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Tlac Esdeger | Antiinflamatuar | HPA baskilama | Mineralokortikoid | Etki siiresi
doz (ing) | etki (goreceli) | giicit (goreceli) etki (goreceli) (saat)
Hidrokortizon 20 1 1 1 8-12
Kortizon asetat 25 0.8 0.8 0.8 8-12
Prednis(ol)one 5 3 4 0,75 12-36
Metilprednizolon 4 6.2 4 0,5 12-36
Deksametazon 0,75 26 17 0 36-72
Betametazon 0.6 30 — 0 36-72
Budesonid (inh) 1.3 — 19.5 — 24
Flutikazon (inh) 0.6 — 34 — 24
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SHOCK, Vvol. 59, No. 5, pp. 697-701, 2023

EVALUATION OF HYDROCORTISONE, VITAMIN C, AND THIAMINE FOR THE
TREATMENT OF SEPTIC SHOCK: A RANDOMIZED CONTROLLED TRIAL
(THE HYVITS TRIAL)

Adham Mohamed,” Mohamed Abdelaty,™ Mohamed O. Saad,’ Ahmed Shible,'

Effect of Vitamin C, Thiamine, and Hydrocortisone on Ventilator-
and Vasopressor-Free Days in Patients With Sepsis
The VICTAS Randomized Clinical Trial JAMA, 2021

Jonathan E. Sevransky, MD, MHS"2; Richard E. Rothman, MD, PhD?; David N. Hager, MD, PhD%; et al

Lyu et al. Critical Care (2022) 26:295

httpsy//doi.org/10.1186/513054-022-04175-x C ritical Ca re
RESEARCH Open Access

Early administration of hydrocortisone, -
vitamin C, and thiamine in adult patients

with septic shock: a randomized controlled As:soaatmn of Vltamlr.l C Thiamine, al?d Hydrocortls..ane Infusion
clinical trial With Long-term Cognitive, Psychological, and Functional

; ) i | 1 i} Outcomes in Sepsis Survivors
Qing-Q Lyu'", Rui-Qi Zh ., Qi-H Chen<, Jiang-Quan Yu', Jun Sh d Xiao-Hua G ; ; . . ; . .
ooy e e e e e A Secondary Analysis of the Vitamin C, Thiamine, and Steroids in
Sepsis Randomized Clinical Trial JAMA, 2023

Shawniqua Williams Roberson, MEng, MD'23; Samuel Nwosu, MS#; Erin M. Collar, MPH™?; et al




G2 Effect of Hydrocortisone on
WL Development of Shock Among
Patients With Severe Sepsis

Keh D, Trips E, Marx G, et al. Effect of Hydrocortisone on Development of Shock Among Patients With Severe Sepsis: The
HYPRESS Randomized Clinical Trial. JAMA. 2016;316(17)1775-1785.

Methods RESULTS ZIK /t’ onGreniz, . . . s
+ Multicenter; 34 No significant difference in development of septic shock within

ICUs in German 14 days of treatment initiation was identified.
Community and
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) ) . Hydrocortisone: 36 of 170 developed septic shock (21.2%)
University Hospitals
. Placebo-controlled Placebo: 39 of 170 developed septic shock (22.9%)
« Double-blind,
randomized ADVERSE EVENTS
controlled trial Hyperglycemia (Insulin administration was not significantly different
Intervention between two groups)
IV hydrocortisone **Secondary infections, weaning failure, muscle weakness,
200 mg/day for 5 days hypematremia, or other adverse events were not significantly different
THEN sequentially between treatment groups
tapered for 5 days
OR placebo

iiéi‘ welyywl] Hydrocortisone Therapy for

1,172 1Al Adjunctive Glucocorticoid Trial Patients with Septic Shock
Trial

H i Sprung CL, Annane D, Keh D, et al. Hydrocortisone therapy for patients with septic shock. N Engl J Med. 2008;358(2):11-124
Treatment in Critically I
o . . by tapering of hydrocortisone (  mMethods RESULTS
Patlents Wlth Sep‘tlc ShOCk 14 days of treatment initiation | . 52 medical and No significant difference in 28-day mortality in patients who did not have a
Venkatesh B, Finfer S, Cohen J, et al. Adjunctive Glucocorticold Therapy in Patients with Septic Shock. N Engl J Med. 2018;378(9)797-808. surgical ICUs in response to corticotropin was identified.
Methods RESULTS 9 countries Hydrocortisone: 49 of 125 died (39.2%)
« International, No significant difference in 90-day mortality was ® 0 00 : [R)?)TJ?:::;)ZI;:I Placebo: 39 of 108 died (36.1%)
pragmatic, identified in the 6 prespecified subgroup analyses "" Placebo '
double-blind, (sex, admission type—medical/surgical, catecholamine controlled Secondary Outcome Steroid | Placebo
parallel-group dose, site of sepsis, APACHE Il score, and time from N=3658 -
RCT shock onset to randomization) ° o . !”t‘?”_tm” tztreat. Time to Reversal of Shock (all patients) 33days| 5.8days
«+ Intention to Hydrocortisone: 511 of 1832 died (27.9%) :-Interlméan post Time to Reversal of Shock (response to corticotropin) 28days| 5.8days
treat, subgroup, Placebo: 526 of 1826 died (28.8%) oc subgroup . R | of Shock : 39dave| 604
and sensitivity Ne1832 analyses ime to Reversal of Shock (no response to corticotropin) .9 days | 6.0days
analysis Secondary Outcomes Steroid | Placebo Sterold Intervention
Intervention Time to Resolution of Shock 3days | 4days P 50 mg of IV 00 0 [ 3 ] o e
E:o:t'"”?i'-i‘s v Time to Discharge from ICU 10 days | 12 days " hydrocortisone *w*‘ T' "
ycrocorfisone Duration of Mechanical Ventilation | 6days | 7days g6hrs THEN
200 mg/ day OR N=1826 tapered OR placebo N=500 N=252 N=248
placebo Blood Transfusion 37% N7% Placebo Steroid Placebo
THE BOTTOM LINE THE BOTTOM LINE
Continuous infusion of hydrocortisone did NOT result in lower 90-day mortality. Steroid use Hydrocortisone did not improve survival or reversal of shock in patients with septic shock, although
led to more rapid resolution of shock, shorter inpatient ICU time, and lower incidence of blood reversal of shock was faster in those who received hydrocortisone. There was a non-statistically 8
transfusion. significant increase in the number of episodes of superinfection and hyperglycemia in the hydrocortisone
group as compared to placebo.




