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Hyperglykemickeé krize

l infekce/nedostatecna davka inzulinu/stres/medikace |

Diabetologia (2024) 67:1455-1479
https://doi.org/10.1007/s00125-024-06183-8
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Tab. 3. Kiasifikace DKA dle zdvaZznosti a ndsledné moznosti umisténi pacienta (vZdy s pfihlédnutim k jeho klinickému stavu a lokdinim podminkdm)

Mirna DKA Stiedné zdvazna DKA Tézka DKA
D (diabetes) glykemie = 11,1 mmol/l glykemie = 11,1 mmaol/I glykemie = 11,1 mmaol/|
K (ketonemie) B-hydroxybutyrat 3,0-6,0 mmol/| B-hydroxybutyrat 3,0-6,0 mmaol/| F-hydroxybutyrat = 6,0 mmol/|
A jacldbza) pH > 7,25 pH 7,0-7.25 pH < 70

bikarbonat 15-18 mmol/| bikarbonat 10-15 mmol/| bikarbonat < 10 mmol/|
Mentalni stav bdély bdély/ospaly stupar/koma
Vhodné umisténi standardnl nebo intermedidlniodd. | intermedialni odd. JIP
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Tirzepatid vs. dulaglutid - SURPASS CVOT

Primary Endpoint: CV Death, Ml or Stroke

15 - Dulaglutide 1.5mg __~*"""""""""
1 HR, 0.92 (95.3% ClI, 0.83-1.01) _"_,-—-"
71 p=0.003 (non inferiority, 1-sided) P
. 71 p=0.086 (superiority, 2-sided) >
X 4 No. of events: Dula 862 vs. TZP 801 — Tirzepatide MTD
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0 52 104 156 208 260
_ Weeks
No. at Risk
TZP MTD 6586 6309 6029 5703 3305 0
Dula 1.5 mg 6579 6267 5954 5618 3226 0

Note: HR and 95.3% CI were derived from a Cox proportional hazards model with treatment as a fixed effect, stratified by SGLT-2 inhibitor use at baseline.

SURPASS-CVOT scientific disclosure, oral presentation at EASD Congress Vienna, Austria, on 18th September 2025



Tirzepatid vs. dulaglutid - SURPASS CVOT

154 All-Cause Mortality

HR, 0.84 (95% ClI, 0.75-0.94)
No. of events: Dula 669 vs. TZP 566 Dulaglutide 1.5 mg
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Tirzepatide MTD

Cumulative Incidence (%)

5 -
0 N T T T T T
0 52 104 156 208 260
Weeks
No. at Risk
TZP MTD 6586 6447 6271 6021 3536 0
Dula 1.5 mg 6579 6405 6201 5954 3484 0

Note: HR and 95% CI were derived from a Cox proportional hazards model with treatment as a fixed effect, stratified by SGLT-2 inhibitor use at baseline.

SURPASS-CVOT scientific disclosure, oral presentation at EASD Congress Vienna, Austria, on 18th September 2025



Cagrilintid + semaglutid snizuje telesnou hmotnost

Cagrilintid i d |Ou hOdObé pGSObIICIl B Change in Body Weight from Baseline to Week 68 (trial-product estimand)

0

analog amylinu zvysujici pocit Placebo 5 33 _
Syt ) Stl =7 -20.4 (-21.1t0-19.7)
.E: 107 Cagrilintide
S 3118
REDEFINE 1 trial: i |
, . & Cagrilintide—Semaglutide
3417 osob s nadvahou/obezitou -20- }'6”-”05'4)
. =-22.7-]
bez diabetu E . . 7
o 8 20 36 52 68 68%
Weeks since Randomization
cagri-sema vedlo k redukci No. at Risk
. Placebo 705 672 619 551 487 452 705
hmotnosti cca o 23 % Cagrilintide 302 290 275 262 250 223 302
Semaglutide 302 290 269 253 238 220 302
Cagrilintide— 2108 2016 1837 1691 1586 1455 2108

semaglutide

Garvey WT et al. NEJM 2025



Glifloziny perioperacné v realné praxi

JAMA Surgery | Original Investigation

Postoperative Outcomes Among Sodium-Glucose
Cotransporter 2 Inhibitor Users

Roberta Teixeira Tallarico, MD; Bocheng Jing, MS; Kaiwei Lu, MS; Shweta Amy Chawla, BS; Yanting Luo, MS;
Anusha Badathala, MS; Catherine L. Chen, MD, PhD; Arthur W. Wallace, MD, PhD; Matthieu Legrand, MD, PhD

