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Hematologie



CRISPR-Cas9 gene editing
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https://crisprtx.com/gene-editing



Vyuziti v lecbé srpkovité anemie!

The NEW ENGLAND
JOURNAL of MEDICINE

ESTABLISHED IM 1812 MAY 9, 2024 VoL, 300 WO, 18

,Funkcéni“ vylécen

BACKGROUND
Exagamglogene autotemcel (exa-cel) 1s a nonviral cell therapy designed to reactr- The authors' full names, academic de-

vate fetal hemoglobin synthesis by means of ex vivo clustered regularly interspaced #7%%% and affiliatiens are listed in the
. . ’ T . - L Appendis. Dr. Frangoul can be contacted
short palindromic repeats (CRISPR)—Cas9 gene editing of autologous CD34+ he- haydarfrangoul@hcahesithcars com
matopoietic stem and progenitor cells (HSPCs) at the erythroid-specific enhancer or at Sarah Cannon Pediatric Hematology-
L'L‘g[i}l'l of BCL11A. Oncology and Cellular Therapy at TriStar

Centennial, 330 23rd Ave. M., Suite 450,
Machuilla TH 317901



CAR-T cells x bispecificke Ab
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Inovativni lécba
lymfomu i myelomul!

Haydu JE, 2024: 10.1182/bloodadvances.2021004535.



Pneumologie



Tezepelumab — nezavisle na fenotypu!

DIFFICULT-TO-TREAT &
SEVERE ASTHMA

in adolescent and adult patients

DIAGNOSIS AND MANAGEMENT
A Short GINA Guide for Health Professionals

2024

W50 Nowember 2024
E2024 Global Initiative for Asthma




Dupilumab - 1. biologikum u CHOPN

{ Dupilumab {

yC IL-4Ra IL-13Ral

IL-4Ra

IL-4 receptor IL-13 receptor

Dupilumab: human monoclonal IgG4 antibody binding the shared alpha
subunit of the IL-4 receptor, thus inhibiting IL-4 & IL-13 signal transduction

https://share.google/nUBhJ10D2LFjXyVae



Nové guidelines CTD-ILD!

EUROPEAN RESPIRATORY JOURNAL
i ERS OFFICIAL DOCUMEMNTS

K.M. ANTOMIOU ET AL

ERS/EULAR clinical practice guidelines for connective tissue
disease-associated interstitial lung disease

Developed by the task force for connective tissue disease-associated interstitial lung disease of the
European Respiratory Society (ERS) and the European Alliance of Associations for Rheumatology (EULAR)

Endorsed by the European Reference Network on rare respiratory diseases (ERN-LUNG)

Katerina M. Antoniou™", Oliver Distler”*®, Ana-Maria Gheurghiu3, Catharina C. Moor @, Jens Vikse™® ",
Nikoleta Bizymi @', llaria Galetti ®%, Graham Brown™', Elena Bargagli'®, Yannick Allanore ©®,

Tamera J. Corte™”, Philippe Dieude 2 Vincent Cottin &, Benjamin A. Fisher™'®, Aurelie Fabre ®'"1%
Jon T. GilEEH, Michael Hreuterzn, Ingrid E. Lundberg 21‘12, Venerino Poletti 23’, Britta Maurer F',
Elisabetta A. Renzoni®®, UIf Miiller-Ladner®®, Mary E. Strek ©*7, Nicola Sverzellati*®, Paul Studenic
Jibril Mohammed ©*°, Blin Nagauciﬂ, Tanja Stamm™, Thomy Tonia®, Bruno Crestani ©***® and
Anna-Maria Hoffmann-Vold ®%3%-°

21,29
y

Distler O, 2025:10.1183/13993003.02533-2024.
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-
Cilena aktualizace guidelines pro lécbu DLP 2025

@ E S C Eurcpean Heart Journal {202 5] ESC GUIDELIMNES

European Society httpsiidoi.crg/10.1093/eurheartj’ehaf190
of Cardiclogy

2025 Focused Update of the 2019 ESC/EAS

(taly),

Christoph J. Binder (Austria), Alberico L. Catapano
Guy G. De Bacler (Belgium), Victoria Delgado (Spain), Matalia Fabin (ltaly),
Brian A. Ference (United Kingdom), lan M. Graham (Ireland),

Ulf Landmesser (Germany), Ulrich Laufs (Germany), Borislava Mihaylova
(United Kingdom), Berge Grenne Nordestgaard (Denmari),

Dimitrios J. Richter (Greece), Marc 5. Sabatine (United States of America),
and ESC/EAS Scientific Document Group




Opet 4 (resp.