Uluslararasi Katthmli

9563 hasta- 45 RCT

Owverall

Heterogeneity: T = 0.00, I = 0.00%, H = 1.00
Test of 8, = 6; Q(38) = 59.16, p = 0.02
Testof6=0:.2=-247, p=0.01

Corticosteroids in Sepsis and Septic
'Shock: A Systematic Review, Pairwise, and
Dose-Response Meta-Analysis

Critical Care Explorations 2024

Tyler Pitre, MD, MA"
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Kortikosteroidler

Kisa siire mortalite azaltir

Soku geri ¢evirir

Uzun siire mortalite azaltabilir
Hipernatremi, Hiperglisemiyi ve
noromiiskiiler zayifligt arttirir
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Doz-yanit meta-analizi, hidrokortizon veya esdegeri:

Optimal doz 260 mg/giin




Ruyuan et al. BMC Anesthesiology (2025) 25:511
https://doi.org/10.1186/512871-025-03388-1

Corticosteroids for sepsis and septic shock:

and fludrocortisone subgroup evaluation

Lv Ruyuan'®, Shen Zhangshun', Li Hongling' and Su Jianling®”

Giin-Hidrokortizon (< 200 mg, 201-300 mg, > 300 mg),
(Hidrokortizon vs. Hidrokortizon + Fludrokortizon)

7982 hasta- 18 RCT

Random effects model 0

I | |
Heterogeneity: I° = 0.0%, 1- = 0.0012, p = 0.7220

05 . 2
Risk Ratio (RR)

Kortikosteroidler vs plasebo veya olagan bakim

28 giin mortaliteyi azaltir
Kortikosteroid %31,0 - kontrol %35,5
90 giin fark yok
En belirgin yarar:
Orta doz kortikosteroid (201-300 mg/giin

Hidrokortizon + fludrokortizon kombinasyon

BMC Anesthesiology

SYSTEMATICREVIEW ~ OpenAcess
®

Check far

a meta-analysis of 18 RCTs with dose-stratified
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zin Sesiniz, Sizin ongrensz, .,

Ll e we, 8 Hydrocortisone Plus
Trial

Fludrocortisone for
Adults with Septic Shock

Annane D, Renault A, Brun-Buisson C, et al. Hydrocortisone Plus Fludrocortisone for Adults with Septic Shock. N Engl J Med. 2018;378:809-818.

Methods RESULTS

+ Multi-centered, A significant difference in 90-day mortality was identified with an
pragmatic, double-  absolute risk reduction of 6.1%, P=.03, NNT of 17.
blind, parallel Steroid: 264 of 614 died (43%)

study in France.
« Intention to treat,
subgroup, and

Placebo: 308 of 627 died (49.1%)

sensitivity analysis.  [EECLEEREeNELTTEH Steroid | Placebo
+ 1241 patients in Vasopressor Free Days 15 days | 17 days
69 medical and
surgical ICUs in Vasopressor Free Days 10 days | 1days
69 countries Organ Failure Free Days 12 days | 14 days
Intervention Hyperglycemic Days 3.4days| 4.3days
IV hydrocortisone
50 mg g6hrs o 000 [ ] [ )
AND PO
fludrocortisone
50 ug OR placebo N=1241 N=614 N=627
Sterold Placebo

THE BOTTOM LINE

Hydrocortisone and fludrocortisone combination showed both a mortality and resolution to
shock benefit. The steroid regimen was shown to be safe, with hyperglycemia noted as the
most common adverse reaction.

10



Glucocorticoid use and 28-day mortality in sepsis: A retrospective analys

of the MIMIC-III database

Dongsheng Yang ** @, Chunfa Jiang "', Zhangzhang Xiao "'

Respiratory Medicine
Volume 248, November 2025, 108425

28 giin Mortalite:
Diisiik doz: hafif arasla iliskili

MIMIC-III - yetiskin YBU 17.420 hasta

Orta ve yiiksek doz: anlaml iligki yok.

Final Cohort
(10132}

N

Ayarlanmanugs analiz: Mortalite artmasi
Ayarlanmus analiz: Daha diisiik mortalite

Uygun istatistiksel yontemlerin onemi !!!!

Glucocorticoid
Group (3245)
32.03%

Mon-
Glucocorticoid
Group (6887)

67.97%

Glukokortikoidlerin sepsis tedavisindeki rolii:
prospektif randomize calismalara ihtiyac.

