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Design

Description

Inclusion criteria

Exclusion criteria

Intervention/
Comparison

Control

ToujimotoH | 412patients/ | Retrospective  RCA vs. UHF Up to 12 September 2019, selected randomized No RCA UHE
etal. 2016 (5)  unclear review controlled trials (RCTs or cluster RCTs) and quasi-
RCTs of pharmacological interventions to prevent
dlotting of extracorporeal circuits during CRRT
Fabien Citrate-based 1CU patients were eligible if they were > 18years of | Patients were excluded i they had active hemorrhagic | RCA Heparin
sudkereal , anticoagulation vs.  age and had an AKI requiring CRRT accordingto  disorders or severe thrombocytopenia (<50 109/L), a
atients
2015 (9) |P RCT heparin the kidney failure criteria of the RIFLE definition. | history of heparin-induced thrombocytopenia, severe
unclear
liver ailure defined as a factor V< 20%, or were on the
waiting list for liver transplantation.
GatasD] | 212 RCT RCAvs.regional (1) Acute renal falure requiring CRRT, (2) (1) Expected stay in ICU less than 24h, (2) Age lessthan | RCA with the Regional heparin
el 2015 patients/ss7 anticoagulation Suitabilty for regional anticoagulation of the CRRT 18 years, (3) Pregnant or breasticeding, (4) Suspected | maintenance of systemic  anticoagalation
a9 fiters wsing heparinand  circuit, (3) Clnical quipoise regarding the method | ischemic hepatitis or liver falure, (5) Known allergyto | normocalcemia with protamine
protamine of circuit anticoagulation, and (4) Informed consent | heparin or protamine, (6) Suspected or confirmed reversal
was given or sought soon afer enrollmen, heparin-induced thrombocytopena (HIT), and (7)
Chronic kidney discase requiring dialyss before [CU
admission.
Bai M etal. 89 patients/ RCT RCA vs. no- (1) Liver failure (acute liver failure and chronic liver ~ (1) Use of other anticoagulants, (2) Uncorrectable RCA No
2023(0) | undlear anticoagulation failure), (2) High bleeding risk, (3) Scheduled CRRT | hypoxemia (Pa02<60mmHg) or systemic anticoagulation
treatment, and (4) Informed consent. hypoperfusion shock, (3) Pregnancy or lactation, and (4)
Fistula, CRRT treatment time <12h.
Characterize predictors
Investigate the for citrate accumulation
predictive capability in terms of a Catot/Caion
Schultheif C Systematic
28 patients/43 of baseline liver Severe alkalosis (pH >7.55) or acidosis (pH <7.1) and ratio of >2.5 and Controlling for
etal. 2012 review and Liver falure patients in the ICU receiving CRRT
b fiters . function parameters deficiency of onized calcium (Caion <0.9 mmoL/L). investigate the easibility | other v
meta-analysis
" regarding citrate of ctrate anticoagulation
accumlation i patients with markedly
impaired liver function.
“The presence of an increased bleeding risk (defined asa
pltelet count belows 40 10971, an activated partial
Lot Citrate thromboplastin time (aPTT) longer than 605, a
ouise
139 patients/ anticoagulation vs. prothrombin time-international normalized ratio (PT- Systemic
Schilder et al. RCT Patients in the ICU receiving CVVH RCA
oty systemic INR) greater than 2.0 or recent major blecding), age heparinization
heparinization below 18 or over S0years,the need for therapeutic
systemic anticoagulation (heparin or coumaring) or
known HIT.
(1) KDIGO stage 3 acute kidney injury classfication (1) Increased Bleeding Risk: Individuals with a
(urine output <0.3mLikg/h for >24h, and/ heightened risk of blecding were excluded. (2) Discases
or>3-fold increase in serum creatinine level with Hemorrhagic Diathesis: Patients with conditions or
compared with baseline, and/or serum creatinine | organ damage associated with a tendency to bleed
levelof 24 mg/dL [353.6 psmol/L] with an acute excessivly (hemorrhagic diathesis) were excluded. (3)
increase of at least 0.5 mg/dL [44.2ymol/L] within | Need for Therapeutic Anticoagulation: Those requiring
48h) OR an absolute indication for continuous therapeutic anticoagulation were excluded. (4) Previous
Kidney replacement therapy (serum urea levels Allergic Reactions to Anticoagulants: Patients who had
Zarbock A RCAvs.systemic | >150mg/dL, serum potassium levels >6mmol/L, | experienced allergic reactions to anticoagulants in the
596 Systemic heparin
etal. 2020 RCT heparin serum magnesium levels >9.7mg/dL [4mmol/L],,  past were excluded. (5) Known Heparin-Induced RCA
unclear anticongulation
e} anticoagulation blood pH <7.15, urine production <200mL/12hor | Thrombocytopenia: Individuals with a confrmed history
anuria, o luid overload with edema in the presence | of heparin-induced thrombocytopenia were excluded. (6)
of acute kidney injury resistant to diuretic Persistent and Severe Lactic Acidosis: Exclusion criteria
treatment); (2)atleast 1 additional condition included persistent and severe lactic acidosis, defined as a.
(severe sepsis or septic shock, use of vasopressor, | pH <7.2in two consecutive measurements for more than
refractory fluid overload); (3) age between 18and | 2h and alactate level>72.1 mg/dL (8 mmol/L). This was
90years; (4) intention to provide fullntensive care | considered in the context of acute liver falure.
treatment for atleast 3days; and (5) provision of
written informed consent.
“This study assesses
RCA efficacy in Standard
patients aditted to antithrombotic
criticalcare following | The inclusion of consecutive cardiovascular surgery agents
Agnieszka A prospective
52 patients/193 cardiovascular patients treated with post-dilution hemofilration (acetylsalicylic
Koska tal. observationl URH infusion RCA
fiters surgery and the with RCA enhances the generalizability of the acid,low
2022 39) study
influence of standard  findings to this specific patient population. molecular weight
antithrombotic heparin,
agents routinely used fondaparinux)
in this specific group.
“The study aims to
evaluate the eficacy (1) Patients undergoing continuous renal (1) Patients not eligible for anticoagulation choices of
andsafety of RCA-  replacement therapy (CRRT) due to acute kidney  RCA, heparin, or o anticoagulation (no-AC). (2)
Morabito S RCA-CVVH usinga
33 patients/302 continuous veno- injury (AKI) following cardiac surgery. (2) Patients | Presence of clinical conditions or contraindications heparin or no
etal. 2012 observational 12mmoL/L citrate
o fiters N venous deemed t have high risk ofbleding,possbly | unsuitabl for RCA o ther antcosgultion testments. anticongulation
€ stu solution.
o hemofitration resulting from factors such as recent cardiac surgery. | (3) Failure to meet defined critria for high bleeding risk,
(CVVH)usinga  (3) Patients willing to undergo regional citrate such as a platelet count below 50,000/l or heparin-
low-concentration
citrate solution in
aritically il patients induced thrombocytopenia. (4 Specifc clinical
anticoagulation (RCA) a the anticoagulation
with severe acute conditions unsuitable for RCA, such as a baseline aPTT
method for CRRT. (4) Written informed consent
kidney injury exceeding 45 or recent surgery within the past 48 h. (5)
obtained from the patient or aclose relatve.
following cardiac Occurtence of filer clotting within 24 h.
surgery.
(1) Adult patients (218years) admitted to the
S emergency department of CTO Hospital, Turin, (1) Polytrauma patients with associated burns. (2)
vs. heparin
. ” with polytrauma between January 2000 and Patients treated with early CRRT due to chronic regular
anticoagulation in
Mariano F N December 2021. (2) Among these patients, those | dialysis. (3) Patients not meeting the inclusion criteria for
SOpatients/ | Aretrospective | severe polytrauma
etal. 2023 who required kidney replacement therapy (KRT) KRT within the specified timeframe. (4) Patients not RCA Heparin
undlear study patients with an carly
@7 during the fist 721 afier admission. (3) Patients | treated with ither regional citrate anticoagulation (RCA)

