R%ATFFTTUTE MonashHealth
58 This study was funded by Amgen Inc. ClinicalTrials.gov: NCT03570697

FCT <120 ym and one image with lipid arc >90°

Screening

Coronary
Angiogram

Baseline
OCT/IVUS

SCinjection of 3
mL placebo

Evolocumab 420 mg SC y

>
©
=1
2
%
Q
2
=
—
c
o
=1
©
N
£
[s)
°
c
T
o

161 patients with (i) NSTEMI, (ii) angiographic CAD, (iii) LDL-C 260 mg/dL on high-intensity,
>80 mg/dL on low/moderate-intensity or 2130 mg/dL on no statin at screening, (iv) subsequently treated

with maximally tolerated statin and (v) target segment on OCT containing at least one image with a

End of Study OCT/IVUS

Imaging Analysis

the segment
* Secondary endpoints
* Percent change in minimum FCT
* Change in average minimum FCT
* Change in maximum lipid arc

lipid arc >90° for >3 consecutive images

Guide-wire

59

* OCT analysis on images 0.2-mm apart in a segment
defined by proximal and distal side branches

* Primary endpoint: change in minimum FCT anywhere in

* Plaque analysis: regions containing FCT <120um and

60
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161 patients at 27 global centers wi TEMI and LDL-C 260 mg/dL on high-intensity,
>80 mg/dL on low/moderate-i i 30 mg/dL on no statin at screening.
Coronary angiograp i % stenosis in a target vessel. I— D |— C h O I eSte ro I

Target segment on OCT containing at least one image with
a FCT <120 ym and one image with lipid arc >90°

Optical coherence tomography via motorized pullback
at 0.2 mm/sec through >40 mm segment

P<0.001

[ Maximally tolerated statin ) 12 months [ Maximally tolerated statin )
plus placebo treatment plus evolocumab

11 patients did not complete 15 patients did not complete

‘ 70 placebo completers ‘ 65 evolocumab completers ‘

62

HUYGENS Primary Endpoint: Minimum HUYGENS Secondary Endpoint:
Fibrous Cap Thickness Mean Minimum Fibrous Cap Thickness

63 64
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Adverse Clinical Events and Safety Findings

Was ist der ideale LDL- Cholesterin-
Event Placebo (N=81) Evolocumab (N=80) Spiegel?

Ein idealer LDL-Cholesterin Spiegel liegt bei:

1.2-1.8 mmol/L

Injection site reactions Human newborns < 0.6 mmol/L

Myalgia
O’Keefe et al. JACC 2004;43:2142-2146
Chandar V, Med J Armed Forces India. 1994 Apr; 50(2): 101-104.

Discontinuation from treatment

66

Cardiovascular risk categories (1) EAS ‘@ @ESC

European Society
of Cardiolo

Cardiovascular risk categories (2) EAS @ @ESC

European Sof

of Cardiology N
| s People with:
ir TC>8 mmol/L (>§10

ther clinical or unequivocal on imaging. Markedly elevated single risk factors, in particul

mg/dU|LDLC >4.9 mmol/L{>190 mg/dL), or BP >180/110mmHg

Patients withl FH without other major risk factors.

Patients w'rt DM without target organ damage*’wim DM duration >10years

or another additional riskfactors.

Documented ASCVD includes previous ACS (M| or unstable angina), stable angina,
coronary revascularisation (PCl, CABGand other arterial revascularization procedures),

stroke and TIA, and peripheral arterial disease. Unequivocally documented ASCVD on
imaging includes those findings that are knownto be predictive of clinical events, suchas
significant plague on coronary angiography or CT scan (multivessel coronary disease with

Moderate CKD eGFR 30~ 59mL/min/L73m)
Acalculated) SCORE 25% and <10% fr 10-year risk of fatal CVD.
Moderate-risk Young patients (T1DM<35years; T2DM<50years) with DM duration <10vyears, without
other riskfactors. Calculated SCORE 21%and <5% for 10-yearrisk of fatal CVD.

o i icacdialactadac having >50% stenosis) or on carotid ultrasound.
I DM with target organ damage!)r atleast three major risk factors, orearly onset of TLDM
of long duration (20 years).
(>20yeargSevere CKD(eGFR <30 mlL/min/1.73m?).
for 10-yearrisk of fatal CVD.
|_FHwith ASCYDdF with another major risk factor.