Doz-yanit analizi: Hidrokortizon esdeger dozuna gore :
<60 mg, 61-120 mg , >120 mg.
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https://www.sciencedirect.com/journal/respiratory-medicine
https://www.sciencedirect.com/journal/respiratory-medicine
https://www.sciencedirect.com/journal/respiratory-medicine/vol/248/suppl/C

analysis

Xigovan Luo 12T lie Yana ! 2T, Zhihui Zhang ! 2, Han Sun ! 2, Mingxin Gao ! 2, Shuhua Wu

Respiratory Medicine

Available online 20 March 2026, 108786

H100- 200- 300 mg/giin
HCT 200 mg/giin

H 200 mg + 50 ug Fludrokortizon/giin

PRE 20 mg/giin

Diisiik doz kortikosteroidler (<300
mg/g hidrokortizon veya esdegeri)
mortalite ve organ destek siiresini
azalar.

Optimal doz ve rejim hedeflenen
sonuca bagl olarak degisebilir
Mortalite icin etkili doz belirsizligini
korumaktadr

Prednizolon 20 mg/giin, plaseboya
gore mortalite acisindan faydasiz.
HCT, monoterapiye gore onerilmez.

Corticosteroids for Treating Sepsis: A
Systematic Review and Network Meta-

Studies included in
quantitative synthesis
(Meta-analysis)

(n=18)

7.591 hasta

Mortalite
G&r;paaéarﬂwtm T . Compared with H200mg
H300mg & — HI100 mg ._._
HCT200mg <30 i _r :g(_::%rgg ) : :
Placebo — gun mg =>90 giin
Compared with Placebo Placebo L g
H200mg_FLUS0 Y Compared with Placebo
PREZE%; ~ —l— H200mg_FLUS0ug 8-
! = | | |
0.07 1 4 0.1 1 b
Compared with Placebo Compared with H200mg
H200 m H300mg MV
H300mg gIC ULOS . HCT200mg {:
HCT200mg e Placebo — -free days
—15 0 :1 Compared with Placebo
H200mg+FLU50mg ®
r 1
Vasopressor- -3 0 7
Compared with Placebo f d
H200mg — @ Jreeaays ) RRT-free davs
H200meg+FLUS50mg o A d Ezu;:}pn::d s » d y
H300mg
HCT200mg o H 300mg —
J ] HCT200mg .‘
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https://www.sciencedirect.com/journal/respiratory-medicine

Impact of long-acting
glucocorticoids on ICU mortality
In septic patients with acute
respiratory failure: a MIMIC-IV
based cohort study

ONGRES]

in Sesiniz, Sizin K ongrensz, .,

? frontiers | Frontiers in Pharmacology

Yanhui Deng®?, Shaoxiang Wang'?, Shaochua Zhou?, |

Sepsis 3.0 kriterleri
Patients were included in the study
(N=10,707)
¢ | )
Used long-acting glucocorticoids Not using long-acting glucocorticoids

(N=945)

(N=9,762)

Uzun etkili glukokortikoid uygulamasa:
ARF + Sepsis; 1CU Mortalite ¥

1.00

0.75

0.501

0.25

Log-rank p=0.011

— Use == No-use
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Owverall
Age
<65
=65
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Vasopressin
N
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1
i
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1 '_h|
1

| 1 T T
Ll 1 12 15 1R 23

rvpe Original Research
PUBLISHED 29 August 2025
ool 10.3389/fphar.2025.1663974
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Comparative efficacy and

patients

Li Jin%%5, Zhenglei Li**, Jun Qian?®, Wenjie Liao®* & Feng Xu™

prognostic impact of continuous
versus intermittent hydrocortisone
administration in septic shock

Scientific Reports | (2025) 15:14:

7-day Shock Reversal Rate | 15 (50.00%) 7(23.33%) 0.032
28-day Mortality Rate 5 (16.67%) 14 (46.67%) 0.012
Safety 1(3.33%) 1 (3.33%) /
Hypokalemia 0 (0.00%) 1(3.33%) /
Hypernatremia 1(3.33%) 1(3.33%) /

Septik sok: 60 hasta

Hidrokortizon:

Kontrol: 50 mg 6 saatte bir

Tedavi: 200 mg/giin infiizyon
7 giin

Duration of Shock 3.41+0.38 3.43+0.40 0.793 0.327
Hospital Stay 19.21+3.26 19.25+3.54 1.214 0.323
ICU Stay 7.56+1.21 7.61+1.23 0.848 0.613
Mechanical Ventilation Time | 6.87 £0.79 9.68+0.93 5.671 <0.001
Vasopressor Usage Time 4.61+0.53 8.32+0.61 7.391 <0.001

Septik sok yonetimi:

Hidrokortizon infiizyonu daha etkili

Daha iyi hasta sonuclart

Mean Arterial Pressure (mmHg) 53.69+6.71 53.71+6.72 /
Heart Rate (beats/min) 67.52+7.56 67.83+7.58 /
Catecholamine Index 21404 23405 0.312
Shock Withdrawal 14 (46.67%) 7 (23.33%) 0.018
Duration of Elevated Pressure Medication Use(days) | 4.5+0.7 8.2+1.1 0.000

14
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Cochrane Database of Systematic Reviews 2025, Issue 6. Art. No.: CD002243. /_‘4@_\
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Clinical practice in using corticosteroids
and adjunctive sepsis therapies at the bedside

among European ICUs: an ESICM-endorsed

1 ]
Chec
| updi E I
]

Intensive Care Medicine Experimental (2026) 14:33

survey

Sascha David"?'®, Marc Leone®, Massimo Girardis®, Mattia M. Miiller', Srd|

Anket: toplam 442 hekim

What is your primary speciality?

