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TAAR1 Modulates Cortical Glutamate NMDA Receptor Function
NEUROPSYCHOPHARMACOLOGY

AB Trace Amine-Associated Receptor 1 (TAARL) is a G protein-coupled receptor expressed in the mammalian

brain and known to influence subcortical monoaminergic transmission. Monoamines, such as dopamine, also
play an important role within the prefrontal cortex (PFC) circuitry, which is critically involved in high-o5rder
cognitive processes. TAAR1-selective ligands have shown potential antipsychotic, antidepressant, and pro-
cognitive effects in experimental animal models; however, it remains unclear whether TAAR1 can affect PFC-
related processes and functions. In this study, we document a distinct pattern of expression of TAARL in the
PFC, as well as altered subunit composition and deficient functionality of the glutamate N-methyl-D-aspartate
(NMDA) receptors in the pyramidal neurons of layer V of PFC in mice lacking TAAR1. The dysregulated
cortical glutamate transmission in TAAR1-KO mice was associated with aberrant behaviors in several tests,
indicating a perseverative and impulsive phenotype of mutants. Conversely, pharmacological activation of
TAAR1 with selective agonists reduced premature impulsive responses observed in the fixed-interval
conditioning schedule in normal mice. Our study indicates that TAARL plays an important role in the
modulation of NMDA receptor-mediated glutamate transmission in the PFC and related functions. Furthermore,
these data suggest that the development of TAAR1-based drugs could provide a novel therapeutic approach for



the treatment of disorders related to aberrant cortical functions.
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Tl Experimental Model to Study the Role of Retinoblastoma Gene Product (pRb) for Determination of Adipocyte
Differentiation

SO BULLETIN OF EXPERIMENTAL BIOLOGY AND MEDICINE

AB Using stable constitutive expression of retinoblastoma gene product (pRb) in polypotent mesenchymal 10T1/2
cells we obtained stable cell lines hyperexpressing functionally active or inactive mutant pRb. The cells
producing active exogenous pRb demonstrated high sensitivity to adipocyte differentiation inductors, whereas
production of inactive form of the exogenous protein suppressed adipocyte differentiation. The obtained lines
can serve as the experimental model for studying the role of pRb in determination of adipocyte differentiation.
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Tl Prospective Multicenter International Surveillance of Azole Resistance in Aspergillus fumigatus
SO EMERGING INFECTIOUS DISEASES

AB To investigate azole resistance in clinical Aspergillus isolates, we conducted prospective multicenter
international surveillance. A total of 3,788 Aspergillus isolates were screened in 22 centers from 19 countries.
Azole-resistant A. fumigatus was more frequently found (3.2% prevalence) than previously acknowledged,
causing resistant invasive and noninvasive aspergillosis and severely compromising clinical use of azoles.
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The EUTOS population-based registry: incidence and clinical characteristics of 2904 CML patients in 20
European Countries

LEUKEMIA

AB This population-based registry was designed to provide robust and updated information on the characteristics
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and the epidemiology of chronic myeloid leukemia (CML). All cases of newly diagnosed Philadelphia positive,
BCR-ABL1+ CML that occurred in a sample of 92.5 million adults living in 20 European countries, were
registered over a median period of 39 months. 94.3% of the 2904 CML patients were diagnosed in chronic
phase (CP). Median age was 56 years. 55.5% of patients had comorbidities, mainly cardiovascular (41.9%).
High-risk patients were 24.7% by Sokal, 10.8% by EURO, and 11.8% by EUTOS risk scores. The raw
incidence increased with age from 0.39/100 000/year in people 20-29 years old to 1.52 in those >70 years old,
and showed a maximum of 1.39 in Italy and a minimum of 0.69 in Poland (all countries together: 0.99). The
proportion of Sokal and Euro score high-risk patients seen in many countries indicates that trial patients were
not a positive selection. Thus from a clinical point of view the results of most trials can be generalized to most
countries. The incidences observed among European countries did not differ substantially. The estimated
number of new CML cases per year in Europe is about 6370.
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TI PATTERNS AND FACTORS ASSOCIATED WITH LOW ADHERENCE TO PSYCHOTROPIC
MEDICATIONS DURING PREGNANCYA CROSS-SECTIONAL, MULTINATIONAL WEB-BASED
STUDY

SO DEPRESSION AND ANXIETY

AB BackgroundNo previous studies have explored how closely women follow their psychotropic drug regimens
during pregnancy. This study aimed to explore patterns of and factors associated with low adherence to
psychotropic medication during pregnancy.

MethodsMultinational web-based study was performed in 18 countries in Europe, North America, and
Australia. Uniform data collection was ensured via an electronic questionnaire. Pregnant women were eligible
to participate. Adherence was measured via the 8-item Morisky Medication Adherence Scale (MMAS-8). The
Beliefs about Prescribed Medicines Questionnaire (BMQ-specific), the Edinburgh Postnatal Depression Scale
(EPDS), and a numeric rating scale were utilized to measure women's beliefs, depressive symptoms, and
antidepressant risk perception, respectively. Participants reporting use of psychotropic medication during
pregnancy (n = 160) were included in the analysis.

ResultsOn the basis of the MMAS-8, 78 of 160 women (48.8%, 95% CI: 41.1-56.4%) demonstrated low
adherence during pregnancy. The rates of low adherence were 51.3% for medication for anxiety, 47.2% for
depression, and 42.9% for other psychiatric disorders. Smoking during pregnancy, elevated antidepressant risk
perception (risk6), and depressive symptoms were associated with a significant 3.9-, 2.3-, and 2.5-fold increased
likelihood of low medication adherence, respectively. Women on psychotropic polytherapy were less likely to
demonstrate low adherence. The belief that the benefit of pharmacotherapy outweighed the risks positively
correlated (r = .282) with higher medication adherence.

ConclusionsApproximately one of two pregnant women using psychotropic medication demonstrated low
adherence in pregnancy. Life-style factors, risk perception, depressive symptoms, and individual beliefs are
important factors related to adherence to psychotropic medication in pregnancy.
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TI Spectral methods for study of the G-protein-coupled receptor rhodopsin: I. Vibrational and electronic
spectroscopy

SO OPTICS AND SPECTROSCOPY

AB Here we review the application of modern spectral methods for the study of G-protein-coupled receptors
(GPCRs) using rhodopsin as a prototype. Because X-ray analysis gives us immobile snapshots of protein
conformations, it is imperative to apply spectroscopic methods for elucidating their function: vibrational
(Raman, FTIR), electronic (UV-visible absorption, fluorescence) spectroscopies, and magnetic resonance
(electron paramagnetic resonance, EPR), and nuclear magnetic resonance (NMR). In the first of the two
companion articles, we discuss the application of optical spectroscopy for studying rhodopsin in a membrane
environment. Information is obtained regarding the time-ordered sequence of events in rhodopsin activation.
Isomerization of the chromophore and deprotonation of the retinal Schiff base leads to a structural change of the
protein involving the motion of helices H5 and H6 in a pH-dependent process. Information is obtained that is
unavailable from X-ray crystallography, which can be combined with spectroscopic studies to achieve a more
complete understanding of GPCR function.
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Extensively drug-resistant Acinetobacter baumannii belonging to the international clonal lineage I in a Russian
burn intensive care unit

INTERNATIONAL JOURNAL OF ANTIMICROBIAL AGENTS

The high incidence of mortality in patients with severe burns can be attributed to bloodstream infections caused
by drug-resistant microorganisms. Multilocus variable-number tandem repeat analysis (MLVA), multilocus
sequence typing (MLST) and class 1 integron PCR amplification were performed to investigate an extensively
drug-resistant Acinetobacter baumannii (XDR-AB) strain recovered from a blood culture of a patient admitted
to a burn intensive care unit in St Petersburg (Russian Federation). This case study describes an XDR-AB strain
of multilocus sequence type 5T231 with a bla(GES-12) gene cassette encoding a very potent ceftazidimase
located inside of a composite class 1 integron. This is the first documented case of XDR-AB belonging to the
international clonal lineage I in Russia. (C) 2014 Elsevier B.V. and the International Society of Chemotherapy.
All rights reserved.
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Effects of 3,3, 5-Triiodothyronine on Microglial Functions
GLIA

AB I-tri-iodothyronine (3, 3', 5-triiodothyronine; T3) is an active form of the thyroid hormone (TH) essential for the

SN
El

development and function of the CNS. Though nongenomic effect of TH, its plasma membrane-bound receptor,
and its signaling has been identified, precise function in each cell type of the CNS remained to be investigated.
Clearance of cell debris and apoptotic cells by microglia phagocytosis is a critical step for the restoration of
damaged neuron-glia networks. Here we report nongenomic effects of T3 on microglial functions. Exposure to
T3 increased migration, membrane ruffling and phagocytosis of primary cultured mouse microglia. Injection of
T3 together with stab wound attracted more microglia to the lesion site in vivo. Blocking TH transporters and
receptors (TRs) or TR-knock-out (KO) suppressed T3-induced microglial migration and morphological change.
The T3-induced microglial migration or membrane ruffling was attenuated by inhibiting G(i/0)-protein as well
as NO synthase, and subsequent signaling such as phosphoinositide 3-kinase (P13K), mitogen-activated protein
kinase (MAPK)/extracellular signal-regulated kinase (ERK). Inhibitors for Na+/K+-ATPase, reverse mode of
Na+/Ca2+ exchanger (NCX), and small-conductance Ca2+-dependent K+ (SK) channel also attenuated
microglial migration or phagocytosis. Interestingly, T3-induced microglial migration, but not phagocytosis, was
dependent on GABA(A) and GABA(B) receptors, though GABA itself did not affect migratory aptitude. Our
results demonstrate that T3 modulates multiple functional responses of microglia via multiple complex
mechanisms, which may contribute to physiological and/or pathophysiological functions of the CNS. GLIA
2015:63:906-920
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What should be considered if you decide to build your own mathematical model for predicting the development
of bacterial resistance? Recommendations based on a systematic review of the literature

FRONTIERS IN MICROBIOLOGY

AB Acquired bacterial resistance is one of the causes of mortality and morbidity from infectious diseases.

SN
PD
PY

Mathematical modeling allows us to predict the spread of resistance and to some extent to control its dynamics.
The purpose of this review was to examine existing mathematical models in order to understand the pros and
cons of currently used approaches and to build our own model. During the analysis, seven articles on
mathematical approaches to studying resistance that satisfied the inclusion/exclusion criteria were selected. All
models were classified according to the approach used to study resistance in the presence of an antibiotic and
were analyzed in terms of our research. Some models require modifications due to the specifics of the research.
The plan for further work on model building is as follows: modify some models, according to our research,
check all obtained models against our data, and select the optimal model or models with the best quality of
prediction. After that we would be able to build a model for the development of resistance using the obtained
results.
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Intimate partner violence and ways of coping with stress: cross-sectional survey of female patients in Russian
general practice

FAMILY PRACTICE

AB Background. Despite World Health Organization guidelines on health service responses to intimate partner
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violence (IPV) against women general practitioners (GPs) often overlook the problem. Training on IPV
addresses GPs' barriers to asking women patients about abuse and responding appropriately. One of the barriers
is stereotype of women as passive victims. Little is known about coping behaviour of women patients with a
history of IPV.

Objectives. The objectives are (i) to compare problem-and emotion-focused coping used by patients who have
experienced IPV with those who have not; (ii) to examine whether greater coping resources (health, education,
employment and income) would be associated with more problem-focused coping.

Methods. The Russian Ways of Coping Questionnaire was administered to every fifth woman who participated
in a cross-sectional survey on IPV prevalence in 24 St Petersburg general practices. Linear regression was used
(n = 159) to test associations between life-time IPV, coping resources and ways of coping.

Results. Mean problem-focused coping scores were 0.2-4.7 units higher in those patients who have experienced
IPV compared with those who have not [95% confidence interval (Cl): -4.2, 11.9; P = 0.16-0.92], while mean
emotion-focused coping scores were 2.5-4.2 units higher (95% CI: -3.0, 11.0; P = 0.12-0.57). After adjustment
for coping resources there was no evidence for an association between IPV and problem-focused coping.
Conclusions. Patients who have experienced IPV use as much problem-focused and emotionfocused coping, as
those patients who have not experienced IPV. These findings should be incorporated into training on IPV to
address GPs' stereotypes towards patients who have experienced IPV.
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Caries in adolescents in relation to their skeletal status
JOURNAL OF PEDIATRIC ENDOCRINOLOGY & METABOLISM

AB Obijective: Despite well-known evidence of association of caries with bone metabolic diseases, there are only a

small number of studies about caries and bone mineral density (BMD) on pediatric population. We evaluated
the possibility of bone mineralization and metabolism disturbances in children with caries and compared them
with healthy individuals.

Materials and methods: A total of 123 patients with caries (63 boys and 60 girls), aged 12-15 years, were
included. The children were divided according caries stage: the decayed, missing, and filled tooth (DMFT)
group (n=73) and the initial caries (IC) group (n=50), which have clinically active initial caries lesions on the
enamel ("white spots™). Caries-free (CF) children (n=42) were the healthy controls. Bone mineralization was
measured in all children with caries and healthy controls by dual-energy X-ray absorptiometry of the lumbar
spine (L1-L4). For the assessment of bone metabolism, osteocalcin, carboxy terminal telopeptide of type |



collagen (CTX), parathyroid hormone, Ca2+, inorganic phosphate, and total alkaline phosphatase were used.
Results: Children with DMFT have low BMD and BMD Z score in association with low osteocalcin and high
CTX levels, compared with IC (p=0.008 and p=0.0001, respectively) and CF children (p<0.0000 and p=0.0001,
respectively). In DMFT, Ca2+ was significantly higher compared with IC (p=0.01) and CF (p=0.003). Caries
stages negatively correlated with BMD (r=-0.86, p<0.001). A differently directed correlation between CTX and
osteocalcin was detected: CTX was negatively related to osteocalcin in the DMFT group (r=-0.22, p=0.043) and
positively related in the IC (r=0.42, p=0.002) and CF children (r=0.58, p=0.0000).

Conclusions: Children with any caries stage have decreased BMD accompanied with increased bone resorption.
We consider that caries could be a marker of impact bone mineralization and metabolism.
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Tl Allogeneic hematopoietic stem cell transplantation in patients with invasive aspergillosis
SO BONE MARROW TRANSPLANTATION
CT 41st Annual Meeting of the European-Society-for-Blood-and-Marrow-Transplantation
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Photomodulation of Proliferation and Differentiation of Stem Cells By the Visible and Infrared Light
PHOTOMEDICINE AND LASER SURGERY

AB Objective: The aim of this article is to review experimental studies of visible and infrared light irradiation of

SN
El
PD
PY
VL
IS
BP
EP
DI

human and animal stem cells (SCs) in vitro and in vivo to assess photobiomodulation effects on their
proliferation and differentiation. Background data: The clinical application of light irradiation remains
controversial, primarily because of the complexity of the rational choice of irradiation parameters. In
laboratories, the theoretical justification underlying the choice of irradiation parameters also remains a
challenge. Methods: A systematic review was completed of original research articles that investigated the
effects of light irradiation on human and animal SCs in vitro and in vivo (to June 2014). Relevant articles were
sourced from PubMed and MEDLINE (R). The search terms were laser (light) therapy (irradiation), stem cells,
and phototherapy, stem cells. Results: The analysis revealed the importance of cell type when choosing the cell
irradiation parameters. The influence of wavelength on the SC proliferation rate seemed to be nonsignificant.
The high values of increased proliferation or differentiation were obtained using high power density, low energy
density, and short exposure time. SC exposure to light without inducers did not lead to their differentiation. The
maximum differentiation was achieved using irradiation parameters different from the ones needed to achieve
the maximum proliferation of the same cells. Conclusions: Increased power density and reduced energy density
were needed to increase the SC response. Based on the analysis, we have presented a graph of the cell response
to generalized photostimulus, and introduced the concepts of "photostress"” and "photoshock™ to describe the
stages of this response.
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Evaluation of histological parameters in patients with clinical remission of ulcerative colitis
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Short-term MRE predictors of need in Crohn's disease related surgery
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Markers of Myocardial Damage in Children of the First Year of Life with Congenital Heart Disease in the Early
Period after Surgery with Cardioplegic Anoxia

BULLETIN OF EXPERIMENTAL BIOLOGY AND MEDICINE

We measured the level of cardiac markers (high-sensitivity troponin T and MB fraction of creatine kinase) in
children of the first year of life with congenital heart disease in the perioperative period. After cardiac surgery,
plasma levels of the above markers exceed the reference limits in the examined children. The diagnosis of
myocardial ischemia using biochemical markers in the postoperative period is possible only by dynamic
monitoring of the cardiac marker level. The preoperative concentration of high-sensitivity troponin T in children
of the first year of life with congenital heart disease can be regarded as a predictor of postoperative
complications.
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Role of Peptide Bond in the Realization of Biological Activity of Short Peptides
BULLETIN OF EXPERIMENTAL BIOLOGY AND MEDICINE

We performed a comparative analysis of biological activity of Lys-Glu peptide and its amino acid constituents.
It was established that Lys-Glu stimulated proliferation of splenic cells in organotypic culture, while the mixture
of glutamic acid and lysine inhibited culture growth. Using the method of molecular docking, we showed that
glutamic acid, lysine, and Lys-Glu peptide can interact with different DNA sequences. The energy of interaction
and the most beneficial localization of glutamic acid, lysine, and Lys-Glu peptide in DNA molecule was
calculated. We demonstrated the interaction of the peptide and amino acids with DNA along the minor groove.
The energy of DNA interaction with the peptide is higher than with individual amino acids. The peptide bonds
increase the interaction of Lys-Glu peptide with DNA, which potentiates the biological effect on cell
proliferation in organotypic culture of splenic cells.
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CA LUME-Lung 1 Study Grp

Tl Analysis of patient-reported outcomes from the LUME-Lung 1 trial: A randomised, double-blind, placebo-
controlled, Phase 111 study of second-line nintedanib in patients with advanced non-small cell lung cancer

SO EUROPEAN JOURNAL OF CANCER

AB Introduction: The LUME-Lung 1 trial (NCT00805194; Study 1199.13) demonstrated a significant overall
survival (OS) advantage for nintedanib plus docetaxel compared with placebo plus docetaxel as second-line
therapy for patients with advanced non-small cell lung cancer (NSCLC) and adenocarcinoma histology. Patient-
reported outcomes (PROs) for symptoms and health-related quality of life (QoL) are reported here.
Methods: PROs were assessed at screening, on Day 1 of each 21-day treatment cycle, at the end of active
treatment, and at the first follow-up visit. PRO instruments were the European Organisation for Research and
Treatment of Cancer Quality of Life Questionnaire C30 and Lung Cancer-13 supplement, and the EuroQol
disease-generic questionnaire (EQ-5D and EQ-VAS). Analyses of PRO items for lung cancer-specific
symptoms of cough, dyspnoea and pain were prespecified.
Results: Rates of questionnaire completion were high. There was no significant difference in time to
deterioration of global health status/QoL, or symptoms of cough, dyspnoea or pain, between the treatment
groups for both the overall study population and the adenocarcinoma population. Time to deterioration of some
gastrointestinal events was shorter with nintedanib versus placebo. Longitudinal analysis for the
adenocarcinoma population showed comparable changes between the groups in symptom scores over time, with
numerical differences in favour of nintedanib for cough and pain scales, and significant reductions in some pain
items with nintedanib versus placebo. There was no statistically significant difference in EQ-5D or EQ-VAS
between the groups.
Conclusion: The significant OS benefit observed with the addition of nintedanib to docetaxel therapy was
achieved with no detrimental effect on patient self-reported QoL. (C) 2014 The Authors. Published by Elsevier
Ltd.
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Clinical pharmacology in Russia-historical development and current state

EUROPEAN JOURNAL OF CLINICAL PHARMACOLOGY

AB Clinical pharmacology in Russia has long history and is currently active, but rather unrecognized
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internationally. It is governmentally approved as a teaching/scientific specialty since 1983 and as a medical
specialty since 1997. Courses of clinical pharmacology are included in the undergraduate curricula in the 5th
and/or 6th year of education at all medical schools in the Russian Federation. Postgraduate education includes
initial specialization in internal medicine with further residency in clinical pharmacology. Governmental
legislation recommends that every healthcare institution has either a department or a single position of clinical
pharmacologist. Major routine duties include information about and monitoring of medication use, consultations
in difficult clinical situations, pharmacogenetic counseling, therapeutic drug monitoring, pharmacovigilance,
and participation in drug and therapeutics (formulary) committees. There are official experts in clinical
pharmacology in Russia responsible for coordinating relevant legislative issues. The chief expert clinical
pharmacologist represents the discipline directly at the Ministry of Health. Research in clinical pharmacology in
Russia is extensive and variable, but only some of it is published internationally. Russia is a participant of
international societies of clinical pharmacology and therapeutics and collaboration is actively ongoing. There
are still certain problems related to the development of the discipline in Russia-some healthcare institutions do
not see the need for clinical pharmacology. However, the number of clinical pharmacologists in Russia is
increasing as well as their role in physicians' education, national healthcare, and research.
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Pulmonary Embolism: Clinical Appearance and Diagnosis in the Light of the new Recommendations of the
European Society of Cardiology
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ASSESSMENT OF THE NAILFOLD SKIN MICROCIRCULATION BY HIGH-FREQUENCY
ULTRASOUND DOPPLER FLOWMETRY: A COMPARISON TO LASER DOPPLER FLOWMETRY

JOURNAL OF VASCULAR RESEARCH
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Prediction of Subclinical Carotid Atherosclerosis With Parameters of Negative for Ischemia Exercise Testing
KARDIOLOGIYA

Aim: to elucidate relationship between parameters of negative ischemic stress test and subclinical
atherosclerosis of carotid arteries. Material and methods. Electrocardiographic stress test on treadmill and
ultrasound study of carotid arteries (CA) were carried out in 204 patients (100 women and 104 men, mean age
54.16 +/- 8.07 years without verified ischemic heart disease and with a >= 1 traditional factors of cardiovascular
risk). Measurements of intima media thickness (IMT) in three extracranial CA segments and identification of
atherosclerotic plaques (AP) were used for detection of subclinical atherosclerosis. CA total atherosclerotic
plaque area (TAPA) was calculated when appropriate. Results. Multifactorial regression analysis revealed the
following predictors of increased IMT and TATA: physical working capacity, increment and reserve of heart
rate (HR), HR restoration, and increment of systolic arterial pressure (SAP). Presence of atherosclerotic plaque
was associated with SAP rise >42% during exercise test and slow HR restoration (<= 42 bpm at 2-nd minute of
recovery period). Conclusion. Analysis of nonelectrocardiographic parameters of negative relative to ischemia
induction exercise test allows predicting severity of atherosclerotic changes in CA. The information obtained
can supplement assessment of traditional factors of cardiovascular risk.
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Abituzumab combined with cetuximab plus irinotecan versus cetuximab plus irinotecan alone for patients with
KRAS wild-type metastatic colorectal cancer: the randomised phase I/11 POSEIDON trial

ANNALS OF ONCOLOGY

Integrins are involved in tumour progression and metastasis, and differentially expressed on colorectal cancer
(CRC) cells. Abituzumab (EMD 525797), a humanised monoclonal antibody targeting integrin alpha nu
heterodimers, has demonstrated preclinical activity. This trial was designed to assess the tolerability of different
doses of abituzumab in combination with cetuximab and irinotecan (phase 1) and explore the efficacy and
tolerability of the combination versus that of cetuximab and irinotecan in patients with metastatic CRC (mCRC)
(phase I part).

Eligible patients had KRAS (exon 2) wild-type mCRC and had received prior oxaliplatin-containing therapy.
The trial comprised an initial safety run-in using abituzumab doses up to 1000 mg combined with a standard of
care (SoC: cetuximab plus irinotecan) and a phase Il part in which patients were randomised 1 : 1 : 1 to receive
abituzumab 500 mg (arm A) or 1000 mg (arm B) every 2 weeks combined with SoC, or SoC alone (arm C). The
primary end point was investigator-assessed progression-free survival (PFS). Secondary end points included
overall survival (OS), response rate (RR) and tolerability. Associations between tumour integrin expression and
outcomes were also assessed.

Phase I showed that abituzumab doses up to 1000 mg were well tolerated in combination with SoC. Seventy-
three (arm A), 71 (arm B) and 72 (arm C) patients were randomised to the phase Il part. Baseline characteristics
were balanced. PFS was similar in the three arms: arm A versus SoC, hazard ratio (HR) 1.13 [95% confidence
interval (CI) 0.78-1.64]; arm B versus SoC, HR 1.11 (95% CI 0.77-1.61). RRs were also similar. A trend toward



improved OS was observed: arm A versus SoC, HR 0.83 (95% CI 0.54-1.28); arm B versus SoC, HR 0.80 (95%
Cl 0.52-1.25). Grade a parts per thousand yen3 treatment-emergent adverse events were observed in 72%, 78%
and 67% of patients. High tumour integrin alpha v beta 6 expression was associated with longer OS in arms A
[HR 0.55 (0.30-1.00)] and B [HR 0.41 (0.21-0.81)] than in arm C.

The primary PFS end point was not met, although predefined exploratory biomarker analyses identified
subgroups of patients in whom abituzumab may have benefit. The tolerability of abituzumab combined with
cetuximab and irinotecan was acceptable. Further study is warranted.
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Tl Long-Term Outcomes of Accelerated Telomere Shortening in Acquired Aplastic Anemia
SO BLOOD

SN 0006-4971

El 1528-0020

PD DEC6

PY 2014

VL 124

IS 21

UT WO0S:000349242702177

ER

PT J

AU Lisukov, |
Kulagin, A
Maschan, A
Shilova, E
Abdulkadyrov, K
Zaritskiy, A
Ivanova, V
Bogdanova, Y
Volkova, S
Gavrilenko, A



Kaporskaya, T
Meresiy, S
Schneider, T
Yakupova, S
Anchukova, L
Bakirov, B
Kosacheva, N
Krinitsina, T
Ustyantseva, V
Shatokhin, Y
Vinogradova, E
Kazankova, T
Rumyantsev, A
Afanasyev, B

AF Lisukov, Igor
Kulagin, Alexander
Maschan, Alexey
Shilova, Elena
Abdulkadyrov, Kudrat
Zaritskiy, Andrey
Ivanova, Valentina
Bogdanova, Yulia
Volkova, Svetlana
Gavrilenko, Andrey
Kaporskaya, Tatyana
Meresiy, Sergey
Schneider, Tatyana
Yakupova, Svetlana
Anchukova, Ludmila
Bakirov, Bulat
Kosacheva, Natalia
Krinitsina, Tatiana
Ustyantseva, Viktoria
Shatokhin, Yuriy
Vinogradova, Elena
Kazankova, Tatiana
Rumyantsev, Alexander
Afanasyev, Boris

TI Effect of Eculizumab on Physician-Reported Symptoms in the Russian Cohort of the Paroxysmal Nocturnal
Hemoglobinuria (PNH) International Registry
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TI Mucormycosis in haematological patients: case report and results of prospective study in Saint Petersburg,
Russia
SO MYCOSES
AB We prospectively observed 36 haematological patients with mucormycosis from nine hospitals of St. Petersburg
during 2004-2013. The most frequent underlying diseases were acute leukaemia (64%), and main risk factors
were prolonged neutropenia (92%) and lymphocytopenia (86%). In 50% of the patients, mucormycosis was
diagnosed 1-65days after invasive aspergillosis. Main clinical form of mucormycosis was pulmonary (64%),
while two or more organ involvement was noted in 50% of the cases. The most frequent aetiological agents of
mucormycosis were Rhizopus spp. (48%). Twelve-week survival rate was 50%. Combination therapy
(echinocandins+amphotericin B forms) and recovery from the underlying disease significantly improved the
survival rate.
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Metagenomic Sequencing of Expressed Prostate Secretions

JOURNAL OF MEDICAL VIROLOGY

AB To investigate which microorganisms may be present in expressed prostate secretions (EPS) metagenomic
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sequencing (MGS) was applied to prostate secretion samples from five men with prostatitis and five matched
control men as well as to combined expressed prostate secretion and urine from six patients with prostate cancer
and six matched control men. The prostate secretion samples contained a variety of bacterial sequences, mostly
belonging to the Proteobacteria phylum. The combined prostate secretion and urine samples were dominated by
abundant presence of the JC polyomavirus, representing >20% of all detected metagenomic sequence reads.
There were also other viruses detected, for example, human papillomavirus type 81. All combined prostate
secretion and urine samples were also positive for Proteobacteria. In summary, MGS of expressed prostate
secretion is informative for detecting a variety of bacteria and viruses, suggesting that a more large-scale use of
MGS of prostate secretions may be useful in medical and epidemiological studies of prostate infections. J. Med.
Virol. 86:2042-2048, 2014. (c) 2014 Wiley Periodicals, Inc.
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The relationship between physical performance and cardiac function in an elderly Russian cohort

ARCHIVES OF GERONTOLOGY AND GERIATRICS

AB This study aims to determine the cardiac dysfunction prevalence, to investigate the relationship between the

Short Physical Performance Battery (SPPB) test and structural and functional echocardiographic parameters and
to determine whether SPPB scores and cardiac dysfunction are independent mortality predictors in an elderly
Russian population. A random sample of 284 community-dwelling adults aged 65 and older were selected from
a population-based register and divided into two age groups (65-74 and >= 75). The SPPB test,
echocardiography and all-cause mortality were measured. The prevalence of cardiac dysfunction was 12% in
the 65-74 group and 23% in the >= 75 group. The multivariate models could explain 15% and 23% of the SPPB
score total variance for the 65-74 and >= 75 age groups, respectively. In the younger age group, the mean
follow-up time was 2.6 +/- 0.46 years, and the adjusted hazard ratio (HR) for risk of mortality from cardiac
dysfunction was 4.9. In the older age group, the mean follow-up time was 2.4 +/- 0.61 years, and both cardiac
dysfunction and poor physical performance were found to be independent predictors of mortality (adjusted HR
= 3.4 and adjusted HR = 4.2, respectively). The cardiac dysfunction prevalence in this elderly Russian
population was found to be comparable to, or even lower than, reported prevalences for Western countries.
Furthermore, the observed correlations between echocardiographic abnormalities and SPPB scores were limited.



Cardiac dysfunction was shown to be a strong mortality predictor in both age groups, and poor physical
performance was identified as an independent mortality predictor in the oldest subjects. (C) 2014 Elsevier
Ireland Ltd. All rights reserved.
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Tl PATHOGENETIC TREATMENT OF PNH AND AHUS: RUSSIAN EXPERIENCE
SO LEUKEMIA RESEARCH
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Tl TAARZ1-dependent effects of apomorphine in mice
SO INTERNATIONAL JOURNAL OF NEUROPSYCHOPHARMACOLOGY

AB G protein-coupled trace amine-associated receptor 1 (TAARL) is expressed in several brain regions and
modulates dopaminergic activity partially by affecting D2 dopamine receptor function. In vitro, the nonselective
dopamine agonist apomorphine can activate mouse and rat TAARL. The aim of the present study was to
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evaluate whether apomorphine activity at the rodent TAAR1 observed in in vitro studies contributes to its
behavioral manifestation in mice. For this purpose, we compared the behavioral effects of a wide range of
apomorphine doses in wild type (WT) and TAAR1 knockout (TAAR1-KO) mice. Apomorphine-induced
locomotor responses (0.01-4.0 mg/kg) were tested in locomotor activity boxes, and stereotypic behavior at 5
mg/kg was tested by ethological methods. A gnawing test was used to analyze the effects of the highest dose of
apomorphine (10 mg/kg). No statistically significant differences were observed between TAAR1-KO and WT
mice following inhibitory pre-synaptic low doses of apomorphine. At higher doses (2.0-5.0 mg/kg),
apomorphine-induced climbing behavior was significantly reduced in TAARL mutants relative to WT controls.
Moreover, the lack of TAARL1 receptors decreased certain types of stereotypies (as reflected in by measures of
the global stereotypy score, licking but not sniffing or gnawing) that were induced by high doses of
apomorphine. These data indicate that apomorphine activity at TAAR1 contributes to some behavioral
manifestations, particularly climbing, in rodents following high doses of this drug. The contribution of TAAR1
to apomorphine-induced climbing in rodents should be considered when apomorphine is used as a screening
tool in the search for potential antipsychotics.
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Clinical genotyping and efficacy outcomes: Exploratory biomarker data from the phase 11 ABIGAIL study of
first-line bevacizumab plus chemotherapy in non-squamous non-small-cell lung cancer
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AB Obijectives: ABIGAIL, a phase Il, randomized, open-label, multicenter study evaluated the correlation between
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biomarkers and best overall response (BOR) to bevacizumab with chemotherapy in patients with advanced or
recurrent non-small-cell lung cancer (NSCLC). Exploratory analyses of vascular endothelial growth factor
(VEGF) clinical genotyping data are presented.

Materials and methods: A total of 303 patients with NSCLC were randomized to receive bevacizumab 7.5
mg/kg or 15 mg/kg until progression or unacceptable toxicity (plus six cycles of chemotherapy). Patients
provided blood samples for biomarker analysis. Exploratory analyses were conducted to assess whether genetic
variants in VEGF-A or VEGFR-1/-2 act as efficacy or safety biomarkers. Single nucleotide polymorphisms
(SNPs) were determined using individual genotyping assays. DNA analysis for 12 SNPs across three genes is
reported: VEGF-A (five SNPs), VEGFR-1 (three SNPs), and VEGFR-2 (four SNPs).

Results: VEGF-A: ¢.+405/c.-634 (CG), VEGF-A: ¢.-460 >C; ¢-1498 >C (CT), and VEGF-A: ¢.-2578 C>A
were associated with >50% higher odds of responding to treatment. VEGFR-1: rs9554316 (GT) was associated
with >30% higher risk of progression and >40% higher risk of death. VEGF-A: ¢.+936 C>T was associated
with higher incidence of hypertension.

Conclusions: Four genetic variants of VEGF-A and VEGFR-1 were associated with bevacizumab treatment
outcome. Three variants in VEGF-A were associated with increased BOR, one variant in VEGFR-1 was
associated with worse progression-free survival/overall survival. These associations were not statistically
significant after correction for multiple testing. No genetic variant was associated with significantly higher risk
of hypertension. Replication in additional studies may provide insight into the use of these variants to predict
response to bevacizumab. (C) 2014 Elsevier Ireland Ltd. All rights reserved.
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Comparative efficiency study of fresh and vitrified oocytes in egg donation programs for different controlled
ovarian stimulation protocols

GYNECOLOGICAL ENDOCRINOLOGY

AB The aim of this study was to compare the efficacy when using vitrified and fresh eggs depending on the applied
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controlled ovarian stimulation protocols in egg donation programs. Study results showed that the controlled
ovarian stimulation protocol does not affect the outcome of IVF/ICSI. Vitrification provided survival and
pregnancy rates similar to the fresh donor oocyte ones.
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Autotransplantation of cryopreserved ovarian tissue - effective method of fertility preservation in cancer
patients

GYNECOLOGICAL ENDOCRINOLOGY

AB Obijective: To review the literature and to present the latest advances in the autotransplantation of cryopreserved
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ovarian tissue.

Materials and methods: A literature review was conducted for all relevant articles assessing the fertility
preservation, ovarian tissue transplantation, standard freezing and vitrification of ovarian tissue.