Low-risk Calculated SCORE <1% for 10-year riskof fatal CVD.
~Tarzetorgen damegeisdefnedasmigoabuminurs, retinopathy of neuropaty

2019 ESC/EAS Gui 2 reduce

2019 ESC/E the ion to reduc

cardiovascular risk (European Heart Journal 2019 -0oi: 10,1093/ eurheart/ehzéss)

wnw.escardio.org/guidelines www.eseardio.org/guidelines
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SCORE Cardiovascular RiskChart
10-yearrisk of fatal CVD
Low-risk regions of Europe

Systolicblood pressure (mmbg)
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EAS @ @

SCORE chart for European
populations at low
cardiovascular disease
risk

ESC

European Soci
of Cardiolog)
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Intervention strategies as a function of total 7
cardiovascular risk and untreated low-density EAS @ @ESc

European Sof

lipoprotein cholesterol levels of Carciolog

Total CV Untreated I.DI. c \evﬂx
risk (SCORE) <14 mmol/l Ato<I8mmoll 1.8 to <2.6 mmolL to<30mmoli. 3.0 to <49 mmolL 249 mmolL.
* ey (s Tompaly (0% cioomadl) (10050 Siigwpdd)  (l6m <inomud) (e 90 ety

<1
low-risk
Chss'lLever

=1 t0 <5, 0 testyte interventon,
moderate risk consider adding drug
L ! I — rolied
Classe/LaveP ||uA

Lifestyle intervention,
consider addng drug mmau wm:mm wmmman.

very-higt
due 103 risk

condition sidr adding drug

if uncontrolled

ChsstlLeveP

Very-high risk

Total cholesterol (mmol/L)

2018 ESC/EAS

wnw.escardio.org/guidelines

Central lllustration Upper panel Treatment goals EAS
for low-density lipoprotein cholesterol (LDL-C) across
categories of total cardiovascular disease risk

Treatmentgoal

consider adding
drug if uncontrolled
Chasslever /A

®
o to reduce

www.eseardio.org/guidelines

cardiovascular risk (European Heart Journal 2019 -0oi: 10,1093/ eurheart/ehzéss)

forlDLC 3. 0mmol/L
(116mg/dl)

2.6mmol/L
{100mg/dt)

8mmol/L
&2>50% (70mg/dL)
reduction

from baseline SIS}
(55mgy/dl)

+SOORE 21% and <5%
+Youngpatients (T1DMI<35 years; T2DM<50years) with DMV
duration <10years without ather rik factors

+SCORE 5% and<10%

mgfdLjor LDLC >4.9 mmojL (190 me/dL)or BP ZIEYTI0 mmig
FHwithourt other major rikfactors
+Woderate (KD [eGFR 30-59 mLmin)
et organ damage, With DM
years or other aditional risk factor

+Markedly elevated sigle risk factors, in particlar TC>8 mmoiL{310

~ASCVD dinicalfrmeging)
~SCORE 210%

«Severe CKD(eGFR <30 mL/min)

P with ASCVD or with another. major risk factor

DI 8 target orgen damage: 23 major rskfactors

EAS @ @ESC

e ) European
[Tt | of Cardiol

Central lllustration Lower
panel: Treatment algorithm
for pharmacological LDL-C
lowering

earlyonset of TIOMIof ong duration (-20 years)

N

e o s e 1

Moderate

escardio.org/guidelines

High  very-High CVRisk

2018 ESC/EAS

reduce

2019 ESC/E the iontoreduce

w.escardio.org/guidelines
cardiovascular risk(European Heart Journal 2019-dloi 10,1093/ eurhearti/ehzéss)

A 0O



Central lllustration Lower panel: Treatment
algorithm for pharmacological LDL-C lowering (1)

Inselected low-and R B
moderate-risk patients
Baseline LDL-Clevels
Risk modifiers !

Imagir finical

atherosclerosis) i
Risk reclassification? Indicationfordrugtherapy?