B B anaesthesia {n=166)
= Intensive Care (n=227)
= Medical {n=29)
= Others in=13)
Wl cardiology {n=3)

Avrupa: Siddetli veya tedaviye direncli Sepsis:
Yardimci tedaviler yaygin kullanilma
Uygulamada onemli degiskenlik

Kanita dayali ve bireysellestirilmis stratejiler icin;

Have you used sleroids in palients with
sepsis/septic shock within the last year?

A.

In which context have you used sleroids in

(e,

What is your clinical trigger to initate steroids

exceeding a ' - <5d
D B Certain dose E . 5-10d
= >10d
. =2 lack of response = until stabilization
localisation of
| B infection
inflammatory
- parameters /
mEm others

= w/o shock c mm Methylprednisclone
=3 with shock =3 Dexamathasone
=3 refractory shock < 24h = Hydrocorlisone

yes
no
Why are you not using slercios®

non balever

[=]
= matin S0P

sepsis? Which steroids do you prefer in septic shock patients?

refractory shock > 24h =3 Hydro + Fludro

Sepsis + elevated
inflammatory parameters

How long do you usually use steroids?

in septic shock?

RCT gerekliligi
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New
‘y sagkalim OVID sagkalm
sagkalun
-

Uzun doner Uzun donem |
.sekel sagkalim O o5 —
‘onlenmesi azalmasi vazopressor

iz, 5’}'2.,:1, /fﬂﬁﬁ!‘ff 2z S SR e
Secilmemis bagimhlik
Cocuklar sepsis Vazopressor\(Solunum destegi| Daha az
sagkalim agkalim bagimhligr || bagimhilig: R;Ta = respiratuar destei
dnlenmesi dnlenmesi bagimhilik
bilissellik PTSD .
SEPSIS
[Beiirsizlikter )_: ( Kesinlikler )

KORTIKOSTEROID [mm ][sp

© [ i
y = l Bakterivel Hidrokortizon
’ : ] AL - 200 mg/e IV
Sugkalim I AP 5-10 giin

Kas
. o 4 .. Deksametazon
iicsiizligii Hiperglisemi
K?Iﬂk — 6 mg/g IV

COVID-19 £10 g
Kritik Klinik calismalar
( Zarar J influenza e=——disinda kortikosteroid
pnémoni kullanilmamaktadir.

SEPSIS ? Septik sok fil;oémrfzot;t 20(; ;ng/g; iv
ARDS / CAP w1 tHdTOROTIIZON OU ILS7E

enteral - 7 giin

bagunsiz Azaltma yok
Sepsis_‘ Klinik ¢calismalar
Komplike e disinda kortikosteroid
olmayan kullanilmamaktadir.
ARDS Deksametazon
CflP o 20 mg/g IV -5 giin
bagtms_tz ardindan ekstitbasyona

kadar 10 mg/g 1V-5 giin



B fenotip

« fenotip

-
y fenotip * # ﬁzur Metabolomikier Proteomikler
nik degiskenler - i w @ - -
S fenotip sentna :
o gl .
Bazal sinif D0,
Metabolomik —
] tanima ' Klinik veri N - S iSt
Metaboiik grup 1 i S ) ‘ W Sitomikler epsiste «Transkriptomikler
- — ' 4 Clinical laboratory Renal disfonksivon - klinik
Metabolik grup 2 2 routine tests & ﬂ *'
£ Etiological examina- - fenoupler e
Metabolik grup 3 tions Solunum yetmegligi sinif _Mm
Time e 5
=mE (o — v
P [i Orta sinif ﬁ ‘ T
J [,I st T
— / algoritma
Hipoinflamatuar Geﬂ ommr Ep ig eno mi kfe"
Monosit Hiperinflamatuar W oo
I
Erken ivilesme - -
Kotiilesenler N N P
® Gecikmis veya ivilesmeyenler

Sepsis
‘Steroide yanit veren’ fenotip
‘Steroide yanit vermeyen’ fenotip

Sepsis endotipleri ve patofizyolojik ozellikleri
Hemodinamik fenotip

Organ disfonksiyon fenotip

Inflamasyon yanitina dayali endotip

Biiyiik veri ve makine ogrenimine dayali endotip
Klinik olarak elde edilen fenotipler

Gen ekspresyon profiline dayali endotipler

T
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A Initially injured alveolus B Exudative alveolus

UASH 2026

Q\\

____ Damagedbasement mambrane

C Proliferative phase

M1-like
macrophague

D Fibrotic Phase

Dam;
reepithelializatrion
__— andsurfactant
production

Tedavinin zamanlamasi
- Erken ARDS
- Tedavi siiresi

Endojen glukokortikoid aktivitesini destekleme
HPA eksen fonksiyon bozuklugunu sinwrlama
Endotel ve alveoler epitel hasarint azaltma
Alveolar st birikimini azaltma

Gaz degisimi ve akciger kompliansini iyilestirme

Steroid kaynakh komplikasyon
riski ne kadar giicliidiir?