AKI requiring renal

replacement therapy.

who did not have associated burns or were not
treated with early CRRT due to chronic regular

dialysis.

or unfractionated heparin for anticoagulation during
CRRT.





OPS/images/fmed-11-1484988/crossmark.jpg
©

|





OPS/images/fmed-11-1484988/fmed-11-1484988-g001.gif
Rt
s
v

7 BT
v






OPS/images/fmed-11-1464672/fmed-11-1464672-g001.gif
2}






OPS/images/fmed-11-1442065/crossmark.jpg
©

2

i

|





OPS/images/fmed-11-1442065/fmed-11-1442065-g001.jpg
Intrinsic Pathway

platelet

Platelet Activation

Platelet inhibitor (Adnesion, Aggregation,

Release)

3

'
'
I
'
'
'
'
'
'
'
'
'
'
'
'
'
'
f
'
'
'
'

h
Nafamostat Mesilate e ‘

Unfractionated Heparin
(XaJe--- =~ | Low-Molecular-Weight Heparin

i
'

'

'

2 Antithrombin Agents
Argatroban

T
'
I
'
'
i
I
'
'
'
'
'
'

—  Action

4 Metabolism
Blood Clot Formation

R g [ Fibrinogen | [Fibrinogen Monomer| (" fibrin fiber | ms> | and Maintenance






OPS/images/fmed-11-1442065/fmed-11-1442065-g002.jpg
'\/ The filter matenal:
'\/ The haemofilter |
M