Results: One of the promising and effective methods for fertility preservation may be the autotransplantation of
cryopreserved ovarian tissue. At present, 30 babies have been born after orthotopic autotransplantation of
frozen-thawed human ovarian tissue. Restoration of ovarian activity occurs between 3.5 months and 6.5 months.
The longevity of autotransplanted ovarian tissue is about 5-7 years. The follicles are similarly preserved after all
freezing methods; however, the ovarian stroma is significantly better preserved after vitrification than after slow
freezing. An important topic for further research is preparation of the "vascular bed", optimization of
vitrification technique and the development of alternative procedures to avoid the transmission of cancer cells
via ovarian tissue autotransplantation - "artificial ovary".

Conclusions: Cryopreservation of ovarian tissue has unique advantages over other strategies. This method: (1)
does not delay cancer treatment; (2) is safer for hormone dependent malignancy; (3) can be done independent of
menstrual cycles; (4) is the only option for prepubertal girls; (5) can restore not only fertility but endocrine
function.
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Analysis of Independent Components for Event-Related Potentials from Patients with an Established Diagnosis
of Schizophrenia, Obsessive-Compulsive and Depressive Disorders

ZHURNAL VYSSHEI NERVNOI DEYATELNOSTI IMENI | P PAVLOVA

AB We investigated the possibility to classify data from patients with different psychiatric disorders on the base of
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physiological measures of the brain activity. Event-related potentials during the execution of GO/NOGO task
were recorded from age matched groups of patients with schizophrenia, major depression and obsessive-
compulsive disorder. Separation of independent components for event-related potentials was performed by
applying Independent Component Analysis method. Picked out components were used in the method of
discriminant analysis to classify the data according to clinical diagnosis. Discriminant analysis of components
for event-related potentials allows classifying the data of patients with a suitable amount of matches with an
established diagnosis.
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AB Data of literature and results of own studies formed the basis for the author's concepts according to which: (1)

SN

elements of the system of peptide regulation are exclusively peptides emerging as a results of cleavage of
ribosomally synthesized proteins-precursors, whereas nonribosomally synthesized peptides are not the part of
the above-mentioned system; (2) the peptide regulation of physiological functions (in the form of autocrine
regulation) was generated practically simultaneously with the life itself, the paracrine peptide regulation
appeared at the stage of colonial prokaryotes, the endocrine one-at the stage of multicellular eukaryotes; (3) the
regulatory peptides and receptors to them could appear both consecutively (in any order) and simultaneously;
(4) conservatism of the primary structure of regulatory peptides does not differ essentially from that of proteins;
(5) regulatory peptides are presented in the most evolutionarily ancient animal species wider than it is accepted
to think.
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Tl Equal improvement in glycaemia with lixisenatide given before breakfast or the main meal of the day
SO JOURNAL OF DIABETES AND ITS COMPLICATIONS

AB Aims: The aim of this study is to explore whether administration timing affects glycaemic control by



lixisenatide once-daily in type 2 diabetes mellitus (T2DM).

Methods: A phase Il1b, open-label, 1:1 randomized, active-controlled, 24-week multicentre study of T2DM
patients inadequately controlled on metformin was conducted. Patients were administered lixisenatide before
breakfast or the main meal. The primary endpoint was change from baseline at week 24 in glycated
haemoglobin (HbA1c). Other endpoints: changes in body weight, fasting plasma glucose (FPG), 7-point self-
monitored plasma glucose (SMPG) and Diabetes Treatment Satisfaction Questionnaire status (DTSQs) score.
Adverse events (AES) were monitored.

Results: Mean change in HbAlc from baseline at week 24 was -0.65% (-7.1 mmol/mol; main meal) and - 0.74%
(-8.1 mmol/mol; breakfast). Mean changes in FPG, body weight and DTSQs score were comparable between
groups. The mean change in body weight (kg) was -2.60 (main meal) and -2.80 (breakfast group). The 7-point
SMPG profiles showed greatest reductions in postprandial glucose after the meal at which lixisenatide was
administered, with a residual effect seen on the subsequent meal. AE rates were similar between groups,
including gastrointestinal AEs.

Conclusions: Lixisenatide before the main meal was noninferior to lixisenatide before breakfast in patients
insufficiently controlled on metformin. Lixisenatide treatment allows flexibility in administration timing. (C)
2014 The Authors. Published by Elsevier Inc. This is an open access article under the CC BY-NC-SA license
(http://creativecommons.org/licenses/by-nc-sa/3.0/).
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TI Emergence of carbapenemase-producing Gram-negative bacteria in Saint Petersburg, Russia
SO INTERNATIONAL JOURNAL OF ANTIMICROBIAL AGENTS

AB The emergence and spread of carbapenemase-producing Gram-negative bacteria represents a serious public
health concern. Here we show that of 477 Gram-negative isolates collected from 18 hospitals between
November 2011 and February 2013 in Saint Petersburg (Russia), minimum inhibitory concentrations (MICs)

were greater than the European Committee on Antimicrobial Susceptibility Testing (EUCAST) epidemiological

cut-off value of at least one carbapenem antibiotic in 101 isolates (21.2%). The bla(NDM-1) gene was detected
by PCR in 17 Klebsiella pneumoniae and 1 Acinetobacter nosocomialis isolate. Multilocus sequence typing
(MLST) revealed that all NDM-1-producing K. pneumoniae isolates belonged to sequence type 340 (ST340)
and harboured genes encoding additional beta-lactamases; presence of the bla(CTX-M-1-like) gene correlated
with aztreonam resistance, whilst its absence correlated with susceptibility. The epidemiological situation in

Saint Petersburg can be assessed as regional spread of NDM-1-producers. The bla(KPC-2) gene was detected in

two K. pneumoniae isolates (ST258 and ST273) and one Enterobacter cloacae isolate. Two E. cloacae isolates
harboured the bla(VIM-4) gene, and one K. pneumoniae (ST395) isolate harboured the bla(OXA-48) gene. In
NDM-1-producers, MICs of biapenem were the lowest compared with those of other carbapenems. Most

isolates were susceptible to tigecycline and polymyxin, except for one K. pneumoniae isolate that was found to

be polymyxin-resistant and one E. cloacae isolate that was tigecycline-resistant. Only one patient with a urinary

tract infection caused by KPC-2-producing K. pneumoniae had a history of travel abroad (Southeast Asia).
Thus, there is an actual threat of the emergence of an alarming endemic situation with NDM-1-producers in
Saint Petersburg. (C) 2014 Elsevier B.V. and the International Society of Chemotherapy. All rights reserved.
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Macrophage stimulating agent soluble yeast beta-1,3/1,6-glucan as a topical treatment of diabetic foot and leg
ulcers: A randomized, double blind, placebo-controlled phase Il study

JOURNAL OF DIABETES INVESTIGATION

Aims/Introduction: Dysregulated inflammatory response is believed to be an important factor in the
pathogenesis of several late complications of diabetes mellitus. beta-Glucans are potent inducers of immune
function. The present randomized, double blind, two-center, placebo-controlled study was undertaken to explore
safety, tolerability and efficacy of soluble beta-1,3/1,6-glucan (SBG) as a local treatment of diabetic foot
ulcers.

Materials and Methods: A total of 60 patients with type 1 or 2 diabetes and lower extremity ulcers (Wagner
grade 1-2, Ankle/Brachial Index >=0.7) received SBG or a comparator product (methylcellulose) locally three
times weekly up to 12 weeks in addition to conventional management scheme. A total of 54 patients completed
the study.

Results: A tendency for shorter median time to complete healing in the SBG group was observed (36 vs 63
days, P = 0.130). Weekly percentage reduction in ulcer size was significantly higher in the SBG group than in
the methylcellulose group between weeks 1-2, 3-4 and 5-6 (P < 0.05). The proportion of ulcers healed by week



12 was also in favor of SBG (59% vs 37%, P = 0.09), with a significantly higher healing incidence in the SBG
group at week 8 (44% vs 17%, P = 0.03). SBG was safe and well tolerated. There was a clinically significant
difference regarding the incidence of serious adverse events in favor of the SBG treatment.

Conclusions: Local treatment of diabetic lower extremity ulcers with b-1,3/1,6-polyglucose shows good safety
results. This beta-glucan preparation shows promising potential as a treatment accelerating cutaneous healing.
Further studies are required to confirm this effect.

SN 2040-1116

El 2040-1124

PD JUL

PY 2014

VL 5

IS 4

BP 392

EP 399

DI 10.1111/jdi.12165
UT WOS:000339495600007
PM 25411598

ER

PT J

AU Maslyanskiy, A
Roggenbuck, D
Lapin, S
Mazing, A
Lazareva, N
Llivanova, E
Kolesova, E
Mazurov, V

AF Maslyanskiy, A.
Roggenbuck, D.
Lapin, S.
Mazing, A.
Lazareva, N.
Llivanova, E.
Kolesova, E.
Mazurov, V.

TI ANTIBODIES TO HNRNP B1 (RA33) IN PATIENTS WITH SYSTEMIC SCLEROSIS
SO ANNALS OF THE RHEUMATIC DISEASES

CT 15th Annual European Congress of Rheumatology (EULAR)
CY JUN 11-14, 2014

CL Paris, FRANCE

SN 0003-4967

El 1468-2060

PD JUN

PY 2014

VL 73

SU 2

MA AB0193

BP 867

EP 867

DI 10.1136/annrheumdis-2014-eular.2222

UT WOS:000346919805001

ER




PT J

AU Hoffmann, V
Lindoerfer, D
Thaler, J
Labar, B
Melanthiou, F
Mayer, J
Everaus, H
Porkka, K
Guillhot, J
Schubert-Fritschle, G
Castagnetti, F
Lejniece, S
Griskevicius, L
Thielen, N
Hellmann, A
Turkina, A
Zaritskey, A
Bogdanovic, AD
Indrak, K
Zupan, IP
Casado, LF
Simonsson, B
Clark, RE
Hehlmann, R
Hasford, J
Baccarani, M

AF Hoffmann, V.
Lindoerfer, D.
Thaler, J.
Labar, B.
Melanthiou, F.
Mayer, J.
Everaus, H.
Porkka, K.
Guillhot, J.
Schubert-Fritschle, G.
Castagnetti, F.
Lejniece, S.
Griskevicius, L.
Thielen, N.
Hellmann, A.
Turkina, A.
Zaritskey, A.
Bogdanovic, A. D.
Indrak, K.
Zupan, I. P.
Casado, L. F.
Simonsson, B.
Clark, R. E.
Hehlmann, R.
Hasford, J.
Baccarani, M.

Tl THE EUTOS POPULATION BASED REGISTRY - INCIDENCES OF CML ACROSS EUROPE
SO HAEMATOLOGICA

CT 19th Congress of the European-Hematology-Association

CY JUN 12-15, 2014

CL Milan, ITALY

SP  European Hematol Assoc

SN 0390-6078



PD
PY
VL
SuU

JUN 1
2014
99

1

MA P274

BP
EP
uT
ER

72
72
W0S:000342830900175

PT
AU

AF

J

Lindoerfer, D
Hoffmann, VS
Rosti, G
Castagnetti, F
Saussele, S
Guilhot, J
Simonsson, B
Steegmann, JL
Mayer, J
Indrak, K
Turkina, AG
Zaritskey, A
Labar, B
Zupan, IP
Thielen, N
Clark, RE
Thaler, J
Melanthiou, F
Everaus, H
Porkka, K
Bogdanovic, AD
Schubert-Fritschle, G
Panagiotidis, P
Masszi, T
Lejniece, S
Griskevicius, L
Hellmann, A
Prejzner, W
Sacha, T
Almeida, A
Dyagil, |
Colita, A
Mihaylov, G
Hehlmann, R
Hasford, J
Baccarani, M

Lindoerfer, D.
Hoffmann, V. S.
Rosti, G.
Castagnetti, F.
Saussele, S.
Guilhot, J.
Simonsson, B.
Steegmann, J. L.
Mayer, J.
Indrak, K.
Turkina, A. G.
Zaritskey, A.
Labar, B.



Zupan, I. P.
Thielen, N.
Clark, R. E.
Thaler, J.
Melanthiou, F.
Everaus, H.
Porkka, K.
Bogdanovic, A. D.
Schubert-Fritschle, G.
Panagiotidis, P.
Masszi, T.
Lejniece, S.
Griskevicius, L.
Hellmann, A.
Prejzner, W.
Sacha, T.
Almeida, A.
Dyagil, I.
Colita, A.
Mihaylov, G.
Hehlmann, R.
Hasford, J.
Baccarani, M.
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Electromyographic Muscular Activity Improvement in Class Il Patients Treated with the Pre-Orthodontic
Trainer

JOURNAL OF CLINICAL PEDIATRIC DENTISTRY

Objective: A study was designed to determine changes in the amplitude of the EMG muscular activity of the
Masseter and Temporalis muscles at clench in children with a Class I, division 1 malocclusion treated with the
pre-orthodontic Trainer functional appliance, for 12 months. Study Design: 36 Class I, division 1 malocclusion
patients (mean age 7.6 +/- 1.3 years) composed the treated group and wore the functional appliance; 22 children
with a similar age and malocclusion composed the untreated controls; and, 20 children with no dental
malocclusion participated as normal controls. Electromyographic (EMG) muscular activity of the Temporalis
and Masseter muscles were recorded before and after treatment. Results: Subjects in the treated group reported a
bilateral significant increase in the muscular electrical activity in the both tested muscles (p < 0.001). After
treatment, they recorded values similar to those measured in normal controls, whereas the untreated controls
remained on lower values. Conclusion: These results confirm that treatment with the pre-orthodontic Trainer
functional appliance significantly increases the EMG muscular activity in the Temporalis and Masseter muscles
at clench in patients with Class 11, division 1 malocclusion.
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Tl THE MOLECULAR-GENETICS MECHANISMS OF PLATELETS ACTIVATION IN PATIENTS WITH
CEREBROVASCULAR DISEASE
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Tl Socioeconomic differences in self-rated health among women: a comparison of St. Petersburg to Estonia and
Finland

SO INTERNATIONAL JOURNAL FOR EQUITY IN HEALTH

AB Introduction: Social determinants of health have not been intensively studied in Russia, even though the health
divide has been clearly demonstrated by an increased mortality rate among those with low education. A
comparative analysis of social health determinants in countries with different historical and economic
backgrounds may provide useful evidence for addressing health inequalities. We aimed to assess socioeconomic
determinants of self-rated health in St. Petersburg as compared to Estonia and Finland.
Methods: Data for women aged 18-44 were extracted from existing population-based surveys and analysed. In
St. Petersburg the data were originally collected in 2003 (response rate 68%), in Estonia in 2004-2005 (54%),
and in Finland in 2000-2001 (86%). The study samples comprised 865 women in St. Petersburg, 2141 in
Estonia and 1897 in Finland.
Results: Self-rated health was much poorer in St. Petersburg than in Estonia or Finland. High education was
negatively associated with poor self-rated health in all the studied populations; it was (partially) mediated via
health behaviour and limiting long-term illness only in Estonia and Finland, but not in St. Petersburg. High
personal income and employment did not associate with poor self-rated health among St. Petersburg women, as
it did in Estonia and Finland. In St. Petersburg housewives rather than employed women had better self-rated
health, unlike the two other areas.
Conclusion: Women's self-rated health in St. Petersburg varied similarly by education but differently by income
and employment as compared to Estonia and Finland. Education is likely the most meaningful dimension of
women's socioeconomic position in St. Petersburg. More research is needed to further clarify the pathways
between socioeconomic position and health in Russia.
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Tl THE DIALYSIS OUTCOMES AND PRACTICE PATTERNS STUDY (DOPPS) IN RUSSIA: STUDY
DESIGN AND INITIAL COMPARISONS WITH THE RUSSIAN RRT REGISTRY
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Tl Myogenic compression of internal jugular vein - an unrecognised condition - is it the new indication for
botulinum toxin treatment?
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Tl Cryptococcosis in hematological patients in Saint-Petersburg, Russia
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Tl Evaluation of modified maldi-TOF-based approach to identification and typing of Cryptococcus neoformans
clinical isolates
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Tl Darbepoetin alfa once monthly corrects anaemia in patients with chronic kidney disease not on dialysis

SO NEPHROLOGY

AB Aim
While darbepoetin alfa (DA) can be administered once monthly (QM) to maintain haemoglobin (Hb)
concentrations in anaemic patients with chronic kidney disease not on dialysis (CKD-ND), the QM use of DA
for anaemia correction has not been previously investigated.
Methods
In this randomized, double-blind, non-inferiority, active-controlled study, adult subjects with CKD-ND, Hb
levels <10 g/dL, and not treated with an erythropoiesis-stimulating agent were randomized 1:1 to receive DA
every 2 weeks (Q2W) or QM for 33 weeks with initial doses of 0.75 mu g/kg Q2W or 1.5 mu g/kg QM.
Subjects were treated to target Hb levels of 10-12 g/dL and >= 1 g/dL increase from baseline. The primary end-
point was Hb change between baseline and the evaluation period (weeks 29-33), with a non-inferiority margin
of -0.5 g/dL.
Results
Three hundred and fifty-five subjects received >= 1 dose of DA. Mean (95% confidence interval [CI]) change in
Hb between baseline and the evaluation period was 2.16 (1.98-2.33) g/dL for the Q2W group and 1.97 (1.80-
2.14) g/dL for the QM group, the mean (95% CI) difference in Hb change being -0.19 (-0.43 to 0.05) g/dL.
Most subjects (97.9% Q2W; 98.1% QM) achieved a Hb level >=10.0 g/dL and >= 1.0 g/dL increase in Hb from
baseline. Mean DA (SD) weekly equivalent doses over the evaluation period were 0.20 (0.23) and 0.27 (0.31)
mu g/kg per week for the Q2W and QM groups, respectively. Safety profiles were similar between groups.
Conclusion
In subjects with CKD-ND, QM dosing was non-inferior to Q2W dosing for anaemia correction and had a
similar safety profile.

SN 1320-5358

El 1440-1797

PD MAY

PY 2014

VL 19

IS 5

BP 266

EP 274

DI 10.1111/nep.12214

UT WOS:000334685700002
PM 24506498

ER

PT

J

AU Sanjmyatav, J

Hartmann, A
Moch, H
Hauke, S
Gajda, M



AF

TI

SO
RI

Ol

SN
El

PD
PY
VL

BP
EP
DI
uT
PM
ER

Meyer, B
Pryalukhin, A
Grimm, MO
Junker, K

Sanjmyatav, Jimsgene
Hartmann, Arndt
Moch, Holger

Hauke, Sven

Gajda, Mieczyslaw
Meyer, Britta
Pryalukhin, Alexey
Grimm, Marc-Oliver
Junker, Kerstin

Reply to Jerome Verine, Christophe Leboeuf and Philippe Ratajczak’s Letter to the Editor re: Jimsgene
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Tl NINTEDANIB (BIBF 1120) + DOCETAXEL AS 2ND-LINE THERAPY IN PATIENTS WITH STAGE
I11B/1IV OR RECURRENT NSCLC: RESULTS OF THE PHASE Ill, RANDOMISED, DOUBLE-BLIND
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Relationships of glycoproteins I1b-I1la and Ib content with mean platelet volume and their genetic
polymorphisms
BLOOD COAGULATION & FIBRINOLYSIS

Quantity of platelet adhesion molecules significantly varies in normal donors and cardiovascular patients and
might be affected by platelet size and genetic variations. In this study, we assessed relationships of the content
of glycoprotein (GP) Ilb-11la and GPIb with mean platelet volume (MPV) and their genetic polymorphisms.
MPV and GPIIb-1ll1a and GPIb numbers were measured in 116 patients with acute coronary syndrome (ACS) at
days 1, 3-5 and 8-12 after disease onset and in 32 healthy volunteers. GPIIb-Illa and GPIb allelic variants were
determined in ACS patients. Strong interactions of GPIIb-Illa and GPIb numbers and MPV were observed in
ACS patients and healthy volunteers. In patients, coefficients of correlation (r) were 0.642 and 0.510 (analysis
of individual mean values) and in volunteers - 0.594 and 0.508 for GPIlb-1lla and GPIb, respectively
(everywhere P < 0.005). In ACS patients, correlations were highly significant at each tested time point. GPIIb-
Ila and GPIb genetic polymorphisms [GPIlla Leu33Pro, GPIb alpha Thrl45Met and GPIb alpha (-5)T/C
(Kozak)] determined in ACS patients had no significant impact on their expression. Modest correlation was
revealed between MPV and plasma thrombopoietin (TPO) measured at the first day of ACS (r =0.279, P =
0.005). The data obtained indicated that GPIIb-111a and GPIb levels are mainly affected by platelet size (MPV)
but not by their genetic variations. In some ACS patients, production of large platelets with high GPIIb-I1la and
GPIb contents might be stimulated by elevated TPO.
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Tl Diagnostic criteria and classification of hyperglycaemia first detected in pregnancy: A World Health
Organization Guideline
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TI Generation of characteristic profiles of steroid hormones by reversed-phase HPLC
SO JOURNAL OF ANALYTICAL CHEMISTRY

AB A method for the determination of steroid hormones by reversed-phase HPLC has been applied to the analysis
of biological fluids from healthy individuals and patients with endocrine systems diseases. The obtained
chromatographic profiles were processed by the method of principal component analysis and method of soft
independent modeling of class analogy. The principle possibility of using the results of chemometric processing
of the chromatographic profiles as an additional diagnostic criterion for the treatment of some endocrine
pathologies has been shown.
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CA LUME-Lung 1 Study Grp

TI

Docetaxel plus nintedanib versus docetaxel plus placebo in patients with previously treated non-small-cell lung
cancer (LUME-Lung 1): a phase 3, double-blind, randomised controlled trial

SO LANCET ONCOLOGY
AB Background The phase 3 LUME-Lung 1 study assessed the efficacy and safety of docetaxel plus nintedanib as

second-line therapy for non-small-cell lung cancer (NSCLC).

Methods Patients from 211 centres in 27 countries with stage I11B/IV recurrent NSCLC progressing after first-
line chemotherapy, stratified by ECOG performance status, previous bevacizumab treatment, histology, and
presence of brain metastases, were allocated (by computer-generated sequence through an interactive third-party
system, in 1: 1 ratio), to receive docetaxel 75 mg/m(2) by intravenous infusion on day 1 plus either nintedanib
200 mg orally twice daily or matching placebo on days 2-21, every 3 weeks until unacceptable adverse events
or disease progression. Investigators and patients were masked to assignment. The primary endpoint was
progression-free survival (PFS) by independent central review, analysed by intention to treat after 714 events in
all patients. The key secondary endpoint was overall survival, analysed by intention to treat after 1121 events
had occurred, in a prespecified stepwise order: first in patients with adenocarcinoma who progressed within 9
months after start of first-line therapy, then in all patients with adenocarcinoma, then in all patients. This trial is
registered with ClinicalTrials.gov, number NCT00805194.

Findings Between Dec 23, 2008, and Feb 9, 2011, 655 patients were randomly assigned to receive docetaxel
plus nintedanib and 659 to receive docetaxel plus placebo. The primary analysis was done after a median
follow-up of 7.1 months (IQR 3.8-11.0). PFS was significantly improved in the docetaxel plus nintedanib group
compared with the docetaxel plus placebo group (median 3.4 months [95% CI 2.9-3.9] vs 2.7 months [2.6-2.8];
hazard ratio [HR] 0.79 [95% CI 0.68-0.92], p=0.0019). After a median follow-up of 31.7 months (IQR 27.8-
36.1), overall survival was significantly improved for patients with adenocarcinoma histology who progressed
within 9 months after start of first-line treatment in the docetaxel plus nintedanib group (206 patients) compared
with those in the docetaxel plus placebo group (199 patients; median 10.9 months [95% CI 8.5-12.6] vs 7.9
months [6.7-9.1]; HR 0.75 [95% CI 0.60-0.92], p=0.0073). Similar results were noted for all patients with
adenocarcinoma histology (322 patients in the docetaxel plus nintedanib group and 336 in the docetaxel plus
placebo group; median overall survival 12.6 months [95% CI 10.6-15.1] vs 10.3 months [95% CI 8.6-12.2]; HR
0.83 [95% CI 0.70-0.99], p=0.0359), but not in the total study population (median 10.1 months [95% CI 8.8-
11.2] vs 9.1 months [8.4-10.4]; HR 0.94, 95% CI 0.83-1.05, p=0.2720). Grade 3 or worse adverse events that
were more common in the docetaxel plus nintedanib group than in the docetaxel plus placebo group were
diarrhoea (43 [6.6%] of 652 vs 17 [2.6%] of 655), reversible increases in alanine aminotransferase (51 [7.8%)]
vs six [0.9%]), and reversible increases in aspartate aminotransferase (22 [3.4%] vs three [0.5%]). 35 patients in
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the docetaxel plus nintedanib group and 25 in the docetaxel plus placebo group died of adverse events possibly
unrelated to disease progression; the most common of these events were sepsis (five with docetaxel plus
nintedanib vs one with docetaxel plus placebo), pneumonia (two vs seven), respiratory failure (four vs none),
and pulmonary embolism (none vs three).

Interpretation Nintedanib in combination with docetaxel is an effective second-line option for patients with
advanced NSCLC previously treated with one line of platinum-based therapy, especially for patients with
adenocarcinoma.
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Economic assessment of drugs for rare diseases: Must it be done, if yes, which are its features?
TERAPEVTICHESKII ARKHIV

The orphan drug laws enacted firstly in the USA and then in some other countries have given rise to a specific
market of drugs for rare diseases and to a drastic increase in the number of proposed drugs. At the same time,
the prices for innovative drugs are frequently high, have resulted in debates about their cost effectiveness and
the drugs for rare diseases being frequently difficult to be tested for their efficacy due to disease rarity. The
article discusses the designs of clinical trials that could enhance their effectiveness, gives examples of standard-
design trials, and notes that effectiveness evaluations can be obtained for most diseases, but with a small
sample, they will not be very precise, which makes cost-effectiveness analysis difficult. In this connection, a
number of mechanisms proposed worldwide to solve the existing situation are discussed.
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Correction of Sinus Rate by Inhibitors of If-Channels in Patients With Acute Decompensated Heart Failure
KARDIOLOGIYA

The aim of the study was to assess heart rate reduction for a acute decompensated heart failure in patients with
reduced left ventricular systolic function and in patients with heart failure without significant reduction in
ejection fraction. Were examined 79 patients with an ejection fraction less than 40%. 38 of them took If-channel
blocker, ivabradine, 41 amounted to a control group. A group of patients with diastolic dysfunction was 48
patients (23 in the treatment of ivabradine and 25 subgroups of control). During the 14 days of observation it
was found that the positive effect of reducing the sinus rate by ivabradine was observed in patients with
diastolic dysfunction. In this group of patients on the background of decreasing heart rate, improves the passive
diastolic properties of the left ventricle and an increase in the distance traveled by the patients during 6-minute
walk test compared with the control group. The data obtained in our study support the use of ivabradine in
patients with acute decompensated heart failure. The most significant changes in hemodynamic parameters and
functional status were obtained in patients with diastolic dysfunction. Given the small sample, the results need
to be further confirmed in larger clinical trials.
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Tl INPATIENTS WITH A "DUAL DIAGNOSIS", TYPE OF ADDICTION IS ASSOCIATED WITH
FEATURES OF SCHIZOPHRENIA COURSE
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Tl INTEGRATED ASSESSMENT THE EFFECTIVENESS CORRECTION OF NEUROCOGNITIVE DEFICIT
IN SCHIZOPHRENIA PATIENTS
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Tl Pulmonary vasculitis as a clinical mask of HCV infection: Efficiency of interferon-free antiviral therapy
SO TERAPEVTICHESKII ARKHIV

AB The paper describes a clinical case of pulmonary vasculitis caused by hepatitis C virus (HCV). Its diagnosis was
established on the basis of in-depth laboratory testing and an investigation of the molecular biological markers
of viremia (polymerase chain reaction - PCR - HCV RNA) in peripheral blood mononuclear cells. By taking
into account of extrahepatic HCV replication and contraindications to interferon therapy, the female patient was
given an interferon-free antiviral therapy cycle using an interferonogenic inductor in combination with ribavirin.
Pathogenic therapy (methylpred and ursodeoxycholic acid) was additionally performed. An interferon-free
regimen of cycloferon + ribavirin led to sustained remission of HCV infection running with its systemic
manifestations. The therapy could improve the function of not only the liver, but also the lung. In suspected
extrahepatic HCV infections, an investigation of molecular biological markers for viremia (HCV RNA PCR) in
the peripheral blood mononuclear cells is an essential diagnostic technique. Interferonogenic inductors,
cycloferon in particular, should be used in combination with ribavirin when a chronic hepatitis C patient with
the extrahepatic manifestations of HCV infection has contraindications to conventional therapy with
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Cannabis Withdrawal in Patients With and Without Opioid Dependence

SUBSTANCE ABUSE

AB Background: Cannabis use is common among opioid-dependent individuals, but little is known about cannabis
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withdrawal in this population. Methods: Thirty inpatients (57% men) completed the Marijuana Quit
Questionnaire (MJQQ) after completing acute heroin detoxification treatment in Saint Petersburg, Russia. The
MJQQ collected data on motivations for quitting, withdrawal symptoms, and coping strategies used to help
maintain abstinence during their most "serious” (self-defined) quit attempt made without formal treatment
outside a controlled environment. Results: At the start of their quit attempt, 70% of participants smoked
cannabis at least weekly (40% daily), averaging [SD] 2.73 [1.95] joints daily; 60% were heroin dependent.
Subjects with heroin dependence were significantly older at the start of their quit attempt (22.9 [3.6] vs. 19.1
[2.9] years), were significantly less likely to report withdrawal irritability/anger/aggression (22% vs. 58%),
restlessness (0% vs. 25%), or physical symptoms (6% vs. 33%), or to meet diagnostic criteria for DSM-5
(Diagnostic and Statistical Manual of Mental Disorders, 5th edition) cannabis withdrawal syndrome (6% vs.
33%), and had shorter duration of abstinence (29.6 [28.7] vs 73.7 [44.1] months) than those without heroin
dependence. Conclusion: Cannabis users with opioid dependence are less likely to experience cannabis
withdrawal, suggesting that opiate use may prevent or mask the experience of cannabis withdrawal. Results
should be considered preliminary due to small convenience sample and retrospective data.
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TI Russian experts' clinical guidelines for acute myeloid leukemia treatment in patients less than 60 years of age

SO TERAPEVTICHESKII ARKHIV

AB The purpose of the paper is to present Russian experts' consolidated opinion about acute myeloid leukemia
(AML) treatment in adult patients aged less than 60 years. The guidelines have been elaborated having regard to
foreign publications and Russian experience, on the basis of global and Russian clinical trials to treat AML and
to define indications for allogeneic bone marrow transplantation in patients during first complete remission.
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Tl Biomarkers of iron status and trace elements in welders

SO JOURNAL OF TRACE ELEMENTS IN MEDICINE AND BIOLOGY

AB lron status was studied in 137 welders exposed to a geometric mean (GM) air concentration of 214 mu g/m(3)
(range 1-3230) of manganese (Mn), in 137 referents and in 34 former welders. The GM concentrations of S-
ferritin were 119 (3-1498), 112 (9-1277) and 98 (12-989) mu g/L (p = 0.24) in the three groups, respectively.
Also the GM concentrations of S-hepcidin were not significantly different between the groups (8.4 mu g/L (2.8-
117); 6.6 mu g/L (1.8-100); 6.5 mu g/L (1.2-22)) (p = 0.22). Multiple linear regression analysis including all
welders and referents showed an increase in the concentration of S-ferritin associated with having serum
carbohydrate deficient transferrin (S-CDT) above the upper reference limit of >= 1.7%, indicating high alcohol
consumption. Serum C-reactive protein was not associated with exposure as welders, but an association with S-
ferritin was shown. The GM S-ferritin concentrations among all welders and referents with S-CDT >= 1.7%
were 157 mu g/L (95% CI 113-218) as compared to 104 mu g/L (95% CI 94-116) (p = 0.02) in those with S-
CDT < 1.7%. The GM concentrations of Mn in biological fluids were higher in the welders as compared to the
referents, while S-Fe, S-Co and B-Co were statistically significantly lower. This could suggest a competitive
inhibition from Mn on the uptake of Fe and Co. Increasing concentrations of S-CDT was associated with higher
S-Mn, S-Fe and B-Co in the multiple linear regression analysis. The association between S-CDT and S-Fe
remained when all subjects with high S-CDT (>= 1.7%) were excluded, suggesting increased uptake of Fe even
at lower alcohol consumption. (C) 2014 Elsevier GmbH. All rights reserved.
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Tl Medication use in pregnancy: a cross-sectional, multinational web-based study
SO BMJ OPEN

AB Obijectives Intercountry comparability between studies on medication use in pregnancy is difficult due to
dissimilarities in study design and methodology. This study aimed to examine patterns and factors associated
with medications use in pregnancy from a multinational perspective, with emphasis on type of medication
utilised and indication for use.

Design Cross-sectional, web-based study performed within the period from 1 October 2011 to 29 February
2012. Uniform collection of drug utilisation data was performed via an anonymous online questionnaire.
Setting Multinational study in Europe (Western, Northern and Eastern), North and South America and
Australia.

Participants Pregnant women and new mothers with children less than lyear of age.

Primary and secondary outcome measures Prevalence of and factors associated with medication use for
acute/short-term illnesses, chronic/long-term disorders and over-the-counter (OTC) medication use.

Results The study population included 9459 women, of which 81.2% reported use of at least one medication
(prescribed or OTC) during pregnancy. Overall, OTC medication use occurred in 66.9% of the pregnancies,
whereas 68.4% and 17% of women reported use of at least one medication for treatment of acute/short-term
illnesses and chronic/long-term disorders, respectively. The extent of self-reported medicated illnesses and
types of medication used by indication varied across regions, especially in relation to urinary tract infections,
depression or OTC nasal sprays. Women with higher age or lower educational level, housewives or women with
an unplanned pregnancy were those most often reporting use of medication for chronic/long-term disorders.
Immigrant women in Western (adjusted OR (aOR): 0.55, 95% CI 0.34 to 0.87) and Northern Europe (aOR:
0.50, 95% CI 0.31 to 0.83) were less likely to report use of medication for chronic/long-term disorders during
pregnancy than non-immigrants.

Conclusions In this study, the majority of women in Europe, North America, South America and Australia used
at least one medication during pregnancy. There was a substantial inter-region variability in the types of
medication used.
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Tl Cerebral hemodynamics in patients with craniovertebral abnormalities
SO CEREBROVASCULAR DISEASES
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TI Tactics for the correction of enteric microbiocenotic abnormalities in the combination therapy of patients with
chronic liver diseases

SO TERAPEVTICHESKII ARKHIV

AB Aim. To evaluate the efficacy of the symbiotic Linex used in the combination therapy of liver cirrhosis (LC).
Subjects and methods. Seventy-four patients with LC, including 44 who received additionally the symbiotic
Linex and 30 who had conventional therapy, were examined. All the patients underwent clinical and
biochemical blood tests, abdominal ultrasonography, fecal test for bacteria, gas chromatography-mass
spectrometry of the blood composition of microbial markers, number connecting test, and quality-of-life
assessment (SF-36).

Results. The symbiotic-treated patients showed a significant improvement in biochemical parameters (decreases
in transaminase activities, bilirubin levels, hepatic protein-synthetic function there were elevations in the
concentrations of total protein from 74.0+/-0.50 to 78.1+/-0.80 g/l (p<0.05) and albumin from 30.6+/-1.7 to
35.5+/-1.6 g/l (p<0.05). There were also increases in the count of bifidobacteria from 8.7+/-0.1 to 9.1+/-0.1 Ig
CFU/g (p<0.05), lactobacilli from 5.0+/-0.2 to 5.2+/-0.2 Ig CFU/g (p<0.05) and in the total count of Escherichia
coli from 7.6+/-0.3 to 7.91+/-0.3 Ig CFU/g (p<0.05); a tendency for normalization of microbial markers was
revealed by mass spectrometry; the manifestations of hepatic encephalopathy were alleviated (the number
connecting test showed a reduction from 51.0+/-3.58 to 29.7+/-4.10 sec (p<0.05)), and the quality of life
improved.

