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Assessment of CD40 and CD40L 
Expression in Rheumatoid 
Arthritis Patients, Association With 
Clinical Features and DAS28 

Expand PMID: 31313080 DOI: 1Q.1007/s10238-019-00568-5 

Abstract 

The predominance of the effector mechanisms by CD4 + T cells 
is a characteristic of inflammatory autoimmune diseases such 
as rheumatoid arthritis (RA). The CD40/CD40L costimulatory 
pathway contributes to these pathogenic mechanisms by 
promoting autoantibody production and inflammation. Aberrant 
expression of CD40 and CD40L in RA patients has been shown, 
the latter prevailing in females. However, contrasting 
results have emerged regarding the clinical associations of 
these findings. We determined the association of CD40 and 
CD40L expression with the clinical activity evaluated through 
DAS28 in RA patients. A total of 38 female RA patients and 10 
age- and sex-matched control subjects were included. CD40 and 
CD40L mRNA expression was quantified by real-time qPCR, cell 
surface proteins were determined by flow cytometry, and 
protein soluble forms were determined by ELISA. The expansion 
of a CD4 + T cell subpopulation expressing CD40 was 
identified in the RA group. In addition, high frequencies of 
CD4 + CD40L + T cells expressing high levels of CD40L, 
increased levels of sCD40L and overexpression of CD40L mRNA 
were observed in these patients. Moreover, there was a 
gradual increase in CD40L when data were stratified according 
to DAS28, except for very active patients. No correlation was 
observed between the levels of mRNA, cell surface protein and 
soluble protein of CD40 and CD40L with the clinical features 
of RA patients. There is an altered expression of CD40L in 
female RA patients in association with clinical activity 
assessed by DAS28, these findings support the evidence that 
suggests CD40L as a marker of clinical activity. 
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Cytokines (IL-15, IL-21, and IFN-y) 
in Rheumatoid Arthritis: 
Association With Positivity to 
Autoantibodies (RF, anti-CCP, anti- 
MCV, and anti-PADI4) and Clinical 
Activity 

Expand PMID: 31312989 DOI: 10.1007 /s10067-019-04681-4 

Abstract 

Introduction: Rheumatoid arthritis (RA) is an autoimmune 
disease characterized by synovial membrane damage and 
autoantibody production. RA is a heterogeneous disease, where 
cytokines such as IL-15, IL-21, and IFN-y have been 
associated. However, their association with the 
autoantibodies has not been clearly described. The aim of 
this study was to evaluate the relationship between the 
cytokines IL-15, IL-21, and IFN-y with the autoantibodies 
(RF, anti-CCP, anti-MCV, and anti-PADI4) in RA and disease 
activity. 

Methodology: This study included 153 RA patients and 80 
control subjects (CS). The levels of IL-15, IL-21, IFN-y, 
anti-CCP, anti-MCV, and anti-PADI4 were quantified by ELISA, 
whereas RF was quantified by turbidimetry. The disease 
activity was evaluated by the indices disease activity score 
28-erythrocyte sedimentation rate (DAS28-ESR), clinical 
disease activity index (CDAI), and simple disease activity 
index ( SDAI) . 

Results: The serum levels of IL-15, IL-21, and IFN-y, and 
autoantibodies were increased in RA patients, compared with 
CS (p < 0.05). A correlation was found between IL-21 and 
anti-CCP and anti-MCV (p < 0.05). According to RA evolution, 
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levels of both cytokines and autoantibodies were observed in 
moderate activity, evaluated by the three indices. 

Conclusions: Our results suggest that the increased soluble 
levels of IL-15, IL-21, and IFN-y are involved in the 
inflammatory network in RA. However, IL-21 serum levels are 
associated with higher titers of autoantibodies (RF, anti- 
CCP, and anti-MCV) and IL-15 with moderate activity. Key 
Points • IL-15, IL-21, and IFN-y are associated with the 
immunopathology of RA, but not significantly with the 
evolution of the disease. • RF, anti-CCP, and anti-MCV had 
higher levels in early than established RA. • IL-21 has an 
association with RF, anti-CCP, and anti-MCVand, for this 
reason, could be proposed as a disease biomarker. • Patients 
with activity moderate of disease showed higher levels of RF, 
anti-CCP, anti-MCV, and IL-15. 