EAS ‘@ @ESC

2018 ESC/EAS

wnw.escardio.org/guidelines

reduce

Central lllustration Lower panel: Treatment

algorithm for pharmacological LDL-C lowering (3)

Follow-up annually, Add ezgﬁmibe
ormore frequently |
ifindicated LDI-Cgoalreached?

o,,

Follow-up annually, Add PCSK9inhibitor

ormore frequently
ifindicated

Consideradding
PCSK9inhibitor

2018 ESC/EAS

urnal 2018-doi: 10.

EAS ‘@ @ESC

European Sos
of Cardiology

*Secondary prevention (very-
high-risk)

*Primary prevention:
patients with FH and
another major risk factor
(very-high-risk)

*Primary prevention: patients
at very-high risk but without
FH

i reduce

wnw.escardio.org/guidelines

urnal 2018-doi: 10.

European Society
of Cardiology

Central Illustration Lower panel: Treatment
algorithm for pharmacological LDL-C lowering (2)

0 0

Lifestylé advice /
Detio ieahmertapal Lifestyle intervention
High potency statin at highest
recommended /
tolerable doseto reachthe goal

LDL-Cgoalreached?

e e

EAS @ @ESC

European Society
of Cardiology

toreduce

cardiovascular risk (European Heart Journal 2019 -0oi: 10,1093/ eurheart/ehzéss)

Repatha® ist kassenzulissig als Zweit-Linien-Therapie fiir Patienten mit sehr

hohem Risiko

‘Sehr hobes Risiko

Hochwirksames Statin”

v
LOLC.1.4 il S om 5057

v
wie
26wl

S e

v v v
PESKSlibir Ereemte

v v ooy oy
Therapis koatrellien fortsetzen

BAG: Bundesamt fiir GesundheitBundesamt
1. Empfehlungen AGLA 2020,  Auflage, https://wwis.

des Bundesamt fir Gesundheit, h; online access Oct. 2019).

76

14.09.2021

A £\



14.09.2021

_ s |k . . . i
rre— EAS @ @ESC LDL-C Ziel* Erreichung bei very high-risk

European Society
Moderate intensity statin 30% of Cardiology

CV Patienten ist ungenigend?-2
Highintensity statin 50%
Highintensity statin plus ezetimibe
PCSKS inhibitor - H
pCSK inhibitor plus highintensity statin 5
PCSKIinhibitor plus high intensity statin 71% of secondary
plus ezetimibe

5 )
100% -prevention patients do 100% ; 84% of ACS patients
ot reach ESC/EAS do not reach ESC/EAS

arget one year post target one year post
. 75% -event 75% 1| ACS
% reduction LDL.C Expected clinical benefit of
| low-density lipoprotein

50% 50%
‘ cholesterol lowering therapies
Absolute reduction LDL-C

25% 25%

Relative risk reduction Baseline risk

0% + 0%
LDL-C = low-density lipaprotein choieserol;

LDL-C> LDL-C>
PCSKS = proproteinconvertasesubtisin/kedin type &

1.8 mmol/l 1.8 mmol/l
Absoluterisk reduction

AVERAGE LDLC IS 2.2 MMOL/L

wwnw.escardio.org/guidelines 2019 ESC/EAS

1. D Backer G, EAS2018 Late Breaking Clinical Trial Onine May rtm
e 2. Gencer, Koskinas et al. J Am Heart Association 2017.6:2006537. Data from SPUM-ACS: A prospeciive, muti-center cohort study of conseculve patients hospitalized with ACS in
‘Switzerland. “If target defined as <1.8 mmolL. SPUM-ACS = Special Program University Medicine-Acute Coronary Syndromes / Participating acadermic ceners from Switzeriand:

Born, Geneva, Lausanne, and Zurich. EUROASPIRE = Survey in secondary prevention (1 year postindex event); EUROASPIRE VI: N=7998, year 2012-2013, EUROASPIRE V:
N=8261, year 2016. ACS = Acute Coronary Syndrome; SPUM-ACS = (Special Program University Medicine-Acute Coronary Syndromes).

78

DAVINCI: Bei Patienten mit sehr hohem Risiko und bestehender ASCVD wurde dasm
Ziel haufiger von denjenigen erreicht, die eine Kombinationstherapie erhielten

LLT use among patients with established ASCVD 2016/2019 goal attainment in patients

Low intensity with established ASCVD

PCSK?li.:lmbu ;t;‘i" mono | 39% FOURIER STUDIE
Ezetimibe 18%
combo

19%
9%

MANIFESTE KARDIOVASKULARE ERKRANKUNG (M1, ISCHAMISCHER SCHLAGANFALL
ODER SYMPTOMATISCHE PAVK) UNTER STATINTHERAPIE!