Conclusion. By normalizing enteric microbiocenosis, the symbiotic Linex positively affects the course and
prognosis of LC and it is both a symptomatic and pathogenetic agent for the treatment of patients.
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Role of transforming growth factor-beta in the development of some liver diseases
TERAPEVTICHESKII ARKHIV

AB Aim. To investigate the expression of transforming growth factor-beta 1 (TGF-beta) in the liver tissue of

SN
PY
VL
IS

BP
EP

patients with autoimmune hepatitis (AIH), primary biliary cirrhosis (PBC), and chronic hepatitis C (CHC).
Materials and methods. Liver biopsy specimens were histologically and immunohistologically examined in 37
patients with verified liver diseases (12 with AlH, 15 with PBC, and 10 with CHC).

Results. The expression of TGF-beta 1 in the non-parenchymal liver cells of the patients with AIH and PBC
with liver cirrhosis was statistically significantly higher than in those without the latter (p=0.01 and p=0.04,
respectively). There was a positive relationship between the stage of fibrosis and the absolute content TGF-beta
1 and CD68* cells in the portal tracts (r=0.51). The higher expression of TGF-beta 1 was found in the patients
with HCV and AIH than in those with PBC (p=0.03 and p<0.05, respectively). There were no differences in the
expression of TGF-beta 1 in the patients with AlIH as compared to those with CHC (p=0.55). The number of
CD68-positive macrophages was higher in CHC than in AIH and PBC (p=0.004 and p=0.01, respectively). In
autoimmune liver diseases, TGF-beta 1 was mainly expressed by the macrophages located in the portal tracts
and, in CHC, within the hepatic lobules.

Conclusion. The enhanced TGF-beta 1 expression in the nonparenchymal liver cells in AIH and PBC with liver
cirrhosis confirms the role of this cytokine in development of fibrosis in autoimmune liver diseases. That in
hepatitis of various etiologies versus PBC suggests that the TGF-beta 1 signaling pathway may play an
important role in an inappropriate immune response in hepatitides; and the variations found in the location of
the macrophages expressing TGF-beta 1 reflect a difference in the mechanisms of lesions.
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Promising immunonutrients in general medical practice
TERAPEVTICHESKII ARKHIV

AB The review gives data on prospects for using agents based on probiotics and trace elements for

immunomodulation. It presents information on that a Lactobacillus casei rhamnosus 35-based probiotic is able
to reduce the incidence and severity of viral and bacterial infections. The potential of zinc and selenium as
immunotropic agents is shown.
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Tl Revascularization or Conservative Strategy in Patients With Stable Coronary Heart Disease: a Contemporary
View

SO KARDIOLOGIYA

AB Choice between revascularization and conservative strategy in patients with stable coronary heart disease
(CHD) is an important clinical problem, especially when the need for revascularization is not urged by severe
ischemic symptoms. Revascularization aimed to improve prognosis is most justified in patients having high
risk, based both on results of coronary angiography and functional tests. In the opinion of many experts, the
high-risk features at stress-test is a key to identify patients in whom revascularization is most required among
persons with high-risk coronary anatomy, as well as to select candidates for invasive treatment among patients
with more favorable variants of coronary lesions. The advantage of revascularization over conservative
treatment was demonstrated primarily in relation to coronary bypass surgery; however, the prospect of replacing
surgery by an interventional treatment for prognostic reasons is extremely attractive. Although comparison of
prognostic efficiency of percutaneous coronary intervention (PCI) and coronary bypass surgery (CABG) for
some categories of patients with stable ischemic heart disease has yielded encouraging results, improved
survival when using the PCI in direct comparison with optimal medical therapy was not convincingly confirmed
to date. Implementation of PCI to improve prognosis in stable ischemic heart disease is still limited by a rather
narrow range of indications and the relief of symptoms of ischemia remains its main purpose.
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The clinical manifestations of atherosclerosis in familial hypercholesterolemia

TERAPEVTICHESKII ARKHIV

AB Aim. To study the specific features of manifestations of atherosclerosis in Karelia dwellers with familial
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hypercholesterolemia (FH).

Subjects and methods. The examination of 196 patients with FH involved laboratory tests, electrocardiography,
echocardiography, triplex scanning of the arteries, exercise testing, and coronarography as indicated. Genetic
examination was performed in 109 (55.6%) patients.

Results. The examinees' mean age was 48 +/- 2.3 years; there was a female predominance (68.7%). All the
patients were found to have significant hypercholesterolemia due to elevated low-density lipoprotein levels.
There was arcus lipoides corneae in 26% of cases, tendinous xanthomas in 17%, and xanthelasma palpebrarum
in 34.9%. Carotid stenosis and lower extremity atherosclerosis obliterans were detected in 26.3 and 4.6%,
respectively. 27.5% of the patients were diagnosed with coronary heart disease (CHD) (mean age at onset 45
years): exertional angina pectoris (10.2%), acute myocardial infarction (AMI) (14.8%), and an arrhythmic form
(5.6%). 65.5% of the patients who had developed the first AMI were aged younger than 55 years. The most
common site of AMI was the anterior wall of the left ventricle (55%); 51.7% of cases had transmural AMI.
24.1% of the patients sustained recurrent AMI. Complicated AMI was noted in 13.8% of cases. One third of the
patients could achieve target blood lipid levels.

Conclusion. The characteristics of the patients with FH in Karelia are a mean age of 48 years and a female
predominance; the main criterion for the diagnosis of FH is significant dyslipidemia while its stigmas are rarely
encountered. The specific features of CHD in the patients with FH are as follows: the age at onset is 45 years;
AMI develops at the ages of less than 55 and 40 years in 65.5 and 26.3%, respectively; the rate of recurrent
AMI is as high as 24%; transmural AMIs occur in 51.7% of the patients; 26.3% had signs of brachiocephalic
artery stenotic lesion; 4.6% present with lower extremity atherosclerosis obliterans; one third of the patients
could achieve target blood lipid levels.
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The therapeutic efficacy of cycloferon and the pharmacological activity of interferon inhibitors

TERAPEVTICHESKII ARKHIV

AB The review describes endogenous interferon inductors that belong to antiviral drugs and contain different

SN

chemical compounds. Among the groups identified by the authors, there are promising and most effective
medicines inducing different types of interferon in the body, as well as their mechanism of action. The paper
shows the synthesis of endogenous interferon and the level of its accumulation in the organs and tissues. The
clinical effects of methylglucamine acridonacetate (cycloferon) are depicted in patients with major viral
(influenza, acute respiratory viral and arboviral infections, and viral hepatitis) and bacterial (brucellosis,
tuberculosis) infections, or endometrial hyperplastic processes. Cycloferon is shown to be used as an etiotropic
and antipathogenic drug.
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Tl Nintedanib (BIBF 1120) + docetaxel as second-line therapy in patients with stage 111B/IV or recurrent NSCLC:
results of the phase Il1, randomised, double-blind LUME-Lung 1 trial

SO LUNG CANCER
SN 0169-5002

El 1872-8332

PD JAN

PY 2014

VL 83

SU 1

MA 30

BP S12

EP S12

UT WOS:000331494800031
ER

PT J

AU Sieper, J
Lenaerts, J
Wollenhaupt, J



AF

Rudwaleit, M
Mazurov, VI
Myasoutova, L
Park, S

Song, Y

Yao, R
Chitkara, D
Vastesaeger, N
Sieper, J.
Lenaerts, J.
Wollenhaupt, J.
Rudwaleit, M.
Mazurov, V. I.
Myasoutova, L.
Park, S.

Song, Y.

Yao, R.
Chitkara, D.
Vastesaeger, N.

CA AIl INFAST Investigators

TI

SO

Efficacy and safety of infliximab plus naproxen versus naproxen alone in patients with early, active axial
spondyloarthritis: results from the double-blind, placebo-controlled INFAST study, Part 1

ANNALS OF THE RHEUMATIC DISEASES

AB Objectives To assess whether combination therapy with infliximab (IFX) plus nonsteroidal anti-inflammatory
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drugs (NSAIDs) is superior to NSAID monotherapy for reaching Assessment of SpondyloArthritis international
Society (ASAS) partial remission in patients with early, active axial spondyloarthritis (SpA) who were naive to
NSAIDs or received a submaximal dose of NSAIDs.

Methods Patients were randomised (2:1 ratio) to receive naproxen (NPX) 1000mg daily plus either IFX 5mg/kg
or placebo (PBO) at weeks 0, 2, 6, 12, 18 and 24. The primary efficacy measure was the percentage of patients
who met ASAS partial remission criteria at week 28. Several other measures of disease activity, clinical
symptoms and patient-rated outcomes were evaluated. Treatment group differences were analysed with Fisher
exact tests or analysis of covariance.

Results A greater percentage of patients achieved ASAS partial remission in the IFX+NPX group (61.9%;
65/105) than in the PBO+NPX group (35.3%; 18/51) at week 28 (p=0.002) and at all other visits (p<0.05, all
comparisons). Results of most other disease activity and patient-reported endpoints (including Ankylosing
Spondylitis Disease Activity Score, Bath Ankylosing Spondylitis Disease Activity Index, Bath Ankylosing
Spondylitis Functional Index, multiple quality of life measures and pain measures) showed greater improvement
in the IFX+NPX group than the PBO+NPX group, with several measures demonstrating early and consistent
improvement over 28weeks of treatment.

Conclusions Patients with early, active axial SpA who received IFX+NPX combination treatment were twice as
likely to achieve clinical remission as patients who received NPX alone. NPX alone led to clinical remission in
a third of patients.
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CA AIl INFAST Investigators

Tl Maintenance of biologic-free remission with naproxen or no treatment in patients with early, active axial
spondyloarthritis: results from a 6-month, randomised, open-label follow-up study, INFAST Part 2

SO ANNALS OF THE RHEUMATIC DISEASES

AB Objective To investigate whether biologic-free remission can be achieved in patients with early, active axial
spondyloarthritis (SpA) who were in partial remission after 28weeks of infliximab (IFX)+naproxen (NPX) or
placebo (PBO)+NPX treatment and whether treatment with NPX was superior to no treatment to maintain
disease control.

Method Infliximab as First-Line Therapy in Patients with Early Active Axial Spondyloarthritis Trial (INFAST)
Part 1 was a double-blind, randomised, controlled trial in biologic-naive patients with early, active, moderate-
to-severe axial SpA treated with either IFX 5mg/kg+NPX 1000mg/d or PBO+NPX 1000mg/d for 28weeks.
Patients achieving Assessment of SpondyloArthritis international Society (ASAS) partial remission at week 28
continued to Part 2 and were randomised (1:1) to NPX or no treatment until week 52. Treatment group
differences in ASAS partial remission and other efficacy variables were assessed through week 52 with Fisher
exact tests.

Results At week 52, similar percentages of patients in the NPX group (47.5%, 19/40) and the no-treatment
group (40.0%, 16/40) maintained partial remission, p=0.65. Median duration of partial remission was 23weeks
in the NPX group and 12.6weeks in the no-treatment group (p=0.38). Mean Bath Ankylosing Spondylitis
Disease Activity Index scores were low at week 28, the start of follow-up treatment (NPX, 0.7; no treatment,
0.6), and remained low at week 52 (NPX, 1.2; no treatment, 1.7).

Conclusions In axial SpA patients who reached partial remission after treatment with either IFX+NPX or NPX
alone, disease activity remained low, and about half of patients remained in remission during 6months in which
NPX was continued or all treatments were stopped.
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TI Are human papillomavirus DNA prevalences providing high-flying estimates of infection? An international
survey of HPV detection on environmental surfaces
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Tl The Incidence of Breast Tumor during Experimental Hyperthyroidism
SO BULLETIN OF EXPERIMENTAL BIOLOGY AND MEDICINE

AB The incidence of breast tumor in inbred C3H-A mice (virgin female) from hyperthyroid, hypothyroid, and
euthyroid control groups at week 44 of the experiment was 86.67, 30, and 62.5%, respectively. The percentage
of metastatic lymph nodes in these groups was 65.9 +/- 16.7, 35.9 +/- 5.9, and 53.9 +/- 7.2%, respectively (p <



0.005). It was shown that hyperthyroidism was associated with increased incidence and aggressiveness of breast
tumor, while hypothyroidism was associated with lower incidence of breast tumor in comparison with the
control.

SN 0007-4888

El 1573-8221

PD DEC

PY 2013

VL 156

IS 2

BP 245

EP 247

DI 10.1007/s10517-013-2322-y
UT WOS:000328622000020
PM 24319760

ER

PT J

AU Glisson, B
Kazarnowicz, A
Nackaerts, K
Orlov, S
Ramlau, R
Besse, B
Dols, MC
Menon, H
Rodriguez, LPA
Zhang, YL
Zhu, M
Jiang, YZ
Loh, E
Gansert, J
Dubey, S

AF Glisson, Bonnie
Kazarnowicz, Andrzej
Nackaerts, Kristiaan
Orlov, Sergey
Ramlau, Rodryg
Besse, Benjamin
Cobo Dols, Manuel
Menon, Hari
Paz-Ares Rodriguez, Luis
Zhang, Yilong
Zhu, Min
Jiang, Yizhou
Loh, Elwyn
Gansert, Jennifer
Dubey, Sarita

Tl AMULTICENTER, DOUBLE-BLIND, PLACEBO-CONTROLLED, RANDOMIZED PHASE 2 STUDY OF
GANITUMAB OR RILOTUMUMAB WITH PLATINUM-BASED CHEMOTHERAPY AS FIRST-LINE
TREATMENT FOR EXTENSIVE-STAGE SMALL-CELL LUNG CANCER (SCLC)
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Tl EFFICACY ANALYSIS FOR MOLECULAR SUBGROUPS IN MARQUEE: A RANDOMIZED, DOUBLE-
BLIND, PLACEBO-CONTROLLED, PHASE 3 TRIAL OF TIVANTINIB (ARQ 197) PLUS ERLOTINIB
VERSUS PLACEBO PLUS ERLOTINIB IN PREVIOUSLY TREATED PATIENTS WITH LOCALLY
ADVANCED OR METASTATIC, NON-SQUAMOUS, NON-SMALL CELL LUNG CANCER (NSCLC)
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TI ANALYSIS OF PATIENT-REPORTED OUTCOMES FROM THE LUME-LUNG 1 TRIAL: A
RANDOMIZED, DOUBLE-BLIND, PLACEBO-CONTROLLED PHASE 3 STUDY IN SECOND-LINE
ADVANCED NON-SMALL CELL LUNG CANCER (NSCLC) PATIENTS
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IMPACT OF TUMOR BURDEN ON THE OVERALL SURVIVAL ANALYSIS OF THE LUME-LUNG 1
STUDY: A RANDOMIZED, DOUBLE-BLIND PHASE 3 TRIAL OF NINTEDANIB (BIBF 1120) +
DOCETAXEL IN NSCLC PATIENTS PROGRESSING AFTER FIRST-LINE CHEMOTHERAPY
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Triggers for driving treatment of at-risk patients with invasive fungal disease
JOURNAL OF ANTIMICROBIAL CHEMOTHERAPY

Timing of treatment for invasive fungal disease (IFD) is critical for making appropriate clinical decisions.
Historically, many centres have treated at-risk patients prior to disease detection to try to prevent fungal
colonization or in response to antibiotic-resistant fever. Many studies have indicated that a diagnostic-driven
approach, using radiological tests and biomarkers to guide treatment decisions, may be a more clinically
relevant and cost-effective approach. The Invasive Fungal Infections Cooperative Group of the European
Organization for Research and Treatment of Cancer/Mycoses Study Group (EORTC/MSG) defined host clinical
and mycological criteria for proven, probable and possible classes of IFD, to aid diagnosis. However, some
patients at risk of IFD do not meet EORTC/MSG criteria and have been termed Groups B (patients with
persistent unexplained febrile neutropenia) and C (patients with non-definitive signs of IFD) in a study by
Maertens et al. (Haematologica 2012; 97: 3257). Consequently, we considered the most appropriate triggers
(clinical or radiological signs or biomarkers) for treatment of all patient groups, especially the unclassified B
and C groups, based on our clinical experience. For Group C patients, additional diagnostic testing is
recommended before a decision to treat, including repeat galactomannan tests, radiological scans and analysis
of bronchoalveolar lavage fluid. Triggers for stopping antifungal treatment were considered to include
resolution of all clinical signs and symptoms. For Group B patients, it was concluded that better definition of
risk factors predisposing patients to fungal infection and the use of more sensitive diagnostic tests are required



to aid treatment decisions and improve clinical outcomes.
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TI Discrimination between Streptococcus pneumoniae and Streptococcus mitis based on sorting of their MALDI
mass spectra

SO CLINICAL MICROBIOLOGY AND INFECTION

AB Accurate species-level identification of alpha-hemolytic (viridans) streptococci (VGS) is very important for
understanding their pathogenicity and virulence. However, an extremely high level of similarity between VGS
within the mitis group (S.pneumoniae, S.mitis, S.oralis and S.pseudopneumoniae) often results in
misidentification of these organisms. Earlier, matrix-assisted laser desorption ionization-time of flight mass
spectrometry (MALDI-TOF MS) has been suggested as a tool for the rapid identification of S.pneumoniae.
However, by using Biotyper 3.0 (Bruker) or Vitek MS (bioMerieux) databases, Streptococcus mitis/oralis
species can be erroneously identified as S.pneumoniae. ClinProTools 2.1 software was used for the
discrimination of MALDI-TOF mass spectra of 25 S.pneumoniae isolates, 34 S.mitis and three S.oralis.
Phenotypical tests and multilocus gene typing schemes for the S.pneumoniae (http://spneumoniae.mlst.net/) and
viridans streptococci (http://viridans.emlsa.net/) were used for the identification of isolates included in the
study. The classifying model was generated based on different algorithms (Genetic Algorithm, Supervised
Neural Network and QuickClassifier). In all cases, values of sensitivity and specificity were found to be equal
or close to 100%, allowing discrimination of mass spectra of different species. Three peaks (6949, 9876 and
9975m/z) were determined conferring the maximal statistical weight onto each model built. We find this
approach to be promising for viridans streptococci discrimination.
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Tl CLEAR CELL ENDOMETRIAL CARCINOMA (CLINICAL AND MORPHOLOGIC FEATURES)
SO INTERNATIONAL JOURNAL OF GYNECOLOGICAL CANCER
SN 1048-891X

El 1525-1438

PD OCT

PY 2013

VL 23

IS 8

SU 1

UT WOS:000330379500069

ER

PT J

AU Hoffmann, VS
Baccarani, M
Lindoerfer, D
Castagnetti, F
Turkina, A
Zaritsky, A
Hellmann, A
Prejzner, W
Steegmann, JL
Mayer, J
Indrak, K
Colita, A
Rosti, G
Pfirrmann, M

AF Hoffmann, V. S.
Baccarani, M.
Lindoerfer, D.
Castagnetti, F.
Turkina, A.
Zaritsky, A.
Hellmann, A.
Prejzner, W.
Steegmann, J-L
Mayer, J.



TI
SO

Indrak, K.
Colita, A.
Rosti, G.
Pfirrmann, M.

The EUTOS prognostic score: review and validation in 1288 patients with CML treated frontline with imatinib
LEUKEMIA

AB The introduction of tyrosine kinase inhibitors (TKI) in the treatment of Philadelphia chromosome-positive (Ph_)
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chronic myeloid leukemia (CML) has revolutionized the outcome, but the prognosis of the disease is still based
on prognostic systems that were developed in the era of conventional chemotherapy and interferon (IFN)-alfa.
A new prognostic score including only two variables, spleen size and basophils, was developed for the
prediction of complete cytogenetic response (CCyR) and progression-free survival (PFS). The score was based
on a large series of patients who were enrolled in prospective multicenter studies of first-line imatinib treatment.
The prognostic value of the EUTOS (European Treatment and Outcome Study for CML) score has now been
tested in an independent, multicenter, multinational series of 1288 patients who were treated first-line with
imatinib outside prospective studies. It was found that also in these patients, the EUTOS prognostic score was
predictive for CCyR, PFS and overall survival (OS). In addition, the prognostic value of the score was reported
to be significant in seven of the eight other independent studies of almost 2000 patients that were performed in
Europe, the Americas and Asia. The EUTOS risk score is a valid tool for the prediction of the therapeutic
effects of TKI, particularly imatinib.
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Next generation sequencing for human papillomavirus genotyping

JOURNAL OF CLINICAL VIROLOGY

AB Background: Human papillomavirus (HPV) genotyping using next generation sequencing (NGS) could be

useful to study the HPV variant-specific epidemiology, including monitoring for possible emergence of new
HPV variants after introduction of HPV vaccination programs.

Objectives: We wished to design and validate a method for rapid HPV detection, typing and sequencing in
clinical samples.

Study design: Plasmids of 15 different HPV types were mixed and serially diluted in human DNA in
concentrations ranging from 1 to 100 copies per sample, amplified using the HPV general PCR primer pair
PGMY and sequenced using 454 technology. Sixty cervical samples were tested both with the NGS-based
method and with a comparison method based on genotyping using type-specific probes bound to fluorescent
beads (Luminex). Thirty-three clinical samples were repeat tested using NGS to evaluate reproducibility.
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Results: The NGS-based method correctly identified all 15 mixed HPV types when present in 100
copies/sample and 13115 types when present in 10 copies/sample. For 36160 cervical samples genotyping
results using NGS and Luminex were identical. For 12160 samples the NGS method was more sensitive than
the Luminex test and most of the remaining discrepancies could be explained by the different type coverage of
the assays. Reproducibility testing found complete or partial concordance in 30133 samples.

Conclusions: NGS provides a sensitive and accurate method for genotyping of HPV. The fact that also the
amplimer sequence is obtained could be important for studying the epidemiology of viral variants and
monitoring of HPV vaccination. (C) 2013 Elsevier B.V. All rights reserved.
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TI Morphologic and physiologic features of some potential toxigenic fungi Stachybotrys spp.
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Tl Marijuana use and risk of lung cancer: a 40-year cohort study
SO CANCER CAUSES & CONTROL

AB Cannabis (marijuana) smoke and tobacco smoke contain many of the same potent carcinogens, but a critical -yet
unresolved-medical and public-health issue is whether cannabis smoking might facilitate the development of
lung cancer. The current study aimed to assess the risk of lung cancer among young marijuana users.

A population-based cohort study examined men (n = 49,321) aged 18-20 years old assessed for cannabis use
and other relevant variables during military conscription in Sweden in 1969-1970. Participants were tracked
until 2009 for incident lung cancer outcomes in nationwide linked medical registries. Cox regression modeling
assessed relationships between cannabis smoking, measured at conscription, and the hazard of subsequently
receiving a lung cancer diagnosis.

At the baseline conscription assessment, 10.5 % (n = 5,156) reported lifetime use of marijuana and 1.7 % (n =
831) indicated lifetime use of more than 50 times, designated as "heavy" use. Cox regression analyses (n =
44,284) found that such "heavy" cannabis smoking was significantly associated with more than a twofold risk
(hazard ratio 2.12, 95 % CI 1.08-4.14) of developing lung cancer over the 40-year follow-up period, even after
statistical adjustment for baseline tobacco use, alcohol use, respiratory conditions, and socioeconomic status.
Our primary finding provides initial longitudinal evidence that cannabis use might elevate the risk of lung
cancer. In light of the widespread use of marijuana, especially among adolescents and young adults, our study
provides important data for informing the risk-benefit calculus of marijuana smoking in medical, public-health,
and drug-policy settings.
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Tl Induction of response with etanercept-methotrexate therapy in patients with moderately active rheumatoid
arthritis in Central and Eastern Europe in the PRESERVE study

SO CLINICAL RHEUMATOLOGY

AB Biologics have mainly been assessed in patients with severe rheumatoid arthritis (RA) globally. Less attention
has been paid to moderately active disease, especially in Central and Eastern Europe (CEE). Access to biologics
and the disease features of RA patients may differ in CEE, relative to other regions. We assessed the clinical
and patient-reported outcomes (PROs) of treatment from CEE patients in the multinational PRESERVE study
(NCT00565409). Patients with moderate RA 28-joint disease activity score ((DAS28) erythrocyte
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sedimentation rate (ESR) > 3.2 and <= 5.1) despite methotrexate (MTX) treatment received open-label
etanercept (ETN) 50 mg QW + MTX for 36 weeks. Low disease activity (DAS28 low disease activity (LDA)
<= 3.2) and remission (DAS28 ESR <2.6) were assessed. PROs included Health Assessment Questionnaire
Disability Index (HAQ-DI), patient global assessment (PGA), EuroQol-5 Dimension (EQ-5D), pain visual
analogue scale (VAS), Medical Outcomes Study sleep questionnaire (MOS Sleep), Functional Assessment of
Chronic Iliness Therapy (FACIT), and Work Productivity and Activity Impairment for RA (WPAI-RA).
Descriptive summary statistics were employed. Of the 834 enrolled patients, 302 were from CEE. At baseline,
CEE patients had similar disease states versus the overall population. By week 36, LDA was achieved by 87 %,
remission by 67 %, and normal HAQ-DI (<= 0.5) by 53 % of patients. Mean scores (SDs) for PROs
significantly improved by week 36 as follows: HAQ-DI total by -0.6 (0.5); PGA by -2.4 (2.1); EQ-5D total
index by 0.2 (0.2). Pain VAS, MOS Sleep, FACIT, and WPAI-RA also showed significant improvements. In
conclusion, induction therapy with ETN + MTX led to DAS28 LDA, remission, and improvements in PROs in
most CEE patients with moderately active RA despite treatment with MTX. These results are similar to the
overall study population in the PRESERVE trial.
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TI New and recurrent gain-of-function STAT1 mutations in patients with chronic mucocutaneous candidiasis from
Eastern and Central Europe

SO JOURNAL OF MEDICAL GENETICS

AB Background Chronic mucocutaneous candidiasis disease (CMCD) may result from various inborn errors of
interleukin (I1L)-17-mediated immunity. Twelve of the 13 causal mutations described to date affect the coiled-
coil domain (CCD) of STAT1. Several mutations, including R274W in particular, are recurrent, but the
underlying mechanism is unclear.

Objective To investigate and describe nine patients with CMCD in Eastern and Central Europe, to assess the
biochemical impact of STAT1 mutations, to determine cytokines in supernatants of Candida-exposed blood
cells, to determine IL-17-producing T cell subsets and to determine STAT1 haplotypes in a family with the
€.820C>T (R274W) mutation.

Results The novel ¢.537C>A (N179K) STAT1 mutation was gain-of-function (GOF) for -activated factor
(GAF)-dependent cellular responses. In a Russian patient, the cause of CMCD was the newly identified c.854
A>G (Q285R) STAT1 mutation, which was also GOF for GAF-dependent responses. The ¢.1154C>T (T385M)
mutation affecting the DNA-binding domain (DBD) resulted in a gain of STAT1 phosphorylation in a
Ukrainian patient. Impaired Candida-induced IL-17A and IL-22 secretion by leucocytes and lower levels of
intracellular 1L-17 and 1L-22 production by T cells were found in several patients. Haplotype studies indicated
that the ¢.820C>T (R274W) mutation was recurrent due to a hotspot rather than a founder effect. Severe clinical
phenotypes, including intracranial aneurysm, are presented.
Conclusions The ¢.537C>A and ¢.854A>G mutations affecting the CCD and the ¢.1154C>T mutation affecting
the DBD of STAT1 are GOF. The ¢.820C>T mutation of STATL1 in patients with CMCD is recurrent due to a
hotspot. Patients carrying GOF mutations of STAT1 may develop multiple intracranial aneurysms by hitherto
unknown mechanisms.
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Tl Detection of EGFR mutations and EML4-ALK rearrangements in lung adenocarcinomas using archived
cytological slides
SO CANCER CYTOPATHOLOGY

AB BACKGROUND: Although the molecular analysis of epidermal growth factor receptor (EGFR) and anaplastic

lymphoma kinase (ALK) in archived lung cancer tissues is relatively well established, the genetic testing of
cytological material has not yet become a routine. METHODS: The current study used cell samples that were
obtained by bronchial brushing, transthoracic needle aspiration, or biopsy imprint preparation between 1993 and
2008. Islets of malignant cells were visually located on the archived cytological slides, lysed in situ by a drop of
sodium dodecyl sulfate-containing buffer, and subjected to the standard DNA and RNA extraction. Examination
of paraffin-embedded tissue blocks (resection specimens or biopsy material) from the same patients was
performed in parallel. RESULTS: A total of 75 cytological/histological lung adenocarcinoma sample pairs
underwent polymerase chain reaction analysis for the EGFR mutation. Two cytological samples and 1
morphological sample failed to produce DNA. Concordance for the wild-type and mutation status was observed
in 54 of 72 and 14 of 72 informative pairs, respectively; 3 pairs and 1 pair, respectively, had mutation only in
the cytological or histological material. The discrepancies could be explained by the failure to ensure a high
percentage of lung cancer cells in the analyzed samples or, alternatively, by the genuine intratumoral molecular
heterogeneity of some neoplasms. RNA extraction followed by reverse transcriptase-polymerase chain reaction
analysis for the EML4-ALK translocation was performed for 44 EGFR mutation-negative sample pairs; failures



were observed for 2 cytological and 6 histological specimens. All informative pairs were concordant either for
the norm (32 of 36 pairs) or for the presence of EML4-ALK gene fusion (4 of 36 pairs). CONCLUSIONS:
Archived cytological slides appear to be well suited both for EGFR and ALK analysis. (C) 2013 American
Cancer Society.
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Tl Nintedanib (BIBF 1120) plus docetaxel in NSCLC patients progressing after first-line chemotherapy: LUME
Lung 1, a randomized, double-blind phase 111 trial.
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Tl Expressed Prostate Secretions in the Study of Human Papillomavirus Epidemiology in the Male

SO PLOS ONE

AB Introduction: Exploring different sampling sites and methods is of interest for studies of the epidemiology of
HPV infections in the male. Expressed prostate secretions (EPS) are obtained during digital rectal examination
(DRE), a daily routine urological diagnostic procedure, following massage of the prostate.
Materials and Methods: Urethral swabs and EPS samples were obtained from a consecutive sample of 752 men
(mean age 32.4 years; median life-time sex partners 34) visiting urology outpatient clinics in St. Petersburg,
Russia and tested for HPV DNA by general primer PCR, followed by genotyping using Luminex.
Results: Overall, 47.9% (360/752) of men were HPV-positive, with 42.0% (316/752) being positive for high-
risk (HR-) HPV and 12.6% (95/752) for multiple HPV types. HPV-positivity in the EPS samples was 32.6%
(27.7% HR-HPV) and in the urethral samples 25.9% (24.5% HR-HPV). 10.6% were HPV positive in both EPS
and urethral samples. 6.4% had the same HPV-type in both EPS and urethral samples. 10.6% were HPV
positive in both EPS and urethral samples. 6.4% had the same HPV-type in both EPS and urethral samples. The
concordance between the urethral samples and EPS was 62.5% (470/752), with 80 cases double positive and
390 cases double negative in both sites. The sensitivity of urethral samples for overall HPV detection was
54.2% (195/360). Compared to analysis of urethral samples only, the analysis of EPS increased the HPV
prevalence in this population with 26.2%.
Conclusion: EPS represent informative sampling material for the study of HPV epidemiology in the male.
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TI False-positive prostate cancer markers in a man with symptomatic urethral Chlamydia trachomatis infection
SO INTERNATIONAL JOURNAL OF STD & AIDS

AB Symptomatic male urethral Chlamydia trachomatis infection resulted in inflammation of the prostate, with
associated increases in both prostate-specific (PSA) and prostate cancer-specific (PCA3) markers with prostate
biopsies showing no evidence of malignancy.
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TI New Mutations in Low-Density Lipoprotein Receptor Gene in Familial Hypercholesterolemia Patients from
Petrozavodsk

SO RUSSIAN JOURNAL OF GENETICS

AB Using an automated fluorescent single-strand conformation polymorphism (SSCP) analysis of the entire coding
region, promoter zone, and exon-intron junctions of the low-density lipoprotein (LDL) receptor gene, we
examined 80 DNA samples of patients with familial hypercholesterolemia (FH) from Petrozavodsk. We
revealed mutations that might cause FH in five probands, including FH-North Karelia (c.925-931del7) mutation
and four previously unknown mutations. These novel mutations included a trans-version ¢.618T>G (p.S206R),
one nucleotide insertion ¢.195_196insT (p.FsV66:D129X), a complex gene rearrangement ¢.192del10/ins8
(p-FsS65:D129X), and a single nucleotide deletion ¢.2191delG (p.FsV731:V736X). Three out of four novel
mutations produce an open reading frame shift and the premature termination of translation. An analysis of the
cDNA sequence of the LDL receptor showed that this might result in the formation of a transmembrane-
domain-deficient receptor that is unable to bind and internalize the ligand. Our results suggest the absence of a
strong founder effect associated with FH in the Petrozavodsk population.
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Efficacy and safety of secukinumab in patients with rheumatoid arthritis: a phase 11, dose-finding, double-blind,
randomised, placebo controlled study

ANNALS OF THE RHEUMATIC DISEASES

AB Obijective To assess the safety and efficacy of secukinumab, a fully human monoclonal anti-interleukin-17A
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antibody, in patients with rheumatoid arthritis (RA).

Methods Patients (n=237) with inadequate response to methotrexate were randomly assigned to receive monthly
subcutaneous injections of secukinumab 25 mg, 75 mg, 150 mg, 300 mg or placebo. The primary endpoint was
the American College of Rheumatology 20% response (ACR20) at week 16.

Results Demographics and baseline characteristics were comparable across all treatment groups. The primary
efficacy endpoint was not achieved: the proportion of ACR20 responders at week 16 with secukinumab 25-300
mg was 36.0-53.7% versus placebo (34%). Disease activity score in 28 joints (DAS28)-C-reactive protein
(CRP) was a secondary endpoint and clinically relevant decreases with secukinumab 75-300 mg were reported
versus placebo. Serum high sensitivity CRP levels at week 16 were significantly reduced with secukinumab 75
mg, 150 mg and 300 mg doses versus placebo. The safety profile of secukinumab was consistent with that seen
with other biological agents. Most adverse events (AE) were mild to moderate in severity. Infections were
slightly more frequent with secukinumab than placebo. Six serious AE were reported: secukinumab 75 mg
(one), secukinumab 300 mg (four) and placebo (one).