2019 Nov 15[0nline ahead of print) 

Corr-ígendum to "Molecular 
Characterization and Pathogenicity 
Deterrnination of Hypervirulent 
Klebsiella Pneumoniae Clinical 
Isolates Serotype K2 in Mexico" 
[Diagn Microbio} Infect Dis 
2019;94(3):316-319] 
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BMJ Open, 9 (11), e031144 2019 Nov 14 

Global Outcome Assessment Life- 
long After Stroke in Young Adults 
Initiative-The GOAL Initiative: 
Study Protocol and Rationale of a 
Multicentre Retrospective 
Individual Patient Data Meta- 
Analysis 

Abstract 

Introduction: Worldwide, 2 million patients aged 18-50 years 
suffer a stroke each year, and this number is increasing. 
Knowledge about global distribution of risk factors and 
aetiologies, and information about prognosis and optimal 
secondary prevention in young stroke patients are limited. 
This limits evidence-based treatment and hampers the 
provision of appropriate information regarding the causes of 
stroke, risk factors and prognosis of young stroke patients. 

Methods and analysis: The Global Outcome Assessment Life-long 
after stroke in young adults (GOAL) initiative aims to 
perform a global individual patient data meta-analysis with 
existing data from young stroke cohorts worldwide. All 
patients aged 18-50 years with ischaemic stroke or 
intracerebral haemorrhage will be included. Outcomes will be 
the distribution of stroke aetiology and (vascular) risk 
factors, functional outcome after stroke, risk of recurrent 
vascular events and death and finally the use of secondary 
prevention. Subgroup analyses will be made based on age, 
gender, aetiology, ethnicity and climate of residence. 
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Committee region Arnhem-Nijmegen. Additionally when 
necessary, approval will also be obtained from national or 
local institutional review boards in the participating 
centres. When needed, a standardised data transfer agreement 
will be provided for participating centres. We plan 
dissemination of our results in peer-reviewed international 
scientific journals and through conference presentations. We 
expect that the results of this unique study will lead to 
better understanding of worldwide differences in risk 
factors, causes and outcome of young stroke patients. 

Echocardiography 2019 Nov 22[0nline ahead of print] 

lndependent Parameter-s of Left 
Atr-ium Function in Hypertensive 
Heart Disease 

Abstract 

Background: The left atrium reservoir function has an 
important role in the global cardiac performance and is 
determined by multiple cardiac and extra-cardiac factors. A 
new parameter is introduced, the independent strain, which 
quantifies left atrium reservoir phase deformation during 
isovolumetric relaxation. 

Aims: Is evaluated whether independent strain can identify 
intrinsic atrial myocardial damage in hypertension. 

Material and methods: Prospective observational study in 
which echocardiography was done to 50 hypertensive patients 
and 80 healthy volunteers. Myocardial deformation was 
evaluated with two-dimensional speckle tracking and left 
atrium volumes were calculated whit 30-echocardiography. 

Results: In hypertensive patients, the indexed left atrium 
volume was greater than in the control group (34 ± 7.8 vs 24 
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independent strain was lower in hypertensive 
patients (4.0% vs 6.5%, P = .001). Left atrium independent 
strain only correlated with minimum left atrium volume (r = - 
.31, P = .048). 

Discussion: The left ventricle longitudinal performance has 
an important contributing role in the left atrium reservoir 
function; despite this finding, the independent strain was 
unrelated to left ventricle longitudinal function. 

Conclusion: Independent strain can identify atrial myocyte 
contractile dysfunction in hypertension given the relative 
absence of hemodynamic loads during this period. 
Additionally, quantification of left atrium minimum volume 
suggests indirectly the presence of atrial myocyte 
contractile dysfunction. 