Extrémni KV riziko

Velmi vysoké KV riziko

5) kategorii KV rizika

Vysoké KV riziko

Stredni KV riziko

Nizké KV riziko

Recidiva KV prihody u
pacienta s manifestnim
ASKVO, a to pres maximalni
tolerovanou davku statinu
Polyvaskularni postizeni
(ICHS, periferni
aterosklerodza, ...)

Dokumentovana KV prihoda
(klinicky ¢i pomoci
zobrazovacich metod) — AKS
(IM, nestabilni AP),
chronicky koronarni
syndrom, CMP,

TIA, revaskularizace,
postizeni perifernich tepen
Signifikantni platy zjisténé
pri USG vysetieni (karotidy,
femoralni tepny) i

CT koronarografii/vyznamné
zvySené koronarni kalciové
skore

SCORE2/SCORE2-
OP/SCORE2-Diabetes > 20 %
DM s organovym postizenim
nebo alespon RF, nebo
DMAIT > 20 let

FH s manifestnim ASKVO ci
s dalSim RF ASKVO

CKD s eGFR < 30
ml/min/1,73 m?2

DM bez tézkého
organového postizeni
(nespliujici kritéria velmi
vysokého Ci stfedniho KV
rizika) s délkou trvani = 10
let nebo dalSim RF
SCORE2/ SCORE2-
OP/SCORE2-Diabetes 10-20
%

FH bez RF ASKVO
TK>180/110 mmHg

CKD s eGFR 30-59
ml/min/1,73 m?

DM s délkou trvani do 10 let
bez dalSich RF ASKVO

¢i organového

postizeni (DM1T < 35 let,
DM2T < 50 let)
SCORE2/SCORE2-0OP 2-10 %,
SCORE2-Diabetes < 10 %

SCORE2/SCORE2-OP <2 %

Mach F et al, 2025: 10.1093/eurheartj/ehaf190.



Cile zustavaji neménné

SCOREXSCOREZ-OF <2%

___________ 1
|
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Treatment goal
for LDL-C | « Young patients (T10M <35 years;

' T2DM <50 yiears) with DM duration

<10 years without other risk factors

| —

<3.0 mmol/L

Clazs Il {<116 mg/dL)

<26 mmal/L

Class lla (<100 mg/dL)

& =50% reduction
from baseline

<1.8 mmal/L

(=70 mg/dL)

Class|

=1.4 mmal/L

a
Class| (<55 mg/dL)

=1.0 mmal/L

Class llb (<40 mg/dL)

« SCORE/SCOREZ-OP =10%: and <20%:

« Markedly elevated single risk factors, in particular
TC =& mimol/L (310 mg/dL) or LDL-C >4.9 rmol/L (190 mg/dL)
or BF =180 10 mmHg

|

| |
|

|

« FH without other major risk factors :
|

|

|

= Moderate CKD (eGFR 20-59 mLmin/1.73 ml:-
= DM wio target organ damage, with D duration =10 vears
or other additional risk factor

| « ASCVD (clinicalfimaging) i
I = SCORE2/SO0OREZ-OF =20% |
| = FHwith ASCVD or with another major risk factor |
| = Severe CKD {(eGFR <30 mLmin/1.73 mz:- :
| - DM & target organ damage: =3 major risk factors; I
IL or early onset of T1IDM of long duration (=20 vwears) |

|+ Patients with ASCVD who experience
| recurrent vascular events while taking
| maxima Iy tolerated statin-based therapy 1
:- Patients with polyvascular (e.q coronary |

—— i — o — — e e et e

/

4Class lla for individuals in primary prevention with FH at very high risk

CV Risk

@Esc @es

Mach F et al, 2025: 10.1093/eurheartj/ehaf190.



Jak muzeme modifikovat vypoctené KV riziko?