Conclusions ACR20 response rates differed between secukinumab 75 mg, 150 mg and 300 mg doses and
placebo; however, the primary efficacy endpoint was not achieved. Greater decreases in DAS28 were observed
with secukinumab 75 mg, 150 mg and 300 mg than placebo. There were no unexpected safety signals and no
specific organ-related toxicities. Further trials with secukinumab in the treatment of RA are warranted.
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Nintedanib (BIBF 1120) plus docetaxel in NSCLC patients progressing after one prior chemotherapy regimen:
Results of Lume-Lung 1, a randomized, double-blind, phase Il1 trial.
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High-strength biocompatible hydrogels based on poly(acrylamide) and cellulose: Synthesis, mechanical
properties and perspectives for use as artificial cartilage

POLYMER SCIENCE SERIES A

New composite hydrogels based on cellulose and poly(acrylamide) have been synthesized via radical
polymerization of acrylamide in cellulose swollen in a reaction solution. In this study, both a plant form of
cellulose and a bacterial form-that cultivated by Acetobacter xylinum bacteria-were used. The behavior of
synthesized hydrogels during swelling in water, as well as the behavior of the samples swollen at equilibrium
during deformation under uniaxial compression under various test conditions, have been studied. A comparative
analysis of the main mechanical characteristics of hydrogels and the appropriate data for various types of
articular cartilage, one of which-rabbit knee meniscus-has been tested in this study, has been performed. An
average-strength hydrogel is very close to articular cartilage in all mechanical characteristics. The degrees of
loading at the highest compression deformations observed during the function of joint cartilage (30-50%) is in
the range 4-12 MPa for this hydrogel, and the average values of the compression modulus in the deformation
ranges of 10-15 and 25-30% are 8.8 and 23.7 MPa, respectively. The behavior of hydrogels and rabbit meniscus
under cyclic compression with the amplitude of 50% has been studied. Hydrogels and meniscus under this test
conditions demonstrate clear viscoelastic behavior, evidenced by noticeable hysteresis for the first cycle and a
decrease in the value of the maximum load with an increase in the number of cycles. Structural features of
hydrogels, which can affect the behavior of the hydrogels under study, have been considered. On the whole, the
results demonstrate the possibility of modeling the mechanical behavior of cartilage with the use of hydrogels of
this type.
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Tl REGARD: A phase Ill, randomized, double-blind trial of ramucirumab and best supportive care (BSC) versus
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following disease progression on first-line p

SO CANCER RESEARCH

CT 104th Annual Meeting of the American-Association-for-Cancer-Research (AACR)
CY APR 06-10, 2013

CL Washington, DC

SP  Amer Assoc Canc Res

SN 0008-5472

El 1538-7445

PD APR 15

PY 2013

VL 73

IS 8

SU 1

MA LB67

DI 10.1158/1538-7445.AM2013-LB-67
UT WOS:000331220601315

ER

PT J

AU Mazurenko, S
Staroselsky, K
Vasiliev, A
Enkin, A
Mazurenko, O

AF Mazurenko, Sergey
Staroselsky, Konstatin
Vasiliev, Alexander
Enkin, Anatoliy
Mazurenko, Oxana

TI BMD AND SURVIVAL IN HAEMODIALYSIS PATIENTS



SO OSTEOPOROSIS INTERNATIONAL
CT European Congress on Osteoporosis and Osteoarthritis (ESCEO-IOF)
CY APR 17-20, 2013

CL Rome, ITALY

SN 0937-941X

El 1433-2965

PD APR

PY 2013

VL 24

SU 1

BP S147

EP S147

UT WOS:000328346400233

ER

PT J

AU Popova, M
Vavilov, V
Volkova, A
Bondarenko, S
Averjanova, M
Stancheva, N
Paina, O
Morozova, E
Shirayev, S
Zyuzgin, |
Borzova, Y
Khostelidi, S
Bogomolova, T
Miakova, N
Shelikhova, L
Makarova, O
Litvinov, D
Zhandarova, L
Pirumova, V
Kliasova, G
Maschan, A
Zubarovskaya, L
Klimko, N
Afanasyev, B

AF Popova, M.
Vavilov, V.
Volkova, A.
Bondarenko, S.
Averjanova, M.
Stancheva, N.
Paina, O.
Morozova, E.
Shirayev, S.
Zyuzgin, .
Borzova, Y.
Khostelidi, S.
Bogomolova, T.
Miakova, N.
Shelikhova, L.
Makarova, O.
Litvinov, D.
Zhandarova, L.



Pirumova, V.
Kliasova, G.
Maschan, A.
Zubarovskaya, L.
Klimko, N.
Afanasyev, B.

Tl Factors associated with overall mortality in patients with mucormycosis after allogeneic haematopoietic stem
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Tl Central nervous system involvement after haematopoietic stem cell transplantation in children
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TI Diagnostic value of computed tomography guided bronchoscopy in pulmonary infections in children after
allogeneic haematopoietic stem cell transplantation
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Tl Evaluation of oral mucosa collagen condition with cross-polarization optical coherence tomography
SO JOURNAL OF BIOPHOTONICS

AB The goal of the research was analysis of the effect of collagen condition in formation of cross-polarized CP
OCT images. We used of the CP OCT technique for studying collagen condition on an example of oral mucosa.
Special histologic picrosirius red (PSR) staining of cheek mucosa specimens was used with subsequent
assessing of the result of collagen staining in polarized light. High correlation (r = 0.692, p = 0.0001) between
OCT signal standard deviation (SD) in cross-polarized images and brightness of PSR stained collagen fibers in
cheek mucosa specimens was demonstrated in patients with inflammatory intestine and oral mucosa diseases.



We have found that the OCT signal SD in cross-polarized images reflects two boundary conditions of collagen
disorganization, namely, loss of fiber properties at active inflammation which attenuates the signal and fibrosis
that occurs due to synthesis of a new remodeled collagen which amplifies the OCT signal. ((c) 2013 WILEY-
VCH Verlag GmbH & Co. KGaA, Weinheim)
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Tl Relationship Between Adiponectin Level and Metabolic Syndrome after Weight Loss in Patients with
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Value of bilateral breast cancer for identification of rare recessive at-risk alleles: evidence for the role of
homozygous GENL1 c.2515_2519delAAGTT mutation

FAMILIAL CANCER

Virtually all known tumor predisposing genes have been identified via the analysis of familial cancer cases.
Here we argue that this approach is likely to miss recessively acting cancer genes and suggest the analysis of
family history-negative patients with multiple primary malignancies for identifying homozygous at-risk
genotypes. We performed calculations showing that the homozygous carriers of rare recessive cancer
predisposing alleles are unlikely to report a family history of the disease. We further revealed that the

€.2515 2519delAAGTT homozygous mutation in a Holliday junction resolvase, GEN1, was overrepresented in
women with bilateral breast cancer (BC) as compared to healthy controls [11/360 (3.1 %) vs. 18/1305 (1.4 %);
odds ratio (OR) = 2.25 (1.02-4.75); p = 0.031], although this trend was not maintained in unilateral BC patients
[23/1851 (1.2 %)]. Noticeably, presence of biallelic ¢.2515_2519delAAGTT mutation was associated with the
absence of BC in mother both in bilateral and unilateral BC cases [7/239 (3.0 %) vs. 0/41 (0 %) and 21/1,558
(1.3 %) vs. 0/215 (0 %), respectively; Mantel-Haenszel p = 0.041]. Thus, this study suggests that identification
of dominant and recessive cancer predisposing genes may require distinct study groups.
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Tl Detection of the human papillomavirus infection (HPV) on the internationally used environmental surfaces:
ready for a 'take-off'?
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Tl CLINICAL CHARACTERISTICS OF PATIENTS WITH SCHIZOPHRENIA ASSOCIATED WITH DRUG
AND ALCOHOL DEPENDENCE
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Tl Kinesiotape application in treatment of caput humeri subluxation generated by decrease of muscle strength in
patients with acute stroke
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Tl Metabolic correction of dyslipidemia in patients with nonalcoholic fatty liver disease as a new therapy policy

SO TERAPEVTICHESKII ARKHIV

AB Aim. To study the impact of infusion therapy with the metabolic modulator remaxol on lipid metabolic
parameters and target organ (liver, kidney) function in metabolic syndrome (MS).
Subjects and methods. The investigation enrolled 90 patients (54 men and 36 women) with primary
nonalcoholic steatohepatitis that was associated with insulin-resistance and MS; their age was 21 to 77 years.
Every day the study group patients (n=50) took as a component of combination therapy the metabolic
hepatoprotective modulator remaxol intravenously in a dropwise manner in a dose of 400 ml once daily; the
comparison group patients (n=40) received ademetionine 400 mg diluted in 400 ml of isotonic sodium chloride.
The duration of infusion therapy was 11 days.
Results. Infusion therapy with remaxol caused a pronounced blood lipid composition-regulating effect, by
reducing the level of major atherogenic lipids (total cholesterol, triglycerides) and improving liver function and
renal nitrogen-excreting and filtration function in patients with Stage IV diabetic nephropathy in the presence of
MS.
Conclusion. Therapy with the metabolic hepatoprotective modulator remaxol ensures reliable metabolic control
and multifactorial correction of risk factors of organ lesions in MS: cardio-, hepato-, and nephroprotection.
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AB The review summarizes current views on the immunopathogenesis of tuberculosis infection. It shows the
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leading role of a Th1 cytokine response in the formation of antituberculosis protective immunity and the impact
of cytokine balance on disease outcomes. Data on the efficacy of current groups of immunomodulators used in
the therapy of tuberculosis (immunomodulators, peptides, cytokine preparations, and synthetic
immunomodulators of different chemical structures) are considered. Particular emphasis is placed on a group of
interferon inducers as drugs for pathogenetic therapy, of which cycloferon is most important. The data of
studies of the effect of cycloferon on the elaboration of interferon-Y that is able to activate a Thl immune
response, which promotes the shorter time of abacillation and decay cavity closure and positive X-ray changes,
are given.
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Tl A new system of specialized gastroenterological care to patients with inflammatory bowel diseases in Saint
Petersburg

SO TERAPEVTICHESKII ARKHIV

AB Aim. To substantiate the effectiveness of the set-up center in the early detection of patients with inflammatory
bowel diseases (IBD) and in its organization and implementation of current therapeutic programs.
Materials and methods. The therapeutic activity of the specialized medical care system set up in Saint
Petersburg for patients with IBD (ulcerative colitis (UC) and Crohn's disease (CD)), which is based on a
multifunctional inflammatory bowel disease center at City Clinical Hospital Thirty-One, was analyzed.
Results. The effective work of the center could reduce time for verification of the diagnosis of UC from 6.4+/-
1.4 to 3.6+/-0.8 months and CD from 28.6+/-6.7 to 15.3+/-4.2 months, respectively; decline the annual number
of patients with moderate and severe UC from 73.4 to 53.6 and CD from 66.7 to 47%, and also set up a
centralized system for all required types of current therapeutic and diagnostic care for these patients.
Conclusion. The establishment of the Saint Petersburg Center for the diagnosis and treatment of inflammatory
bowel diseases could develop and realize in practice a new closed-loop urban system for the early detection and
notification of IBD patients, the organization and rendering of individual effective therapeutic-and-prophylactic
care.
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The clinical efficacy of a succinate-containing infusion drug during pharmacotherapy for hepatic lesions of
varying genesis: results of meta-analysis

TERAPEVTICHESKII ARKHIV

AB Aim. To pool the published results of trials of the new infusion hepatoprotector remaxol for the integral

quantification of the magnitude of its clinical efficacy.

Subjects and methods. The authors made a systematized review of the published results of randomized clinical
trials of the succinate-containing infusion hepatoprotector remaxol in diseases associated with hepatic lesions
(chronic hepatitis B and C, severe ethanol intoxication in the presence of alcohol dependence, drug-induced
liver lesion during treatment of tuberculosis, and metabolic syndrome). The pooled database included
information on 935 patients. The combined control group (n=447) received traditional pharmacotherapy drugs
(active placebo), the treatment group (n=628) additionally took remaxol.

Results. Meta-analysis of the frequency characteristics of positive outcomes (the rate of disappearance of major
clinical symptoms and complications) and the activity range for the enzymes characterizing hepatocyte cytolysis
(alanine aminotransferase and aspartate aminotransferase) and cholestasis (alkaline phosphatase and gamma-
glutamate transpeptidase) in the compared groups could provide an integral evaluation of the clinical efficacy of
remaxol, which was 1.57 for enzymatic activity and 1.78 for the frequency characteristics of outcomes. The



odds ratio of positive outcomes was 2.9 (range 1.9 to 3.9) and the number of patients who needed to be treated
with remaxol during the follow-up to prevent a poor outcome in one patient was 6 (range 4 to 8).

Conclusion. The succinic acid-based infusion hepatoprotector remaxol provides a statistically and clinically
significant therapeutic effect in the drug correction of hepatic lesions of varying genesis.
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Tl The circulating endothelial cells level and coronary heart disease in women
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Tl The biological activities of fish peptides and methods of their isolation
SO RUSSIAN JOURNAL OF MARINE BIOLOGY

AB Fish, like other aquatic organisms, are a potential source of structurally diverse bioactive compounds. Studies of
the pharmacological effects of fish peptides have revealed their antihypertensive, immunomodulatory,
antioxidant, antitumor, and antimicrobial activities. Analysis of the literature data confirms that fish can be used
not only for nutritional purposes, but also as a source of unique peptides with a broad spectrum of biological
activities. Further investigations will allow the inclusion of fish peptides as acting agents in modern medicinal
drugs.
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Cultural differences in depression-related stigma in late-life: a comparison between the USA, Russia, and South
Korea

INTERNATIONAL PSYCHOGERIATRICS

Background: Depression is a common and treatable illness in late-life. However, many do not seek treatment
and may suffer from the stigma of the illness, which may vary across cultures. The aim of this study was to
compare attitudes about depression in primary care practices in South Korea, Russia, and the USA.

Methods: A cross-sectional study was undertaken using a self-administered questionnaire and PHQ-9 diagnostic
survey with 1,094 patients aged 60-93 years who attended a primary care clinic in Korea, Russia, or the USA.
Results: The mean age of participants was 71 years, with 61% being female. US patients were older and had
higher education levels. Russian participants were more likely to be widowed and had lower self-rated health.
The majority of participants agreed that depression is a kind of disease (Korea 77%, Russia 61%, USA 79%).
Only 6% of US patients believed depression means a person is weak, compared to 78% (Korea) and 61%
(Russia). Fewer US patients endorsed depression as a normal part of aging (29% vs. Korea at 42% and Russia at
54%). Among participants in the USA, age correlated negatively with endorsement of a medical model of
depression (p = <0.001).

Conclusions: Though there was wide variation between countries in attitudes about depression, the majority of
each endorsed items reflected a medical model of depression. Korean and Russian participants endorsed the



view of depression as a personal weakness more than participants in the USA. Demographic correlates of
negative attitudes about depression were moderate to weak.
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Functional Gene Polymorphism of Matrix Metalloproteinase-1 Is Associated with Benign Hyperplasia of Myo-
and Endometrium in the Russian Population

GENETIC TESTING AND MOLECULAR BIOMARKERS

AB Aims: Estrogen-dependent hyperplasia of myo- and endometrium manifests as uterine leiomyoma or

adenomyosis. We studied possible associations between common polymorphisms of matrix metalloproteinase
(MMP) genes and clinical features of uterine hyperplasia. Patients and Methods: One hundred seventy female
patients with uterine leiomyoma (46.6 +/- 0.5 years) were observed. Clinical diagnosis was based on physical
examination, ultrasonography, and histological data. MMP-1 (-1607 1G/2G, rs1799750) and MMP-3 (-1171
5A/6A, rs3025058) were genotyped with allele-specific polymerase chain reaction (PCR) of leukocyte DNA.
Clinical and genetic data were evaluated using nonparametric statistics. Results: Distributions of MMP-1 and
MMP-3 promoter alleles among patients and population controls were similar and corresponded to the Hardy-
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Weinberg equilibrium (HWE). Detectable tumor growth and adenomyosis were observed, respectively, in 71%
and 55% of cases. Steady-state leiomyoma correlated with a higher prevalence of the MMP-1 1G/1G genotype
(p = 0.02 by chi(2) test). Accelerated tumor growth correlated with higher frequency of the MMP-1 2G allele
[odds ratio (OR) = 2.048, p = 0.039, chi(2) = 4.2611, confidence interval (CI) = (1.032-4.062)]. MMP-1 2G was
also associated with multinodular growth [OR = 3.561, p = 0.01249, chi(2) = 6.24, Cl = (1.261-10.058)]. The
MMP-1 2G allele tended to increase in patients with adenomyosis [OR = 1.525, p = 0.054, chi(2) = 3.71, Cl =
(0.992-2.345)]. Conclusion: Our pilot study suggests that the 2G -1607MMP-1 genotype may be a potential risk
marker of myo- and endometrial hyperplasia.
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Late-life depressive symptoms: an international study
FAMILY PRACTICE

AB Objectives. Evaluate differences in depressive symptoms, compare sociodemographic and health-related

SN

variables associated with depressive symptoms and report level of impact of depressive symptoms on daily
activities.

Methods. Cross-sectional study using a self-administered questionnaire and Patient Health Questionnaire-9
(PHQ-9) diagnostic survey on 1115 patients aged 60-93 years who attended a primary care clinic in Korea,
Russia or USA.

Results. At least mild depression (PHQ-9 score of >= 5) occurred in 28% of Koreans, 65% of Russian and 27%
of US participants. Russians scored more depressed on all PHQ-9 items (P < 0.01) and more suicidal thoughts
(P < 0.001), while Koreans had less feelings of worthlessness (P < 0.001). Depression predictors included
poorer self-rated health [odds ratio (OR) 2.47, 95% confidence interval (Cl) 1.84-3.33, P < 0.0001], chronic
diseases (OR 1.34, Cl 1.21-1.48, P < 0.0001), female gender (OR 1.56, Cl 1.15-2.12, P = 0.0046) and religious
attendance (OR 0.88, CI 0.79-0.97, P = 0.0099) for all subjects. Being employed was protective in Korea (OR
0.41, C1 0.21-0.77, P = 0.0061) and being married (OR 0.42, Cl 0.27-0.66, P = 0.0002) and of older age (OR
0.95, C1 0.93-0.98, P = 0.0006) protective in US participants. Vascular disease was associated with depressive
symptoms in Russia (OR 3.47, Cl 1.23-9.80, P = 0.0187). In regression analyses stratified by country for a
given level of depressive symptoms, the Russian sample had less impact on daily activities (Russia R-2 = 0.107
versus Korea R-2 =0.211 and US R-2 = 0.419) P = 0.029.

Conclusions. Depressive symptoms were more common in Russia than in Korea and USA but had less impact
on daily functioning. Cultural or environmental factors may account for this finding.
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Ethnic differences in factors associated with the use of contraception among 20-to 44-year-old women in
Estonia and St. Petersburg, Russia

CONTRACEPTION

AB Background: The aim of this study was to explore factors associated with contraception among 20- to 44-year-

RI

old women in different ethnic groups in two Eastern European countries.

Study Design: Data on sexually experienced women in need of contraception taken from population-based
cross-sectional surveys, conducted in Estonia (n=1680) and in St. Petersburg (n=798), were analyzed. Factors
associated with contraception nonuse or the use of unreliable contraceptive methods were explored using
multivariate logistic regression analysis.

Results: The age-standardized prevalence rate of contraception nonuse or the use of unreliable contraceptive
methods was high (27.3% among Estonian-speaking women in Estonia, 39.9% and 42.5% among Russian-
speaking women in Estonia and in St. Petersburg, respectively). Age, economic subsistence, high-risk sexual
behavior and smoking did not correlate with contraception nonuse or the use of unreliable contraceptive
methods among Russian-speaking women in Estonia and in St. Petersburg; this was in contrast to Estonian-
speaking women in Estonia. Previous childbirth and abortion reduced the risk of contraception nonuse or the
use of unreliable contraceptive methods among Estonian-speaking women in Estonia (adjusted odds ratio, 0.50;
95% confidence interval [CI], 0.31-0.81) but elevated the risk among Russian-speaking women in St.
Petersburg (1.99; 1.17-3.40). Abortion, not previous childbirth, was associated with an increased risk among
Russian-speaking women in Estonia (2.94; 1.25-6.95).

Conclusions: The importance of different risk factors associated with contraceptive use varies between different
ethnic groups. Cross-national comparisons are essential for the design of public health policies that decrease the
burden of sexual ill health. (C) 2012 Elsevier Inc. All rights reserved.
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High prevalence and breast cancer predisposing role of the BLM ¢.1642 C > T (Q548X) mutation in Russia
INTERNATIONAL JOURNAL OF CANCER

The BLM gene belongs to the RecQ helicase family and has been implicated in the maintenance of genomic
stability. Its homozygous germline inactivation causes Bloom syndrome, a severe genetic disorder characterized
by growth retardation, impaired fertility and highly elevated cancer risk. We hypothesized that BLM is a
candidate gene for breast cancer (BC) predisposition. Sequencing of its entire coding region in 95 genetically
enriched Russian BC patients identified two heterozygous carriers of the ¢.1642 C>T (Q548X) mutation. The
extended study revealed this allele in 17/1,498 (1.1%) BC cases vs. 2/1,093 (0.2%) healthy women (p = 0.004).
There was a suggestion that BLM mutations were more common in patients reporting first-degree family history
of BC (6/251 (2.4%) vs. 11/1,247 (0.9%), p = 0.05), early-onset cases (12/762 (1.6%) vs. 5/736 (0.7%), p =
0.14) and women with bilateral appearance of the disease (2/122 (1.6%) vs. 15/1376 (1.1%), p = 0.64). None of
the BLM-associated BC exhibited somatic loss of heterozygosity at the BLM gene locus. This study
demonstrates that BLM Q548X allele is recurrent in Slavic subjects and may be associated with BC risk.
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Helicobacter pylori-associated gastroenterological diseases: genetic features and probiotic treatment
BENEFICIAL MICROBES

This article presents the results of original research conducted in St. Petersburg, Russia, which showed that the
Helicobacter pylori strains isolated from patients with duodenal ulcer and chronic gastroduodenitis possess
significantly higher levels of the pathogenicity islands (cag-PAl) genes than the strains isolated from healthy
volunteers. The most frequently detected cag-PAI genes were cagA and cagH in the strains isolated from
patients with chronic gastroduodenitis, and cagA and cagE in the strains isolated from patients with duodenal
ulcer. A comparison of the clinical strains isolated from patients from St. Petersburg, Russia and patients from
Dushanbe, Tajikistan showed that cagA gene was more prevalent in the strains from St. Petersburg. These
findings demonstrate the necessity of implementation of molecular genetic identification of H. pylori in the
clinical diagnostics practice reflecting the virulent genes profile of the strain. Addition of probiotics to the
standard eradication therapy of H. pylori significantly improves the results of this therapy.
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An International Multicenter Randomized Controlled Trial of G17DT in Patients With Pancreatic Cancer
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AB Objectives: This study aimed to investigate G17DT, an immunogen producing neutralizing antibodies against
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the tumor growth factors amidated and glycine-extended forms of gastrin-17, in the treatment of pancreatic
cancer.

Methods: A randomized, double-blind, placebo-controlled, group-sequential multicenter trial of G17DT in
patients with advanced pancreatic cancer unsuitable for or unwilling to take chemotherapy. Inclusion criteria
were a Karnofsky performance score of 60 or higher and a life expectancy of more than 2 months. Patients
received G17DT or placebo emulsion at weeks 0, 1, 3, 24, and 52. The primary end point was survival, and
secondary end points were tolerability, Karnofsky performance.

Results: A total of 154 patients were recruited: 79 G17DT and 75 placebo. A final analysis of the intention-to-
treat population, using a proportional hazards model, stratifying by disease stage and adjusting for interim
analysis, gave a hazard ratio for mortality of 0.75 (95% confidence interval, 0.51-1.10, P = 0.138;
G17DT/placebo). A conventional analysis without adjustment for disease stage or interim analysis, censoring
for chemotherapy and excluding protocol violators, gave median survival periods of 151 (G17DT) and 82 days
(placebo) (log-rank test, P = 0.03).

Patients developing anti-G17DT responses (73.8%) survived longer than nonresponders or those on placebo
(median survival, 176 vs 63 vs 83; log-rank test, P = 0.003). G17DT was well tolerated.
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after acute coronary syndrome
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TI Stress Reduction with Osteopathy Assessed with GDV Electrophotonic Imaging: Effects of Osteopathy
Treatment

SO JOURNAL OF ALTERNATIVE AND COMPLEMENTARY MEDICINE

AB Obijectives: The purpose of this study is to explore how osteopathy treatments influence certain measurable
aspects of the human biofield; namely, various calculated parameters of finger corona discharge patterns
produced by high-voltage electrophotography.

Methods: The Gas Discharge Visualization camera was used to assess subjects before and after osteopathy
treatment. Thirty-three (33) apparently healthy adults (20-56 years old) took part in the study. The patterns of
light emitted from the subjects' fingertips were digitally recorded and computer analyzed. Parameters including
normalized area, brightness, and right-and left-hand integrals were calculated and statistically compared.
Results: Most of the recipients of these osteopathic treatments experienced increase in fingertip florescence area
and average intensity, reduction in stress levels, and improved blood pressure measurements. With all of these
parameters simultaneously improving, the patients received a good benefit from these sessions.

Conclusions: Virtually all subjects were in a good mood after treatment. Many of them had pain and muscle
tension that disappeared. These changes were reflected in all parameters analyzed, in both psychosomatic and
somatic states. Thus, osteopathic manipulations as administered in these two studies provide good, lasting
relaxation. This study also provides the interesting observation that daily relaxation practices done by Dr.
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Tl Molecular simulations and solid-state NMR investigate dynamical structure in rhodopsin activation

SO BIOCHIMICA ET BIOPHYSICA ACTA-BIOMEMBRANES

AB Rhodopsin has served as the primary model for studying G protein-coupled receptors (GPCRs)-the largest
group in the human genome, and consequently a primary target for pharmaceutical development. Understanding
the functions and activation mechanisms of GPCRs has proven to be extraordinarily difficult, as they are part of
a complex signaling cascade and reside within the cell membrane. Although X-ray crystallography has recently
solved several GPCR structures that may resemble the activated conformation, the dynamics and mechanism of
rhodopsin activation continue to remain elusive. Notably solid-state H-2 NMR spectroscopy provides key
information pertinent to how local dynamics of the retinal ligand change during rhodopsin activation. When
combined with molecular mechanics simulations of proteolipid membranes, a new paradigm for the rhodopsin
activation process emerges. Experiment and simulation both suggest that retinal isomerization initiates the
rhodopsin photocascade to yield not a single activated structure, but rather an ensemble of activated
conformational states. This article is part of a Special Issue entitled: Membrane protein structure and function.
(C) 2011 Published by Elsevier B.V.
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Tl High level of miR-21, miR-10b, and miR-31 expression in bilateral vs. unilateral breast carcinomas

SO BREAST CANCER RESEARCH AND TREATMENT

AB We analyzed the expression of several microRNAs (miRs) implicated in breast cancer (BC) pathogenesis (miR-
21, miR-10b, miR17-5p, mir-31, miR-155, miR-200c, miR-18a, miR-205, and miR-27a) in 80 breast
carcinomas obtained from patients with bilateral BC (biBC) and 40 cases of unilateral BC (uBC). Unexpectedly,
three miRs (MiR-21, miR-10b and miR-31) demonstrated significantly higher level of expression in biBC vs.
uBC (P =0.0001, 0.00004 and 0.0002, respectively). Increased contents of miR-21, miR-10b and miR-31 were
observed in all categories of biBC tumors, i.e., in synchronous biBC as well as in first and second tumors from
metachronous biBC cases. Synchronous biBC showed more similarity of miR expression profiles within pairs
that the metachronous doublets (P = 0.004). This study suggests that bilateral breast tumors have somewhat
distinct pattern of molecular events as compared to the unilateral disease.
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Persistent dyslipidemia in statin-treated patients: Russian real-world clinical practice data (Russian part of the
DYSIS Study)

CARDIOVASCULAR THERAPY AND PREVENTION

The high prevalence of persistent dyslipidemia in primary and specialised care patients treated with statins
justifies the need to identify its reasons and develop the recommendations on the treatment optimization. At
present, Russian studies focusing on the achievement of target lipid levels remain scarce, which emphasizes the
importance of the problem and its further investigation.

Aim. Cross-sectional epidemiological study which assessed the prevalence of persistent dyslipidemia in statin-
treated patients and analysed the predictors of the achievement of target lipid levels.

Material and methods. The lipid profile parameters were analysed in 1586 statin-treated out-patients with varied
levels of cardiovascular risk, taking into account the type of lipid-lowering therapy and its doses. The
assessment of the cardiovascular event (CVE) risk and the definition of target levels of low-density lipoprotein
cholesterol (LDL-CH), as well as normal levels of triglycerides(TG) and high-density lipoprotein cholesterol
(HDL-CH), was based on the clinical recommendations by the European Society of Cardiology (ESC 2007) and
by the European Society of Cardiology and the European Atherosclerosis Society (ESC/EAS 2011).

Results. The analysis based on the ESC 2007 recommendations has demonstrated that the target levels of LDL-
CH (<2,5 mmol/l for high-risk patients) were not achieved in 53,5% of the participants. The elevation of LDL-
CH levels could be isolated or combined with the HDL-CH decrease and/or the TG increase. Low levels of
HDL-CH were observed in 32,3% of the patients, while high TG levels were registered in 55,6% of the
participants. The achievement of target LDL-CH levels was predicted by the higher-dose statin therapy (odds
ratio 0,44). The analysis based on the ESC/EAS 2011 recommendations has shown that the prevalence of target
LDL-CH levels was 12,2% in very high-risk patients (<1,8 mmol/l), 30,3% in high-risk patients (<2,5 mmol/l),
and 53,4% in moderate-risk patients (<3,0 mol/l).

Conclusion. Over a half of the statin-treated patients failed to achieve target levels of LDL-CH. The lowest
prevalence of target LDL-CH levels was observed in very high-risk and high-risk patients. The predictors of
target LDL-CH level achievement included moderate cardiovascular risk and higher-dose statin therapy. The
obtained results suggest that the correction of persistent dyslipidemia in statin-treated patients could be achieved
via increasing the satin dose and combining lipid-lowering medications.
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Effectiveness of the hepatoprotective activity of reamberine, remaxol, and ademethionine and risk assessment in
their use in patients with respiratory tuberculosis and drug-induced liver injury

TERAPEVTICHESKII ARKHIV

AB Aim. To comparatively evaluate the hepatoprotective activity of reamberine, remaxol, and exogenous

ademethionine and a risk for unfavorable/favorable outcomes of their use in patients with liver injury during
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antituberculosis chemotherapy.

Subjects and methods. One hundred and eighty patients with new-onset respiratory tuberculosis were examined
and divided into 4 groups (45 patients in each group): Study Group 1 (SG1): patients who took reamberine;
Study Group 2 (SG2): those who received remaxol; Study Group 3 (SG3): those who had ademethionine; and a
Comparative Group (CG): those who received 5% glucose solution. The test drugs were intravenously
administered in a dropwise manner once daily for 10 days. The laboratory hepatic injury severity index (LHISI)
was estimated according to the method described by T.N. Kalachnyuk and the risk for a favorable/unfavorable
outcome was assessed, by calculating the average cost of the used hepatotropic agents.

Results. LHISI increased statistically significantly with the development of liver injury induced by
antituberculosis agents. There was a statistically significant reduction in LHISI during therapy with the test
hepatotropic agents versus glucose solution, the most pronounced activity being shown by remaxol. Relative
risk (RR) and odds ratio (OR) assessments revealed the high likelihood of a favorable outcome (a reduction in
LHISI) when each of the 3 test drugs versus glucose solution was administered; the highest RR and OR were
also found in the use of remaxol. Estimation of costs and the number of patients to be treated (NPBT) in order
to avoid a case of none LHLIS reduction could reveal the highest efficacy of remaxol.

Conclusion. The test agents (reamberine, remaxol, and ademethionine) are effective in treating tuberculosis
patients with drug-induced liver injury. The administration of remaxol demonstrated the highest positive effect
(as estimated by LHISI) in terms of both RR and NPBT.
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TI Postviral asthenia and fatigue syndrome in a therapist's practice

SO TERAPEVTICHESKII ARKHIV

AB Asthenia serves as a symptom of many both organic and mental diseases. 16-64% of patients with this diagnosis
visit a polyclinic therapist. Asthenia is an obligate symptom of a number of mental illnesses, including stress-
related neurotic disorders, and somatoform disorders (panic attacks, generalized anxiety disorders, somatoform
autonomic disorders, adjustment disorders), as well as nonpsychotic petit mal depressions. Patients with these
disorders generally see therapists or general practitioners, rather than psychiatrists. The paper reflects the
classification, differential diagnosis, and treatment of asthenia. A clinical case is described; its therapy is
warranted.
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Consideration of the psychosomatic status as one of the conditions for effective treatment and controlled asthma
TERAPEVTICHESKII ARKHIV

The lecture is dedicated to the idea of a role of psychosomatic disorders in the occurrence and development of
asthma, on the diagnosis and treatment of the neuropsychic type of its course, and on possibilities for
psychotherapeutic correction.
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Individual Coronary Heart Disease Risk Prediction as Part of Primary Prevention
KARDIOLOGIYA

Correction of traditional risk factors (RF) at the population level resulted in considerable progress in prevention
of coronary heart disease (CHD) in many countries. At the same time existing approaches to individual
prediction of cardiovascular diseases based on the analysis of traditional RF and global risk scoring are in some
cases ineffective. This problem most notably relates to a large group of persons with low calculated risk (young
patients, persons without multiple RF, women) which accounts for the greatest in absolute numbers quantity of
primary cardiovascular events. Attempts of improvement of individual CHD prediction deal with 1) discovering
of new RF and their introduction in global scoring models, 2) cardiovascular imaging modalities which
facilitate diagnosis of subclinical atherosclerasis, first of all an ultrasonic study of carotids and multi-detector
computed tomography of coronary arteries. This review considers the prognostic value of most important
standard global risk scoring models, the added value of new RF and role of data received from atherosclerosis
imaging.
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TI Intrathecal immunoglobulin production in the diagnosis and differential diagnosis of multiple sclerosis
SO ZHURNAL NEVROLOGII I PSIKHIATRII IMENI S S KORSAKOVA

AB The evaluation of diagnostic significance of different immunological tests for intrathecal immunoglobulin
production is summarized on the historical basis of investigation of patients with inflammatory, demyelinating
and other neurological disorders. The assessment of cerebrospinal fluid lost its previous significance in the 2010
revision of diagnostic criteria for multiple sclerosis. Nowadays, it is used only for the diagnosis of primary
progressive multiple sclerosis. Nevertheless, the requirements of the analysis of the cerebrospinal fluid are
increasing due to subtle, subclinical and atypical cases of multiple sclerosis as well as undetermined
demyelinating disorders. Intrathecal humoral immune response may be pathogenic in multiple sclerosis as
suggest immunological data and effectiveness of anti-B cells treatment. Based on these tests, it is useful, to
differentiate subgroups of patients and to evaluate different effects of treatment in perspective
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Tl Sergey Petrovich Botkin is the founder of Russian therapeutic school



SO TERAPEVTICHESKII ARKHIV

AB The paper gives basic facts from the life and work of Sergey Petrovich Botkin, one of the coryphaei of Russian
medicine, who played a prominent role in the formation and development of Russian clinical medicine and
became the founder of the most well-known therapeutic school in Russia. S.P. Botkin's greatest merit is
emphasized to be his neurogenic theory of medicine, which has played a great role in the understanding of
physiological and pathological processes in the entire organism.
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Tl Invasive mycoses during hematopoietic stem cell transplantation
SO TERAPEVTICHESKII ARKHIV

AB Aim. To define the frequency, etiology, and risk factors of invasive mycoses (IM) in patients with allogeneic
(allo) and autologous (auto) hematopoietic stem cell transplantation (HSCT) and to evaluate the impact of IM
on overall survival (OS).