Expert Rev Anti lnfect Ther, 17 (11), 877-893 Nov 2019 

Stenotrophomonus 
maltophilia Biofilrru lts Role in 
Infectious Diseases 

Abstract 

Introduction: Infections caused by the 
opportunistic Stenotrophomonas maltophilia pathogen in 
immunocompromised patients are complicated to treat dueto 
antibiotic resistance and the ability of the bacteria to 
produce biofilm.Areas covered: A MEDLINE/PubMed search was 
performed of available literature to describe the role of 
biofilm produced by S. maltophilia in the diseases it causes, 
including biofilm-influencing factors, the biofilm forming 
process and composition. The antimicrobial resistance due 
to S. maltophilia biofilm production and current antibiofilm 
strategies is also included.Expert opinion: Through the 
production of biofilm, S. maltophilia strains can easily 
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causing setbacks in the selection of an appropriate 
treatment. Conventional susceptibility tests do not yet offer 
therapeutic guidelines to treat biofilm-associated 
infections. Current S. maltophilia biofilm control strategies 
include natural and synthetic compounds, chelating agents, 
and commonly prescribed antibiotics. As biofilm age and 
matrix composition affect the level of antibiotic tolerance, 
their characterization should be included in biofilm 
susceptibility testing, in addition to molecular and 
proteomic analyzes. As for now, several commonly recommended 
antibiotics can be used to treat biofilm-related S. 
maltophilia infections. 

Hematology, 24 (1), 399-404 Dec 2019 

Etiology and Clinico- Hematological 
Profile of Pancytopenia: 
Experience of a Mexican Tertiary 
Care Center and Review of the 
Literature 

Abstract 

Background: Pancytopenia is a frequent entity in clinical 
practice as a feature of a myriad of conditions, ranging from 
benign to malignant diseases. Since the cause of pancytopenia 
depends on environmental factors, it is important to know the 
common etiologies of pancytopenia, however, few studies 
address this. 

Objectives: To identify the etiology of pancytopenia in our 
population and compare them with what is reported elsewhere. 

Methods: We conducted an observational study of patients with 
re Center. Clinical 
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Results: Of 109 cases included, the mean age at diagnosis was 
49.4 years, with a slightly higher female incidence (53.2%). 
The most common causes of pancytopenia were: MDS (20.2%), 
megaloblastic anemia (18.3%) and AML (12.8%). 

Discussion: We found a complex picture of pancytopenia in 
Mexico and compared it with what is reported elsewhere in the 
literature. 

Conclusion: The sociocultural context in which the patients 
develop helps narrowing the possible etiology of 
pancytopenia, and therefore hasten the diagnostic process. Of 
all the studies available, bone marrow aspiration seems the 
most useful. 

Rev Gastroenterol Mex, 84 (4), 472-481 Oct-Dec 2019 

Extrahepatic Complications of Non- 
Alcoholic Fatty Liver Disease: Its 
Impact Beyond the Liver 
[Article in English, Spanish] 

Abstract 

Non-alcoholic fatty liver disease (NAFLD) is currently one of 
the main causes of chronic liver disease in Western 
countries, with a 25% prevalence reported in the general 
population worldwide. Visceral adiposity and liver fat 
prombte a state of systemic inflammation, predisposing 
individuals with NAFLD to the extrahepatic pathologies of 
cardiovascular disease (the most common cause of death in 
patients with NAFLD), diabetes mellitus, chronic kidney 
disease, hypothyroidism, polycystic ovary syndrome, 
obstructive sleep apnea, andan increased risk for presenting 
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the main cause of inflammatory pathway activation that 
results in extrahepatic tissue damage. 

J Clin Rheumatol, 25 (8), el36-el40 Dec 2019 

Adult-Onset Still Disease 
Presenting With Insterstitial Lung 
Disease and Dermatomyositis-Like 
Atypical Persistent Eruption 
Successfully Treated With 
Mycophenolate Mofetil 
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