JAMA Surg. 2025;160(6):681-689. doi:10.1001/jamasurg.2025.0940
Publicshed nnlina Anril 2N 2N78

Cohort

1:5 Matched cohort

Cardiac procedure
ekA
AKI
Mortality in 30 d

Noncardiac procedure

eKA
AKI
Mortality in 30 d

Emergency procedure

eKA
AKI
Mortality in 30 d

Nonemergency procedure

ekA
AKI
Mortality in 30 d

OR (95% CI

1.11(1.05-1.17)

0.69 (0.62-0.7

1.30(1.11-1.54)
1.11(0.85-1.43)
1.17 (0.47-2.90)

1.08 (1.02-1.15)
0.63 (0.56-0.71)
0.68 (0.53-0.86)

1.18 (0.99-1.40)
1.10(0.84-1.43)
0.49 (0.26-0.93)

1.10(1.04-1.17)
0.64 (0.56-0.72)
0.74 (0.58-0.96)

Tallarico RT et al. JAMA Surgery 2025

Favors | Favors
SGLT2iuse : control

1.0 2.0
OR (95% CI)
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Fenofibrat zpomaluje progresi diabetické retinopatie

1151 osob s pocinajici diabetickou
retinopatii bylo randomizovano k
terapii fenofibratem a placebem
ve studii LENS

e délka sledovani cca 4 roky

* redukce rizika progrese DR 0 27 %
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Patients with Event (%)
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No. at Risk

Fenofibrate 576
Placebo 575
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HR and 95% CI: 0.73 (0.58-0.91)
P = 0.006

Placebo

Fenofibrate

Years of Follow-up
525 492 421 228
509 469 392 203

Preiss D et al. NEJM Evid 2024
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Glukokortikoidy-indukovana adrenalni insuficience

* Prvni spolecna guidelines ESE a ES. B ——

Low Moderate High
4 . I 4 I'4 Glucocorticoid potency  Hydrocortisone Prednisone Dexamethasone
d J a S n e a Igo r I t my p ro Vysa Zova n I G K Cortisone acetate  Prednisolone Betamethasone
Deflazacort Methylprednisolone  Fluticasone
2 4 H PA Triamcinolone
a testovani osy.
Administration Route MNasal Inhaled Systemic (oral, intramuscular, intravenous)
Topical Intra-articular
LI . Ve 4 s Ophthalmic Concurrent use of differently administered glucocorticoid
* Riziko suprese HPA i pri lokalnich
Dose Low Medium High

V4 . o
fo r m a C h Ste ro I d u ° Duration of use < 3-4 weeks 3-4 weeks-3 months =3 months

Body Mass Index'* Normal Overweight Obese

* Duraz na prevenci adrenalni krize e® Jounger aduts Olcer st
a edukaci pacientu.

Beuschlein F et al. European Journal of Endocrinology 2024



Glukokortikoidy-indukovana adrenalni insuficience

* Prvni spolecna guidelines ESE a ES.

e Jasné algoritmy pro vysazovani GK
a testovani HPA osy.

* Riziko suprese HPA i pri lokalnich
formach steroidu.

e Dduraz na prevenci adrenalni krize
a edukaci pacientu.

Beuschlein F et al. European Journal of Endocrinology 2024

Patients receiving supraphysiologic glucocorticoid
doses and at high risk of adrenal insufficiency, in whom
glucocorticoid therapy is no longer required

¥ ~
( Taper down glucocorticoids to physiologic |
.\replacement doses (avoid dexamelhasone)/

v

‘/SCENARIO 1 (biochemical confirmation of ncrmal‘\
cortisol production is not desired/feasible):

1. Gradually taper down glucocorticoids and
eventually stop.

2. Closely monitor the patient for clinical
manifestations of adrenal insufficiency/
glucocorticoid withdrawal throughout the
tapering period and after glucocorticoid
discontinuation.

In case of clinical concerns. possible options are:
+ Move to scenario 2.
+ Temporarily increase the glucocorticoid dose
and taper down over a longer period.

Ifmgortanl considerations: i)
* The proposed cortisol cut-
offs are only a guide and
may vary according to the
cortisol assay used and
local protocols.