Materials and methods. Data on 356 patients after allo-HSCT (n=237) and auto-HSCT (n=119) from 2000 to
2010 were analyzed. The diagnosis of IM was established according to the EORTC/MSG 2008 criteria.
Results. The incidence of myocardial infarction (MI) was 19.1%; that was 23.2 and 10.9% in allo-HSCT and
auto-HSCT recipients, respectively. The incidence of Ml following allo-HSCT was significantly higher than
that after auto-HSCT. Aspergillus spp. (82.3%), Candida spp. (11.8%), zygomycetes (Mucor spp., Rhizopus
spp.) (4.4%), and Cryptococcus neoformans (1.5%) are involved in the etiology of MI. Its risk factors are acute
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lymphoblastic leukemia; non-myeloablative conditioning regimen; use of fludarabine and antilymphocyte
globulin; peripheral blood stem cells as a source for grafting; long-term lymphopenia, neutropenia; use of
granulocyte colony-stimulating factor (G-CSF); acute graft-versus-host reaction; grade 3-4 mucositis;
infections, such as cytomegalovirus, sepsis. The development of Ml in HSCT recipients did not significantly
reduce one-year OS after allo-HSCT and auto-HSCT - 53.6 and 55% and 86.7 and 90.3% (with and without Ml,
respectively). In patients with invasive aspergillosis, OS (12 weeks after IM being diagnosed) was significantly
longer in those with other invasive mycoses (91.3 and 50%, respectively).

Conclusion. The incidence of Ml after allo-HSCT was higher than that after auto-HSCT. Ml induced by the
fungal genus Aspergillus spp. was most common. Along with known risk factors, there was a poor prognostic
factor, such as G-CSF. The development of Ml failed to affect one-year OS, which was indicative of the
adequate quality of its early diagnosis and therapy. The prognosis was poor in patients with invasive
candidiasis, zygomycosis, and cryptococcosis. Investigations need to be continued to specify the reasons for
high morbidity rates and the factors provoking discussion by investigators worldwide.
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Efficasy and safety of the use of risperidone (rispoluxe) in demented patients with psychotic and behavioural
disorders

ZHURNAL NEVROLOGI! I PSIKHIATRII IMENI S S KORSAKOVA

Based on the comparison of international and Russian studies, authors present a review on the epidemiology,
clinical features, diagnosis and treatment of psychotic and behavioral disorders in patients with dementia.
Results of the own study on the efficacy of risperidone (rispolux) in dosage 102 mg daily in patients with
dementia with psychotic and behavioral disorders are presented. It has been shown that rispolux reduces
psychotic and behavioral disorders, improves cognitive functions. It is well-tolerated and rather safe for elderly
patients.
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ABOUT CLINICAL MEANING OF RELIGIOUS-ARCHAIC DELUSIONAL COMPLEX
EUROPEAN PSYCHIATRY
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Modulated kinesiotherapy in patients with complicated coronary heart disease
RUSSIAN JOURNAL OF CARDIOLOGY

AB Aim. To study the effects of modulated kinesiotherapy (MK) on the clinical course of atrial fibrillation (AF) and
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chronic heart failure (CHF) in patients with coronary heart disease (CHD).

Material and methods. The study included 175 patients, aged 46-65 years, with CHD and/or essential arterial
hypertension, persistent AF, and Functional Class (FC) I-I1 CHF. All participants underwent general clinical
examination, 6-minute walk test, and assessment of quality of life (QoL), hemodynamic parameters, atrial late
potentials, and P wave dispersion. After selection of anti-recurrent AF therapy, all patients were followed up for
one year. After that, MK was administered to 119 individuals (68,0%), while the rest of the subjects continued
anti-recurrent AF treatment.

Results. The combination of MK and anti-recurrent AF therapy was associated with improved QoL and left
ventricular diastolic function, reduced CHF FC and AF recurrence rates, and decreased left atrium volume and
prevalence of atrial late potentials or pathological P wave dispersion values, compared to baseline
characteristics.

Conclusion. In patients with CHD, CHF, and persistent AF, the combination of MK and anti-recurrent AF
therapy was linked to reduced rates of AF recurrence, as well as to improved CHF FC. Russ J Cardiol 2012,
2(94): 38-42
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DETERMINATION OF SUBEPITHELIAL DEPOSITS OF IGA ANTIBODIES TO TISSUE



TRANSGLUTAMINASE: PRACTICAL EXPERIENCE WITH APPLICATION FOR DIAGNOSIS OF
GLUTEN-SENSITIVE CELIAC DISEASE

SO TERAPEVTICHESKII ARKHIV

AB Aim. TO estimate subepithelial deposites of IgA antibodies to tissue transglutaminase (IGA-tTG) in biopsy
specimens of small intestinal mucosa and to determine its diagnostic significance for detection of gluten-
sensitive celiac disease (GSCD).
Material and methods. Enzyme immunoassay examined IGA-tTG deposits after their isolation from biopsy
specimens of small intestinal mucosa of 53 patients with GSCD and 45 control patients.
Results. Elevated levels of IGA-tTG deposits were found in 98% patients with GSCD. This elevation in the
controls occurred in patients with autoimmune pathology and in patients with such levels of the serum markers
which were in the range of reference limits in the absence of GSCD morphometric characteristics in biopsy
specimen but with verified diagnosis celiac disease.
Conclusion. This method showed high diagnostic efficacy in detection of subepithelial IGA-tTG deposits for
diagnosis of GSCD and monitoring of pathogenetic diet therapy.
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TI HEPATOTROPIC MEDICINES: CURRENT STATUS
SO TERAPEVTICHESKII ARKHIV

AB Limits of administration, efficacy and safety of hepatotropic drugs are not finally formulated yet because of lack
of clinical trials which satisfy current principles of evidence-based medicine. The review analyses data on
clinical use of drugs for which hepatotropic action is leading, prevalent or clinically independent; gives
information on composition of some drugs, pharmacodynamics, pharmacokinetics, principles of clinical
administration, side effects, clinical trials; outlines a mechanism of action and area of application of a new
original hepatotropic drug remaxol. Experimental data are available on remaxol ability to reduce hepatic
affection induced by hepatotoxic agents and severity of carbohydrate, protein and fat dystrophy to activate
regeneration of the liver: Clinical trials demonstrate remaxol efficacy in management of toxemia, cytolysis,
cholestasis. The above effectiveness and its antiasthenic and antidepressive activity makes this drug a universal
hepatotropic medicine effective in various hepatic diseases (Viral hepatitis C, toxic and pharmacological
damage) both in therapeutic and prophylactic schemes.
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Tl Burden of type 2 diabetes attributed to lower educational levels in Sweden
SO POPULATION HEALTH METRICS

AB Background: Type 2 diabetes is associated with low socioeconomic position (SEP) in high-income countries.
Despite the important role of SEP in the development of many diseases, no socioeconomic indicator was
included in the Comparative Risk Assessment (CRA) module of the Global Burden of Disease study. We
therefore aimed to illustrate an example by estimating the burden of type 2 diabetes in Sweden attributed to
lower educational levels as a measure of SEP using the methods applied in the CRA.

Methods: To include lower educational levels as a risk factor for type 2 diabetes, we pooled relevant
international data from a recent systematic review to measure the association between type 2 diabetes incidence
and lower educational levels. We also collected data on the distribution of educational levels in the Swedish
population using comparable criteria for educational levels as identified in the international literature.
Population attributable fractions (PAF) were estimated and applied to the burden of diabetes estimates from the
Swedish burden of disease database for men and women in the separate age groups (30-44, 45-59, 60-69, 70-79,
and 80+ years).

Results: The PAF estimates showed that 17.2% of the diabetes burden in men and 20.1% of the burden in
women were attributed to lower educational levels in Sweden when combining all age groups. The burden was,
however, most pronounced in the older age groups (70-79 and 80+), where lower educational levels contributed
to 22.5% to 24.5% of the diabetes burden in men and 27.8% to 32.6% in women.

Conclusions: There is a considerable burden of type 2 diabetes attributed to lower educational levels in Sweden,
and socioeconomic indicators should be considered to be incorporated in the CRA.
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Asthma programmes in diverse regions of the world: challenges, successes and lessons learnt
INTERNATIONAL JOURNAL OF TUBERCULOSIS AND LUNG DISEASE

International surveys have demonstrated that asthma is still underdiagnosed and undertreated in many parts of
the world. Despite improvements in the standard of asthma care delivered in many areas, as evidenced by
improved global asthma mortality data, much information on projects and programmes undertaken in resource-
limited regions of the world is not in the public domain.

The aim of this report is to review projects and programmes in diverse regions around the world so that health
care providers, planners and consumers may draw on the successes, failures and lessons learnt. Such real world
experiences may contribute to achieving Global Initiative for Asthma goals of asthma control.

Asthma projects and programmes in Argentina, Australia, Brazil, China, Japan, Mexico, Philippines, Russia,
South Africa and Turkey were discussed by a group of experts in asthma care, the Advancing Asthma Care
Network, from their respective countries, over a course of three satellite meetings in 2010.

Collective analyses consistently identified low rates of dissemination and implementation of national and
international treatment guidelines, low levels of continuing medical education and training of primary health
care professionals and access and distribution of inhaled corticosteroids to be major barriers that are critical to
the overall success of a national asthma management programme. In the less developed asthma programmes,
under-recognition and undertreatment further limited the success of the programmes.

Evidence from well-established national asthma management programmes suggests that establishment of a
successful programme entails a logical progression through specific developmental stages, starting with
political/stakeholder endorsement and commitment, followed by epidemiological evaluation, evaluation of
disease burden, evaluation of access to care and best therapy, and finally optimisation and maintenance therapy
for individual patients.
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Zygomyecosis in Europe: analysis of 230 cases accrued by the registry of the European Confederation of
Medical Mycology (ECMM) Working Group on Zygomycosis between 2005 and 2007

CLINICAL MICROBIOLOGY AND INFECTION

AB Zygomycosis is an important emerging fungal infection, associated with high morbidity and mortality. The

Working Group on Zygomycosis of the European Confederation of Medical Mycology (ECMM) prospectively
collected cases of proven and probable zygomycosis in 13 European countries occurring between 2005 and
2007. Cases were recorded by a standardized case report form, entered into an electronic database and analysed
descriptively and by logistic regression analysis. During the study period, 230 cases fulfilled pre-set criteria for
eligibility. The median age of the patients was 50 years (range, 1 month to 87 years); 60% were men.
Underlying conditions included haematological malignancies (44%), trauma (15%), haematopoietic stem cell
transplantation (9%) and diabetes mellitus (9%). The most common manifestations of zygomycosis were
pulmonary (30%), rhinocerebral (27%), soft tissue (26%) and disseminated disease (15%). Diagnosis was made
by both histology and culture in 108 cases (44%). Among 172 cases with cultures, Rhizopus spp. (34%), Mucor
spp. (19%) and Lichtheimia (formerly Absidia) spp. (19%) were most commonly identified. Thirty-nine per
cent of patients received amphotericin B formulations, 7% posaconazole and 21% received both agents; 15% of
patients received no antifungal therapy. Total mortality in the entire cohort was 47%. On multivariate analysis,
factors associated with survival were trauma as an underlying condition (p 0.019), treatment with amphotericin
B (p 0.006) and surgery (p <0.001); factors associated with death were higher age (p 0.005) and the
administration of caspofungin prior to diagnosis (p 0.011). In conclusion, zygomycosis remains a highly lethal
disease. Administration of amphotericin B and surgery, where feasible, significantly improve survival.
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Tl KIT mutations in Russian patients with mucosal melanoma
SO MELANOMA RESEARCH

AB A single institution series of 48 mucosal melanomas (MMs) has been analyzed for the presence of KIT
mutations using high-resolution melting and sequencing of abnormally melted DNA fragments. The analysis of
exons 9, 11, 13, and 17 has revealed eight of 48 (17%) nonsynonymous alterations, including zero of seven
head and neck, six of 24 anorectal, one of 15 genitourinary, one of one gastric, and zero of one mediastinal
MMs. Seven of these mutations were potentially associated with the tumor sensitivity to KIT tyrosine kinase
inhibitors. One tumor harbored somatically acquired silent nucleotide substitution ¢.1383A>G (T461T). This
study adds to the evidence that a substantial portion of MMs carry a therapeutically relevant mutation in the
KIT oncogene. Melanoma Res 21:555-559 (C) 2011 Wolters Kluwer Health | Lippincott Williams & Wilkins.
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Restoration of vision after optic nerve lesions with noninvasive transorbital alternating current stimulation: a
clinical observational study

BRAIN STIMULATION

AB Background

Non-invasive current stimulation can induce neuroplastic changes in the normal brain, including visual system
structures. Because it is not known if such plasticity is of clinical value, we wished to learn if vision restoration
can be induced after optic nerve damage.

Methods

In an open-label, clinical observational study 446 patients with optic nerve lesions were treated with non-
invasive repetitive transorbital alternating current stimulation (rtACS). Current bursts (<1000 mu A, 5-20 Hz)
were applied to induce phosphenes for one or two 10-day stimulation periods. Efficacy was assessed by
monocular measurements of visual acuity and visual field (VF) size. EEG recordings at rest (n = 68) were made
before and after treatment and global power spectra changes were analyzed.

Results

rtACS improved VF size in the right and left eye by 7.1% and 9.3% (p < 0.001), respectively. VF enlargements
were present in 40.4% of right and 49.5% of left eyes. Visual acuity (VA) significantly increased in both eyes
(right = 0.02, left = 0.015; p < 0.001). A second 10-day course was conducted 6 months in a subset of 62
patients and resulted in additional significant improvements of VA. Analysis of EEG power spectra revealed
that VA and VF improvements were associated with increased alpha power. Increased theta power was
observed in patients that had only VF enlargements but no VA change. In contrast, non-responders had
increased delta power spectra in frontal and occipital areas.

Conclusions

rtACS leads to long-lasting improvements in VA and VF size and after-effects in EEG power spectra. Because
physiological and clinical parameters are correlated we hypothesize that rtACS enhances plasticity by inducing
synchronization in different cortical regions, but the precise mechanisms needs further clarification. These
encouraging results require confirmation by controlled clinical trials. (C) 2011 Elsevier Inc. All rights reserved.
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Tl Polymorphic Markers Ala455Val of the THBD Gene and Arg353GiIn of the F7 Gene and Genetic Association

with Unfavorable Outcomes of Coronary Atherosclerosis in Patients with a History of Acute Ischemic Heart
Disease

SO RUSSIAN JOURNAL OF GENETICS

AB The polymorphic markers Ala455Val of the THBD gene and Arg353GIn of the F7 gene were tested for
association with the frequency of unfavorable outcomes in patients with a history of acute ischemic heart
disease. The study involved 1145 patients hospitalized in cardiology clinics of Moscow, St. Petersburg, Kazan,



Chelyabinsk, Perm, Stavropol, and Rostov-on-Don because of acute ischemic heart disease. The patients were
followed up for up to 62.5 months. None of the markers displayed a significant association with the time to an
endpoint. The patients were then grouped by sex. In females, the frequency of unfavorable outcomes (fatal or
nonfatal myocardial infarction and fatal or nonfatal stroke) was higher in carriers of allele Val of the Ala344Val
polymorphic marker of the THBD gene and carriers of genotype Arg/Arg of the Arg353GIn polymorphic
marker of the F7 gene, but the difference was not statistically significant. Such an increase in frequency was not
observed in males. To study the combined effect of the polymorphic markers of the THBD and F7 genes, the
course of ischemic heart disease was compared for two female subgroups. One included carriers of allele Val of
the Ala344Val polymorphic marker of the THBD gene and genotype Arg/Arg of the Arg353GIn polymorphic
marker of the F7 gene; the other subgroup included carriers of genotype Ala/Ala of the Ala455Val polymorphic
marker of the THBD gene and allele GIn of the Arg353GIn polymorphic marker of the F7 gene. The frequency
of unfavorable outcomes in the first subgroup was higher than in the second one. The time to an endpoin was
40.5 months (95% confidence interval (Cl) 33.5-47.6) in the first subgroup and 51.6 months (95% CI 45.0-58.1)
in the second subgroup (chi(2) = 4.15, P = 0.042). The results made it possible to assume that the F7 and THBD
genes play an important role in genetic predisposition to unfavorable outcomes in patients with a history of
acute ischemic heart disease. DOI: 10.1134/S1022795411100140
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Tl Rapid Symptomatic Improvement in Gefitinib-Treated Patients with EGFR-Mutated Lung Cancer: Possible
Role of Downregulation of Inflammatory Molecules?
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Tl Mucormycosis in Saint Petersburg, Russia
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TI Pharmacological evaluation of Potentilla alba L. in mice: adaptogenic and central nervous system effects

SO PHARMACEUTICAL BIOLOGY

AB Context: Potentilla alba L. (Rosaceae) rhizomes have anti-inflammatory, antioxidant, and adaptogenic effects
and are used for the treatment of diarrhea and intestinal colic. However, the data concerning the adaptogenic
and central nervous system activities of P. alba are fragmentary.
Obijectives: To determine the effect of oral administration of dried P. alba extract on the swimming endurance,
light/dark exploration, and open-field tests for mice.
Materials and methods: The mice were orally administered Rhodiola rosea extract (RR group); dry extract of P.
alba at doses of 12, 36, or 72 mg/kg (groups: PA12, PA36, and PA72); or distilled water (control group) for 7
consecutive days.
Results: The swimming times of the RR, PA36, and PA72 groups were significantly longer than those of the
control group. The administration of P. alba significantly increased the light time, latency time, and the number
of rearings in a dose-dependent manner. In the open-field test, the P. alba extract at a dose of 12 mg/kg
produced a significant increase in the frequency of head dipping and the number of squares crossed and a
significant decrease in grooming compared with the control treatment.
Conclusion: The current findings demonstrate that P. alba extracts significantly increased swimming endurance
time and have anxiolytic-like action with a predominant locomotor component.
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TI Endogenous cardiotonic steroids in chronic renal failure

SO NEPHROLOGY DIALYSIS TRANSPLANTATION

AB Background. Previous reports demonstrated that digitalis-like cardiotonic steroids (CTS) contribute to the
pathogenesis of end-stage renal disease. The goal of the present study was to define the nature of CTS in
patients with chronic kidney disease (CKD) and in partially nephrectomized (PNX) rats.
Methods. In patients with CKD and in healthy controls, we determined plasma levels of marinobufagenin
(MBG) and endogenous ouabain (EO) and erythrocyte Na/K-ATPase activity in the absence and in the presence
of 3E9 anti-MBG monoclonal antibody (mAb) and Digibind. Levels of MBG and EO were also determined in
sham-operated Sprague-Dawley rats and in rats following 4 weeks of PNX.
Results. In 25 patients with CKD plasma, MBG but not EO was increased (0.86 +/- 0.07 versus 0.28 +/- 0.02
nmol/L, P < 0.01) and erythrocyte Na/K-ATPase was inhibited (1.24 +/- 0.10 versus 2.80 +/- 0.09 mu mol
Pi/mL/h, P < 0.01) as compared to that in 19 healthy subjects. Ex vivo, 3E9 mAb restored Na/K-ATPase in
erythrocytes from patients with CKD but did not affect Na/K-ATPase from control subjects. Following
chromatographic fractionation of uremic versus normal plasma, a competitive immunoassay based on anti-MBG
mADb detected a 3-fold increase in the level of endogenous material having retention time similar to that seen
with MBG. A similar pattern of CTS changes was observed in uremic rats. As compared to sham-operated
animals, PNXx rats exhibited 3-fold elevated levels of MBG but not that of EO.
Conclusions. In chronic renal failure, elevated levels of a bufadienolide CTS, MBG, contribute to Na/K-ATPase
inhibition and may represent a potential target for therapy.
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Secondary Trigeminal Neuralgia in Cerebellopontine Angle Tumors
SKULL BASE-AN INTERDISCIPLINARY APPROACH

AB The analysis of the treatment results in patients with cerebellopontine angle (CPA) tumors, manifested as
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trigeminal neuralgia (TN). During the 10-year period from 1998 to 2008, 14 patients with verified CPA tumors
that had the typical manifestations of TN were operated on at our hospital (5.8% from all patients with TN who
underwent surgery). In nine cases the epidermoid was identified; three patients had meningioma, one patient
had acoustic neurinoma, and one patient had lipoma. The follow-up of all patients lasted at least 12 months. The
intraoperative assessment identified the three variants of relationship between the tumors and neurovascular
structures: (1) tumor grows around the trigeminal nerve; (2) the tumor causes compression and displacement of
the trigeminal nerve; and (3) tumor presses the arterial vessel to the trigeminal nerve by moving the vessel or
nerve. For six patients, with removal of tumor a microvascular decompression of the trigeminal nerve was
performed. Complete pain relief was achieved in 12 patients (86%). TN is an expectative symptom of CPA
tumors. The most frequent cause of secondary TN of CPA tumors is epidermoid. All patients with
manifestations of TN should undergo the magnetic resonance imaging for early diagnosis of CPA tumor.
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Method Development and Validation of an HPLC Assay for the Detection of Hopantenic Acid in Human
Plasma and Its Application to a Pharmacokinetic Study on Volunteers
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AB A reliable and sensitive reversed-phase high performance liquid chromatography (RP-HPLC) with ultraviolet

(UV) detection method was developed and validated for the quantification of hopantenic acid in human plasma.
Hopantenic acid, with protocatechuic acid as the internal standard (IS), was extracted from plasma samples
using a liquid-liquid extraction with methanol. A chromatographic separation was achieved on a Luna C18
column (4.6 mm x 150 mm, 5-mu m particle size) and precolumn of the same sorbent (2.0 mm). An isocratic
elution, at a flow rate of 1.0 mL min(-1), was used with a mobile phase consisting of acetonitrile, water, and
0.03% trifluoroacetic acid. The UV detector was set to 205 nm. The elution times for hopantenic acid and 1S
were similar to 4.3 and 5.4 min, respectively. The calibration curve of hopantenic acid was linear (r > 0.9994)
over the range of 0.5-100 mu g mL(-1) in human plasma. The limit of detection and limit of quantification for
hopantenic acid were 0.034 and 0.103 mu g mL(-1), respectively. The present method was successfully applied
for the estimation of pharmacokinetic parameters of hopantenic acid following single oral administration of
tablets containing 250 mg hopantenic acid to healthy volunteers. For hopantenic acid, the data showed a mean
maximum plasma concentration (C(max)) of 2.32 mu g mL(-1), with a time to reach peak plasma concentration
(t(max)) of 1.56 h.
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Tl The effects of the cardiac myosin activator, omecamtiv mecarbil, on cardiac function in systolic heart failure: a
double-blind, placebo-controlled, crossover, dose-ranging phase 2 trial

SO LANCET

AB Background Many patients with heart failure remain symptomatic and have a poor prognosis despite existing
treatments. Decreases in myocardial contractility and shortening of ventricular systole are characteristic of
systolic heart failure and might be improved by a new therapeutic class, cardiac myosin activators. We report
the first study of the cardiac myosin activator, omecamtiv mecarbil, in patients with systolic heart failure.
Methods We undertook a double-blind, placebo-controlled, crossover, dose-ranging, phase 2 trial investigating
the effects of omecamtiv mecarbil (formerly CK-1827452), given intravenously for 2, 24, or 72 h to patients
with stable heart failure and left ventricular systolic dysfunction receiving guideline-indicated treatment.
Clinical assessment (including vital signs, echocardiograms, and electrocardiographs) and testing of plasma
drug concentrations took place during and after completion of each infusion. The primary aim was to assess
safety and tolerability of omecamtiv mecarbil. This study is registered at ClinicalTrials.gov, NCT00624442.
Findings 45 patients received 151 infusions of active drug or placebo. Placebo-corrected, concentration-
dependent increases in left ventricular ejection time (up to an 80 ms increase from baseline) and stroke volume
(up to 9.7 mL) were recorded, associated with a small reduction in heart rate (up to 2.7 beats per min; p<0.0001
for all three measures). Higher plasma concentrations were also associated with reductions in end-systolic
(decrease of 15 mL at >500 ng/mL, p=0.0026) and end-diastolic volumes (16 mL, p=0.0096) that might have
been more pronounced with increased duration of infusion. Cardiac ischaemia emerged at high plasma
concentrations (two patients, plasma concentrations roughly 1750 ng/mL and 1350 ng/mL). For patients tolerant
of all study drug infusions, no consistent pattern of adverse events with either dose or duration emerged.
Interpretation Omecamtiv mecarbil improved cardiac function in patients with heart failure caused by left
ventricular dysfunction and could be the first in class of a new therapeutic agent.
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Drug therapy for hereditary cancers



SO

HEREDITARY CANCER IN CLINICAL PRACTICE

AB Tumors arising in patients with hereditary cancer syndromes may have distinct drug sensitivity as compared to

SN
PD
PY

their sporadic counterparts. Breast and ovarian neoplasms from BRCAL or BRCA2 mutation carriers are
characterized by deficient homologous recombination (HR) of DNA, that makes them particularly sensitive to
platinum compounds or inhibitors of poly (ADP-ribose) polymerase (PARP). Outstandingly durable complete
responses to high dose chemotherapy have been observed in several cases of BRCA-related metastatic breast
cancer (BC). Multiple lines of evidence indicate that women with BRCAZ1-related BC may derive less benefit
from taxane-based treatment than other categories of BC patients. There is virtually no reports directly assessing
drug response in hereditary colorectal cancer (CRC) patients; studies involving non-selected (i.e., both sporadic
and hereditary) CRC with high-level microsatellite instability (MSI-H) suggest therapeutic advantage of
irinotecan. Celecoxib has been approved for the treatment of familial adenomatous polyposis (FAP). Hereditary
medullary thyroid cancers (MTC) have been shown to be highly responsive to a multitargeted tyrosine kinase
inhibitor vandetanib, which exerts specific activity towards mutated RET receptor. Given the rapidly improving
accessibility of DNA analysis, it is foreseen that the potential predictive value of cancer-associated germ-line
mutations will be increasingly considered in the future studies.
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CA OBIS Study Investigators

Tl Randomised clinical trial: otilonium bromide improves frequency of abdominal pain, severity of distention and
time to relapse in patients with irritable bowel syndrome

SO ALIMENTARY PHARMACOLOGY & THERAPEUTICS
AB Background



SN
PD
PY
VL
IS

BP
EP
]|

Otilonium bromide (OB) is a spasmolytic agent that blocks L-Type Calcium channels in human colonic smooth
muscle.

Aim

To study the efficacy of OB in symptom control in irritable bowel syndrome (IBS).

Methods

A total of 356 patients (46.16 +/- 19 years, 71% female) with IBS participated in a double-blind, randomised,
parallel placebo-controlled phase 1V study. OB (40 mg t.d.s.) or placebo was administered for 15 weeks, and
follow-up was extended 10 additional weeks.

Results

Otilonium bromide (n = 179) and placebo (n = 177) groups had comparable demographics, symptom severity
and IBS subtype. Both OB and placebo reduced abdominal pain and IBS symptoms. The effect of OB was
significantly greater than placebo in the reduction of weekly frequency of episodes of abdominal pain at the end
of treatment period (primary endpoint, -0.90 +/- 0.88 vs. -0.65 +/- 0.91, P = 0.03), reduction of abdominal
bloating (-1.2 +/- 1.2 vs. -0.9 +/- 1.1, P = 0.02) and global efficacy by patient assessment (1.3 +/- 1.1 vs. 1.0 +/-
1.1, P =0.047). Intensity of abdominal pain, proportion of patient responders, safety and quality of life scores
were similarly affected by OB and placebo. During follow-up, the therapeutic effect of OB remained greater
than placebo in terms of withdrawal rate due to symptom relapse (10% vs. 27%, P = 0.009), global efficacy of
treatment and relapse-free probability (P = 0.038).

Conclusions

This placebo-controlled double-blind study shows that otilonium bromide is safe, well tolerated and superior to
placebo in reducing the frequency of abdominal pain, severity of abdominal bloating and protecting from
symptom relapse in IBS. These results further confirm that patients with IBS can improve during and following
treatment with otilonium bromide.
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Birch bark extract as therapy for chronic hepatitis C - A pilot study
PHYTOMEDICINE

AB The hepatoprotective effect of birch bark extract (BBE) in patients with chronic hepatitis C (CHC) was studied.

Forty-two patients with serologically confirmed chronic hepatitis C were treated for 12 weeks with 160 mg
standardized BBE per day. The primary outcome parameter measured was the rate of alanine aminotransferase
(ALT) normalization after 12 weeks. Secondary parameters included the course of ALT, aspartate
aminotransferase (AST) levels, quantitative HCV RNA levels, subjective symptoms associated with CHC
(fatigue, abdominal discomfort, depression, and dyspepsia), safety and compliance. The qualitative-quantitative
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analysis of BBE was made using high performance liquid chromatography to confirm the presence of 75%
betulin and 3.5% betulinic acid. Significant differences in the mean ALT and HCV RNA levels were observed
after 12 weeks of treatment. The level of ALT was decreased in 54.0% and normalized (p=0.046). HCV RNA
was reduced in 43.2% (p=0.016). After 12 weeks of treatment, reports of fatigue and abdominal discomfort
were reduced by 6-fold (p=0.028) and 3-fold (p=0.05), respectively. Dyspepsia was no longer reported
(p=0.042) and the effect was significantly different from baseline. Because this study lacks a control group
clinical relevance of the data can only be estimated in future by following controlled clinical trials. (C) 2011
Elsevier GmbH. All rights reserved.
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ECOLOGY OF HUMAN PAPILLOMAVIRUS (HPV) INFECTIONS IN THE MALE, STUDIED USING
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Tl HIGH-RISK HUMAN PAPILLOMAVIRUS (HR-HPV) INFECTION DETECTION IN RUSSIA: NEED TO
INTENSIFY ITS LABORATORY PROFICIENCY WITH STANDARDISATION PROGRAMS?
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Tl Retrospective evaluation of caspofungin therapy in invasive aspergillosis (RECAM-1A)

SO MYCOSES

AB To evaluate caspofungin in high-risk invasive aspergillosis (1A) patient, a retrospective review of patient
characteristics, antifungal therapies and clinical outcomes on hospitalised patients at sites in Russia, Canada,
Germany, and Thailand was performed. Fifty-five patients were included, six with proven and 49 with probable
aspergillosis; 76.4% had haematological diseases, 80% were on immunosuppressive drugs, 32.7% were
neutropenic at caspofungin initiation. Median duration of prior antifungal therapy was 9 days (range 1-232).
Reasons for initiating caspofungin included: disease refractory to first-line antifungal (49.1%) and toxicities
with prior antifungals (18.2%). Median caspofungin therapy duration was 14 days (range 2-62), with a median
of 13 days (range 1-62) as monotherapy. Favourable responses were observed in 45.5% of the patients,
complete responses in 40% and partial responses in 5.5%; 74.5% survived 7 days after completion of
caspofungin therapy with 69.1% having been successfully discharged from the hospital. Few patients (14.6%)
on caspofungin switched because of suspected resistance, lack of response or adverse events. There were no
increases in hospital stay as a result of adverse events or drug-drug interactions related to caspofungin; 7.3% of
patients had a mean value of 13 (+/- 14.11) days of increased stay attributable to treatment failure. Caspofungin
was well-tolerated. It exhibited effectiveness and high survival in treating severe IA patients.
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Tl New sensitive markers of platelet's reactivity in clopidogrel treated patients: results of flow cytometry and
genetic analysis
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Tl Correlation between plasma homocysteine levels and degree of lower limb ischemia in patients with peripheral
arterial disease
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Tl PERIPHERAL ARTERIAL DISEASE IN METABOLIC SYNDROME (METS): PREDOMINANT
LOCALIZATION OF ATHEROSCLEROSIS, HORMONE ABNORMALITY AND CARDIOVASCULAR
COMORBIDITY
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Tl A Roadmap of Aging in Russia: The Prevalence of Frailty in Community-Dwelling Older Adults in the St.
Petersburg District-The "Crystal" Study

SO JOURNAL OF THE AMERICAN GERIATRICS SOCIETY

AB OBJECTIVES: To categorize the health problems of older Russians and identify the number of frail older adults
using different approaches.
DESIGN: Cross-sectional study.
SETTING: The Kolpino district of St. Petersburg.
PARTICIPANTS: A random sample of 611 community-dwelling adults aged 65 and older was selected from a
population-based register and stratified into two age groups (65-74, >=75).
MEASUREMENTS: Anthropometry, medical history, nutritional status, Physical Performance Battery,
activities of daily living, grip strength, spirometry, renal function, 15-item Geriatric Depression Scale, Mini-
Mental State Examination, and sense of coherence.
RESULTS: The female: male ratio was 2.5:1; 19% were malnourished or at risk for malnutrition, and 78.6%
presented with one to three chronic pathologies, with no differences according to age or sex. Problems with
hearing (60.7%), vision (89.5%), and incontinence (40.9%) were highly prevalent. Moreover, 25.9% of the



younger group (65-74) and 42.5% of the older group (>= 75) were found to be at risk for depression. Mild to
severe cognitive impairment was found in 34.5% of the participants, and 14.4% of those aged 65 to 74 and
33.0% of those aged 75 and older reported dependence in daily living activities. The prevalence of frailty
assessed using different models varied from 21.1% to 43.9%. The Fried model revealed the strongest
associations with the frailty outcomes (dependence and performance). No significant differences between the
sexes were found in either age group (P=.82), although the percentage of frail women increased with age
(P=.001).

CONCLUSION: The findings emphasize the need for attention and resources to be shifted from disease-
oriented to functional approaches in the older Russian population. The population studied is consistent with the
Fried model, in which one in five older adults can be labeled as frail. J Am Geriatr Soc 59:980-988, 2011.
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Tl Epidemiology and outcome of invasive fungal diseases in adult haematopoietic stem cell transplant recipients
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TI PALB2 mutations in German and Russian patients with bilateral breast cancer
SO BREAST CANCER RESEARCH AND TREATMENT

AB Since germline mutations in the PALB2 (Partner and Localizer of BRCA2) gene have been identified as breast
cancer (BC) susceptibility alleles, the geographical spread and risks associated with PALB2 mutations are
subject of intense investigation. Patients with bilateral breast cancer constitute a valuable group for genetic
studies. We have thus scanned the whole coding region of PALB2 in a total of 203 German or Russian bilateral
breast cancer patients using an approach based on high-resolution melting analysis and direct sequencing of
genomic DNA samples. Truncating PALB2 mutations were identified in 4/203 (2%) breast cancer patients with
bilateral disease. The two nonsense mutations, p.E545X and p.Q921X, have not been previously described
whereas the two other mutations, p.R414X and ¢.509_510delGA, are recurrent. Our results indicate that PALB2
germline mutations account for a small, but not negligible, proportion of bilateral breast carcinomas in German
and Russian populations.
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Socioeconomic position and incidence of acute myocardial infarction: a meta-analysis
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survival, while socioeconomic patterning of disease incidence is less well investigated. To study socioeconomic
inequalities in the incidence of acute myocardial infarction (AMI), the major component of CHD, a meta-
analysis was undertaken to summarise existing evidence on the issue.

Methods A systematic search was performed in PubMed and EMBASE databases for observational studies on
AMI incidence and socioeconomic position (SEP), published in English to April 2009. A random-effects model
was used to pool the risks estimates from the individual studies.

Results Among 1181 references, 70 studies fulfilled the inclusion criteria. An overall increased risk of AMI
among the lowest SEP was found for all three indicators: income (pooled RR 1.71, 95% CI 1.43 to 2.05),
occupation (pooled RR 1.35, 95% CI1 1.19 to 1.53) and education (pooled RR 1.34, 95% CI 1.22 to 1.47). The
strongest associations were seen in high-income countries such as USA/Canada and Europe, while the results
were inconsistent for middle and low-income regions.