: \/ Catheter properties
| | \.The placement site of the
| catheter

| T Catheter types

! V CRRT mode, Pre vs post dllutlon].
| and CRRT dose 1
| \:Blood flow |
| ~ Effluent volume |

I \/ CRRT system management and staff’ educauon.}
| Interventions !
1 V. Patient factors I
1 V.The primary disease condition of patients |
| \.Early rehabilitation and mobilization |






OPS/images/fmed-11-1463540/crossmark.jpg
©

|





OPS/images/fmed-11-1463540/fmed-11-1463540-g001.gif





OPS/images/fmed-11-1464672/crossmark.jpg
©

|





OPS/images/fmed-11-1430263/crossmark.jpg
©

2

i

|





OPS/images/fmed-11-1430263/fmed-11-1430263-t001.jpg
Factors Population proportion (%]

Unweighted sample size 5842
Weighted population size 241,082,764
Sex (%)

Male 49.24
Female 5076
Age (%)

18-39years 3265
40-59years 3653
60-79years 2587
70 and above 495
Race/ethnicity (%)

Non-Hispanic White 5924
Non-Hispanic Black 1064
Hispanic 16.26
Other 13.86
Education (%)

Less than high school 746
High school and above 9254
‘Total annual income (%)

Less than $20,000 1434
$20,000-90,999 3141

100,000 and above 5425
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Biologic name

Indication

Action

Pirtobrutinib Mantle cell lymphoma BTK inhibitor
Epcoritamab DLBCL and high-grade B-cell lymphoma CD20 x CD3 T-cell engager
Glofitamab DLBLC or large B-cell lymphoma CD20 x CD3 T-cell engager

Quizartinib

AML

FLT3 kinase inhibitor

Talquetamab Multiple myeloma GPRC5D x CD3 T-cell engager

Elranatamab Multiple myeloma BCMA x CD3 T-cell engager

Motixafortide Hematopoietic stem cell mobilization for autologous CXCR4 inhibitor
transplantation in multiple myeloma

Momelotinib Myelofibrosis in adults with anemia JAK1/2, ALK2 inhibitor

Efbemalenograstim alfa

Neutropenia

Recombinant leukocyte growth factor

Iptacopan

Paroxysmal nocturnal hemoglobinuria

Complement factor B inhibitor

Ten fusion protein

Hemophilia A

Recombinant antihemophilic factor

Omidubicel

Neutrophil recovery in patients with hematologic
malignancies

Nicotinamide modified allogeneic hematopoietic
progenitor cell therapy

Valoctocogene roxaparvovec

Hemophilia A

AAV-based gene therapy with modified factor VIIT
lransgene

Anthrax vaccine adsorbed, adjuvanted

Post-exposure prophylaxis

Protective antigen protein-based vaccine

Prothrombin complex concentrate, human

Urgent warfarin reversal

Prothrombin complex concentrate containing factor II,
VII, IX and X, and proteins C and S

ADAMTSI3, recombinant

<TTP

Recombinant rADAMTS13

Exagamglogene autotemcel

Sickle cell disease

CRISPR-Cas9-based BCL11a-gene-editing therapy

Lovotibeglogene autotemcel

Sickle cell disease

Lentivirus-based gene therapy with HbATS7Q
transgene

EDA, Food and Drug Administration; DLBCL, diffuse large B cell lymphoma; AML, acute mycloid leukemia; BCMA, B-cell maturation antigen; TTP, thrombotic thrombocytopenic purpura
B-cell maturation antigen; JAK, Janus kinase; ALK2, Activin receptor-like kinase-2; AAV; Adeno-associated viruses; ADAMTSI3, a disintegrin and metalloproteinase with thrombospondin

moti

CRIPSR, clustered regularly interspaced short palindromic repeats.
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Trust in Misleading  Misleading

information social media-  social media-
source Often (%) Not often (%)
Doctors 95.27 9227 002
Scientists 85.46 8296 007

Government 69.14 73.69 011
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Odds ratios (95% CI)

Model 1 Model 2#  Model 3/

Perception that changes 095 (0.62, 1.46) - 1.5 (1.08,2.24)

in expert

recommendations are

not often

Perception of conflict | 2.86 (1.96,4.15) | 2.81(1.98,3.98) -
among experts in
recommendations is not

often

Controls for age, sex,race,education, income, and trust in social media for health
information.

Model 1—Includes both perception of changes in health care recommendation and
perception of conflict in health care recommendations.

“Model 2—Includes oy perception of confict in health care recommendation.