DEMOGRAFICKE A KLINICKE UKAZATELE

* Rodinna anamnéza predc¢asného KVO (muzi: < 55 let; Zeny: < 60 let)
* Vysoce rizikovy (napt. jihoasijsky) etnicky ptvod

» Stresové priznaky a psychosocidlni stresory

* Socialni deprivace

* Obezita

* Nedostatek fyzické aktivity

* Chronické imunitné zprostfedkované/zanétlivé poruchy

e Zavainé psychiatrické onemocnéni

* Anamnéza predcasné menopauzy

* Preeklampsie nebo jiné poruchy spojené s hypertenzi v téhotenstvi
e HIV infekce

e Syndrom obstrukcni spankové apnoe.

BIOMARKERY

* Trvale zvySeny hs-CRP (>2 mg/I)
» ZvySeny Lp(a) (> 105 nmol/l)

Mach F et al, 2025: 10.1093/eurheartj/ehaf190.



Jaka je role hodnoceni subklinické aterosklerézy?

Calcium Presence Recnﬁ':zlgnded
Score of CAD Action

Low risk of clinical
0 No identifiable plague CAD; review guidelines
for prevention

Low risk of clinical
1-10 Minimal plaque CAD,; review guidelines
for prevention

Low to Moderate risk of
11-100 Mild plague clinical CAD,; risk factor
modification needed

Moderate risk of
clinical CAD: risk factor
modification and clinical

follow up needed

101-400 Moderate plaque

High risk of clinical CAD;
aggressive risk factor
Over 400 Extensive plaque modification and clinical
follow-up needed. May
require further testing

https://www.raaonline.com/heart-ct-scan-for-calcium-screening-scoring



Jak postupovat v primarni prevenci?

* (IA) V primarni prevenci se farmakologicka terapie snizujici LDL-C doporucuje
u osob s:
 velmi vysokym rizikem a LDL-C > 1,8 mmol/I
* vysokym rizikem a LDL-C > 2,6 mmol/I

* (IIA) V primarni prevenci by méla byt zvazena farmakologicka terapie snizujici
LDL-C u osob s:
 velmi vysokym rizikem a LDL-C 1,4 — 1,79 mmol/I
* vysokym rizikem a LDL-C 1,8 — 2,59 mmol/I
 strednim rizikem a LDL-C 2,6 — 4,89 mmol/I
* nizkym rizikem a LDL-C 3,0 — 4,89 mmol/I

Mach F et al, 2025: 10.1093/eurheartj/ehaf190.



Jake jsou novinky ve farmakoterapii — obecne?

New Recommendations (3) Q ESC
Recommendations Class Level

Recommendations for pharmacological low-density lipoprotein cholesterol lowering

Non-statin therapies with proven cardiovascular benefit, taken alone or in combination,
are recommended for patients who are unable to take statin therapy to lower LDL-C levels
and reduce the risk of CV events. The choice should be based on the magnitude of
additional LDL-C lowering needed.

Bempedoic acid is recommended in patients who are unable to take statin therapy to
achieve the LDL-C goal.

e addition of bempedoic acid to the maximally tolerated dose of statin with or without
ezetimibe should be considered in patients at high or very high risk in order to achieve the lla
LDL-C goal.

Evinacumab should be considered in patients with homozygous familial
hypercholesterolaemia aged 5 years or older who are not at LDL-C goal despite receiving lla
maximum doses of lipid-lowering therapy to lower LDL-C levels.

2025 Focused Update of the 2019 ESC/EAS Guidelines for the management of dyslipidaemias
(European Heart Journal; doi: 10.1093/eurheartj/ehaf190)



Jake jsou novinky ve farmakoterapii — po AKS?

New Recommendations (4) @ESC
> EAS
Recommendations Class Level

Recommendations for lipid-lowering therapy in patients with acute coronary syndromes

Intensification of lipid-lowering therapy during the index ACS hospitalization is
recommended for patients who were on any lipid-lowering therapy before admission in
order to further lower LDL-C levels.

Initiating combination therapy with high-intensity statin plus ezetimibe during index
hospitalization for ACS should be considered in patients who were treatment-naive and
are not expected to achieve the LDL-C goal with statin therapy alone.