Conclusion AMI incidence is associated with low SEP. The nature of social stratification at the level of
economic development of a country could be involved in the differences of risk of AMI between social groups.
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Tl The Influence of ZnCI2 Injected into the Neostriatum on Locomotor Behavior of Rats
SO ZHURNAL VYSSHEI NERVNOI DEYATELNOSTI IMENI | P PAVLOVA

AB The influence of two-week daily microinjections of ZnCl2 into the rostral region of neostriatum on the
locomotor behavior of Wistar rats in chronic experiments was studied. The 1-mcg dose of ZnCl2 decreased
spontaneous locomotor activity in the "open field" and, beginning with the 5th day of microinjections, inhibited
a shuttle-box conditioned avoidance reflex. The reflex recovered only in the first week after the injection
withdrawal. The 0.1-mcg dose of ZnCI2 to a lesser extent affected the parameters of conditioned avoidance,
whereas the level of spontaneous locomotor activity in this group of animals increased. The observed changes in
rat behavior may be associated with the concentration-dependent influence of zinc ions on the ion channels in
the membranes of neostriatum neurons, including glutamate activated. The possibility to control the activity of
ion channels in a chronic behavioral experiment by zinc ion concentration is discussed.
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TI Distribution of coding apoptotic gene polymorphisms in women with extreme phenotypes of breast cancer
predisposition and tolerance

SO TUMORI

AB Aims and background. Comparison of subjects with extreme phenotypes of cancer susceptibility and tolerance
allows to detect low-penetrance gene-disease interactions with a relatively small study size.
Methods and study design. We analyzed the distribution of 19 coding apoptotic gene polymorphisms (Bid
Gly10Ser; Casp2 Leul41Val; Casp5 Ala90Thr and Val318Leu; Casp7 Glu255Asp; Casp8 His302Asp; Casp9
Val28Ala, His173Arg and Arg221Gln; Caspl0 Ille479Leu; Faim Thrl17Ala and Ser127Leu; DR4 Argl41His,
Thr209Arg, Ala228Glu and Lys441Arg; Survivin Lys129Glu; TNFR1 GIn121Arg; XIAP Pro423GIn) in 121
breast cancer patients with clinical features of a hereditary predisposition (family history and/or early onset
and/or bilaterality) and 142 elderly tumor-free women.
Results. None of the individual single nucleotide polymorphisms (SNPs) demonstrated an association with
breast cancer risk. The analysis of gene interactions revealed that the combination of XIAP Pro423GIn
(rs5956583) AA genotype with Casp7 GIlu255Asp (rs2227310) CG genotype appeared to prevail in
"supercases" relative to "supercontrols” (25/121 [21%] vs 11/142 (8%), P = 0.002). We attempted to validate



this association in the second round of case-control analysis, which involved 519 randomly selected breast
cancer patients and 509 age-matched healthy women, but no difference was detected upon this comparison.
Conclusions. Coding apoptotic gene polymorphisms do not play a major role in BC predisposition. The results
of this investigation may be considered while designing future studies on breast cancer-associated candidate
SNPs.
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Electrocardiographic markers predict left ventricular wall motion improvement in patients with acute
myocardial infarction receiving thrombolysis
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AB Background: In patients with ST-elevation myocardial infarction (STEMI) treated with fibrinolysis, prediction
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of early left ventricular wall motion changes is important for prognosis.

Materials and Methods: In 106 patients with STEMI treated with thrombolysis, we analyzed the degrees of total
and maximal ST-segment resolution at 3 hours and changes in sums of T-wave amplitudes in leads with ST
elevation 3 and 48 hours after thrombolysis as the predictors of the echocardiographic left ventricular wall
motion score index (WMSI) improvement.

Results: Wall motion score index improvement was best predicted by total ST-segment resolution of more than
44% in anterior infarctions (sensitivity, 81%; specificity, 62%) and more than 59% in nonanterior infarctions
(sensitivity, 100%,; specificity, 42%) and by difference in sums of T-wave amplitudes between
electrocardiograms at 48 hours and baseline less than 28 mm (sensitivity, 68%; specificity, 76%).

Conclusion: In STEMI, the total ST-segment resolution 3 hours and T-wave changes at 48 hours after
thrombolysis are the reliable predictors of the left ventricular WMSI improvement. (C) 2011 Elsevier Inc. All
rights reserved.
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Evaluation of a Novel Chlamydia trachomatis Microsphere Suspension Assay for Detection and Genotyping of
the Different Serovars in Clinical Samples

JOURNAL OF MOLECULAR DIAGNOSTICS

AB A novel Chlamydia trachomatis (Ct) microsphere suspension (MS) assay was evaluated for identification of the
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different serovars, using the same PCR primer set established for the Ct Detection and genoTyping assay. Both
assays can detect and identify all 14 major serovars (A, B/Ba, C, D/Da, E, F, G/Ga, H, I/la, J, K, L1, L2/L 23,
and L3) and one genovariant of serovar J. The probe specificity for the Ct-MS assay was determined using 14
Ct reference strains and 1 clinical isolate from a genovariant of serovar J. Also, the Ct-MS assay and the Ct
detection and genoTyping assay were compared in 712 Ct-positive clinical samples. The Ct-MS assay showed a
highly specific reaction for all probes with the amplicons of the reference strains, giving a very low background
median fluorescence intensity signal (median fluorescence intensity <= 10). An excellent overall agreement in
the Ct detection (kappa = 0.947, 95% confidence interval, 0.89 to 0.999; McNemar's test, P = 1.000) and the Ct
genotyping (kappa = 0.993, 95% confidence interval, 0.977 to 1.000; McNemar's test, P = 0.053) was observed
between the Ct detection and genoTyping (DT) assay and the Ct-MS assay. In conclusion, the novel Ct-MS
assay permits simultaneous detection and genotyping of Ct serovars, making the Ct-MS assay an excellent high
throughput method. (J Mol Diagn 2011, 13:152-159; DOI: 10.1016/j.jmoldx.2010.11.017)
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TI Paired distribution of molecular subtypes in bilateral breast carcinomas
SO CANCER GENETICS

AB The last decade has revealed fundamental new insight into the existence of intrinsic molecular subclasses of
breast carcinomas. By using immunostaining on archival tissue, we classified tumor pairs from 50 patients with
bilateral disease into molecular subgroups (luminal, triple-negative basal-like, and triple-negative unclassified).
Synchronous tumors showed a slightly higher rate of concordant pairs than metachronous tumors, and luminal
tumors were highly concordant regardless of being synchronous or metachronous (P = 0.001 and P = 0.002,
respectively). Metachronous cases had a higher degree of discordance if the time interval was longer than 10
years; this was most pronounced for triple-negative tumors. The relationship found between subtypes of
bilateral tumors provides additional evidence for the role of host-related factors in determining the molecular
type of breast cancer.
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Tl Mechanisms of PLT activation in women with different variants of ischemic stroke
SO THROMBOSIS RESEARCH
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Tl The use of different forms of naltrexone in the treatment of opioid dependence
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The authors compared the results of own studies and foreign publications on the use of different formulations of
naltrexone (peroral, implantable, injectable) for the remission stabilization and relapse prevention in patients
with opioid dependence. Opioid antagonists, in particular naltrexone, are the unique medication for the specific
pharmacotherapy of opioid dependence currently approved in the Russian Federation. The main problem that
considerably reduces the efficacy and restricts the use of naltrexone in the treatment of opioid dependence is the
problem of compliance. Nevertheless, in the double blind randomized placebo-controlled trials, we have
demonstrated the higher efficacy of peroral naltrexone for the remission stabilization compared to analogous
foreign publications. It might be explained by the cultural specifics of the family in the Russia Federation, in
particular, by the possibility to control the treatment by relatives of the patient. However the possibilities of this
control are significantly reduced as the patient gets older. Long-acting depot formulations of naltrexone
(implantable and injectable) are more effective than peroral ones that allows to solve the problem of compliance
and opens new perspectives in the treatment of opiate dependence.
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Clinical features of LRRK2-associated Parkinson's disease
ZHURNAL NEVROLOGII | PSIKHIATRII IMENI S S KORSAKOVA

AB Mutations in the Leucine Reach Repeat Kinase 2 (LRRK2) gene are the most frequent cause of familial

SN

Parkinson's disease (PD). Previously, we have sequenced the coding region of the LRRK2 gene in 85 PD
patients and showed the prevalence of G2019S-associated PD (G2019S-PD) among all cases of LRRK2-
associated PD in Russia. Screening of the most frequent LRRK2 mutations (G2019S, R1441C, R1441G) in the
extended sample of PD patients (100 familial cases, 14 relatives and 230 sporadic cases) revealed two novel
families with G2019S-PD in the addition to LRRK2-associated PD cases identified earlier. In summary, the
frequency of LRRK2-associated PD among familial PD cases was estimated as 8%. The G2019S mutation was
the most frequent (7% in familial and 0.5% in sporadic PD). Comparative analyses of the age-at-onset and main
neurological symptoms in 13 patients with LRRK2-associated PD (8 with G2019S, 2 - V1613Aand 1 -
R1441C) and 80 PD patients without mutations in the LRRK2 gene did not reveal any differences. However,
the G2019S LRRK?2 mutation carriers had the increased rate of drug induced side-effects in comparison with
genetically undefined patients (OR=6.4, p<0.02). The data obtained could improve our understanding of the
pathogenesis of LRRK2-associated PD and be useful in clinical practice during disease therapy.
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Tl Quantum-Chemical Study on Calcium(ll) Chelates with Ouabagenin
SO RUSSIAN JOURNAL OF ORGANIC CHEMISTRY

AB Complete conformational analysis of 1 : 1 calcium(ll) chelates with ouabagenin was performed ab initio.
Analysis of the effect of complex formation on the steric and electronic structures revealed that ouabagenin
molecule is capable of coordinating Ca2+ ion in three different modes. The lack of rhamnose fragment in the
ouabagenin molecule, in contrast to ouabain, sharply reduces its physiological activity related to its ability to
bind at transducer Na+/K+-ATPase site.
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Tl Potential and methods of target cholesterol level achievement in daily clinical practice: results of the Russian
multi-centre observational study "TREAT TO GOAL"

SO CARDIOVASCULAR THERAPY AND PREVENTION

AB Aim. To study potential therapeutic approaches to the management of coronary heart disease (CH D) patients
with hypercholesterolemia (HCH), who receive statins, but do not achieve target levels of total cholesterol
(TCH) and low-density lipoprotein cholesterol (LDL-CH) in daily clinical practice.

Material and methods. The research project "Treat To Goal" is an observational study, involving 10 clinical
centres in 6 Russian cities. In total, the study included 712 patients with CH D and HCH (386 men and 324
women; mean age 59 years), who received statins as secondary prevention measure, but did not achieve target
levels of TCH and LDL-CH.

Results. In order to achieve target TCH levels, the lipid-lowering therapy was modified as follows: 42,4%
patients were administered a new statin; in 32,1%, the "old" statin dose was titrated; in 25,5%, statin therapy
was combined with ezetimibe. The target TCH levels were achieved, respectively, in 33,5%, 37,4%, and 50,4%
of the patients. All three types of therapy modification were well tolerated and safe.

Conclusion. Combined lipid-lowering therapy with ezetimibe and statins is the optimal treatment option for
Russian patients with CH D and HCH, who otherwise cannot achieve the target levels of blood lipids.
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ST-segment dynamics during reperfusion period and the size of myocardial injury in experimental myocardial
infarction

JOURNAL OF ELECTROCARDIOLOGY

AB Background: Exacerbation of ST elevation associated with reperfusion has been reported in patients with

myocardial infarction. However, the cause of the "reperfusion peak and relation of its magnitude to the size of
myocardial damage has not been explored. The aim of our study was to assess the correlation between the ST-
dynamics during reperfusion, the myocardium at risk (MaR), and the infarct size (IS).

Methods: Infarction was induced in 15 pigs by a 40-minute-long balloon inflation in the left anterior descending
coronary artery. Tetrofosmin Tc 99m was given intravenously after 20 minutes of occlusion, and ex vivo single
photon emission computed tomography was performed to assess MaR. Maximal ST elevation in a single lead
and maximal sum of ST deviations in 12 leads were measured before, during, and after occlusion from
continuous 12-lead electrocardiographic monitoring. A gadolinium-based contrast agent was given
intravenously 30 minutes before explantation of the heart. Final IS was estimated using ex vivo cardiac
magnetic resonance imaging.

Results: All pigs developed an anteroseptal infarct with MaR = 42% +/- 9% and IS = 26% +/- 7% of left
ventricle. In all pigs, reperfusion was accompanied by transitory exacerbation of ST elevation that measured
1300 +/- 500 mu V as maximum in a single lead compared with 570 +/- 220 mu V at the end of occlusion (P <
.001). The transitory exacerbation of ST elevation exceeded the maximal ST elevation during occlusion (920 +/-
420 mu V, P < .05). The ST elevation resolved by the end of the reperfusion period (90 +/- 30 mu V, P <.001).
Exacerbation of ST elevation after reperfusion correlated with the final IS (r = 0.64, P = .025 for maximal ST
elevation in a single lead and r = 0.80, P = .002 for sum of ST deviations) but not with MaR (r =0.43, P = .17



for maximal ST elevation in a single lead and r = 0.49, P =. 1 1 for sum of ST deviations). The maximal ST
elevation in a single lead and the sum of ST deviations during occlusion did not correlate with either MaR or
final IS.

Conclusion: In the experiment, exacerbation of ST elevation is common during restoration of blood flow in the

occluded coronary artery. The magnitude of the exacerbation of ST elevation after reperfusion in experimentally

induced myocardial infarction in pigs is associated with infarct size but not with MaR. (C) 2011 Elsevier Inc.
All rights reserved.
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TI Data of Coronary Angiography and Rheological Properties of Erythrocytes in Non ST-Elevation Acute
Coronary Syndrome

SO KARDIOLOGIYA

AB We assessed character and extent of coronary vessels involvement in 27 patients with non ST-elevation acute
coronary syndrome (NSTEACS) and compared angiography data with rheological properties of erythrocytes of

patients and 30 practicaly healthy men. Stenoses of main branches of coronary vessels were found almost in 3/4

of cases. In 4 patients without stenoses in main branches of coronary arteries we revealed lowering of blood
flow velocity related to small vessel disease (syndrome X). In 2 cases there were no changes in coronary
circulation. Extent of vessel involvement was the least in patients with non Q-wave myocardial infarction as
initial manifestation of ischemic heart disease and the greatest in patients with unstable angina after myocardial
infarction. Patients with NSTEACS had elevated aggregation capacity and lowered deformability of
erythrocytes. Degree of these changes did not depend on clinical peculiarities of development of the disease,
extent of obstructions, character of vessels involvement. Positive correlation between was found content of
cholesterol and degree of elevation of rate of erythrocyte aggregation.
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Tl Prediction of Left Ventricular Remodeling After Acute Myocardial Infarction
SO KARDIOLOGIYA

AB Prediction of adverse left ventricular remodeling after acute myocardial infarction (AMI) may have important
clinical implications. In this study, we evaluated the incidence of unfavorable changes of left ventricular
volumes and ejection fraction after AMI. The ability of several cardiac markers, electrocardiographic and
echocardiographic (including tissue Doppler) variables to predict adverse remodeling was demonstrated. The
prognostic algorithm based on the investigated variables may help improve the treatment of patients after AMI.
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Tl Prognostic Value of Diastolic Dysfunction for Sudden Cardiac Death of Patients After Myocardial Infarction
SO KARDIOLOGIYA

AB We studied prognostic value of left ventricular (LV) diastolic dysfunction (DD) in relation to sudden cardiac
death (SCD) after myocardial infarction (MI). We examined 603 patients in acute period of Ml (including 551
with preserved LV systolic function and DD). Duration of follow-up was 1-7 years. According to data of Cox
multifactorial regression analysis LVDD was not an independent prognostic factor. But it increased SCD risk at
the account of interrelationship with such predictors as ventricular rhythm disturbances, lowering of heart rate
variability, and sensitivity of cardiochronotropic component of arterial baroreflex.
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Tl Acute Management at the Rising of Arterial Pressure Which is not Menacing to a Life
SO KARDIOLOGIYA

AB 491 hypertensive (non life threatening) patients were examined for hemodynamic changers and variance of the
sinus rhythm after administration of clonidine, nifedipine, captopril, and mocsonidine. BP was done by the caff
method, hemodynamic by the integral rheography, variance of the sinus rhythm - according to the
recommendations of the International ECG Society. It was showed nifedipine and captopril were most effective
among the others in case of moderate hypertension without sympathetic hyperfunction. In patients with severe
and moderate hypertension follow up with the hyperfunction of the sympathetic nervous system clonidine and
mocsonidine showed the major efficacy. In comparison to clonidine, mocsidimin is the medication which is not
on the list, and beyond that it provided less adverse effects.
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TI Models of Organization of Work With Patients Recceiving Warfarin for Prevention of Thromboembolic
Complications

SO KARDIOLOGIYA
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THE EXTENT OF CORONARY STENOSIS AND THE LEVEL OF ANTIBODIES TO ATHEROGENIC
LIPOPROTEINS IN PATIENTS WITH CORONARY HEART DISEASE

TERAPEVTICHESKII ARKHIV

AB Aim. To study association between the level of antibodies to oxidized low-density lipoproteins (anti-OLDL) and

RI

Ol

SN

the extent of coronary stenosis (CS) in patients with coronary heart disease (CHD).

Material and methods. Sixty CHD patients were examined for titer of anti-OLDL, levels of total cholesterol
(TC), LDLP cholesterol, HDLP cholesterol, triglycerides. Selective coronarography (SC) was made on
demand.

Results. Elevated titer of anti-OLDL was found only in 12 examinees. It was significantly lower in CHD
women than in men. No significant differences by anti-OLDL were found in CHD patients with and without
significant risk factors. SC registered in all CHD examinees local stenosis of different severity. Stenosis in 3
coronary arteries was detected in 31 cases, in 2 coronary arteries - in 14, in 1 coronary artery - in 15 patients,
most frequently the affection was located in the diagonal branch of the left coronary artery. Stenosis of the left
coronary artery trunk was diagnosed in one case. The correlation analysis revealed a strongly significant
positive correlation between content of anti-OLDL and the degree of CS.

Conclusion. The level of anti-OLDL in CHD patients directly correlates with the degree of CS and is a marker
of coronary atherosclerosis severity.
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CURRENT ASPECTS OF PATHOGENETIC THERAPY IN TUBERCULOSIS

SO TERAPEVTICHESKII ARKHIV
AB The review presents principles of pathogenetic therapy in tuberculosis and current trends in pharmacotherapy:

immunocorrection, prophylaxis, chemotherapy side effects management. Immunocorrection is illustrated by
treatment with drugs of a polyvalent action - glutoxim and cyclopheron. Mechanisms of their immune action are
outlined. As to hepatoprotection, remaxol is an effective hepatoprotecting medicine improving energy supply to
hepatocytes and their membranes resistance to lipid peroxidation, reactivating enzymes of antioxidant defense.
Remaxol has an antioxidant/antihypoxic action, is the most promosing metabolic corrector with
hepatoprotective activity.
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Tl RESULTS OF A MULTICENTER TRIAL "EPIDEMIOLOGY OF GASTROESOPHAGEAL REFLUX
DISEASE IN RUSSIA (MEGRE)

SO TERAPEVTICHESKII ARKHIV

AB Aim. To assess prevalence of gastroesophageal reflux disease (GERD) in Russia in MEGRE trial in 6 cities of
the Russian Federatiion (Kazan, Kemerovo, Krasnoyarsk, Ryazan, St-Petersburg, Saransk).
Material and methods. Mayo Clinic questionnaire (USA) adapted for Russia was used to question 7812 people
over 18 years of age from of random population sample. The symptoms (heartburn and regurgitation) were
classified as frequent if they arose once a week and more often for the last 12 months, rare symptoms arose less
often than once a week. The responders with frequent heartburn and/or regurgitation were regarded as persons
with epidemiological quantitative criteria of GERD.
Results. Heartburn occurred in 47.5% responders: frequent in 9%, rare in 38.5%. Regurgitation occurred in
42.9%: frequent in 7.6%, rare in 35.3%. GERD prevalence was 13.3% (city range 11.3-14.3%). Frequent GERD
symptoms are associated with frequent gaseous eructation (24.3%), chronic cough (22.9%), chest pain (15.1%),
dysphonia (11.4%.). To stop heartburn, 88% responders took antacids, 32% - blockers of histamine H(2)-
receptors and only 23% - inhibitors of proton pump. Only 52.8% responders with frequent chest pain and 29.3%
those with frequent hearburn visited a doctor.
Conclusion. The population-based trial MEGRE conducted by international methodology in 6 cities of Russia
demonstrated that GERD prevalence is 13.3%. Most of the patients pay little attention to the symptoms, do not
seek medical advice and, therefore, receive no adequate treatment.
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PNEUMONIA OR DRUG-RELATED EXOGENIC ALLERGIC ALVEOLITIS? KEY ROLE OF
ANAMNESIS IN DIFFERENTIAL DIAGNOSIS

TERAPEVTICHESKII ARKHIV

AB A case is reported of an old female patient with exogenic allergic alveolitis which was first diagnosed as
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pneumonia progressing in the presence of long-term and intensive antibiotic treatment. Detailed analysis of the
case history gave grounds for suspected drug-related exogenic allergic alveolitis. Discontinuation of antibiotics,
administration of glucocorticoids and antiplatelet drugs led to recovery.
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INFECTION AGENTS AND IRRITABLE COLON SYNDROME
TERAPEVTICHESKII ARKHIV

AB The discussion concerns onset and pathogenesis of functional intestinal diseases. Current data are presented on
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association of functional intestinal diseases with different infectious agents with illustration on the model of
postinfectious irritable colon syndrome (ICS). ICS-like conditions in patients who had previously intestinal
infections are considered.
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TI METABOLIC CORRECTORS BASED ON SUCCINIC ACID AS PATHOGENIC THERAPY IN CHRONIC
VIRUS HEPATITIS

SO TERAPEVTICHESKII ARKHIV

AB Chronic viral hepatitides (CVH) run with long-term activation of the system of mononuclear phago-cytes
associated with hyperproduction of active oxygen forms. This can be considered as risk factors of antioxidant
insufficiency which determines the course of the disease. Now, antioxidant, cytoprotective medicines are more
and more actively used in hepatology. The results are reviewed of many Russian clinical trials of efficacy of
metabolic correctors based on siccine acid (reamberin, remaxol) as pathogenetic treatment in CVH. Metabolic
correctors in combined treatment of CVH improve basic clinico-laboratory indices, raise efficacy of basic
therapy, correct insufficiency of antioxidant defense. The results of the studies confirm advantage of
antihypoxic medication over standard infusion therapy for treatment of CVH patients.
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Tl Noopept in the treatment of mild cognitive impairment in patients with stroke

SO ZHURNAL NEVROLOGI! | PSIKHIATRII IMENI S S KORSAKOVA

AB Noopept is a neuroprotector and nootropics. Literature data revealed the treatment effect of noopept on mild
cognitive impairment in patients with discirculatory encephalopathy. The present open prospective study
included 60 patients with stroke treated with noopept during 12 months. Cognitive functions were assessed
before and after treatment using neuropsychological tests. An analysis of MMSE scores and lateral and
categorical associations revealed the significant improvement of cognitive functions after 2 months in patients
of the main group compared to the controls. The global assessment of efficacy revealed the mild improvement
in the main group while no changes were found in the control group. The results have demonstrated that
noopept, used in dose 20mg daily during 2 months, improves cognitive functions in stroke patients and has a
high level of safety.
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Tl Botulinum toxine treatment and the formation of antibodies to botulotoxin in patients with cerebral palsy
SO ZHURNAL NEVROLOGII I PSIKHIATRII IMENI S S KORSAKOVA

AB The aim of the study was to search for the association between efficacy of botulinum treatment (dysport) and
the formation of antibodies to botulinum toxin in children with cerebral palsy (CP). Fourteen children with CP
received dysport, 42 children (29 with CP and 13 patients with paresises of other etiologies) were not treated
with this drug. No association between the presence of antibodies in blood serum and efficacy of treatment was
found. However, further research of the role of antibody genesis as a factor influencing the formation of
reaction to treatment is needed.
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Tl Experimental hemorrhagic stroke: the effect of the peptide preparation cortexin in the formation of Hb-NO-
complexes and other blood paramagnetic centers

SO ZHURNAL NEVROLOGII I PSIKHIATRII IMENI S S KORSAKOVA

AB Using electronic paramagnetic resonance (EPR), we studied the effect of the peptide cortexin on the content of
hemoglobin nitrozyl complexes (Hb-NO-complexes) and other paramagnetic centers (transferrin,
methemoglobin) in the blood of rats of Krushynsky-Molodkina line in the experimental hemorrhagic stroke
induced by acoustic stress. After the acoustic exposure, the level of Hb-NO-complexes have increased by more



than 6 times. The intensity of the EPR signal of the plasma peptide transferrin increased by 1,5 times. The level
of blood methemoglobin was also elevated, though not significantly, after the acoustic stress. Cortexin
substantially reduces the formation of Hb-NO-complexes and, therefore, the level of nitride oxide while the
contents of transferrin and methemoglobin remain intact.
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TI Cognitive disorders in patients with chronic heart failure
SO ZHURNAL NEVROLOGII I PSIKHIATRII IMENI S S KORSAKOVA
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Tl Methodological principles of the psychological study of patients with alcohol dependence
SO ZHURNAL NEVROLOGII | PSIKHIATRII IMENI S S KORSAKOVA
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Tl Tiolepta (thioctic acid) in the treatment of vibration disease
SO ZHURNAL NEVROLOGII | PSIKHIATRII IMENI S S KORSAKOVA
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Tl Non-founder BRCA1 mutations in Russian breast cancer patients

SO CANCER LETTERS

AB A few founder BRCA1 mutations (5382insC 4154del A 185delAG) account for up to 15% of high-risk (young-
onset or familial or bilateral) breast cancer (BC) cases in Russia The impact of non founder BRCA1 mutations
in this country is less studied in particular there are no reports analyzing gross rearrangements of this gene in the
Russian patient series We selected for the study 95 founder mutation negative high-risk BC cases Combination
of high-resolution melting (HRM) and sequencing revealed six presumably BC-associated alleles (2080delA,
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4808C > G 5214C > T 5236G > A 5460G > T 5622C > T) and one variant of an unknown significance (4885G
> A) The pathogenic role of the 5236G > A mutation leading to G1 706E substitution was further confirmed by
the loss of heterozygosity analysis of the corresponding tumor tissue Multiplex ligation-dependent probe
amplification (MLPA) revealed two additional BRCAL heterozygotes which carried BRCA1 deletions
involving exons 1-2 and 3-7 respectively Based on the results of this investigation and the review of prior
Russian studies three BRCAL mutations (2080del A 3819de15 3875del4) were considered with respect to their
possible founder effect and tested in the additional series of 210 high-risk BC patients two BACA heterozygotes
(2080delA and 3819del15) were revealed We conclude that the non-founder mutations constitute the minority of
BRCAL1 defects in Russia (C) 2010 Elsevier Ireland Ltd All rights reserved
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Efficacy and Safety of Flavocoxid Compared with Naproxen in Subjects with Osteoarthritis of the Knee-a
Subset Analysis

ADVANCES IN THERAPY

AB Obijective: Twice-daily flavocoxid, a cyclooxygenase and 5-lipoxygenase inhibitor with potent antioxidant

activity of botanical origin, was evaluated for 12 weeks in a randomized, double-blind, active-comparator study
against naproxen in 220 subjects with moderate-severe osteoarthritis (OA) of the knee. As previously reported,
both groups noted a significant reduction in the signs and symptoms of OA with no detectable differences in
efficacy between the groups when the entire intent-to-treat population was considered. This post-hoc analysis
compares the efficacy of flavocoxid to naproxen in different subsets of patients, specifically those related to
age, gender, and disease severity as reported at baseline for individual response parameters. Methods: In the
original randomized, double-blind study, 220 subjects were assigned to receive either flavocoxid (500 mg twice
daily) or naproxen (500 mg twice daily) for 12 weeks. In this subgroup analysis, primary outcome measures
including the Western Ontario and McMaster Universities OA index and subscales, timed walk, and secondary
efficacy variables, including investigator global assessment for disease and global response to treatment, subject



visual analog scale for discomfort, overall disease activity, global response to treatment, index joint tenderness
and mobility, were evaluated for differing trends between the study groups. Results: Subset analyses revealed
some statistically significant differences and some notable trends in favor of the flavocoxid group. These trends
became stronger the longer the subjects continued on therapy. These observations were specifically noted in
older subjects (>60 years), males and in subjects with milder disease, particularly those with lower subject
global assessment of disease activity and investigator global assessment for disease and faster walking times at
baseline. Conclusions: Initial analysis of the entire intent-to-treat population revealed that flavocoxid was as
effective as naproxen in managing the signs and symptoms of OA of the knee. Detailed analyses of subject
subsets demonstrated distinct trends in favor of flavocoxid for specific groups of subjects.
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Tl The impact of a nurse-led care programme on events and physical and psychosocial parameters in patients with
heart failure with preserved ejection fraction: A randomized clinical trial in primary care in Russia

SO EUROPEAN JOURNAL OF GENERAL PRACTICE

AB Background: Disease management programmes (DMPs) improve quality of care for patients with heart failure
(HF). However, only a limited number of trials have studied the efficacy of such programmes for patients with
heart failure with preserved ejection fraction (HFPEF). Objective: To estimate the impact of a structured, nurse-
led patient education programme and care plan in general practice on outcome parameters and events in patients
with HFPEF. Methods: Single blinded randomized clinical trial with an intervention over six months and a
follow-up during 12 additional months. In the control group, the patients (n = 41) were managed according to
Russian national guidelines. Patients in the intervention group (n = 44) received education on individual
lifestyle changes and modifications of cardiovascular disease (CVD) risk factors, home-based exercise training
and weekly nurse consultations in addition to usual care. Results: Six months after their inclusion, patients in
the intervention group significantly improved body mass index, waist circumference, six-min walk test distance,
total cholesterol, low-density lipoprotein, left ventricular end-diastolic volume index, quality of life and level of
anxiety. After 18 months, there were 11 deaths (25%) or hospitalizations in the intervention group and 12 (29%)
in the control group (P = 0.134). Cardiovascular mortality and readmission rate were not reduced significantly
after six months of follow-up: the hazard ratio was 0.47 (95% Cl: 0.17-1.28; P = 0.197). After 18 months, this
was 0.85 (0.42-1.73; P = 0.658).

Conclusion: This primary care based DMP for patients with HFPEF improved the patients' emotional status and
quality of life, positively influenced body weight, functional capacity and lipid profile, and attenuated heart
remodelling.
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Prevalence and associations of partner abuse in women attending Russian general practice
FAMILY PRACTICE

AB Objectives. To measure lifetime and 1-year prevalence of partner abuse among women attending Russian
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general practice, to test for associations between lifetime partner abuse and socio-demographic factors and to
assess the acceptability to women of GPs asking about partner abuse.

Methods. Cross-sectional self-administered questionnaire survey in 24 general practices in St Petersburg.
Russian Composite Abuse Scale was administered to consecutive woman patients. Prevalence was reported as
proportions and logistic regression was used to test associations.

Results. One thousand two hundred and thirty-two respondents (age range 16-70 years); 70% response. Lifetime
prevalence of partner abuse was 37.1% [95% confidence interval (Cl) = 34.4-40.0%] and 1-year prevalence was
7.2% (95% CI = 4.6-11.2%). The multivariate analysis showed that cohabiting women were 1.9 (95% CI = 1.3-
2.8) times more likely and divorced women were 2.3 (95% CI = 1.1-4.8) times more likely to be abused than
married respondents. Only 34.7% (95% CI = 31.5-38.0%) of women would agree to GPs asking about partner
abuse.

Conclusions. The high prevalence of partner abuse is consistent with international findings in general practice-
based studies. The predominantly negative attitude of women towards being asked about abuse is a challenge to
future domestic violence interventions in Russian practices.

Kuznetsova, Olga 0-4056-2014

Kuznetsova, Olga  0000-0002-2440-6959

0263-2136

DEC

2010

27

6

625

631
10.1093/fampra/cmq044

UT WO0S:000284432500006
PM 20591818

ER

PT

J

AU Regushevskaya, E

Dubikaytis, T
Laanpere, M
Nikula, M



AF

TI

SO
AB

RI

Ol

SN
PD
PY
VL
IS

BP
EP
]|

uT

Kuznetsova, O

Karro, H
Haavio-Mannila, E
Hemminki, E
Regushevskaya, Elena
Dubikaytis, Tatiana
Laanpere, Made
Nikula, Minna
Kuznetsova, Olga
Karro, Hele
Haavio-Mannila, Elina
Hemminki, Elina

The determinants of sexually transmitted infections among reproductive age women in St. Petersburg, Estonia
and Finland

INTERNATIONAL JOURNAL OF PUBLIC HEALTH

Sexually transmitted infections' (STIs) rate vary in St. Petersburg, Estonia and Finland; the aim was to compare
the determinants of self-reported sexually transmitted infections in these areas.

Data from four population-based questionnaire surveys were used (Finland in 1992 and 1999; St. Petersburg in
2003; Estonia in 2004). With the exception of the 1992 Finnish survey (interview) all were postal surveys, with
1,070 respondents in Finland (78 and 52% response rates), 1,147 (68%) in St. Petersburg, and 5,190 (54%) in
Estonia.

Risky sexual behaviours were equally common in the three areas and the determinants were the same. Women
with an STIs history more often had had their first sexual intercourse when aged under 18, had not used condom
during first intercourse, had a high number of lifetime or previous year sexual partners. However, marital status
and education were not similar determinants. Cohabiting and well-educated women in Finland were more likely
to have STIs while in other areas the associations found were not statistically significant.

Risky behaviour predicts STIs, but does not explain the varying rates of STIs between areas.
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TI Inhibition of Interleukin-6 (IL-6) Reverses Anemia In Patients with Advanced Non Small Cell Lung Cancer
(NSCLC): Results of a Phase Il, Randomized, Double-Blind, Placebo-Controlled Trial
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TI Inequalities in health and health service utilisation among reproductive age women in St. Petersburg, Russia: a
cross-sectional study

SO BMC HEALTH SERVICES RESEARCH

AB Background: Russian society has faced dramatic changes in terms of social stratification since the collapse of
the Soviet Union. During this time, extensive reforms have taken place in the organisation of health services,
including the development of the private sector. Previous studies in Russia have shown a wide gap in mortality
between socioeconomic groups. There are just a few studies on health service utilisation in post Soviet Russia
and data on inequality of health service use are limited. The aim of the present study was to analyse health (self-
rated health and self-reported chronic diseases) and health care utilisation patterns by socioeconomic status
(SES) among reproductive age women in St. Petersburg.
Methods: The questionnaire survey was conducted in 2004 (n = 1147), with a response rate of 67%. Education
and income were used as dimensions of SES. The association between SES and health and use of health
services was assessed by logistic regression, adjusting for age.
Results: As expected low SES was associated with poor self-rated health (education: OR = 1.48; personal
income: OR = 1.42: family income: OR = 2.31). University education was associated with use of a wider range
of outpatient medical services and increased use of the following examinations: Pap smear (age-adjusted OR =
2.06), gynaecological examinations (age-adjusted OR = 1.62) and mammography among older (more than 40
years) women (age-adjusted OR = 1.98). Personal income had similar correlations, but family income was
related only to the use of mammography among older women.
Conclusions: Our study suggests a considerable inequality in health and utilisation of preventive health service
among reproductive age women. Therefore, further studies are needed to identify barriers to health promotion
resources.

Kuznetsova, Olga  0-4056-2014
Dubikaytis, Tatiana = 0-4097-2014
Ol

Kuznetsova, Olga  0000-0002-2440-6959



SN
PD
PY
VL
AR
]|

uT
PM
ER

Dubikaytis, Tatiana = 0000-0003-4781-8806

1472-6963

NOV 11

2010

10

307
10.1186/1472-6963-10-307
WO0S:000284634700001
21070641

PT
AU

AF

TI
SO
RI

SN
PD
PY
VL
SuU
BP
EP
uT
ER

J

Eroshina, KM
Danishevskiy, KD
Plavinskiy, SL

Eroshina, K. M.
Danishevskiy, K. D.
Plavinskiy, S. L.