"Model 3—Includes only perception of changes in health care recommendations.
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Doctors
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Government
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Often (%)
94.87
8358
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004

001





OPS/images/fmed-11-1430263/fmed-11-1430263-t003.jpg
Trust in information
source

Doctors
Scientists

Government
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097

002
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A: Demographic data

Number of patients 454
Age, year (mean; SD) 55.4;11.5
Female (n; %) 239; 52.6%
Weight, Kg (mean; SD) 77:16.7
BMI 27.3;5.3
Active smokers (1; %) 65;14.3%

Joint symptoms before diagnosis, years [mean; (IQR)] 9; (4-18)

Age at PsA diagnosis, month (mean; SD) 467,123

Disease duration, months [median; (IQR)] 7;(3-12)

B: Clinimetric indices

Pain VAS, mm (mean; SD) 40.9;29.1
PGA, mm (mean; SD) 40.9;28.7
MGA, mm (mean; SD) 28.9;26.4
GH, mm (mean; SD) 483,274
CRP, mg/dl [median;(IQR)] 0.3; (0.1-0.6)
TJC [median; (IQR)] 1;(0-5)
SJC [median; (IQR)] 0(0—1)
DAS28 (mean; SD) 3.0;1.21
HAQ (mean; SD) 0.7;0.69
BASDAI (mean; SD) 3.57;2.91
LEI [median; (IQR)] 05 (0-1)
MASES [median; (IQR)] 0; (0-0)
TDS [median; (IQR)] 05 (0-0)
DAPSA [median; (IQR)] 11.5; (4-24)
PsAID9 (mean; SD) 4.0;2.85
PASI [median; (IQR)] 0(0-0.9)
NAPSI [median; (IQR)] 0(0-0)

C: Treatment

NSAIDs (13 %) 150533

Glucocorticoids (11; %) 102;225
cDMARDs (1; %) 238;52.4
b-tDMARDs (1; %) 284;62.6
Other (1; %) 57,126

n, number; PsA, psoriatic arthritis; VAS, visual analog scale; PGA/patient global assessment;
MGA, medical global assessment; GH, general health; CRP, C reactive protein; TJC, tender
joint count; SJC, swollen joint count; DAS28, disease activity score (28 joints); HAQ, health
assessment questionnaire; BASDAL Bath Ankylosing Spondylitis Disease Activity Index;
LEL Leeds Enthesitis Index; MASES, Maastrich Ankylosing Spondylitis Enthesitis Score;
DS, Tender Dactilitys Score; DAPSA, Disease Activity in PSoriatic Arthritis; PSAIDY,
Psoriatic Arthritis Impact of Disease; PASI, Psoriasis Area and Severity Score; NAPSI,
Nail Psoriasis Severity Index; NSAID, Nonsteroidal Anti-Inflammatory Drugs; cDMARDs,
Conventional Disease-Modifying Antirheumatic Drugs; b-tDMARDs, Biologic and Target
Disease-Modifying Antirheumatic Drugs.
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Milestones achieved during

the last decade

Challenges remaining

Unprecedented therapeutic efficacy in
chronic inflammatory skin diseases (e.g,
psoriasis, atopic dermatitis, pemphigus)
with advancements in anti-cytokine
antibodies (anti-IL-23, IL-17, IL-36),
JAK inhibitors, and B-cell depletion
therapies (anti-CD20)

Neoadjuvant therapy for invasive
malignant melanoma has achieved
long-term survival rates exceeding 70%,
transforming outcomes in resectable
cases

True disease modification or cure
remains elusive, with most patients
requiring indefinite therapy. The
incidence of chronic inflammatory
skin diseases continues to rise
globally, driven by poorly
understood environmental and
lifestyle factors

The causes of the rising incidence
of malignant melanoma remain
unclear, with environmental,
genetic, and behavioral
contributions yet to be fully
elucidated

Artificial intelligence (AI) systems
capable of accurately classifying most
skin diseases based on lesion
morphology have demonstrated
diagnostic accuracy rivaling
dermatologists

Al implementation remains
limited due to legal, ethical, and
regulatory concerns, as well as
insufficient integration into clinical
workflows. Al-driven diagnostic
tools require further refinement
and clinician acceptance

Recognition of the health benefits of
full-spectrum light exposure (ultraviolet,
visible light, infrared), including its roles
in vitamin D synthesis, immune
modulation, and potential tissue repair
through photobiomodulation

Photobiomodulation remains
underutilized, with limited
technological integration and a
lack of standardized protocols.
Awareness of balanced UV
exposure for health benefits is still
lacking in public health guidelines

Widespread adoption of equity,
diversity, and inclusion (EDI) principles
has led to greater recognition of skin
diseases relevant to populations with
skin of color

Dermatology in underdeveloped
countries remains underfunded
and under-researched, leaving
significant gaps in addressing
infectious and neglected skin
diseases that dominate morbidity
and mortality in these regions
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