ok guclu
(Semptom
baslangici =7 giin
ile COVID, septik
sok, ventilator
yinetimine ragmen

%

M1
v\L Decreased surfactant Surfactant layer f‘]:ftggh"‘g“
Tight juction ARCH ' B
— Uismpt“uhl Restablis| hufhgh’l =3 “__
* y l'. imtion 0 e M2-like
| \‘l IE,.-' b |' I 5 = Treg 4 macrophague
| v e, -2, LG —‘—'i- ENaC/ Na*-K*- Restablish 10 <
| / B0, NF-kB L ¢ : / ATPase Basement membrane — IL-13 { Ph
\ |'I [T = 77 m— Efferocytosis
| - > IL-8 IL10
B\ MHC 1l LLa IL1 beta cdoma TGF-beta 8 Presistant
\ Chemokines |  TNF-alpha Ty Intersticial . intracellular flooding
Surfactant layer ———t Cytokines I edema
"W METs // Apoptosis
\\\ Pro T o <R \. Exyensive deposition of
\'\ -\"_\ :l\lasslvalnﬂu: Prutaase: -',:|' -"l Endothealial and j z:h'a::mlpos o"x
Basement membrane __\\/_7'\ | neutropphils .. - epithelial injury Paracellular pathway ‘/ ¥
hy ? i fua T : +
g ‘. . Agquaporins Ma+ NETosis
. cl-
ATa Nark- Transmigration Ka e, gfﬂ'gun’ i(f i L‘ -
' ATPase ‘W -:.' . Fbmblast ~ D] “.{.-_; T s
P
-,;““m __3.\;r; =t / .y ‘ng o ,,.-ﬁ Miofibroblast
- nenvatod -,:' ; b
ENaC Ed rmuml \§ ® S ?-_
- g = \
Monocyte B
® g - : Trombosis “ @ ENaC \
P # & Reactivating 'Nalk-ATPase
" - 1 learance
td L s \ lrcbel:hanisms-
g \ Neutrophil ’\-_-—' Thrombosis
platelets e
- — - - 0 0 —am
Steroid kullanma endikasvonu ne kadar giiclii?

Cok giiclii degil
(P/F 200-300,
influenza, travima
gibi enfeksivoz
olmayanlar, hizlh
P/F iyilesmesi

P/ I=<200

= | Steroid Steroid Olguya gore
E uygulanmasi onerilir diisiiniilmesi

l Steroid Iguya gbre  |Steroide kars:

onerilir iisiiniilmesi oneri

2 | Olguya gore Steroide karsi | Steroid

E steroid oneri uygulanmamasi

w= | diisiiniilmesi 20




Association between glucocorticoid

ARDS based on the MIMIC-IlIl database

Zhonghua Lu, MD, PhD?, Yan Tang, MD®, Mei Liu, MD?, Lijun Cao, MD?, Hu Chen, MD?, Weili Yu, PhD?,

administration and outcomes in patients with B R E S I g@

Medicine (2024) 103:32

ABD-2001-2012 MIMIC-III 464 hasta
ARDS Berlin:0-14 giin GC ve X, 232 hasta

Outcomes of the patients with ARDS treated with or without glucocorticoids.

GC:
Hastane, 15-60 giin, ICU LOS A7
28. giin ventilatirsiiz M

14 ve 28 giin mortalite 0
Kullanimini desteklememektedir.

Outcome Non-GC GC Pvalue
Matched cohort n=237 237

60-day mortality® 82 (35.34%) 104 (44.83%) 154
0—14-day mortality® 40 (17.24%) 41 (17.67%) 643
15—-60-day mortality™ 42 (18.10%) b3 (2/.16%) 025
In-hospital mortality* 106 (45.69%) 130 (56.03%) 039
LOS in |CU* Q.01 (538 16.02) 12.06 (7.57.18.89) 003
LOS in hospital” 16.41 (9.78, 25.09) 18.09 (12.89, 26.69) 112
28-day VFDs* 21.04 (0, 26.35) 14.10 (0, 23.78) 010
ICU mortality? 69 (21.43%) 84 (36.21%) 254
28-day mortality' 64 (27.59%) 82 (35.34%) 344

ARDS akut fazi:
Erken mortalite onemli
etkilememektedir.
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A Comparative Study of Glucocorticoids Efficacy in Acute

Respiratory Distress Syndrome  Pharmaceuticals 2026, 19, 147

Marian S. Boshra 1/, Mahmoud Ezzat 2{', Mona Ibrahim 3, Mona Y. Alsheikh 0, Raghda R. S. Hussein 1

Dexamethasone Methylprednisolone Hydrocortisone

| Randamized (¢ = 195) |

Variables (n = 65) (n = 65) (n =65 | p-Value
No. (%) No. (%) No. (%)
Allocated to Allocated to Allocated to Im
- Dexamethasone (# = 65) Methylprednisolone (# = 65) Hydrocortisone (# = 65)
Mild 14 215% 15 23.1% 13 20%
13 mg 1 mg/kg 350 mg Moderate 30 462% 36 55.4% 25 385% | 018
Severe 21 323% 14 215% 27 41.5%
H x l % |_Causes of ARDS |
100% Sepsis 35  53.8% 35  53.8% 32 49.2%
90% Pneumonia 24 36.9% 25  385% 24 369%
80% Aspiration Pneumonia 2 3.1% 3 4.6% 3 46% 0.94
70% Pulmonary Contusion 2 3.1% 1 1.5% 4  62%
60% Pulmonary embolism 2 3.1% 1 1.5% 2 31%
50%
40%
30% Ventilatorsiiz giin sayist
20% oo
10% Hastanede-YBU LOS
0% : ) IMYV gereksinimi anlaml fark yok
I Dexamethasone group I Methylprednisolone I Hydrocortisone group
roup
~ ' L[]
28 Giin  Wsunived 1 Notsurvived Esdeger dozlarda, ARDS 'nin
metilprednizolon ile tedavisi,

Tek merkez ) )
Kontrol grubu yok deksametazon ve hidrokortizon

Immiinolojik durum ? kullanimina gore daha basarili olabilir.