Results of the second generation surveillance survey conducted among IDUs in Russia
EUROPEAN JOURNAL OF PUBLIC HEALTH
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Prandial-basal insulin regimens plus oral antihyperglycaemic agents to improve mealtime glycaemia: initiate
and progressively advance insulin therapy in type 2 diabetes

DIABETES OBESITY & METABOLISM

Aims: To compare two progressive approaches [once-daily insulin glargine plus <= 3 mealtime lispro (G+L) vs.
insulin lispro mix 50/50 (LM50/50) progression once up to thrice daily (premix progression, PP)] of beginning
and advancing insulin in patients with type 2 diabetes (T2D) and inadequate glycaemic control on oral therapy,
with the aim of showing non-inferiority of PP to G+L.

Methods: Patients were randomized to PP (n = 242) or G+L (n = 242) in a 36-week, multinational, open-label
trial. Dinnertime insulin LM 50/50 could be replaced with insulin lispro mix 75/25 if needed for fasting



glycaemic control.
Results: Baseline haemoglobin Alc (HbAlc) were 9.5% (PP) and 9.3% (G+L); p = 0.095. Change in A1C
(baseline to endpoint) was -1.76% (PP) and -1.93% (G+L) (p = 0.097) [between-group difference of 0.17 (95%
confidence interval: -0.03, 0.37)]. Non-inferiority of PP to G+L was not shown based on the prespecified non-
inferiority margin of 0.3%. A1C was lower with G+L at weeks 12 (7.8 vs. 7.9%; p = 0.042), 24 (7.4 vs. 7.6%; p
=0.046), but not at week 36 (7.5 vs. 7.6%; p = 0.405). There were no significant differences in percentages of
patients achieving A1C < 7%, overall hypoglycaemia incidence and rate or weight change. Total daily insulin
dosages at endpoint were higher with PP vs. G+L (0.57 vs. 0.51 U/kg; p = 0.017), likely due to more injections
(1.98 vs. 1.79; p = 0.011).
Conclusions: Both treatments progressively improved glycaemic control in patients with T2D on oral therapy,
although non-inferiority of PP to G+L was not shown. Higher insulin doses were observed with PP with no
between-treatment differences in overall hypoglycaemia or weight gain.
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CA Int Salofalk Suppository OD Study

Tl Clinical Trial: A Novel High-dose 1 g Mesalamine Suppository (Salofalk) Once Daily Is as Efficacious as a
500-mg Suppository Thrice Daily in Active Ulcerative Proctitis

SO INFLAMMATORY BOWEL DISEASES
AB Background: Mesalamine suppositories are first-line therapy in active ulcerative proctitis: the standard regime
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still recommends multiple doses per day. The primary objective of this study was to show the noninferiority of
once-daily administration of a novel 1 g mesalamine suppository versus thrice-daily administration of the 0.5 g
mesalamine suppository.

Methods: This was a single-blind (investigator-blinded), randomized, multicenter, comparative, Phase IlI
clinical trial. Patients with mild to moderately active ulcerative proctitis inserted either one mesalamine 1 g
suppository at bedtime or one mesalamine 0.5 g suppository thrice daily over a 6-week period. The primary
endpoint was rate of remission (Disease Activity Index below 4).

Results: In all, 354 patients were evaluable for safety and per-protocol analysis. The new regimen demonstrated
noninferiority: The percentage of patients with remission was 87.9% for the once-daily 1 g mesalamine
suppository and 90.7% for the thrice-daily 0.5 g mesalamine suppository. Each regimen resulted in prompt
cessation of clinical symptoms (e.g., median time to <= 3 stools per day (all without blood): 5 days inthe I g
mesalamine once-daily and 7 days in the 0.5 g mesalamine thrice-daily group). Patients preferred applying
suppositories once a day.

Conclusions: In active ulcerative proctitis the once-daily administration of a 1 g mesalamine suppository is as
effective and safe, yet considerably more convenient, than the standard thrice-daily administration of a 0.5 g
mesalamine suppository.
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PHARMACOEPIDEMIOLOGICAL AND PHARMACOECONOMIC EVALUATION OF OXALIPLATIN IN
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Tl Grandmaternal Ages at Birth of Parents of Children with Down Syndrome in St. Petersburg
SO CYTOLOGY AND GENETICS

AB Data on the age of grandparents of 243 children with Down syndrome (DS) born between 1990 and 1999 are
considered in this work in comparison with control families of 330 healthy children. In 102 families, where the
age of the mother at the birth of a child with DS was younger 30 (or less than 30) years, the median ages of both
maternal and paternal grandmothers of probands were actually the same (26 years). Actually, the median age of
grandmothers in 226 young families having healthy children were also the same (27 years). No differences in
the indicators in question were revealed between 141 families with DS and 104 families with healthy children,
where the mothers were older than 29 years. Thus, our results have not confirmed the hypothesis about the
influence of the age of DS probands' grandmothers on the segregation of chromosomes in their daughters'
oogenesis, as well as the hypothesis about a significant contribution of the inherited trisomy of chromosome 21
to the frequency of DS in the general population.
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Tl Hereditary Breast-Ovarian Cancer Syndrome in Russia
SO ACTA NATURAE

AB Hereditary breast-ovarian cancer syndrome contributes to as much as 5-7% of breast cancer (BC) and 10-15%
of ovarian cancer (OC) incidence. Mutations in the "canonical™ genes BRCA1 and BRCA2 occur in 20-30% of
affected pedigrees. In addition to BRCA1 and BRCA2 mutations, germ-line lesions in the CHEK2, NBS1, and
PALB?2 genes also contribute to familial BC clustering. The epidemiology of hereditary breast-ovarian cancer in
Russia has some specific features. The impact of the "founder" effect is surprisingly remarkable: a single
mutation, BRCA1 5382insC, accounts for the vast majority of BRCAL defects across the country. In addition,
there are two other recurrent BRCAL alleles: BRCA1 4153delA and BRCAL 185delAG. Besides BRCAL, in
Russia breast cancer is often caused by germ-line alterations in the CHEK2 and NBS 1 genes. In contrast to
BRCA1 and BRCA2, the CHEK?2 and NBS1 heterozygosity does not significantly increase the OC risk. Several
Russian breast cancer clinics recently started to investigate the efficacy of cisplatin in the therapy of BRCA1-
related cancers; initial results show a unique sensitivity of BRCAZ1-associated tumours to this compound.
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Efficacy and safety of flavocoxid, a novel therapeutic, compared with naproxen: a randomized multicenter
controlled trial in subjects with osteoarthritis of the knee

ADVANCES IN THERAPY

AB Flavocoxid is a novel flavonoid-based "dual inhibitor" of the 5-lipoxygenase (5-LOX) enzyme and the
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cyclooxygenase (COX) enzymes. This study was designed to compare the effectiveness and safety of
flavocoxid to naproxen in subjects with moderate to severe osteoarthritis (OA) of the knee.

In this randomized, multicenter, double-blind study, 220 subjects were assigned to receive either flavocoxid
(500 mg twice daily) or naproxen (500 mg twice daily) for 12 weeks. The trial was structured to show
noninferiority of flavocoxid to naproxen. Primary outcome measures included the Western Ontario and
McMaster Universities Osteoarthritis Index (WOMAC) and subscales and a timed walk.

More than 90% of the subjects in both groups noted significant reduction in the signs and symptoms of knee
OA. There were no statistically significant differences in efficacy between the flavocoxid and naproxen groups
when the entire intent-to-treat population was analyzed. The flavocoxid group had significantly fewer upper
gastrointestinal (UGI) and renal (edema) adverse events (AEs) as well as a strong trend toward fewer
respiratory AEs.

Flavocoxid, a first-in-class flavonoid-based therapeutic that inhibits COX-1 and COX-2 as well as 5-LOX, was
as effective as naproxen in managing the signs and symptoms of OA of the knee. Flavocoxid demonstrated
better UGI, renal (edema), and respiratory safety profiles than naproxen.
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Tl The development of metabolic syndrome and the partial androgen deficiency among aging men
SO INTERNATIONAL JOURNAL OF ANDROLOGY
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Tl The sex hormones and the expression of insulin receptors
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Tl The breach of regeneration among men of older age groups and the androgen deficiency
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TI Prevalence of Helicobacter pylori infection in healthy volunteers and duodenal ulcer patients in St.-Petersburg,
Russia
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Tl The polymorphisms G(-174)C in IL6 gene and G(-1082)A in IL10 gene are associated with poor outcomes in
patients with acute coronary syndrome

SO MOLECULAR BIOLOGY

AB Association between the rates of poor outcomes in the patient cohort with acute coronary syndrome and
polymorphisms G(-174)C in the IL6 gene and G(-1082)A in the IL10 gene were determined. In total, 1145
patients hospitalized for coronary artery disease to cardiological hospitals of Moscow, St. Petersburg, Kazan,
Chelyabinsk, Perm, Stavropol, and Rostov-on-Don were examined. The mean observation period was 9.10 +/-
5.03 months (maximal, 18 months). Analysis of the survival of the patients with acute coronary syndrome that
carried allele A has demonstrated that the presence of IL10 gene polymorphism G(-1082)A is associated with
more frequent poor outcomes as compared with GG genotype. The survival time to endpoint for the carriers of
GA and AA genotypes was 11.68 +/- 0.67 months versus 12.69 +/- 0.65 months for the carriers of GG genotype
in IL10 gene (chi(2) = 4.13, p = 0.042). As for the IL6 gene polymorphism G(-174)C, survival rate analysis did
not detect any significant association with the risk for poor outcome. However, joint analysis of these
polymorphisms in both genes has demonstrated that characteristic of the patients with acute coronary syndrome
that carry GG genotype of IL6 gene and GA and AA genotypes of IL10 is a higher rate of poor outcomes (time
to endpoint, 11.01 +/- 1.24 months) as compared with the carriers of IL6 gene CC and CG genotypes and 1L10
gene GG genotype (time to endpoint, 13.28 +/- 0.83 months (xi(2) = 10.23, p = 0.017). These data suggest that

the genes IL6 and IL10, whose products are involved in the control of inflammatory response, play an important

role by increasing the probability of poor outcomes in the patients with acute coronary syndrome.
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Tl Role of 4-hydroxy-trans-2-nonenal in cell functions

SO BIOCHEMISTRY-MOSCOW

AB The role of lipid peroxidation product 4-hydroxy-trans-2-nonenal (4-HNE) in functional activity of cells under
normal and different pathological conditions is discussed. Different pathways of 4-HNE metabolism in tissues
are analyzed, with particular focus on the role the glutathione system in this process. 4-HNE is implicated in
regulation of cell growth, proliferation, differentiation, and apoptosis. 4-HNE and metabolic products of other
antioxidants (carotenoids) resemble each other in chemical nature of the product and influence general
pathways of signal transduction. Manifestation of 4-HNE toxicity under oxidative stress conditions is regarded
as a link to many diseases whose pathogenesis is connected with modifications of proteins and nucleic acids.
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Tl Evidence for depletion of CASP5 Ala90Thr heterozygous genotype in aged subjects
SO EXPERIMENTAL GERONTOLOGY

AB Our previous studies, which included genotyping of multiple coding apoptotic gene polymorphisms,
unexpectedly demonstrated a depletion of heterozygous CASP5 Ala90Thr (rs507879, ¢.268 G>A) genotypes in
elderly subjects. Present investigation was aimed to validate this trend. An analysis of 510 subjects aged 75-103
years revealed 205 (40%) CASP5 Ala90Thr heterozygotes as compared to 254 (50%) expected from the minor
allele frequency 0.470 (p = 0.000014). This deviation was not observed in 549 middle-aged (1850 years)
controls (270 (49%) heterozygotes observed vs. 274 (50%) expected; minor allele frequency 0.475; p = 0.743).
Unfavorable significance of CASP5 heterozygous genotype may be explained by the role of the caspase-5 in
inflammation-related processes. Almost all prior gene-longevity association studies focused on discrimination
between "good" and "bad" gene variants. Here we present a distinct situation, where the combination of
alternative alleles (i.e., heterozygosity) appears to be unfavorable as compared to the homozygous carriership of
either gene variant. (C) 2010 Elsevier Inc. All rights reserved.
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Tl Association of the polymorphic markers G(-455)A in the FGB gene and C(-1654)T in the PROC gene with
hereditary predisposition to unfavourable outcome in patients with history of acute coronary syndrome

SO MOLECULAR BIOLOGY

AB Associations of polymorphisms of genes FGB G(-455)A and PROC C(-1654)T with the frequency of poor
outcomes in patients with the history of acute coronary syndrome (ACS) were studied in the Russian
population. A total of 1145 patients admitted to cardiological hospitals of Moscow, St. Petersburg, Kazan,
Chelyabinsk, Perm, Stavropol, and Rostov-on-Don with ischemic heart disease exacerbation were examined.
The mean follow-up time was 1.14 +/- 0.33 years, and the maximum follow-up time was 3.2 years. The risk of
poor outcome did not depend on the carriership of genotypes of the polymorphic G(-455)A marker in the FGB
gene. However, the PROC C(-1654)T polymorphism patients with ACS history and allele T of the PROC gene
had a poor outcome more often than patients homozygous for allele C. The survival time to the endpoint for
carriers of the TT and CT genotypes of the PROC gene was 2.19 +/- 0.18 years vs. 2.46 +/- 0.16 years for
carriers of the CC genotype. On the base of these results it is suggested that hemostasis-related genes play an
important role in early failures in patients with ACS history.
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ACE inhibitors Or ARB Therapy
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VALIDATION OF A QUANTITATIVE DETERMINATION METHOD OF DICLOFENAC FOR IN VITRO
BIOEQUIVALENCE EVALUATION OF TRANSDERMAL GEL PREPARATIONS

PHARMACEUTICAL CHEMISTRY JOURNAL

AB A quantitative determination method of diclofenac for studying the bioequivalence of transdermal gel

RI

Ol

SN
PD
PY
VL
IS

BP
EP

preparations of this drug has been validated. It was established that the proposed method is precise,
reproducible, and linear in a certain concentration range. The release of diclofenac from transdermal gels with
different viscosities and from the reference preparation was studied using the paddle-over-disk technique. Drug
release from the transdermal gel preparation was modeled using various mathematical laws including the
Higuchi law, first-order kinetics, cube root, and Weibull function. An analysis of the experimental data showed
that the release of diclofenac from gels proceeds by diffusion and obeys the Higuchi law. It was found that the
rate of drug release from the gel depends significantly on the viscosity. Similarity coefficients were calculated
in order to compare diclofenac dissolution profiles and to determine their equivalence. It was concluded that
experimental samples of diclofenac gel with medium and high viscosity were equivalent to the reference
preparation.
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Tl High sensitivity of BRCA1-associated tumors to cisplatin monotherapy: report of two cases
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Tl Clinical assessment of vasodilating carvedilol effects in patients with arterial hypertension and
overweight/obesity CAMELIA Study results

SO CARDIOVASCULAR THERAPY AND PREVENTION

AB Aim To compare the effects of two beta-adrenoblockers (BAB) - a generic carvedilol and metoprolol tartrate -
on lipid profile, carbohydrate and purine metabolism parameters in patients with arterial hypertension (AH) and
overweight or obesity (OW/O)

Material and methods The study included 320 patients, receiving carvedilol (h=160) or metoprolol tartrate
(n=160) for 24 weeks The effectiveness of antihypertensive therapy (AHT) was assessed by blood pressure (BP)
dynamics at each visit and at the end of the study, comparing to baseline BP levels Safety parameters included



adverse event (AE) profile and biochemical parameter dynamics (lipid profile, glucose, creatinine (Cr), uric acid
(UA), potassium (K+) and sodium (Na+))

Results As early as at the first visits, a significant reduction in baseline levels of systolic and diastolic BP (SBP,
DBP) was observed (p<0,0001) Both carvedilol and metoprolol therapy resulted in a significant reduction of
heart rate (HR) and body mass index, BM | (by 0,39 +/- 0,07 kg/m(2) (p<0,0001) at the end of the study)
Carvedilol therapy was associated with improved lipid profile and glycemia parameters, while metoprolol was
metabolically neutral One of the new, positive findings was the absence of adverse effects of carvedilol-based
AHT on purine metabolism

Conclusion In patients with Stage 1-2 AH and OW/O, a good antihypertensive effect was observed for both
medications studied The latter, due to its additional vasodilating effect, demonstrated beneficial effects on AH-
associated metabolic parameters Therefore, carvedilol should be a BAB of choice in patients with AH and
metabolic risk factors
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Tl RESTORING OF THE REPRODUCTIVE FUNCTION AS AN IMPORTANT CONSTITUENT OF THE
PSYCHOLOGICAL CONDITION OF ONCOLOGICAL FEMALE PATIENTS
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Tl Morphology of Acute Myocardial Infarction at Prenecrotic Stage

SO KARDIOLOGIYA

AB We studied morphological changes of myocardium and content of glucose, potassium, calcium, sodium in
pericardial fluid in persons who died suddenly of myocardial infarction at its prenecrotic stage at prehospital
phase. It was established that acute myocardial infarction at prenecrotic stage can run in 2 morphological forms
- either with transmural or with subendo- or epicardial localization of ischemic process in left ventricular wall.
Transmural injury is characterized by large volume of ischemic damage of the left ventricle, generalized spasm
of arterial system of the heart, changes of cardiomyocytes with derangement of their energy metabolism and
contractile capacity. In subendo- or epicardial localization foci of ischemic injury alternated with areas of
normal blood supply. Similar character of disturbances of rheological properties of blood with thrombosis of
microcirculatory bed and of number of markers of ventricular fibrillation between these two forms create
preconditions for increase of the zone of necrosis in myocardium and cause high risk of development of rhythm
disorders.
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High Efficacy of First-Line Gefitinib in Non-Asian Patients with EGFR-Mutated Lung Adenocarcinoma

ONKOLOGIE

AB Background: Several Asian studies demonstrated feasibility of front-line administration of gefitinib for the

SN
PY

treatment of non-small cell lung carcinomas (NSCLCs) harboring intragenic epidermal growth factor receptor
(EGFR) mutations. The experience of the use of this EGFR tyrosine kinase inhibitor (TKI) in non-Asian
subjects remains limited. Patients and Methods: The study included lung adenocarcinoma (AC) patients treated
at the N.N. Petrov Institute of Oncology (Russia). Results: DNA analysis of 192 consecutive AC revealed 38
(20%) TKI-sensitizing mutations. Presence of the exon 19 deletion (del19) or L858R was strongly correlated
with nonsmoking status (smokers: 8/98 (8%); non-smokers: 30/94 (32%); p = 0.00004). The efficacy of first-
line gefitinib therapy was evaluated in 25 patients with EGFR-mutated advanced AC. Twelve (48%) cases
demonstrated tumor response (1 (4%) complete response, 11 (44%) partial responses; 10/17 (59%) patients with
del19 mutation vs. 2/8 (25%) cases with L858R substitution, p = 0.11). The remaining 13 (52%) patients
experienced disease stabilization. Median progression-free survival was 8.0 months. Grade 3 toxicity was the
maximal adverse event, being observed only in 4 (16%) cases. Conclusion: Gefitinib may be considered as an
upfront treatment option for EGFR-mutated NSCLC.
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USE OF INHALED TOBRAMYCIN IN PATIENTS WITH CYSTIC FIBROSIS
TERAPEVTICHESKII ARKHIV

AB The results of a few studies evaluating the efficacy and safety of nebulized tobramycin solution used in patients
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with cystic fibrosis have been published to date. Pulmonary deposition of inhaled tobramycin and its lung
produced concentrations are rather high (10-25 times greater than the minimum suppressing concentration) and
systemic absorption is extremely low. The treatment makes it possible to improve external respiratory function,
to lower the colonization of the bronchi with Pseudomonas aeruginosa, and, in many cases, to achieve its
eradication. Inhaled tobramycin reduces the sputum level of inflammatory cytokines in patients with cystic
fibrosis, which slows down irreversible lung changes. Inhaled antibacterial therapy results in a reduction in the
number of exacerbations, the frequency of admissions, and the need for systemic antibiotics.
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EFFICIENCY OF USING CYCLOFERON AS PART OF COMBINED THERAPY FOR CHRONIC
HEPATITIS C (A REVIEW OF MULTICENTER CLINICAL TRIALS)

TERAPEVTICHESKII ARKHIV

AB The results of a study of the efficiency of treatment in patients with chronic hepatitis C conducted in a complex

RI

of multicenter clinical trials of the impact of various antiviral therapy regimens including the interferon genesis
inductor cycloferon are reviewed. Four hundred and seventy-eight patients with hepatitis C virus infection were
followed up. The study has demonstrated that the incorporation of cycloferon into the standard treatment
regimen, which is manifested by the effect of drug synergism, by producing antiviral, immunomodulating, and
antifibrotic effects, is a promising pharmacotherapy for chronic hepatitis C. This treatment is economically
sound, reduces the incidence and degree of adverse reactions and increases the quality of life in the patients.
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Tl Clinical and neurophysiological parameters in patients with discirculatory encephalopathy

SO ZHURNAL NEVROLOGII I PSIKHIATRII IMENI S S KORSAKOVA

AB We studied clinical parameters and characteristics of the nonspecific brain activity, reflecting interhemispheric
interactions, in patients with discirculatory encephalopathy (DEP) who had arterial hypertension. Forty-six
patients with DEP (25 - with DEP, 1l stage, 21 - with DEP, I11 stage) without epileptic changes on EEG were
examined. The control group included 44 healthy people. EEG was assessed using the visual analysis according
to E.A. Zhimunskaya, spectral analysis programs with mapping, degree of interhemispheric asymmetry of brain
biopotential power. The more severe was the disease, the lower was the power of brain bioelectric activity.
Variants of functioning of nonspecific brain activity in different stages of DEP were found in the study of the
degree of interhemispheric asymmetry of brain biopotential power. The activity of synchronization areas of the
brain dominated in the initial DEP stages, and that of desynchronization areas - in the later stages.
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Tl Antithrombotic therapy in the secondary prevention of stroke

SO ZHURNAL NEVROLOGII I PSIKHIATRII IMENI S S KORSAKOVA

AB The review is devoted to the secondary prevention of ischemic events after ischemic stroke. Recommendations

for antithrombotic therapy and prolonged indirect anticoagulant therapy with INR monitoring based on
evidence-based medicine of the secondary prevention of ischemic stroke and TIA are presented. Patients who
do not need anticoagulants should receive antiplatelet therapy. Due to the increasing number of patients



resistant to antiaggregant therapy, the rapid and adequate evaluation of platelet function is needed. Current
laboratory diagnostic methods have some shortcomings and do not meet criteria of evidence-based medicine. It
is necessary to improve the laboratory diagnosis with the elaboration of reliable standardized methods.
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Tl Role and place of biochemical markers in diagnosis of cerebral ischemic stroke
SO ZHURNAL NEVROLOGII | PSIKHIATRII IMENI S S KORSAKOVA

AB In recent years neurologists pay special attention to biochemical markers of instrumental diagnosis of brain
ischemia in its acute phase Determination of specific biomarkers in the blood of patients at early stages of
cerebral blood circulation disorders may be helpful in screening patients at high risk of stroke in the short term
period We present a review of literature and an analysis of own data (over 200 patients) with chronic and acute
cerebral blood circulation disorders on the possibility of using brain biomarkers in clinical practice The
diagnostic value of NR2 antibodies in stroke with ischemic volume 5-70 cm(3) is approximately 95,9% and in
transitory ischemic attacks-98%
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Efficacy of cytoflavin in patients in the acute ischemic stroke
ZHURNAL NEVROLOGI! | PSIKHIATRII IMENI S S KORSAKOVA

AB We present the results of a multicenter study on efficacy of cytoflavin in the treatment of patients with acute
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ischemic stroke. Seventy patients (41 of the main group and 29 of the control group) were enrolled in the study.
All patients received basic therapy aimed at improving systemic hemodynamics, rheological blood properties
and at the prevention of stroke complications. Patients of the main group were treated with cytoflavin as
follows: days 1-10 - 20 ml (in 400 ml of the 0,9% NaCl solution) twice a day intravenously in drops; days 11-35
- 850 mg twice a day. We assessed the dynamics of restoration of lost functions (NIHSS, the Rankin scale, the
Barthel index) and volumes of ischemic lesion (MRI T1-, T2-, diffusion-weighted images). Results of the study
on patients of the control group were supplemented with literature data about 306 patients studied using clinical
scales and 40 patients studied with MRI. We revealed a trend towards an effect of cytoflavin on the preservation
of brain matter in the acute phase of stroke. Cytoflavin reduced the neurological deficit and improved activities
of daily living in patients that may be explained by the less brain damage.
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Efficacy of phenotropil in the rehabilitation of stroke patients

ZHURNAL NEVROLOGII | PSIKHIATRII IMENI S S KORSAKOVA

We studied 400 patients with ischemic stroke, including 200 patients (the main group), who received 3 courses
of phenotropil in the complex rehabilitation treatment in dosage 400 mg/day during 1 year after stroke. The
extent of restoration of neurologic functions and daily living activities was assessed with Barthel, Lindmark,

Scandinavian scales and Merton and Sutton scale. The restoration of neurologic and daily living activities was
significantly (p<0,0001) better in the main group compared to the control one.
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TI Modern aspects of treatment of chronic brain ischemia in atherosclerotic lesions of precerebral arteries
SO ZHURNAL NEVROLOGII I PSIKHIATRII IMENI S S KORSAKOVA

AB Epidemiologic, etiologic and pathogenetic aspects of chronic brain ischemia are reviewed. Based on the modern
conception of neuroplasticity, neuroprotection and neurogenesis, the authors substantiate the lines of
pharmacotherapy. The results of the clinical study of photochromotherapy in the restorative treatment of chronic
brain ischemia are presented.
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TI Approaches to the therapy of neurological presentations in diabetes mellitus
SO ZHURNAL NEVROLOGII I PSIKHIATRII IMENI S S KORSAKOVA

AB A study included patients, aged from 30 to 70 years, with a verified diagnosis of compensated diabetes mellitus
type 1 or type 2, diabetic polyneuropathy (DPN) or the syndrome of moderate cognitive disorders (MCD).
Patients with DPN were stratified into two groups: 30 patients of the main group received the antioxidant drug
tiolepta in tablets (600 mg) once a day during 60 days; 30 patients of the control group received only basic
(sugar-reducing) therapy. Twenty patients with MCD were treated with the combined nootropic and vasoactive
drug vinpotropil in dose 2 capsules, 3 times a day during 2 months in addition to the basic therapy (sugar-
reducing, antihypertensive, antiaggregate drugs). To the end of treatment, the severity of DPN was lower in the
main group treated with tiolepta that reflected in the normalization of NDS scores in 50% of patients compared
to 30% in the controls and in the disappearance of neurological symptoms on the TSS in 30% of patients while
these symptoms were present in the control group. The electroneuromyographic study showed the statistically
non-significant trend (p>0,05) to the higher velocity of impulse conduction along the sensory and motor nerves



as well as higher amplitudes of motor and sensory responses in the main group. To the end of the treatment,
positive dynamics in the number of complaints and neurological status was found in patients with MCD. The
neuropsychological study revealed the significant (p<0,05) improvement on the MMSE scale and in the delayed
recall of words (the ten words test). Adverse effects that led to discontinuation of treatment were not found for
both drugs.
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TI Behavioral mechanisms of nicotine dependence: a search for new drugs
SO ZHURNAL NEVROLOGII I PSIKHIATRII IMENI S S KORSAKOVA
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Tl Food addictions
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Tl Hemifacial spasm
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Tl A Phase I/1l Trial of the Kinesin Spindle Protein (KSP) Inhibitor SB-743921 Dosed Q14D without and with
Prophylactic G-CSF in Non-Hodgkin (NHL) or Hodgkin Lymphoma (HL).
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TI Evaluation of six nucleic acid amplification tests used for diagnosis of Neisseria gonorrhoeae in Russia
compared with an international strictly validated real-time porA pseudogene polymerase chain reaction

SO JOURNAL OF THE EUROPEAN ACADEMY OF DERMATOLOGY AND VENEREOLOGY

AB Background
In Russia, laboratory diagnosis of gonorrhoea has been mainly based on microscopy only and, in some settings,
relatively rare suboptimal culturing. In recent years, Russian developed and manufactured nucleic acid
amplification tests (NAAT) have been implemented for routine diagnosis of Neisseria gonorrhoeae. However,
these NAATS have never been validated to any international well-recognized diagnostic NAAT.
Objective
This study aims to evaluate the performance characteristics of six Russian NAATS for N. gonorrhoeae
diagnostics.
Materials and methods
In total, 496 symptomatic patients were included. Five polymerase chain reaction (PCR) assays and one real-
time nucleic acid sequence based amplification (NASBA) assay, developed by three Russian companies, were
evaluated on urogenital samples, i.e. cervical and first voided urine (FVU) samples from females (n = 319),
urethral and FVU samples from males (n = 127), and extragenital samples, i.e. rectal and pharyngeal samples,
from 50 additional female patients with suspicion of gonorrhoea. As reference method, an international strictly
validated real-time porA pseudogene PCR was applied.
Results
The prevalence of N. gonorrhoeae was 2.7% and 16% among the patients providing urogenital and extragenital
samples, respectively. The Russian NAATSs and the reference method displayed high level of concordance
(99.4-100%). The sensitivities, specificities, positive predictive values and negative predictive values of the
Russian tests in different specimens were 66.7-100%, 100%, 100%, and 99.4-100%, respectively.
Conclusions
Russian N. gonorrhoeae diagnostic NAATs comprise relatively good performance characteristics. However,
larger studies are crucial and, beneficially, the Russian assays should also be evaluated to other international
highly sensitive and specific, and ideally Food and Drug Administration approved, NAATS such as Aptima
Combo 2 (Gen-Probe).Conflicts of interest
None declared.
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Tl Restoration of vision with non-invasive electrical brain synchronization after optic nerve damage
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Diagnosis of Mycoplasma genitalium is entirely based on nucleic acid amplification tests (NAATS). In Russia,
several M. genitalium polymerase chain reaction (PCR) assays have been developed; however, any evaluation
of their performance has never been performed.

Obijective

To assess the performance of five PCRs developed and currently used in Russia for diagnosis of M. genitalium.
Materials and methods

Vaginal swabs and first voided urine samples (FVUs) from 281 females and urethral swabs and FVUs from 125
males were analysed using three conventional PCRs and two real-time PCRs developed by three Russian
companies. As reference tests, a real-time PCR targeting the MgPa adhesin gene was used; positive results were
confirmed by two conventional PCRs targeting the 16S rRNA gene and MgPa gene, respectively. For
evaluation of detection limits and analytical specificities, a blinded control panel consisting of dilutions of six
strains of M. genitalium and 14 other Mycoplasma species was tested.

Results

The prevalence of M. genitalium was 2.5% among females and 9.6% among males. The highest sensitivity
(71.4-100% in different specimens) was exhibited by one real-time PCRs. Conventional PCRs from two
manufacturers failed to detect M. genitalium in any of the seven positive female FVUs. All tests had a 100%
clinical specificity; however, one cross-reacted with Mycoplasma pneumoniae.

Conclusions

Only one of the five Russian PCRs displayed reasonable sensitivity for all specimen types, but the specificities
of all assays were high. Accordingly, improvements regarding sensitivity of all the tests are needed. However,
larger studies, including other populations, evaluating these assays are crucial.
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TI New sporocide skin disinfectant "Teflex A"

SO INTERNATIONAL JOURNAL OF MEDICAL MICROBIOLOGY
CT 61st Conference of the Deutschen-Gesellschaft-fur-Hygiene-und-Microbiologie
CY SEP 20-23, 2009

CL Gottingen, GERMANY

SP Deutsch Gesell Hygiene & Microbiol

SN 1438-4221

PD SEP

PY 2009

VL 299

BP 25

EP 25

UT WOS:000269650700107

ER

PT J

AU Simanenkov, VI
Poroshina, EG
Tikhonov, SV

AF Simanenkov, V. 1.
Poroshina, E. G.
Tikhonov, S. V.

Tl The Use of Tenoten Preparation in Complex Therapy of Hypomotoric Biliary Dyskinesia
SO BULLETIN OF EXPERIMENTAL BIOLOGY AND MEDICINE

AB A positive effect of tenoten on the course of biliary dyskinesia in patients with anxiety and depressive disorders
was demonstrated. Tenoten can be recommended for the treatment of functional cholangio-pancreatoduodenal
motility disturbances.
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Tl Ultrastructure of the Hair in Genetic Prelingual Deafness Associated with the 35delG Mutation in the Connexin
26 Gene (GJB2)

SO BULLETIN OF EXPERIMENTAL BIOLOGY AND MEDICINE

AB Ultrastructure of the surface of long hair in 77 subjects with a phenotype of childhood prelingual deafness was
evaluated by scanning electron microscopy. The subjects were homozygous or heterozygous carriers of the
35delG mutation in the connexin 26 gene (GJB2). The presence of severe abnormalities in the marginal layer of
the cuticular plate (fracture-like defects) is pathognomonic for homozygous carriers of the 35delG mutation.
Ultrastructural characteristics of the hair in subjects with connexin-associated deafness signifi cantly differed
from those in healthy volunteers (control group of the same age) and deaf people with nongenetic hearing
impairment. Analysis of variance revealed no differences in hair thickness between deaf homozygous and
heterozygous carriers of the 35delG GJB2 gene mutation and healthy volunteers.
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Tl A RATIO OF LYMPHOCYTES AND NEUTROPHILS GRANULARITY AS A NEW APPROACH FOR
SCREENING MYELODYSPLASTIC SYNDROM BY FLOW CYTOMETRY
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Tl Single-agent activity of GCS-100, a first-in-class galectin-3 antagonist, in elderly patients with relapsed chronic
lymphocytic leukemia
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TI A phase I/11 trial of the kinesin spindle protein (KSP) inhibitor SB-743921 dosed g14d without and with
prophylactic G-CSF in non-Hodgkin lymphoma (NHL) or Hodgkin lymphoma (HL)
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Tl Biomarker analysis from completely resected NSCLC patients enrolled in an adjuvant erlotinib clinical trial
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Tl First evaluation of six nucleic acid amplification tests widely used in the diagnosis of Chlamydia trachomatis in
Russia

SO JOURNAL OF THE EUROPEAN ACADEMY OF DERMATOLOGY AND VENEREOLOGY

AB In Russia, nationally developed nucleic acid amplification tests (NAATS), which have never been validated to
international commercially available NAATS, are mainly used in the diagnosis of Chlamydia trachomatis
infection.

To evaluate the performance characteristics of six NAATs widely used to diagnose C. trachomatis infection in
Russia.

In total, 446 consecutive symptomatic patients (319 females and 127 males) were included. Five polymerase
chain reaction (PCR) assays and one real-time nucleic acid sequence-based amplification (NASBA) assay were
evaluated on cervical and vaginal samples from females and on urethral and first voided urine samples from
males. As reference methods, the Cobas Amplicor PCR, as the main 'gold standard' method, and LightMix
480HT PCR were used.

The overall prevalence of C. trachomatis infection was 12.6%. The Russian NAATS and the reference methods
displayed a high level of concordance (97.9% to 99.2%). In comparison with the reference methods, the
sensitivities, specificities, positive predictive values and negative predictive values of the Russian tests in
different specimens ranged from 86.1% to 100%, 99.1% to 100%, 92.3% to 100% and 98.2% to 100%,
respectively.