The proposed cortisol cut-

HIGH

( SCENARIO 2 (biochemical confirmation )
of normal cortisol production is
desired/feasible):

Measure early-morning serum cortisol
|_24 hours after the last glucocorticoid dose. |

Likelihood of adrenal insufficiency Low

150 nmoli. €°™%° 300 nmoiiL

5.0 pg/dL 10.0 pg/dL
Il |

offs only apply to patients
who are not under major
stress (e.g., sepsis, |

¥ _l

trauma, surgery, or other
acute illness requiring
hospital admission).

offs do not apply to
subjects with abnormal
CBG and albumin (e.g., use
of oral estrogens,
pregnancy, advanced liver
cirrhosis, nephrotic

\_ syndrome). )

v
[ Continue glucocorticoid | [ Continue glucocorticoid | | Stop glucocorticoid ]
replacement! and
re-check early-morning re-check early-morning
The proposed cortisol cut- | | cortisol after a few months | |cortisol after a few weeks

replacement’ and replacement2® |

'Consider dynamic testing



Primarni (hyper)aldosteronismus

The Journal of Clinical Endocrinology & Metabolism, 2025, 110, 24532495
https://doi.org/10.1210/clinem/dgaf284
Advance access publication 14 July 2025

Clinical Practice Guideline

|
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ENDOCRINE
SOCIETY

OXFORD

Primary Aldosteronism: An Endocrine Society Clinical
Practice Guideline

Gail K. Adler,"® Michael Stowasser,>® Ricardo R. Correa,® Nadia Khan,* Gregory Kline,*®
Michael J. McGowan,® Paolo Mulatero,”® M. Hassan Murad,*® Rhian M. Touyz,®

Anand Vaidya,"® Tracy A. Williams,'® Jun Yang,""""2® William F. Young,®

Maria-Christina Zennaro,"*"* and Juan P. Brito®'®

Screening primarniho (hyper)aldosteronismu
by meél byt proveden u kazdého pacienta
s arterialni hypertenzi.

Pro screening ARR (pomér aldosteron/renin)
a draslik.

RE-TEST

Individuals with Hypertension

'

Measure Aldosterone, Renin, and Potassium*

'

Meets Criteria for Primary Aldosteronism**

Renin concentration or activity is low

inappropriately high relative to renin

* Plasma renin activity (PRA) <1 ng/mL/h
* Direct renin concentration (DRC) < 8.2 mU/L

AND

Aldosterone to renin ratio (ARR) is increased

¢ Aldosterone (immunoassay, ng/dL) / PRA (ng/mL/h) > 20
+ Aldosterone (immunoassay, pmol/L) / DRC (mU/L) > 70

v
Yes
'

Concern for False Positive Result?

* P adrenergic blockers or centrally acting o, agonists
(e.g., clonidine) that lower renin and increase

or su

ARR?**
! v
Yes No
I v
. Wilhdraw_r i} PA Likely
s okt | prosasd o oo

«, agonists for 2 for the malnagementlof
wks hypertensive adults in
whom PA is likely based
on aldosterone, renin,
and ARR (Figure 2)

* Then retest

ressed, while aldosterone concentration is

+ Aldosterone (immunoassay) = 10 ng/dL (z 277 pmol/L)
* Aldosterone (LC-MS/MS) = 7.5 ng/dL (= 208 pmol/L)

* Aldosterone (LC-MS/MS, ng/dL) / PRA (ng/mL/h) > 15
* Aldosterone (LC-MS/MS, pmol/L) / DRC (mU/L) > 52

v

No RE-TEST

'

Concern for False Negative Result?
* Hypokalemia that lowers aldosterone?
Medications that raise renin and decrease the ARR?
* Strong confounders: MRAs*, ENaC inhibitors™
* Intermediate confounders: Diuretics
* Weak confounders: ACEis, ARBs, Dihydropyridine
CCBs
High pretest probability of PA?
Low renin with aldosterone 5-10 ng/dL, 138-277
pmol/L (immunoassay)?

' '
No Yes
' ¥

PA Unlikely

Anti-hypertensive
therapy as per
guidelines for treating
primary hypertension

* Correct hypokalemia

* Withdraw MRAs, ENaC inhibitors,
diuretics for 4 wks

¢ Consider withdrawing ACEis, ARBs,
and dihydropyridine CCBs for 2 wks

* Then retest

Adler GK et al. JCEM 2025



Subklinicka hypertyredza a fibrilace sini

Celkem 360 osob se subklinickou

1.0 Treated
hypertyredzou (nizké TSH, normalni N U Log Rank P=0.07

fT3 a fT4) bylo sledovano 4 roky.

o
o

o
o

Incidence FiS byla 0,8 % u lécenych vs.
1,4 % u nelécenych (ns).

o
S

Probabilty of Not Developing AF
©
(%]
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0 S 10 15 20 25

Years After Diagnosis

Doporuceno |éCit prevazné osoby s vysokym rizikem srdecnich komplikaci (vyssi vek,
pfitomnost KVO n. RF), zejména pokud je TSH <0,1 mU/I.