High intensity

statin mono

1. Sabatine MS, et al. N Engl J Med. 2017;376:1713-1722.

o erreichten den 2019 Zielwert (1,4 mmol/l)

Ci = confidence interval; CV = cardiovascular; HR = hazard ratio; MI = myocarcial infarction; UA = unstable angina; NNT = Number needed o tiat
NNT over 3 years; N = 22351

[) o

etwa zur Halfte (18 % vs. 39 %).
Das patenten, i bei Terieh  de die LDL.CZe salken) baw. 2019

> ; Nolester LT,
Proprotein-Convertase-Subiisin/Kesin-Typ S-nhibitr
. oo CardiologyCongress 2020, The a 2020, Rapid Fire Al

oy K et . EU Wide are: the DAVINGIstu Journl of Preventive Cordiology 020 doi10.105

79
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EVOLOCUMAB REDUZIERT MAJOR CARDIOVASCULAR
EVENTS?!

Primary Endpoint Key Secondary Endpoint
Composite of CV Death, MI, Stroke, Composite of CV Death, MI,
Hospitalization for UA, or Coronary Revasc. or Stroke
16 6 1
Sy £10
812 8 g
210 126 37
El ] 7.9
R 9.1 Evolocumab £ § Evolocumab
26 22 5.5
54 55
5 2 NNT 50 § 1 NNT 50
0- 07
0 6 12 18 24 30 36 0 6 12 18 24 30 36

1. Sabatine MS, et al. N Engl J Med. 2017,376:1713-1722.

Cl = confidence interval; CV = cardiovascular; HR = hazard ratio; MI = myocardial infarction; UA = unstable angina; NNT = Number needed to treat.
NNT over 3 years; N = 22351

81

Jahreskosten Repatha

* 8’100 CH
* NNT 50 dber 3 Jahre fir Verhinderung 1 MACE
* 1’200°000 CHF fur Verhinderung 1 MACE / Jahr

14.09.2021

EVOLOCUMAB REDUZIERT TOTALE EREIGNISSE STARKER ALS
LEDIGLICH ERSTEREIGNISSE?

Risk differences for 17000 patients treated for 3 years with
eyplocumab for the first and total number of the primary end

paint

% 22 ' ‘ Driven by reductions in
g 20 myocardial infarction,
) 17527 stroke and coronary

g 40 revascularization

g (MACE).

2

§-60

o

First Event Only Total Events

For every 17000 patients treated for 3 years, 2.

t and 52 total primary end point events were prevented with

1. Murphy SA et al. Effect of the PCSK9 Inhibitor Evolocumab on Total Cardiovascular Events in Patients With Cardiovascular Disease: A Prespecified
Analysis From the FOURIER Trial. JAMA Cardiology. Published Online May 22, 201!
NNT over 3 years; NNT = Number needed to treat.
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The ODYSSEY OUTCOMES Trial: Topline Results

Alirocumab in Patients After Acute Coronary Syndrome

Gregory G. Schwartz, Michael Szarek, Deepak L. Bhatt, Vera Bittner, Rafael Diaz, Jay Edelberg,
Shaun G. Goodman, Corinne Hanotin, Robert Harrington, J. Woutet Jukema,
Guillaume Lecorps, Angéle Moryusef, Robert Pordy, Matthew Roe, Harvey D. White, Andreas Zeiher,
Ph. Gabriel Steg

On behalf of UTCOMES

American College of Cardiclogy - 67th Scientific Sessions
March 10, 2018

MODYSSEY

ClinicalTrials.gov: NCTO1663402 OUTCOMES

84
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ACC.LE
Primary Efficacy Endpoint: MACE
15
ARR® 1.6%
12
£
w ‘Airocumat
Q
§ & HR 0.85
MACE: CHD geath, (95% €1 0.78, 0.93)
non-fatal M, 3 £=0.0003
ischemic stroke, or
g
"o 2 3 4
‘ears Since Randomization
“Basad on eumilstve o = = MODYSSEY
ncdence. — - = OUTCOMES 31