According to the reference methods, C. trachomatis NAATS developed and used in Russia have relatively good
performance characteristics for both invasive and non-invasive samples. However, larger studies that include
symptomatic and asymptomatic patients as well as genital and extra-genital samples, and in comparison with
other internationally well-recognized, validated, and ideally Food and Drug Administration-approved C.
trachomatis NAATS performed strictly according to the manufacturer's instructions, need to be conducted.
None declared.
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Tl Contraceptive Use and Abortion Among Women Of Reproductive Age in St. Petersburg, Russia
SO PERSPECTIVES ON SEXUAL AND REPRODUCTIVE HEALTH

AB CONTEXT: Although the characteristics associated with contraceptive use among Russian women have been
studied, no large-scale research has been conducted on women's use of different contraceptive methods and
abortion.

METHODS: A random sample of 1,147 women aged 18-44 completed questionnaires at local women's clinics
in St. Petersburg in 2003-2004. Chi-square tests were used to examine differences in selected characteristics

among age-groups, and logistic regression was used to assess associations between these characteristics and the
use of contraceptive methods at last intercourse and abortion history.
RESULTS: Among women at risk of unintended pregnancy, six in 10 had used reliable contraceptives (the pill,

the IUD or condoms) at last intercourse; 42% had used condoms. Women in the middle income level were more

likely than women with lower income to have used the pill (odds ratio, 2.1); cohabiting women and those who
had had children had lowered odds of using condoms (0.6 and 0.3-0.5, respectively). More than half of those
surveyed reported having had an abortion. Characteristics associated with increased odds of having had an
abortion included being 25 or older (2.2-3.5), cohabiting (2.9), having high income (1.7), having experienced
first intercourse before turning 18 (2.2) and having used no contraceptive method at first sex (1.5). The factor
that was most strongly associated with abortion was a woman's number of births (4.9-5.7).

CONCLUSIONS: Educational programs that promote the consistent use of condoms, especially among young
women, and family planning programs that reduce financial barriers to contraceptive use, are critically needed

in Russia.
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TI High frequency of BRCA1, but not CHEK2 or NBS1 (NBN), founder mutations in Russian ovarian cancer
patients

SO HEREDITARY CANCER IN CLINICAL PRACTICE

AB Background: A significant portion of ovarian cancer (OC) cases is caused by germ-line mutations in BRCAL or
BRCAZ2 genes. BRCA testing is cheap in populations with founder effect and therefore recommended for all
patients with OC diagnosis. Recurrent mutations constitute the vast majority of BRCA defects in Russia,
however their impact in OC morbidity has not been yet systematically studied. Furthermore, Russian population
is characterized by a relatively high frequency of CHEK2 and NBS1 (NBN) heterozygotes, but it remains
unclear whether these two genes contribute to the OC risk.

Methods: The study included 354 OC patients from 2 distinct, geographically remote regions ( 290 from North-
Western Russia (St.-Petersburg) and 64 from the south of the country (Krasnodar)). DNA samples were tested
by allele-specific PCR for the presence of 8 founder mutations ( BRCA1 5382insC, BRCA1 4153delA, BRCA1
185delAG, BRCA1 300T>G, BRCA2 6174delT, CHEK2 1100delC, CHEK2 IVS2+1G>A, NBS1 657del5). In
addition, literature data on the occurrence of BRCA1, BRCA2, CHEK?2 and NBS1 mutations in non-selected
ovarian cancer patients were reviewed.

Results: BRCA1 5382insC allele was detected in 28/290 (9.7%) OC cases from the North-West and 11/64
(17.2%) OC patients from the South of Russia. In addition, 4 BRCA1 185delAG, 2 BRCAL 4153delA, 1



BRCA2 6174delT, 2 CHEK?2 1100delC and 1 NBS1 657del5 mutation were detected. 1 patient from Krasnodar
was heterozygous for both BRCA1 5382insC and NBS1 657del5 variants.

Conclusion: Founder BRCAL mutations, especially BRCA1 5382insC variant, are responsible for substantial
share of OC morbidity in Russia, therefore DNA testing has to be considered for every OC patient of Russian
origin. Taken together with literature data, this study does not support the contribution of CHEK2 in OC risk,
while the role of NBS1 heterozygosity may require further clarification.
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TI Simulation of Unilateral Ischemic Injury to the Striatal Neurons Inflicted by Short-Term Occlusion of the
Middle Cerebral Artery

SO BULLETIN OF EXPERIMENTAL BIOLOGY AND MEDICINE

AB The reproducibility of brain injury was evaluated by simulating ischemia in rats by 30-min occlusion of the
middle cerebral artery. The selected ischemia-reperfusion protocol was characterized by high reproduction of
the striatal neuron injury, which fact suggests this model for studies of nerve tissue reactions to injury and for
evaluation of the efficiency of neuroprotective drugs.
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Tl Diagnosis and long-term treatment of patients with allergic rhinitis seen in primary health care facilities in
Saint-Petersburg, Russia
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Tl THE ROLE OF RADIOMODIFICATION IN COMPLEX TREATMENT OF PATIENTS WITH RECTAL
CANCER
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Clopidogrel effectiveness in patients with ST elevation myocardial infarction
CARDIOVASCULAR THERAPY AND PREVENTION

AB Aim. To analyse the effectiveness of clopidogrel therapy (Zilt (R)) in patients with myocardial infarction (MI),

SN
PY
VL
IS

BP
EP

according to genetic variants of P-450 3A cytochromes, platelet adenosine diphosphate (ADPH) receptors,
fibrinogen and collagen.

Material and methods. The study included 34 patients with ST elevation MI (MI-ST). Antiaggregant therapy
effectiveness was assessed based on ADPH-induced platelet aggregation (photometric method by Born).
Polymorphisms A-293G CYP3A4, G6986A CYP3A5, C18T and G36T P2Y12, Leu33Pro GPllla, C-154T and
T13254C GPVI, C807T GPla were detected by polymerase chain reaction method, with subsequent restriction
endonuclease-based analysis.

Results. Clopidogrel therapy was associated with reduced aggregation - 23,5+/-2,5 %, 32,9+/-2,8 %, 40,0+/-3,1
% and 16,3+/-2,6 %, 27,0+/-3,0 %, 35,0+/-3,4 % at points 1 and 2 for 2,5, 5 and 10 mkM of ADPH,
respectively (p<0,04, p<0,1). Individuals with polymorphisms G36T P2Y12, C-154T and T13254C GPVI,
C807T GPla, as well as people with no protective allele T18 P2Y12, demonstrated higher aggregation at
baseline and more effective reduction associated with therapy. One exception, Leu33 Pro GP I | | a mutation,
was observed, | inked to no reduction in platelet aggregation. Clopidogrel was more effective in participants
with A-293G CYP3A4 Mutation, while no clear associations were observed for G6986A CYP3Ab5.
Conclusion. Clopidogrel effectively reduced platelet aggregation in patients with MI-ST, with one exception
Leu33Pro GPllla mutation.
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Risk factors for induced abortions in St Petersburg, Estonia and Finland. Results from surveys among women of
reproductive age

EUROPEAN JOURNAL OF CONTRACEPTION AND REPRODUCTIVE HEALTH CARE

AB Objectives To compare the risk factors of self-reported abortion in St Petersburg, Estonia and Finland, which

RI

Ol

SN
PY
VL
IS

BP
EP

are neighbouring areas having different abortion rates. Methods Data from four population-based questionnaire
surveys (Finland 1992 and 1999; St Petersburg 2003; Estonia 2004) were used. With the exception of the 1992
Finnish survey (based on interviews) all were postal surveys. There were 1070 respondents in Finland (78% and
52% response rates), 1147 (68%) in St Petersburg, and 5190 (54%) in Estonia. Results The prevalence of self-
reported abortions was highest among women in St Petersburg and among the two oldest age groups of Russian-
speaking Estonians. In all areas women with a history of abortion were more likely to have low education,
children, a history of multiple partners and to have had their first intercourse when younger than 18 years.
Insufficient use of reliable contraception, both at first and last intercourse, was the only risk factor that was
more common in St Petersburg and in Estonia than in Finland. In Estonia, more Estonian than Russian-speaking
women used reliable contraceptives. Conclusion The comparison of three areas suggests that high abortion rates
are related to low contraceptive use and not to other risky sexual behaviour.
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Outcomes Evaluation of St Petersburg Russia Women's Wellness Center
HEALTH CARE FOR WOMEN INTERNATIONAL
17th Conference of the International-Council-of-Womens-Health-Issues

CY JUL, 2008

CL

Gaborone, BOTSWANA



SP

Int Council Womens Hlth Issues

HO Univ Botswana
AB Researchers demonstrate that investing in women's health yields great social and economic dividends, yet the
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health of women often receives little attention throughout the world. Women's wellness centers (WWCs) were
established in the former Soviet Union beginning in 1992 under the sponsorship of the American International
Health Alliance (AIHA) in conjunction with the United States Association for International Development
(USAID) to provide a women-centered approach to primary care, providing access to a wide range of clinical
services and educational outreach programs. Because the St Petersburg Womens Wellness Center (WWC) is
considered one of the more advanced centers and represents a microcosm of opportunities and challenges in
women's health care delivery in the Russian Federation, a descriptive qualitative outcomes evaluation of the
clinic was conducted. In the spirit of continuous quality improvement, interviews were conducted with
childbearing women. Findings are categorized into the dimensions of access, privacy and comfort,
communication with providers, comprehensiveness of care, and follow-up care. Strengths of the clinic include
the woman friendly environment and educational offerings. Suggestions also were made by study participants
for improvement of clinic services. Qualitative research can be translated into clinical practice guidelines for
WW(GCs in Eastern Europe.
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Steroid secretion in young patients with hypertension
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Morphological Prerequisites of Fibrillation of Cardiac Ventricles in Sudden Coronary Death
KARDIOLOGIYA

AB We studied morphological changes in the myocardium and content of glucose, magnesium, calcium, sodium in

pericardial fluid of victims of out of hospital sudden death due to acute coronary insufficiency and prenecrotic
stage of myocardial infarction. We established that both in regions of ischemic injury appearing as 111 degree
contracture lesions of cardiomyocytes, zones of intracellular myocytolysis and primary breakdown of



myofibrils, as will as in zones of relaxation myocardium loses its contractile properties. This in turn leads to
asynchronous contraction of left and right ventricles. As fibrillation develops in both ventricles simultaneously
there are all grounds to believe that morphological prerequisite (source of origin) of fibrillation is the presence
of areas of ischemic injury and relaxation in the myocardium.
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Tl Assessment of the State of a Patient With Acute Coronary Syndrome During Thrombolytic Therapy With the
Use of Multichannel ECG-Monitoring
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TI Environmental isolates of Cryptococcus neoformans in Saint Petersburg, Russia
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Tl RAPD analysis efficiency of the medically important fungi in epidemiological studies
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Tl Humans magno- and parvo-systems and selective abnormalities in their function
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Tl Amantadine (PK-Merz) influence on the nerve impulse conduction within optic nerve in patients with multiple
sclerosis
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Ventricular extrasystolia in patients with non-ST elevation acute coronary syndrome: assessing the risk of life-
threatening ventricular arrhythmias (clinico-experimental study)

RUSSIAN JOURNAL OF CARDIOLOGY

AB The study aimed to assess the risk of life-threatening ventricular arrhythmias (LTVA) in patients with non-ST
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elevation acute coronary syndrome (ACS) and ventricular extrasystolia (VE) developing in the first 24 hours of
ACS.

In 46 dogs, VE with early, postponed post-depolarisation, re-entry and ischemic mechanisms was modelled. In
total,, 168 patients with non-ST elevation ACS and Class 11-V Lawn VE were examined. All patients underwent
general clinical examination as well as the assessment of late ventricular potentials (LVP), QT interval
dispersion (QTd), and heart rate turbulence (HRT). In the experimental study, persistent ventricular tachycardia
and/or ventricular fibrillation developed in 100916, 75516, and 85,71916 of the animals with early post-
depolarisation, re-entry and ischemic VE mechanisms, respectively. In the clinical study, LTVA was observed
in 13,76 % of ACS patients, including 69,32 516 with arrhythmia development in the first 3 days. Positive
predictive value for LVP, QTd>80 ms and pathologic HRT was no more than 42%. LTVA risk could be
assessed by the formula: LTVAR = A divided by B, where LTVAR is LTVA risk in units, A - linear deviation
of corrected pre-ectopic interval (ms)for at least 20 ventricular extrasystoles, calculated separately for left and
right VE, and B - analysed ventricular extrasystole number (per hour). LTVAR<O0,5 could be a marker of high
LTVA risk, with positive predictive value of 96,34916, in non-ST elevation ACS patients with VE.
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The problem of the nosological independence of posttraumatic stress disorder
ZHURNAL NEVROLOGI! | PSIKHIATRII IMENI S S KORSAKOVA

AB The author considers the problem of the nosological independence and diagnosis of posttraumatic stress
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disorder (PTSD) in the theoretical aspect from the position of multifactor character of the disease development.
The corresponding issues are discussed on example of consequences of combat trauma (PTSD in combatants).
The author presents original conceptions on the consequent development of pathos and nosos with regard to
"combat" PTSD.

1997-7298

2009

109

12

8

11
WQ0S:000273915200002
20037513

PT
AU

AF

J

Dobryakov, 1V
Nikol'skaya, IM
Dobryakov, I. V.
Nikol'skaya, I. M.



Tl Short-term crisis psychotherapy in children with posttraumatic stress disorder in the frames of the "Dobryakov-
Nikol'skaya" rehabilitation model

SO ZHURNAL NEVROLOGII I PSIKHIATRII IMENI S S KORSAKOVA

AB Peculiarities of the model of medical-psychological help elaborated by the authors are presented on the example
of the psychotherapeutic work with children, victims of the terroristic act in Beslan. A complex of methods
which includes "debriefing", and using of tails and games in the combination with the technique of serial
drawings and stories was applied in accordance to rules of crisis psychotherapy. Results demonstrate that the
methods described allow to get into contact to the child, discover and remove his/her emotional experience
related to the traumatic situation.
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Tl Brain atrophy and neurological impairment in patients with multiple sclerosis
SO ZHURNAL NEVROLOGII I PSIKHIATRII IMENI S S KORSAKOVA

AB An aim of the study was to investigate a relationship between global and local brain atrophy with neurological
impairment (motor dysfunction) in multiple sclerosis (MS) patients with different levels of disease severity.
Fifty five patients with definite MS (Mc Donald's criteria), aged 18-60 years, disease duration 1-30 years, and
25 healthy age-matched controls have been studied. Neurological assessment (Kurtzke and EDSS scales) was
performed in the all patients. The patients were divided into 3 groups: EDSS<3.5 mild disability, EDSS 3.5-6.0
moderate disability, EDSS>6.0 severe disability. In MS patients, the global brain atrophy was accompanied by
the local atrophy of subcortical structures (thalamus, basal ganglia) and cerebellum. The processes of cerebral
grey matter total and local atrophy were not similar. The progression of MS, neurological impairment is
accompanied by the cerebellum and lentiform nuclei atrophy. There was the decrease of brain parenchyma
volume, nucleus caudate and cerebellar local atrophy in patients with moderate disability. The severe disability
was correlated with the thalamic atrophy and marked basal ganglia and cerebellar atrophy. Thus, we can
suppose that the thalamic atrophy is important for the development of severe motor dysfunctions in MS patients.
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Acute myofascial low back pain as a consequence of functional disorganization between flexors and extensors
of the body

ZHURNAL NEVROLOGI! | PSIKHIATRII IMENI S S KORSAKOVA

AB The acute low back pain is considered as a consequence of the disorganization between flexors and extensors of
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SN
PY
VL
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the body emerged as a result of wrong afferent stimulation. In definite conditions, when muscle proprioceptors
send the contradictory information to the CNS, there is a possibility of the simultaneous reduction of both
muscles-agonists and muscles-antagonists which can lead to the reduction of flexors of the body during lumbar
extension. The authors suggest a method of treatment of acute pain syndrome in the lower part of the back by
the manual relaxation of flexors of the body (muscle W rectus, m. obliquus abdominis, m. iliopsoas). Using this
method, 119 patients with pain syndrome in the lumbar-sacral part (without symptoms of failure of function of
spinal roots) first occurred less than a month ago were treated. After three sessions, the pain in the lower part of
the back completely vanished in more than a third of patients (38%), significantly decreased in 48% and
remained unchanged only in 14% of cases.
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Methods of localization of equivalent EEG sources in the diagnostics of protracted loss of consciousness
ZHURNAL NEVROLOGII | PSIKHIATRII IMENI S S KORSAKOVA

AB Results of EEG study of patients in a protracted unconscious state due to severe cranial trauma using different

SN
PY

methods of source localization (independent component analysis, the LORETA method) are presented in order
to compare their diagnostic value. Also the results of the study of somatosensory evoked potentials MEN to
median nerve stimulation of and EEG are compared. The independent higher frequency components of the EEG
power spectrum had the higher activity in the delta-band, were localized predominantly in the frontal brain
hemispheres (frontal, temporal regions), positively correlated with pathological neurodynamic SSEP changes
(r=0,69; p=0,003) and negatively with the scores on the Glasgow outcome scale (r=-0,66; P=0,005).
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Tl The use of topiramate at patients with combined craniovertebral anomaly
SO ZHURNAL NEVROLOGII I PSIKHIATRII IMENI S S KORSAKOVA

AB Twenty-eight patients with concomitant cranio-vertebral anomaly: Kimmerle anomaly and Chiari type |
malformation were examined. A main reason for visiting a doctor was headache, dizziness and sleep
disturbance. Topamax (topiramate) was used for stopping the symptoms. it was prescribed in dosage 25 mg in
the evening to16 patients and in dosage 25 mg in the first two weeks and then in dosage 50 mg in the evening
for 60 days - to 12 patients. The use of Topamax led to the reduction and/or disappearance of headache, sleep
normalization and improvement of cerebral bioelectric activity. The drug was well tolerated.
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Tl Pathophysiological basis of the complex neuroprotection in brain ischemia
SO ZHURNAL NEVROLOGI! I PSIKHIATRII IMENI S S KORSAKOVA
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Tl CYP2D6 is a major determinant of metoprolol disposition and effects in hospitalized Russian patients treated
for acute myocardial infarction

SO EUROPEAN JOURNAL OF CLINICAL PHARMACOLOGY

AB Purpose To investigate individual metabolism-related determinants of metoprolol disposition and effects in
patients receiving the drug as standard treatment for acute myocardial infarction (AMI).
Methods We recruited 187 AMI patients receiving metoprolol on clinical grounds and genotyped them for
CYP2D6 *3, *4, *10, and gene duplication. Heart rates (HR) at admission and discharge were registered.
Clinical details were derived from the case histories. Metoprolol and a-hydroxymetoprolol were analyzed by
HPLC in plasma before and after 2, 6 and 12 h post dose in the first 115 patients. HR at rest was registered after
each sampling. Ventricular rhythm disturbance (VRD) association with CYP2D6 activity, found accidentally,
was studied in a newly formed subgroup (n=23).
Results Metoprolol represented 85% of all beta-blocker prescriptions. CYP2D6 genotype distribution was
comparable with other Caucasian populations. Genotypically poor metabolizers (PM, n=2) exhibited the most
pronounced bradycardia at discharge, while in the ultrarapid metabolizers (UM, n=7) therapeutic effect was not
achieved. Metoprolol and a-hydroxy-metoprolol plasma concentration AUCs differed significantly between the
genotypes corresponding to predicted metabolic activity (P<0.005). Correspondingly, the mean HRs were lower
in PMs and increased with increasing number of active CYP2D6 genes (P<0.05). Trough metoprolol
concentrations were only quantifiable in patients with at least one mutated allele. Neither decreased cardiac
ejection fraction nor age and gender influenced metoprolol disposition. Higher mean number of active CYP2D6
genes was found in patients with VRDs (2.2 vs. 1.7), which could not be clearly explained by metoprolol
concentrations. CYP2D6 gene duplication was overrepresented in this group (22 vs. 2%, P=0.0002).
Conclusion Metoprolol disposition and effects are mainly controlled by CYP2D6 genotype. Patients with gene
duplication are at high risk of not benefiting from treatment due to lower metoprolol concentrations. Higher
CYP2D6 activity seems to be associated with VRDs complicating AMI, being a negative prognostic factor for
patients' survival.
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Tl Mn(2+) regulates myeloma cell adhesion differently than the proadhesive cytokines HGF, IGF-1, and SDF-1
alpha

SO EUROPEAN JOURNAL OF HAEMATOLOGY

AB Adhesion of multiple myeloma (MM) cells in the bone marrow (BM) is important for the growth and survival
of the myeloma cells. Very late antigen-4 (VLA-4) is one of the main adhesion receptors that mediate MM cell
binding to fibronectin (FN). In this study we have examined the effect of divalent cations on adhesion of MM
cells to FN, and compared this type of adhesion with the adhesion induced by the cytokines HGF, IGF-1 and
SDF-1 alpha. Mn(2+) induced adhesion in all cell lines tested. Cytokine- and Mn(2+)-induced VLA-4-mediated
adhesion were different in many respects, including binding specificity, adhesion kinetics and the activation
state of VLA-4. To study a potential role of divalent cations in vivo, we measured the concentrations of divalent
cations in BM plasma from 14 MM patients. We also found that Mn(2+)-mediated adhesion to FN activated the
MAPK pathway, indicating that the interaction of MM-cells with FN mediated by Mn(2+) could play a critical
role for growth and proliferation. In conclusion, this study shows a potential important role of divalent cations
in MM cell biology and supports earlier studies pointing to activated VLA-4 as a key for homing of MM cells to
the BM.
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Tl A Phase /Il Trial of the Kinesin Spindle Protein (KSP) Inhibitor SB-743921 Administered on Days | and 15
Every 28 Days without and with Prophylactic G-CSF in Non-Hodgkin or Hodgkin Lymphoma
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Tl The Selective Cardiac Myosin Activator, CK-1827452, Increases Systolic Function in a Concentration-
Dependent Manner in Patients with Stable Heart Failure (10/8/08)
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Olanzapine Versus Divalproex Versus Placebo in the Treatment of Mild to Moderate Mania: A Randomized,
12-Week, Double-Blind Study

JOURNAL OF CLINICAL PSYCHIATRY

AB Obijective: To evaluate the efficacy and safety of olanzapine, divalproex, and placebo in a randomized, double-
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blind trial in mild to moderate mania (DSM-IV-TR criteria).

Method: The study was conducted from October 2004 to December 2006. A total of 521 patients from private
practices, hospitals, and university clinics were randomly assigned to olanzapine (5-20 mg/day), divalproex
(500-2500 mg/day), or placebo for 3 weeks; those completing continued with a 9-week double-blind extension.
Efficacy (mean change in Young Mania Rating Scale [YMRS] total score was the primary outcome) and safety
were assessed.

Results: After 3 weeks of treatment, olanzapine-treated (N = 215) and placebo-treated (N = 105) patients
significantly differed in YMRS baseline-to-endpoint total score change (p = .034; least squares [LS] mean: -9.4
and -7.4, respectively). Such changes were not significantly different between olanzapine vs. divalproex (N =
201) or divalproex vs. placebo. After 12 weeks of treatment, olanzapine- and divalproex-treated patients
significantly differed in YMRS baseline-to-endpoint changes (p = .004; LS mean: -13.3 and -10.7,
respectively). Of observed cases, 35.4% (35/99; 3 weeks) to 57.1% (28/49; 12 weeks) had valproate plasma
concentrations lower than the recommended valproate therapeutic range, but these patients' Y MRS scores were
lower than those of patients with valproate concentrations above/within range. Compared with divalproex, after
12 weeks, olanzapine-treated patients had significant increases in weight (p <.001) and in glucose (p < .001),
triglyceride (p = .003), cholesterol (p =.024), uric acid (p = .027), and prolactin (p < .001) levels. Divalproex-
treated patients had significant decreases in leukocytes (p = .044) and platelets (p < .001) compared with
olanzapine after 12 weeks of treatment. The incidence of potentially clinically significant weight gain (>= 7%
from baseline) was higher with olanzapine than with divalproex (3-week: p =.064, 6.4% vs. 2.7%; 12-week: p
=.002, 18.8% vs. 8.5%; respectively).

Conclusion: Olanzapine was significantly more efficacious than placebo but not divalproex at 3 weeks and
significantly more efficacious than divalproex at 12 weeks. Olanzapine-treated patients had significantly greater
increases in weight and in glucose, cholesterol, triglyceride, uric acid, and prolactin levels than divalproex-
treated patients.

Trial Registration: clinicaltrials.gov Identifier: NCT00094549
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Tl Translational development of the novel kinesin spindle protein (KSP/Eg5) inhibitor SB-743921 (SB-921) in
lymphoma: from preclinical models to phase 1 studies
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Tl Peculiarities of vocal emotion expression: Analysis of acoustic parameters
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Tl INFLUENCE OF GLUCOCORTICOID RECEPTOR POLYMORPHISM G+647C ON EFFICACY OF VAD
AND VD THERAPY IN PATIENTS WITH MULTIPLE MYELOMA

SO HAEMATOLOGICA-THE HEMATOLOGY JOURNAL
CT 13th Congress of the European-Hematology-Association
CY JUN 12-15, 2008

CL Copenhagen, DENMARK

SP  European Hematol Assoc

SN 0390-6078

PD JUN

PY 2008

VL 93

MA 0212

BP 85



EP 85
UT WO0S:000263430200213
ER

PT J

AU Sirotkina, O
Stolyarova, A
Bychkova, N
Vavilova, T

AF Sirotkina, O.
Stolyarova, A.
Bychkova, N.
Vavilova, T.

Tl The variability of the platelet collagen receptor GPVI quantity measured by flow cytometry as a result of GPVI
gene polymorphisms
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Tl The mutant allele and expression of the ADP receptor gene P2Y12 as a novel molecular factor influencing
platelet activity
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Tl The laboratory diagnosis of adrenal pheochromocytoma
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Tl Quality use of medicines: A new method of combining antibiotic consumption and sensitivity data - application
in a Russian hospitals
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PHARMACOEPIDEMIOLOGY AND DRUG SAFETY

Purpose Antibiotic use and resistance is subject of great concern. There is a need for internationally comparable
and locally useful data collection and reporting. We developed a new method to combine and present data on
antibiotic use and resistance in a figure in a Russian 1300 bed-hospital.

Methods We applied World Health Organization (WHO) Anatomic Therapeutic Chemical (ATC)
classification/defined daily doses (DDD) analysis on antibacterials for systemic use (ATC: J01) delivered by the
pharmacy for the years 2003-2005. Microbial resistance data were presented within the range of drugs
accounting for 90% of the volume in DDD, i.e. drug utilisation 90% (DU90%).

Results From the DU90% profile the following was seen: in 2003, 12 of 25 drugs accounted for 90% of the
volume. For six of the most commonly used antibiatics, including the two cheapest (gentamicin, ampicillin), a
significant number of the strains tested were resistant. For the remaining antibiotics no resistance data were
available. These data were discussed in early 2004. A general decrease of antibiotic use and resistance was seen
in 2005 (by 57% from 15.5 to 8.8 DDD/100 bed days) with a concomitant decrease in expenditures (by 64%)
and a shift to more potent antibiotics.

Conclusions The created profile highlighted potential problems in a clear and easy form. Besides being an
indicator of the quality of antibiotic use it was a powerful alert and driving force for change. It can be used for
external comparisons and for local monitoring of antibiotic use and resistance and can be applied with routinely
available data in any hospital. Copyright (C) 2008 John Wiley & Sons, Ltd.
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A phase I-11 trial of the kinesin spindle protein (KSP) inhibitor SB-743921 on days 1 and 15 every 28 days in
non-Hodgkin or Hodgkin lymphoma
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Tl Weak interactions in barbituric acid derivatives. Unusually steady intermolecular organic "sandwich™
complexes. pi-pi stacking versus hydrogen bonding interactions

SO JOURNAL OF MOLECULAR STRUCTURE

AB The 4-methoxy-6,6-dimethyl-5,6,7,8-tetrahydro[1,3]dioxolo[4,5-g]isoquinolin-6-ium (1) and 2-(1H-indol-3-yl)-
1-ethanaminium (tryptaminium) (2) salts of 1,3-dimethyl-2,4,6-trioxoperhyciro-pyrimidine-5-spiro-6'-14'-
methoxy-7'-(1,3-dimethyl-2,4,6-trioxoper-hydropyrimidin-5-yl)-5',6',7',8'-tetrahydro[1,3]dioxolo[4,5-
g]naphthalene) (3) have been prepared and their structures have been investigated by single-crystal X-ray
diffraction analysis. It has been found on the basis of the crystal packing arrangement as well as physical and
chemical properties that derivatives | and 2 form unusually steady intermolecular sandwich-like complexes both
in the crystal and in solution, which are stabilized by weak C-H center dot center dot center dot n(O=C)
hydrogen bonds and pi-pi stacking. The interplay between the intermolecular pi-pi stacking and strong N-H
center dot center dot center dot O hydrogen bond interactions and its influence on the "sandwich” structures of |
and 2 are discussed. (C) 2007 Elsevier B.V. All rights reserved.
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Tl Investigation of nanocomposites based on hydrated calcium phosphates and cellulose Acetobacter xylinum
SO GLASS PHYSICS AND CHEMISTRY

AB Composites based on two biocompatible compounds, namely, inorganic hydrated calcium phosphates and
organic microfibrillar ribbons of cellulose Acetobacter xylinum, are prepared by aggregation in an aqueous
suspension. The influence of the structural organization of the hydroxyapatite and temperature-time conditions
on the formation of the composite materials of different compositions is investigated. It is revealed that the
composite materials are textured and retain the crystal structure of cellulose and the structure of initial hydrated
calcium phosphates. The analysis of the crystal structures allows us to propose a model of the interaction
between the mineral and organic components of the composite material. In the framework of the model, the
interaction is provided through the formation of hydrogen bonds with the participation of hydroxyl groups and
oxygen atoms of the phosphor group of the hydroxyapatite and primary OH groups located at the (-110) and
(110) faces of cellulose nanocrystals.
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TI Interrelations between common complications in allo-HSCT, reactivation of herpesviruses and proteolysis-
related gene variants
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Tl Quality of life in patients after allogeneic haematopoietic stem cell transplantation
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Tl Evaluation of the efficiency of thymoglobulin usage for preventing graft rejection and acute graft-versus-host
disease prophylaxis
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Tl An optimised method for fixation of prostate core needle biopsy specimens
SO EUROPEAN UROLOGY SUPPLEMENTS
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Tl The socioeconomic characteristics of risky sexual behaviour among reproductive-age women in St Petersburg
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Aims: To examine the sexual behaviour of reproductive age women in St Petersburg and its variation according
to sociodemographic characteristics. Methods: A cross-sectional survey with a self-administered questionnaire.
A random sample of women aged 18-44 in two districts in St Petersburg in 2004 were invited to a woman's
clinic to complete a questionnaire. Of those women who were contacted (n=1719), 67% completed the
anonymous questionnaire either in a clinic or at home. Results were analyzed according to three age-groups (18-
24, 25-34, 35-44 years). Predictive characteristics were studied by use of multivariate models. Results: Younger
respondents had on average started sexual life much earlier than the oldest (mean age 17.6 and 19.7 years
respectively). The use of contraception at first coitus had become more common for each consecutive
generation, though 25% of women aged 18-25 used no contraception, and only 45% used reliable contraception
at first intercourse. Around 16% of the women had had two or more sex partners during the previous year, 55%
of the youngest and 43% of the oldest had used reliable contraceptive methods. Older women were less likely to
use contraceptives in last intercourse. High personal income, having children and low education were related to
early age at first intercourse. Being single (women over 24 years) or having high income (women in all ages)
was correlated with having had multiple sexual partners. Conclusions: In addition to youth, sexual education
should be targeted to older women, many of whom practice risky sexual behaviour.
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TI Comparison of microscopy, culture and in-house PCR and NASBA assays for diagnosis of Neisseria
gonorrhoeae in Russia

SO APMIS

AB This study aimed to assess the laboratory diagnosis of Neisseria gonorrhoeae in St. Petersburg, Russia. In total,
334 consecutive symptomatic patients were enrolled. Cervical and urethral specimens from women (n=286) and
urethral specimens from men (n=48) were analyzed by microscopy, culture and two in-house NAATS, i.e.
polymerase chain reaction (PCR) and nucleic acid sequence-based amplification (NASBA), developed in
Russia. All N. gonorrhoeae-positive samples were confirmed using porA pseudogene and 16S rRNA gene
sequencing. All methods displayed 100% specificity, i.e. positive predictive values of 100%. Compared to the
PCR (most sensitive method in the present study), in women the sensitivity of both microscopy and culture was
31.8%, and that of NASBA was 90.9%. In men, microscopy, culture and NASBA displayed a sensitivity of
75%, 50% and 100%, respectively. The negative predictive values of microscopy, culture, and NASBA were
97.3%, 97.3%, and 99.6% in women, and 97.8%, 95.7%, and 100% in men, respectively. According to the PCR,
the prevalences of N. gonorrhoeae were 4.5% (women) and 8.3% (men). In conclusion, both the investigated
Russian NAATS displayed a high sensitivity and specificity. However, in general the diagnosis of gonorrhoea in
Russia is suboptimal and crucially requires validation, improvements and quality assurance.
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Long-term management of patients with asthma by primary health care physicians versus respiratory and
allergy specialists
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Clinical assessment of transoesophageal electro-stimulation in first-diagnosed Type | atrial flutter
RUSSIAN JOURNAL OF CARDIOLOGY

In total, 7283 patients with coronary heart disease and fist-diagnosed atrial flutter (AFL) episodes were
followed up from 1996 to 2007. In all participants, AF was treated with transoesophageal
electrocardiostimulation (TOECS). Sinus rhythm was restored in 83,48 %: in 67,3 % without any

antiarrhythmic therapy (AAT), and in others - with AAT before TOECS. The best effect was observed in
patients receiving amiodarone or its combination with chinidin durules. Only in 2,88 %, AFL or atrial
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Psychological disturbances, autonomous heart rate regulation, and sudden death risk in myocardial infarction
patients

RUSSIAN JOURNAL OF CARDIOLOGY

AB Clinical and psychological examination was performed in 320 patients, 18-20 days after diagnosing acute

myocardial infarction (AMI). In 56%, anxiety and depressive symptoms were observed. These patients,
comparing to those without psychological disturbances, demonstrated greater manifestation of autonomic
dysbalance during heart rate variability (HRV) assessment (increased sympathetic and deceased vagal activity).
Disturbed HRV correlated with progressing anxiety and depression. In sudden death group, psychological and
HRV disturbances were substantially more manifested, regardless of AMI clinical course severity. This could

trigger fatal arrhythmia development. In participants with anxiety and depression symptoms, including those
with sudden death, personality anxiety level was higher.
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TI Chronic obstructive pulmonary disease: role of infectious exacerbations and their prevention
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Tl Fluvoxamine, amitriptyline and transcranial electrostimulation of the brain in the treatment of chronic daily
headache

SO ZHURNAL NEVROLOGII | PSIKHIATRII IMENI S S KORSAKOVA

AB Efficacy of antidepressants fluvoxamine, amitriptyline and transcranial electrostimulation of the brain in the
treatment of chronic daily headache has been studied. Amitriptyline had the highest effect in dosage 50 mg
daily but was not well tolerated by patients that resulted in that only 50% of them finished the study.
Fluvoxamine had high efficacy and good tolerability in the treatment of chronic daily headache and medication
overuse headache. Small dosages of amitriptyline and fluvoxamine potentiated the analgesic effect of
transcranial electrostimulation of the brain. The combination of antidepressants with transcranial
electrostimulation of the brain alleviated the negative effect of the withdrawal of overused analgesics and may
be recommended for out-patient use.
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Tl Depressive disorders in pregnancy
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