Jay M et al. Clinical Endocrinology 2024






Riziko opakovaného dnavého zachvatu

e 2972 pacientl po dnavém zachvatu

* 3 meésice po vysazeni protizanéetlive
terapie (NSAID, kolchicin) je vyssi
riziko opakovaného dnavého
zachvatu

* bez vlivu konkrétniho agens i délky
terapie

* vhodné edukovat pacienta!

Percentage of participants
having 2 one gout flare

40—

30+

20+

10+

* }

On prophylaxis Within 3-month Last period of study
period after ceasing
prophylaxis

Stump LK et al. Arthritis Care & Research 2025



Sublingvalni cyklobenzaprin v |écbé fibromyalgie

e 457 pacientu s fibromyalgii
bylo randomizovano k
uzivani placeba nebo TNX-
102 SL (vecerni s.l. podani)

* vyznamné zlepseni bolesti,
kvality spanku, unavy a
dalsich hodnocenych
parametrd pri terapii

e potvrzena dobra tolerabilita

Week

Baseline 1 2 3 4 5 6 7 8 9 10 11 12 13 14
© 01 ' : : : - . : - : ' : : : —
c
= 02 . —#— Placebo (N=225)
3 2 -04 —a— TNX-102 SL (N=231)
m o :
£ ¢ -06-
L5 -081
5 10
e , e -0
&8 _q2] -0. -0. _
Qe 1.4 114 -1 e 109 T
—_ > 1.4 4 y :
w =
Q8 -16] A N ¥
c a ) -1.51 T i T
c S -1.8 1 + -159 -159  _qp4 -1.57
2 t t t e 2 18 Lm0
= 20 t " : e -
4 t t : ‘
= =22/ *

No. of patients
Placebo 225 223 220 217 213 210 207 198 195 194 192 189 186 183 184
TNX-102 SL 231 226 227 221 217 211 206 205 198 195 196 195 193 192 193

Lederman S et al. Pain Med 2025



Aortalni komplikace u polymyalgia rheumatica (PMR)

* az1/3 pacientld s PMR ma aortitidu na
zobrazovacich technikach

» aortalni komplikace (disekce, aneurysma
nebo ruptura aorty) byly hodnoceny
u 57 tis. osob

* incidence aortalnich komplikaci u PMR je
srovnatelna s vseobecnou populaci,
podstatné vyssi incidence vsak byla
pozorovana u velkobunécné arteriitidy
(GCA)

* bez podezreni na GCA neni u PMR
indikovano zobrazovaci vysetreni aorty

Cumulative Incidence (%)

10% 1

5% 1

0% ¥=—
Year 0

General Population
— Giant Cell Arteritis J_r

Polymyalgia Rheumatica I

Yeér 1 Yeér 2 Yeér 3 Yee'ar 4 Yeér 5 Ye:'ar 6 Yer:_u 7 Yeér 8 Yeér 9 Yea'r 10
Time

Carlson K et al. Semin Arthritis Rheum 2025



CAR-T bunéecna terapie u systémovych onemocnéni pojiva

Lymphopenia Lymphodepletion
immunosuppresion (Flu/Cy)
" p (D19 CART cell in AID In-vivo
Allogeneic T cells Apheresis ' Pre B cell
— ProB cel
o \. Immature
o (o J B cell

'I' h '\\ T / . Mature
a B cell

; ( : n CAR“E“ \‘ @ Activated
&t u l \ B cell

@ .

., Plasmacell @ @ B cell
Plasmablast

Obr.1  Princip lé€by autolognimi CAR-T-buiikami (upraveno podle Schett G, Mackensen A, Mougiakakos D. CAR T-cell therapy in

autoimmune diseases. Lancet 2023; 402(10416): 2034-2044)

autoreactive T cells

| CRISPR-Cas
base-editing

Virus-based transfection ™,

7 &

Poor transfection
Poor growth

Reinfusion

Organ toxicity
Persistent depletion

velmi slibné vysledky
u SLE, systémove
sklerodermie a
antisyntetazového
syndromu

riziko syndromu
uvolfiovani cytokinu
(CRS) a neurotoxicity

nakladna a
komplikovana priprava

Zavada J. Ceské revmatologie 2024