EVOLOCUMAB UND ALIROCUMAB GELTEN ALS EFFEKTIV UND OEKONOMISCH TRAGBAR IN EINER DEFINIERTEN
POPULATION GEMASS BAG*

Repatha® and Praluent ® are reimbursed accompanying a
diet and in addition to a maximally tolerated dose of LDL-C
lowering therapy* for the treatment of:

Secondary Prevention ASCVD

After a clinically apparent atherosclerotic » LDL'C >2.6

ischemic cardiovascular event**

mmol/l

LDL-C > 5.0 mmol/l or

Severe familial hypercholesterolaemia*** ‘ LDL-C > 4.5 mmol/l with at
least one add. risk factor****

1. Spezialtiteniste des Bundesamt fir Gesundheit (BAG), htp:/wwi.speziitateniste.ch; (oniine access Oct. 2019).
Afte cost approval by the health insurer after prior consuliation of the statutory health insurance physician. 2 or 3% e, after max. tolerated statins +I- ezetimibe or statin ntolerance
‘and ezeimibe; **Adults wih hypercholesterolaemia, HeFH, and HoFH (adults and adolescent from age of 12 years). **Adus with severe HeFH, and for 5.0 mmoil HoFH (adus and

ge of 12 years| (a)>50mg /dI, pronounced ASCVD, disease; HoFH
= Homozygous Famiial hypercholesterolaemia; HeFH = heterozygous famillal hypercholesterolaemia; LDL-C = low-density ipoprotein cholestero; S1 = statin intolerance.
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Kostengutsprache Gesuch

Repatha® (Evolocumab)
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Praluent” (Alirocumat) L
1. Syttt i Skt it i) 4. ErfigsKontrofis nach § Monstan mit Praiuent®
Porsonalion Patientin)
Verrame: Gob, Dutam e v e
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/N Full Text

ESC Pocket Guidelines App

and muchmore...

EASE @Esc

European Society

EAS lﬁ:T of Cardiology

14.09.2021

79 jahriger Patient mit KHK und Hl

Austrittsmedikation:

* Aspirin cardio 100mg 1-0-0
* Concor 5mg 1-0-0

* Zestril 10mg 1-0-0

* Aldactone 100mg 1-0-0

* Sortis 20mg 0-0-1

* Torasemid 5mg 1-0-0

79 jahriger Patient mit KHK und Hl

Austrittsmedikation sollte sein:

* Aspirin cardio 100mg 1-0-0
* Concor 5mg 1-0-0

* Entresto 50mg 1-0-1

* Aldactone 100mg 1-0-0

* Forxiga 10mg 1-0-0

* Atozet 80/10mg 0-0-1

* Torasemid 5mg 1-0-0

91

90
79 jahriger Patient mit KHK und Hl
Austrittsempfehlung sollte sein:
Ambulante Kardiale Rehabilitation
Klare Zielgewichtsdefinition
92
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Hausarztvisite nach 1-2 Wochen

Blutdruck

wenn normotensiv:
Ausbau ARNI

Puls (wenn >60/min)
Ausbau Betablocker

Elektrolyte
Wenn K+ > 5.5 -> Partiromer

79 jahriger Patient mit KHK und Hl

Kreatinin Clearance

ein initialer Abfall unter
SGLT-2 Inhibitor ist normal !

93
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Hausarztvisite nach 1-2 Wochen

Blutbild / Eisenstatus (wenn im
Spital vergessen gegangen...)

Eisensubstitution
Check Gl-Infektionen

Check Impfstatus
(Pneumokokken/Influenza/Covid)

Hausarztvisite nach 1 Monat

Ausdosieren
Herzinsuffizienzmedikation zur
maximalen Dosis

95

96



79 jahriger Patient mit KHK und Hl

Kardiologische Kontrolle nach 2-
Monaten

EKG (LSB)

Verlaufs-TTE (LVEF,
Klappeninsuffizienzen, PA-Druck)

-> Indikation ICD/CRT

LDL > 2.6mmol/I
-> PCSK9-Inhibitor

14.09.2021
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Falls Rezidiv Dekompensation:

Vericiguat (Verquovo) 10mg 1-0-0

The falbulous Four |

98

99

100
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