UASK 2026 s | ' v w

Impact of different corticosteroids on | gl
severe community-acquired pneumonia: [Joexmetasone b
. . . Wittermans 2021 3 4 5 74 —
a systematic review and meta-analysis o
Respir Res 2024;11:€002141
Hydrocortisone
Xin Ya See,' Tsu Hsien Wang,” Yu-Cheng Chang,” Juien Lo, Weitao Liu,” n Marik 1993 1 13 3 13 "
El Ghamrawy 2006 3 14 6 1 e
Dequin 2023 25 375 47 348 i ]
Confalonieri 2005 0 23 8 15 -
Sabry 2011 2 38 6 34 it
1962 hasta -10 ¢calisma i T I~

Methylprednisolone

Ferrandez-Serrano 2011 1 22 1 21 -
Tomes 2015 2 59 2 57
Hidrokortizon: Meduri 2022 47 239 50 227 i}
CAP hastalari: Heterogeneity: I = 0.00% *
Genel mortalitede azalma i
Pnomoniye bagh sonuclarda iyilesme Sniders 2010 5 43 5 40 ——
e
Overall ¢

Hateroganeaity i* = 0.00%

all-cause mortality

00 01 10%s0




A systematic review and meta-analysis of the efficacy and safety of

glucocorticoids in the treatment of severe pneumonia
Clinics

Vol 80, 2025, 100630

Jingye Liu“, Zhiqiang Yang " ©

T ) ]

Reports of included studies
(n=10)

1120 hasta
5 adult, 5 pediatri

Glukokortikoidler:
Belirgin klinik etkinlik
gostermistir

—Study or Subgroup

Chen Qiufang2023
Han ¥i2020

Huang Shenglang2017
Li Juling2020 *
peng Pinzoze ¥ AR etki
Sun Jianhua2021

K Jianwei2 9

Testfor ovarall effect £= 023 (F=0.81)

Li Feng2017 .
Li Juling2020 Mortalite

Huvonghong 200

Testfor overall aflact Z= 133 (P=0.18)

“hu Zidong2019

LiFeng2017 ' ;
Li Juling2020 R E’EHf ek Styon

Testfor overall effect Z= 028 (F =0.78)

X

Chi*=2671. df=1 (P =0.00001). F=96.1%

NGRESI

iz, Sizin Kongreniz., ..
) £

Mean Difference

Chen Qiufang2023 -
Huang Shenglang2017

WU Jianwel 2019
LiFeng2017
LiJuling20z0
Peng Pin2020
XuYonghong201a

siiresi o
-

Sicaklik iyilesiie.__

S —

Chen Qiufang2023
Huang Shengfang 2017

Gaungn  OKSHiritk gecme—
siiresi -

Peng Pin2020
Chi*F=207. df=1(P=0158). F=51.7%

— -

—_—

Chen Qiuiang2023
Huang Shenglang 2017

LiFeng201? B 4o gecme siiresi

LiJuling2020
Penag Pin2020

Chi*=830.df=1(P=0.004). F=87.9%

0.1 1 10
Favours [experimental] Favours [control]

1

Chen Qiufang2023 -
Huzng Shengfang2017 -
Sun Jianhua2021
Hu dianwei2013
Chu Zidongz2018
Li Juling2020

Penn Pin2020

ChiF=3.16. df=1(P=0.08). F=568.4%

B

>

-

f i
<20 10

*

0

24

I i
1o 20

Favours [experimental] Favours [control]


https://www.sciencedirect.com/journal/clinics
https://www.sciencedirect.com/journal/clinics/vol/80/suppl/C

HABL ANAD 4

Muhammed Rashid “]

Low dose corticosteroid for a longer duration at an early phase: A
| potentially optimal dosage regimen for the management of ARDS

Clinical Epidemiology and Global Health 37 (2026) 102282 L-,hhag t"{E},

No Steroid: 408 } L IV Steroid: 2GCJ

v

IV Steroid included:
147

Akciger disi patoloji-Sekonder ARDS
. Excluded: ok - = —RDS HaﬁfARDS
: Paediatrics: 64; HIV/AIDS: 6 ipik veya organize pnémoni-. o o
» Cancer: 23; Already taking steroid: 2 Viral hastalic-ARDS g‘fﬁ;:{i?ggsse’nptonﬁamn ba‘sfan"i’ et > 14 Gun)
Pnomom-?rta ila siddetli ARDS Ameliyat sonrasi/operasyon gecirenler
Akut fztegl:, hastal:k—A'RDS Immiin yetmezlik/HIV enfeksiyonu olanlar
{ e e w Steroid dtgmt-ia tedav,::ye yanit vermeyen Mantar enfeksiyonlar:
Kiiltiir negatif bakteriyel pnémoni-ARDS Yaygin titberkiiloz
& “
Excluded: | G . inal k iski
N TR - astrointestinal kanama riski
> <5 :::: :::u:m::f: 105 ARDS tamisindan gecen siire Kortikosteroide diger kontrendikasyonlar
» Outliers: 04

