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Osteoarthritis (OA) is one of the leading musculoskeletal 
disorders in the adult population. It is associated with car-
tilage damage triggered by the deterioration of the extra-
cellular matrix tissue. The present study explores the effect 
of intra-articular injection of autologous microfragmented 
adipose tissue to host chondrocytes and cartilage prote-
oglycans in patients with knee OA. A prospective, non-ran-
domized, interventional, single-center, open-label clinical 
trial was conducted from January 2016 to April 2017. A to-
tal of 17 patients were enrolled in the study, and 32 knees 
with osteoarthritis were assessed. Surgical intervention 
(lipoaspiration) followed by tissue processing and intra-ar-
ticular injection of the final microfragmented adipose tis-
sue product into the affected knee(s) was performed in all 

patients. Patients were assessed for visual analogue scale 
(VAS), delayed gadolinium-enhanced magnetic resonance 
imaging of cartilage (dGEMRIC) and immunoglobulin G 
(IgG) glycans at the baseline, three, six and 12 months af-
ter the treatment. Magnetic resonance sequence in dGEM-
RIC due to infiltration of the anionic, negatively charged 
contrast gadopentetate dimeglumine (Gd-DTPA2-) into 
the cartilage indicated that the contents of cartilage gly-
cosaminoglycans significantly increased in specific areas of 
the treated knee joint. In addition, dGEMRIC consequent-
ly reflected subsequent changes in the mechanical axis of 
the lower extremities. The results of our study indicate that 
the use of autologous and microfragmented adipose tis-
sue in patients with knee OA (measured by dGEMRIC MRI) 
increased glycosaminoglycan (GAG) content in hyaline 
cartilage, which is in line with observed VAS and clinical 
results.
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BACKGROUND: The aim of this observational study was to 
evaluate the effect of Mediterranean and continental nu-

CROATIAN INTERNATIONAL 
PUBLICATIONS  

by Ivan Bohaček
ibohacek@hiim.hr

CROATIAN INTERNATIONAL PUBLICATIONS  

 

mailto: ibohacek@hiim.hr


CROATIAN INTERNATIONAL PUBLICATIONS  378 Croat Med J. 2017;58:377-80

www.cmj.hr

trition on cardiovascular risk in patients with acute and 
chronic coronary heart disease in Croatia. METHODS: The 
study included 1284 patients who were hospitalized in a 
28-month period due to acute or chronic ischaemic heart 
disease in hospitals across Croatia. An individual question-
naire was prepared which enabled recording of various 
cardiovascular risk factors. RESULTS: Patients with chronic 
coronary artery disease have a better index of healthy diet 
than patients with acute coronary disease. Women have 
a better index of diet than men in both Croatian regions. 
When the prevalence of risk factors (impaired glucose tol-
erance, diabetes mellitus types I and II, hypercholesterolae-
mia, hypertriglyceridaemia and hypertension) in patients 
with Mediterranean and continental nutrition is compared, 
a trend is seen for patients who have risk factors to con-
sume healthier food. CONCLUSION: The Mediterranean 
diet is associated with reduced risk of developing cardio-
vascular disease. This effect is more evident in patients 
with known cardiovascular disease.
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AIM: The objective of this study was to investigate a possible 
correlation between the plasminogen activator inhibitor-1 
(PAI-1) and methylene tetrahydrofolate reductase (MTHFR) 
polymorphisms and unexplained spontaneous miscarriag-
es (SM). MATERIALS AND METHODS: PAI-1 polymorphisms 
were evaluated in 150 women with pregnancy in their his-
tory. One hundred women with a history of SM formed 
the study group and 50 women with normal pregnancies 
served as the control group. Also, the combination of PAI-1 
and MTHFR polymorphisms were evaluated in 138 women 
out of a total of 150, which included 92 women with SM in 
their history compared to 46 women in the control group. 
For statistical analysis, χ2 test, Phi, and Cramer V tests were 

used; p < 0.05 was taken as a statistically significant result. 
RESULTS: Our findings show: (a) the correlation between 
SM and PAI-1 mutations reaches statistical significance (p = 
0.026); (b) there was a statistically significant difference be-
tween heterozygous PAI-1 in women with only 1 SM com-
pared to the control group (p = 0.047); (c) the comparison 
of combinations of both mutations, PAI-1 and MTHFR, with 
the control group demonstrates statistical significance in 
favor of women with SM and both mutations (p = 0.022). 
CONCLUSION: PAI-1 and MTHFR polymorphisms may play 
an important role in pregnancy complications because 
heterozygous PAI-1 mutations and a combination of both 
PAI-1 and MTHFR mutations might contribute to SM.
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The aims of this study were to investigate a clinical obser-
vation that patients with epithelial ovarian cancer treated 
with first-line platinum-paclitaxel chemotherapy combina-
tion (TP) develop macrocytosis and to explore the possible 
predictive role of macrocytosis in response rate, progres-
sion-free survival (PFS), and overall survival. A retrospective 
analysis of laboratory and clinical data on 184 consecutive 
ovarian cancer patients treated with first-line TP chem-
otherapy in a single oncology center from 2004 to 2015 
was carried out. Macrocytosis was defined as an increase 
in mean corpuscular volume of peripheral red blood cells 
above 97.2 fl during the treatment and/or 30 days after the 
last chemotherapy cycle. One hundred and forty-one pa-
tients were treated with a conventional 3-weekly TP sched-
ule, whereas 43 patients were treated with a dose-dense 
schedule. Macrocytosis was induced in 35% of patients 
overall. It was induced significantly more often in patients 
treated with the dose-dense schedule than in those treat-
ed with the 3-weekly schedule (67 vs. 26%, P=1.29×10). 
Macrocytosis did not correlate with PFS and overall surviv-
al in the overall patient population, nor in patients treated 
with the 3-weekly schedule. It correlated with PFS (hazard 
ratio=0.42, 95% confidence interval=0.18-0.94, P=0.036) 
and objective response on therapy in patients treated with 
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the dose-dense schedule (P=0.0285). Dose-dense TP che-
motherapy induces macrocytosis significantly more often 
than does a 3-weekly schedule in ovarian cancer patients. 
In patients treated with a dose-dense schedule, macrocy-
tosis can potentially be predictive for longer PFS and bet-
ter response rate. This finding needs further confirmation, 
preferentially in a prospective study.
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Antipsychotics have been the mainstay of the treat-
ment of schizophrenia, and their potential role 
in neuroprotection could be related to brain-de-
rived neurotrophic factor (BDNF). So far different 
effects on both serum and plasma levels of BDNF 
were reported related to the various antipsychot-
ic treatments. Aim of this study was to investigate 
the influence of olanzapine or risperidone on both 
plasma and serum levels of BDNF in patients with 
acute schizophrenia. For 50 participants with acute 
episode of schizophrenia both plasma and serum 
BDNF, along with the Positive and Negative Syn-
drome Scale (PANSS) and the Clinical Global Im-
pression scale, were assessed pretreatment and 
post treatment - after 6 weeks of either risperidone 
or olanzapine. Results show that a weak correla-
tion between pretreatment plasma and serum lev-
els of BNDF was found no longer significant after 6 
weeks of treatment. Antipsychotics, olanzapine and 
risperidone showed no significant effect on post 
treatment plasma and serum levels of BDNF. Pre-
treatment plasma level of BDNF and PANSS positive 