2025 Focused Update of the 2019 ESC/EAS Guidelines for the management of dyslipidaemias
[European Heart Journal; doi: 10.1093/eurheartj/ehaf190)




| na lipoprotein(a) doslo!
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Hazard ratio (95% Cl) Percentage of individuals®
- 30%
404 m
- 25%
304 Lifetime risk for major
) cardiovascular events i
g \ — a 20%
2.0+ = 15%
1.5 - - 10%
- 5%
1.0 bl
1 T | -0
nmol/L 0 20 50 100 150 200 250 300 350 400
mg/dL 0 10 24 48 71 95 119 138 161 184
Lipoprotein (a)
@ESC Qus —

Vyssi riziko

> 105 nmol/I!

Mach F et al, 2025: 10.1093/eurheartj/ehaf190.



Novinky v managementu triglycerid

Doporuceni pro |é¢bu pacientl s hypertriglyceridemii

U pacientl s vysokym nebo velmi vysokym rizikem a zvySenymi hladinami triglycerid( (hladiny triglyceridt nalacno

135-499 mg/dl nebo 1,52-5,63 mmol/l) by méla byt zvazena vysoka davka ikosapent-ethylu.(2 x 2 g/den) v I1a B.

kombinaci se statinem ke snizeni rizika kardiovaskularnich pfihod.

U pacientu s téZkou hypertriglyceridemii (>750 mg/dl nebo >8,5 mmol/l) v disled

chylomikronémie je tfeba zvazit podavani volanesorsenu (300 mg/tyden). I1a B.

V CR nedostupné!

Nutna gen. verifikace!

Mach F et al, 2025: 10.1093/eurheartj/ehaf190.



Dalsi novinky?

Doporuceni pro statinovou terapii v primarni prevenci u osob s infekci virem lidské imunodeficience

Statinova terapie se doporucuje lidem s HIV ve véku 40 let v primarni prevenci, bez ohledu na odhadované kardiovaskularni riziko a

hladiny LDL-C, aby se sniZilo riziko kardiovaskularnich prihod; volba statinu by méla byt zaloZzena na potencialnich Iékovych 1 B.
interakcich.
Doporuceni pro lécbu statiny u pacientt podstupujicich protinadorovou lécbu
U dospélych pacientl s vysokym nebo velmi vysokym rizikem vzniku kardiovaskularni toxicity souvisejici s
chemoterapii by mély byt zvazeny statiny, aby se snizilo riziko srdecni dysfunkce vyvolane antracykliny. IIa B.
Doporuceni pro dopliky stravy
Doplnky stravy nebo vitaminy bez prokazané bezpecnosti a vyznamne ucinnosti ve snizovani LDL-C se ke
II. B

snizeni rizika ASCVD nedoporucuiji.

Mach F et al, 2025: 10.1093/eurheartj/ehaf190.



Jak tedy postupovat — update?!

Lifestyle

ginteryention
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Low CV risk
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(if drug therapy
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Parhofer KG et al., 2025: doi.org/10.1093/ehjcvp/pvaf007



Poznamky k fibratiim v roce 2025

* dostupny pouze fenofibrat, ciprofibrat — neni v distribuci
- pemafibrat neuveden na trh

* monoterapie - jen TG > 10 mmol/l — prevence AP

* do kombinace jen pfi TG opakované > 2,3 mmol/l, ne s rosuvastatinem 40mg

e studie LENS — zpomaleni progrese DR



Jakeé jsou dopady dilcich lécebnych modalit?
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2025 Focused Update of the 2019 ESC/EAS Guidelines for the management of dyslipidaemias
(European Heart Journal; doi: 10.1093/eurheartj/ehaf190)



Dekuji Vam za pozornost!




Pohled internisty...

Lékar ma v noci ucpany zachod

Manzelka rika: ,,Zavolej instalatéral”

Manzel: , Ted v noci?”

Manzelka: , Kdyz Te volal instalatér v noci, tak jsi taky se
Manzel: ,No dobre.”

Zavola tedy instalatérovi. Tomu se nechce, ale Iékar ho
presvedcuje: , Kdyz nékdo zavola mé v noci, prijdu. K vam jsem taky
dosel v noci, kdyz jste mé potreboval!”

Instalatéra nakonec premluvi a ten za par minut dojde. Prijde k
zachodu, hodi tam dve tabletky a rika: ,,Pokud se to do rana
nezlepsi, zavolejte mi.”

|”