24-72 saat icinde

<80 mg:122

[ Mean Dose: 76.261+53.41 ‘

I 72 saat sonra

} <l4days:111 LD SD: 88 3-5 giin dﬂ§'ﬂk doz
LD LD: 34 1-2 mg/kg metilprednizolon
HD SD: 23 (veya esdeger).
HD LD: 02 Ardindan %50 doz azaltilmmasit
ile toplam >10 giin

_
Dikkate alinmast gereken

Birincil kaynak/etioloji
Siddet

Hastaligin baslangici
Yas

Eslik eden hastaliklar

LDLD > Diger grup: lyilesme: p = 0,002
VFD, IFD, OFD: Daha iyi sonug, p > 0,05

Tani-Iyilesme orani: 24-48 s/ 48-72 s > 24 s énce / 72 s sonra
(%100) (%66.7) (%31.8) (%50)
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Early versus late 2 mg/kg 392 hasta
hvl dnisol h : COVID-19 (332 hasta, %84,7)
met Yy pre nisolone thera PY In Bakteriyel pnomoni (25 hasta, %6,4)

Scientific Reports | (2025) 15:38167 inﬂuenza pnomoni (17 hasta, %4,3)
ARDS

Justine Verchére%~, Damien Barrau™®1? Jonathan Chelly?, Julien Carvelli®21? <0.001 =0.012
I r r r 100 4 100 1
g
g 75 75 1
p=0947 ] P=U832 . p=0962 :
100 £ 3% serw  Complications Gl bleeding
2 50 4 (=138} (n=178) Mone a0 4 No
g % At least one Yes
Z 75 75 4 75 1 =
g E 254 25 4
s o
6-Month Mortality £ | e S | 17.8% 2%
Alive E N ;‘L:;: ﬁﬁﬁ} v Lot (n=20) ” 51.1% 50.5% 0 01 o o
Dead % {n=71) (n=53) Day 14 Dy 1 Doy 14 Doy
% 25 A 25 4 25 4 [n=183) (n=20 | n=189) (n=203)
: . p=0.106 1 _p=0.018
T
] o 0 F
T T =0.75 6 s 7
=().968 | p=0.768 100] plt-/2 g
wf P 10 £ Septic shock s joias | VAP
: I w | &
= 75 z 46,6% 55.2% o8
= 75 4 = (n=g8) (=112}
E g 25 25 1
= g
7
50-Day Mortality g 50 | 50 4 50 4
Alive g 47.1% 47.3% 53.8% 50% 46.8% 4.8% ¢ . . a
Dead -3 (n=89) {n=96) (n=14) (r=17) (n=65) {n=47) <Day 14 = Day 14 <Day 14 = Day 14
E 25 1 - (=203 n=188) (n=203)
T 25 A 25 1 Time from ARDS onset Time from ARDS onset
(=]
) ARDS: Metilprednizolon 2 mg/k
[i] 0 0 1 ° p g g
Day 14 ey 14 <Day 14 = Day 14 <Day 14 =Day 14 E k d" "k d o7 °l N y
oie zouye rken veya - diisiik doz: iyilesme gostermemis
) ) Time from ARDS onset
peen e perenm Geciktirilerek baslatilmasi diisiiniilebilir.
[ ]
ARDS non-COVID non-ECMO ¥ ¥ 26




Toral staility of enotype of acute

respiratory distress syndrome: clinical

implications for early corticosteroid therapy
and mortality Intensive Care Medicine, 2025, 51(10):1784-1796

Joris Pensierl"z, Maxime Fosset2'3, Béla-Simon Paschold‘z, Dario von Wede|2'4, Simone Redaelliz,

Ik 24 saat: % 13 -715 hasta
Ik 7 giin: %17 -953 hasta
340 mg hidrokortizon esdegeri

Survival :
§358333333

Genel popiilasyonda (p = 0,54)

= No corticostercids
1)
%7 Corticosteroids p=0.009
5578 Hasta
9 g i b " » ) ®
%49 ih';l since baseline
3409 E wml Hyperinflammatory ARDS
Hypoinflammatory .
Extubated g i .
L]
] ot
i I i i E“ p = 0,033
Baseline Day 3 Day 6 Day 9 Day 12 Day 15 Day 30 -
%49 30 giin mortalite daha diigiik (%34 vs %63, p <0,001) o
%7 30 giin mortalite daha yiiksek (%57 vs %22, p <0,001) . = - = = =
Days since baseline

Kortikosteroidler hiperinflamatuar ARDS"de faydali, hipoinflamatuar ARDS 'de ise zararl olabilir *|




Large-scale proteomic profiling identifies distinct inflammatory ~ AL A

phenotypes in acute respiratory distress syndrome: a
multicentre, prospective cohort study
Eur Respir J 2026; 67: 2500933 :

. s ; ’ High talit L talit Moderat talit
Mengna Lin, Feixiang Xu, Yiyu Deng, Ying Wei, Feng Shi, Yun Xie, Cuiying Xie, Chen Chen, Jianfeng Song, i Sneneny e

*C1 *CD *C3 /-\

Discovery cohort
™ oM, (n=414)