subscale were positively correlated. Post treatment 
serum level of BDNF and Clinical Global Impression 
were negatively correlated. In conclusion, plasma 
and serum BDNF levels could be different markers 
to some extent with regard to clinical symptoms, 
response to therapy and outcome. The interrelation 
between serum and plasma BDNF should be estab-
lished in further studies.
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BACKGROUND: The aim of this study was to analyze out-
comes of treatment and complications in children treated 
with flexible intramedullary nailing (FIN) due to humeral 
fracture. HYPOTHESIS: The FIN for treatment of humeral 
fractures in children would allow an early functional and 
cast-free follow-up with a quick pain reduction and low 
complication rate. PATIENTS AND METHODS: From May 
2002 until May 2016 case records of all children who under-
went fixation with titanium intramedullary nails because of 
humeral fracture were retrospectively reviewed. The study 
included 118 patients treated with FIN for proximal humer-
al or humeral shaft fracture. The average age at the time of 
trauma was 12 years. Mean follow-up was 77 months. Left 
hand was affected in 51% of patients. The most common 
mechanism of injury was fall (n=58), followed by sports in-
juries, road traffic accidents, pathological fractures, motor-
bike accidents and bicycle riding. RESULTS: There were no 
residual valgus/varum deformities. All patients achieved 
complete radiographic healing at a mean of 7.5 weeks. 
Nine complications were recorded: 1 humeral shaft frac-
ture in patient with osteogenesis imperfecta, 4 entry site 
skin irritations, 2 skin infections and 2 radial nerve injuries. 
There were no cases of delayed union, nonunion or mal-
union. After removal of the nails, all patients regained full 
function and all complications resolved. DISCUSSION: The 
FIN for humeral fractures is a minimally invasive, simple 
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and well reproducible technique with very low complica-
tion rate. CONCLUSION: The FIN for treatment of humeral 
fractures shows very good functional and cosmetic results. 
It allows an early functional and cast-free follow-up with a 
quick pain reduction.
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PURPOSE: The study aims to evaluate the impact of re-
cipients’ and donors’ polymorphisms in multidrug resist-
ance-associated protein 2 (MRP2) gene ABCC2 -24C>T 
and 1249G>A on disposition of mycophenolic acid (MPA) 
and their interaction with cyclosporine (CsA) (compared 
to tacrolimus, TAC) in stable de novo adult renal trans-
plant patients of Croatian origin. METHODS: A total of 68 
recipient-donor pairs were genotyped. Steady-state phar-
macokinetics of MPA was assessed by the model-inde-
pendent method. RESULTS: Adjusted for MPA formulation, 
renal function, type of calcineurin inhibitor and recipients’ 
and donors’ genotypes at the two loci, donors’ A-allele at 
1249G>A was associated with a reduced peak (29%) and 
early (AUC0-2, 33%) exposure and increased MPA clear-
ance (26%). Donors’ A-allele combined with CsA was as-
sociated with 78% higher MPA clearance, 49% lower early 
and 48% lower total exposure as compared to wild type 

homozygosity + TAC. Recipients’ SNPs per se did not reflect 
on MPA disposition. However, A-allele at 1249G>A + CsA 
(compared to wild type + TAC) was associated with a nu-
merically greater increase in MPA clearance (59 vs. 41%), 
reduction in total exposure (36 vs. 27%) and increase in 
absorption rate (C max/AUC) (56 vs. 37%) than observed 
for the main effect of CsA. Less pronounced effects were 
observed for the combination of variant allele at -24C>T 
and CsA. CONCLUSION: Considering MPA disposition, data 
indicate: donors’ ABCC2 1249G>A polymorphism increases 
clearance and reduces exposure; CsA increases clearance 
and reduces exposure by inhibiting MRP2 in the gut, the 
liver, and the kidney; donors’ ABCC2 1249G>A polymor-
phism enhances the renal CsA effect, while recipients’ pol-
ymorphism seems to enhance the liver and the gut CsA 
effects.