™ ™ @ Shanghailnternal

»
PC2 (9.9%)

Validation cohort g P b4l 4
(SIV cohort, n=324) gl S :
90-day follow-up £t %\ L me_rﬁ
Outside Shanghai e e R e
Validation cohort Proteome stratification Organ dysfunction
(OSV cohort, n=310)
=GC =NoGC a c3
1.00 J C3 Molecular heterogeneity g N L —
2 ors Tissue remodelling vy 4 —>
£
Key biological processes " lath
g 0.50 differ across phenotypes 4 \/ =>
L 50 Celldeathand senescence 4 ¢ —>
E 0.25 1 1 Metabolic reprogramming 4 v S
0.00 Ilug rank p=0.017 ! | E rank p<0.001 I | logrank p=0.084 Targeted therapy Glucocorticoid use
O 15 30 45 6 75 S 0 15 30 45 6 15 9% 0 15 30 45 60 75 90 . 1 -*I-—*:
Time (days) Time (days) Tig ays) dfufﬁt‘lmﬂ'ﬁm €2 | —
to glucocorticoids and ’ '. .
Metilprednizolon (%73,5) - : HperPEEPlonds e —r——
Z ARDS inflamatuar 3 fenotip L Ve Bl

Deksametazon (%22,4)
10 giin

GC doz siire !! o




0-3 days

Q Fibrotic phase

4-10 days
£
R Start Treatment within the first 72 h at least before
n " .
the fibrotic phase develops
- Duration greater than 7 days
s Avoid suddenly withdrawn during the early
8 = inflammatory phases
S¥$
% ‘é = Use dexamethasone in short cycles and reduce
5 E the dose in only a few downward steps.
o DEJ} = (dexamethasone has a long biological half-life)
o
e Use methylprednisolone for a prolonged period and reduce the dose more
= gradually due to the drug's intermediate half-life (18-36 hours).

)

&l

>10-14 days

Dosage selection and type of corticosteroid

Type: MP and DEX are more effective than HC in terms of reducing
mortality and duration of mechanical ventilation, due to higher GC
potency and less mineralocorticoid activity

Dosage: Optimal doses vary according to the drug used.

DEX 6 mg/day, 10 days

DEX 20mg/day for 5 days and then 10 mg/day for the 1 Mortality
following 5 days

MP 1 mg/kg/day |
Meduri et al. tested prolonged effect of MP ( 2 mg/kg/day 1 Mortality and
as loading dose, gradually reduced in 32 days MV.

Red flags

The use of corticosteroids are not
recommended in ARDS...

... with high viral load origin.

... invasive fungal infections.

... and surgery (anastomotic
dehiscence).

Complications
- Hyperglycaemia
- Myopathy/neuropathy
- Neuropsychiatric alterations
- Increased infectious risk

Phenotypes

ARDS sub-phenotypes

hyper- hypo-
inflammatory  inflammatory

Individualization of the steroid
dose based on the alveolar
immuno-inflammatory
phenotype

Semin Respir Crit Care Med 2026
29



Septik
sok

Hidrokortizon N Fludrokortizon 7 giin veya
200 mg/giin V.~ 50 ug/giin YBU taburcu

ARDS

Siddetli
bakteriyel
CAP

Erken (24 -72 sa):

Deksametazon 20 mg/giin 5 giin 10 mg/giin 5 giin Ekstiibasyon

Metilprednizolon 1 mg/kg IV bolus, o [-14. e 15-21. o22-25. e 26-28.
mg/kg/giin 1 0,5 0,25 0,125

Gecg (7-21 giin)

Metilprednizolon 2 mg/kg IV bolus o ]-14. ° 15-21. 22-28 29-30 *31-32

mg/kg/giin (her 6 saatte bir boliinmiis) 2 1 0,5 0,25 0,125

e 14. giinden once ekstiibe edilirse ila¢ tedavisi rejiminin 135. giiniine ilerlenir

Hidrokortizon bir kez 200 mg IV 7 giin 10 mg/saat IV infiizyon X
Hidrokortizon 200 mg/giin IV (klinik iyilesme 4 veya 8 giin) Azaltilarak (toplam 8 veya 14 giin)
Metilprednizolon 0,5 mg/kg IV 7 giin her 12 saatte bir
Metilprednizolon 40 mg IV bolus  * 1-7. e 8-14. e 15-17. e 18-20
mg/giin 40 20 12 4




Kortikosteroid

Eondojen G- Uzun donem tedavi
salinimi . ,
Uygulama | Hpp Siipresyon ¢
oy | Zamant ' @
secimi "
Proinflamatuar etki— GC . =) ADR Yan etkiler
tedavi

Immiinmodiilasyon I l \ 00
4 O

Antf-inﬂamatuar etkiler Direng

Sitokin siipresyon, GILZ ekspresyon,.. Opti ma l tedavi p roto ko l 7 ?

G C tedavisinin bilesenleri icin iyi tanimlanmais gerekce?????

RCT heterojenlik!!!!

Farmakolojik verilerin ¢cogu metilprednizolon literatiirden!!!!

Yaniti etkilemede uygulama modu spesifik molekiilden daha onemli!!!!

Doz ve GRa, tedaviye optimal yanitin elde edilmesi icin gerekli!!!!

G CC'ler genellikle klinik semptomlart iyilestirmede etkilidir ancak nadiren hastaligu iyilestirir.

Kortikosteroid kullanimina iliskin karar bireysellestirilmelidir
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